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PROTOCOL AMENDMENT, VERSION 6
RATIONALE

Protocol GO40515 has been amended primarily to reduce the hospitalization
requirement following mosunetuzumab administration, and to update the polatuzumab
vedotin safety profile for consistency with the Investigator's Brochure. Changes to the
protocol, along with a rationale for each change, are summarized below:

The terminology for dosing has been updated from double step fractionated dosing
to step-up dosing throughout the protocol.

The efficacy and safety data for the mosunetuzumab background has been updated
with data from the most recent clinical cut-off date (Sections 1.2.2.1 and 1.2.2.2).

The background sections for mosunetuzumab and polatuzumab vedotin have been
updated to refer to Investigator’s Brochures and local prescribing information for
additional detailed information (Section 1.2 and Section 1.3.).

Based on the available safety data from G040515 and from other mosunetuzumab
studies, and following the recommendation of the IMC, the requirement for
hospitalization has been reduced in Cycle 1 to 24 hours following the end of the
infusion of the first dose of mosunetuzumab. (Sections 3.3.14, 4.3.2.1, 4322,
4.3.3.2 Figure 3 and Figure 4, 5.1.1, and Appendices 1, 15 and 16).

The eligibility requirement for creatinine and creatinine clearance has been clarified
so that a patient with renal function that meets the required threshold at the time of
enrollment may be eligible. The threshold for creatine clearance has been adjusted
to 50 ml/min (Section 4.1.1).

Patients with history of hemophagocytic lymphohistiocytosis (HLH) are now
excluded from the study. Itis hypothesized that these patients may be at an
increased risk for severe cytokine release syndrome (CRS) based on overlapping
mechanisms of excessive cytokine release (Section 4.1.2).

The eligibility requirement for length of time from documented remission for patients
with a history of malignancy that has been treated with curative intent has been
reduced to = 2 years from = b years (Section 4.1.2).

Tumor lysis syndrome (TLS) prophylaxis has been modified so that prophylaxis is
based on patient risk for TLS and investigator's discretion. (Section 4.4.1.2, 5122,
5.1.7.6, and Appendix 18)

Based on current data in Study GO29781 that demonstrates the incidence of CRS is
mainly observed in Cycles 1 and 2 of mosunetuzumab treatment, the corticosteroid
premedication requirement has been changed to be optional for patients receiving
single agent mosunetuzumab in Cycle 9 and beyond, if there was no CRS in the
preceding dose cycle (Section 4.3.2.1).

The regimen for polatuzumab vedotin has been revised so that polatuzumab vedotin
and mosunetuzumab may be given on the same day in Cycles 1 and 2, for the
Phase Il portion of the study. (Section 3.3.2, Section 4.3.3.3, Figure 4, Appendix 1,
Appendix 2)
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= Baseline brain MRI was removed from the mandatory screening assessments as it
has limited utility for diagnosing neurologic adverse events (AE) observed in
mosunetuzumab-treated patients. In patients with CAR T-cell therapy and
subsequent immune effector cell-associated neurotoxicity syndrome (ICANS), MRI
seldom revealed structural abnormalities (Sections 4.5, 4551, 5122 and
Appendices 1 and 15).

 Optional tumor biopsies have been revised to allow a biopsy after treatment
initiation, preferably between C1D15 and C2D8 (Section 4.5.12, Appendix 1,
Appendix 15, Appendix 16)

= Penpheral blood smear and flow cytometry have been added as screening
assessments to detect malignant and/or atypical cells. The presence of malignant
and/or atypical cells has been hypothesized to be a CRS risk factor (Section 4.5.6,
Appendices 1 and 15).

= HLH diagnosis cnteria and management guidelines for suspected and confirmed
HLH have been updated (Sections 5.1.2.2, 5.1.7.5, and, Appendix 19)

* Management guidelines for patients with hepatitis B reactivation have been updated
(Section 5.1.2.2)

= The nisks associated with polatuzumab vedotin have been updated per the
Investigator's Brochure with the following changes (Section 5.1.3):

o Change from potential risk to known risk:

= Myelosuppression as a consolidation of neutropenia (including
febrile neutropenia), thrombocytopenia, and anemia.

= [nfections

= [nfusion-related events

= Gastrointestinal toxicity (diarrhea, nausea, vomiting, constipation)
o Addition of carcinogenicity as potential risk

* The neurology consultant has been removed from the internal monitoring committee
(IMC) due to low incidence of severe neurologic adverse events associated with
mosunetuzumab (Section 5.1.8).

* The instruction has been repeated that mosunetuzumab should not be held for

uncomplicated neutropenia and uncomplicated thrombocytopenia during step-up
dosing in the first cycle (Section 5.1.7 and Table 9)

= Text has been added about the risk of perforation and hemorrhage associated with
tumor inflammation/flare in patients with lesions in the gastrointestinal tract
(Section 5.1.2.2).

= The adverse events of special interest for mosunetuzumab have been updated to
remove Grade 3 or greater neutropenia, because neutropenia is a known risk
associated with mosunetuzumab (Section 5.2.3).
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= The adverse events of special interest for polatuzumab vedotin have been reduced
to Grade 2 or higher peripheral neuropathy (sensory and/or motor) and Grade 3 or
higher infections (Section 5.2.3).

* The management of CR5S has been updated to clarfy that mosunetuzumab should
be permanently discontinued if there is a Grade 4 CRS event or recurrence of
Grade 3 CRS5. Footnotes were added to provide further guidance for Grade 4 CRS
or recurrent Grade 3 CRS cases in which further treatment with subsequent cycles
may be considered If all specified requirements are satisfied (Table 10).

 For pregnancies in female partners of male patients, the time window for reporting a
pregnancy after the last dose of polatuzumab vedotin was changed from 5 months
to 6 months (Section 5.4.3.2)

* The time window for obtaining informed consent has been updated to 28 days
(Appendices 1 and 15)

* The collection of information regarding B-symptoms has been changed to collection
at screening only, because the information does not contribute to the study
endpoints (Appendix 1, Appendix 15)

= Sample collection timepoints for blood for molecular analysis for MED monitoring
has been updated to Cycles 2, 4, and 6 only (Appendices 2 and 16)

* The Schedule for Tocilizumab Treatment of Severe or Life-Threatening Cytokine
Release Syndrome has been updated to clanfy that samples for cytokines and IL-6
pharmacodynamic markers are to be assessed by serum, instead of plasma, and to
add additional assessment timepoints (Appendix 14).

= A typographical error in the product name for polatuzumab vedotin has been
corrected throughout the protocol. The comrect product name is DCDS45015.

Additional minor changes have been made to improve clarity and consistency.
Substantive new information appears in italics. This amendment represents cumulative
changes to the original protocol.
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PROTOCOL SYNOPSIS

TITLE: A PHASE Ib/ll, OPEN-LABEL, MULTICENTER, RANDOMIZED,
CONTROLLED STUDY INVESTIGATING THE SAFETY,
TOLERABILITY, PHARMACOKINETICS, AND EFFICACY OF
MOSUNETUZUMAE (BTCT4465A) IN COMBINATION WITH CHOP
OR CHP-POLATUZUMAB VEDOTIN IN PATIENTS WITH B-CELL
NON-HODGKIN LYMPHOMA

PROTOCOL NUMBER: GO40515
VERSION NUMBER: ]

EUDRACT NUMBER: 2018-001039-29
IND NUMEBER: 120651

TEST PRODUCTS: Mosunetuzumab (RO7030816; BTCT4465A), Polatuzumab vedotin
(ROS541077; DCD 545015), Rituximab (RO0452294),
Tocilizumab (RO4877533)

PHASE: I/l
INDICATION: B-Cell Non-Hodgkin Lymphoma
SPONSOR: F. Hoffmann-La Roche Ltd

Objectives and Endpoints

This Phase Ib/ll, multicenter, randomized, open-label study will evaluate the safety,
pharmacokinetics, and preliminary efficacy of mosunetuzumab in combination with
cyclophosphamide, doxorubicin, vincristine, and prednisone (M-CHOP) and, subsequently, in
combination with cyclophosphamide, doxorubicin, and prednisone (CHP) plus polatuzumab
vedotin (CHP-pola) in patients with relapsed or refractory (R/R) B-cell non-Hodgkin lymphoma
(NHL) (Phase Ib).

The Phase Ib portion of the study is designed to assess safely, tolerability, and the
recommended Phase |l dose (RP2D) of mosunetuzumab in combination with CHOP and in
combination with CHP-pola. Following the Phase Ib portion, a Phase Il safety cohort will
evaluate M-CHOP in patients with previously untreated diffuse large B-cell ymphoma (DLBCL).
I safety is deemed acceptable, M-CHP-pola will then be compared with rituximab in
combination with CHP-pola (R-CHP-pola) in patients with previously untreated DLBCL
(randomized Phase I1).

The specific objectives and comresponding endpoints for the study are listed by phase below.
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Phase Ib

Safe%ahjectives
{Primary Study Objective for Phase Ih)

Corresponding Endpoints

M-CHOP:

* To evaluate the safety and tolerability of
M-CHOP in patients with R/R B-cell
MHL, including estimation of the MTD,
determination of RP2D, and
characterization of DLTs

M-CHP-pala:

» To evaluate the safety and tolerability of
M-CHP-pola in patients with R/R B-cell

* Occurrence and severity of adverse events
including DLTs, with severity determined
according to NCI CTCAE v5.0; for CRS, severity
determined according to the ASTCT CRS
Consensus Grading criterin )

+ Change from baseline in targated vital signs

» Change from baseline in targeted clinical
laboratory test results

* Mumber of cycles received and dose density and

NHL, including estimation of the MTD, intensity (of planned 6 cycles of combination
determination of RP2D, and therapy
characterization of DLTs
Pharmacokinetic Objectives Corresponding Endpoints
s To characterize the pharmacokinetics | # Crax
of mosunetuzumab when administered | & ;0

in combination with CHOP or CHP-
pola

» To characterize the pharmacokinetics
of polatuzumab vedotin when
administered in combination with
mosunetuzumab and CHP

s To characterize the relationship
between serum pharmacokinetics,
safety, biomarkers, and efficacy

= Total exposure (AUC), clearance, and volume
of distribution at steady state, as estimated by
population PK modeling, as appropriate and
supported by data

» Relationship between serum pharmacokinetics
and safety, biomarkers, or efficacy endpoints,
as appropriate

Efficacy Objectives

Corresponding Endpoints

* To make a preliminary assessment of
the anti-tumor activity of M-CHOP

* Tomake a prelimina% assessment of
anti-tumor activity of M-CHP-pola

All radiographic assessments are according fo
the Lugano 2014 Response Criteria

* CR rate at the time of primag response
assessment based on PET-CT as determined by
the investigator

» Best ORR, defined as CR or PR at any time on
study based on PET-CT and/or CT scan as
determined by the investigator

+« DOR, defined as the time from the first
occurrence of a documented objective response
to disease progression or relapse as determined
by the investigator, or death from any cause,
whichever occurs first

Immunogenicity Objectives

Corresponding Endpoints

* To assess the immune response to
mosunetuzumab

* To assess the immune response to
polatuzumab vedotin

» Assess potential effect of
mosunetuzumab ADA incidence on
relevant clinical outcomes

» Assess potential effect of polatuzumab
vedotin ADA incidence on relevant
clinical endpoints

Incidence of ADAs to polatuzumab vedotin

Relationship between ADAs and
pharmacokinetics, safety, efficacy, and
biomarkers may be explored as appropriate

E Incidence of ADAs to mosunetuzumab
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Exploratory Biomarker Objectives

Corresponding Endpoints

» To evaluate the relationship between
M-CHOP and M-CHP-pola exposure
and pharmaceodynamic biomarkers,
including but not limited to circulating
cytokine levels and T-cell number and
activation states

* To make a preliminary assessment of
biologic markers that might act as
predictors of susceptibility to developing
adverse events following administration
of M-CHOP and M-CHP-pola

* To make a preliminary assessment of
biclogic markers that might act as
predictors of the anti-tumor activity of M-
CHOP and M-CHP-pola

* To make a preliminary assessment of
biclogic markers that might act as
predictors of the immunomodulatory
activity of M-CHOP and M-CHP-pola

» Relationship between exploratory biomarkers
(including cytokines, T cell and B cell counts, and
T cell activation) and efficacy, safety,
pharmacckinetics, immunogenicity, or other
biomarker endpoints

Phase Il

Primary Efficacy Objective

Corresponding Endpoint

+ To evaluate the efficacy of M-CHP-pola
compared with R-CHP-pola in patients
with previously untreated DLBCL

All radiographic assessments are according fo
the Lugano 2014 Response Criferia
¢ CR rate at the time of primarcy response

?Rséessment based on PET-CT, as determined by

Secondary Efficacy Objectives

Corresponding Endpoints

» To evaluate the efficacy of M-CHP-pola
compared with R-CHP-pola in gatients
with previously untreated DLBCL

* To evaluate the efficacy of M-CHOP in
Bﬂ?gts with previously untreated

L

» CR rate at the time of primary response
assessment based on CT only, as determined by
the investigator

* ORR, defined as CR or PR at the time of primary
assessment based on PET-CT, as determined by
the investigator

* ORR, defined as CR or PR at the time of primary
assessment based on CT only, as determined by
the investigator

* Best ORR, defined as CR or PR at any time on
study, based on PET-CT or CT only as
determined by the investigator

» DOR, defined as the time from the first
occurrence of a documented objective response
to disease progression or relapse as determined
by the investigator, or death from any cause,
whichever occurs first

* PFS, defined as the time from randomization to
the first occurrence of disease progression or
relapse as determined by the investigator, or
death from any cause, whichever occurs first

= PFS at 1 year, proportion of patients with
disease progression or relapse as determined by
the investigator, or death from any cause within
1 year of randomization

= EFS, defined as the time from randomization to
the first occurrence of disease progression or
relapse, as determined by the investigator,
initiation of NALT, or death from any cause,
whichever ocecurs first
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» Time fo deteriorafion in physical funcfioning and
fatigue as measured by the EORTC QLQ-C30
and in lymphoma symptoms as measured by the
FACT-Lym subscale

Exploratory Efficacy Objectives

Corresponding Endpoints

= To evaluate the clinical benefit of
M-CHP-pola compared with R-CHP-pola
in patients with previously untreated
DLBCL

= To evaluate the clinical benefit of
M-CHOP in patients with previously
untreated DLBCL

» Proportion of patients achieving meaningful
improvement in EORTC QLQ-C30 physical
functioning and fatigue, and in lymphoma
symptoms in the FACT-Lym subscale

» EORTC QLQ-C30 rate of treatment-related
symptoms and FACT/GOG-NTX peripheral
neuropathy rate

» All remaining scales of the EORTC QLQ-C30,
the FACT-Lym subscale, and FACT/GOG-NTX
peripheral neuropathy

Safety Objectives

Corresponding Endpoints

« To assess the safety and tolerability of
M-CHP-pola compared with R-CHP-
pola

« To assess the safety and tolerability of
M-CHOP

« Occurrence and severity of adverse events,
with severity determined according to
NCI CTCAE v5.0. For CRS, severity
determined according to ASTCT CRS
Consensus Grading criteria

« Change from baseline in targeted vital signs

= Change from baseline in targeted clinical
laboratory test results and clinical assessments

« Number of cycles received and dose density
and intensity (of planned 6 cycles of
combination therapy)

Pharmacokinetic Objectives

Corresponding Endpoints

» To characterize the pharmacokinetics
of mosunetuzumab when administered
by IV infusion with CHOP and CHP-
pola

» To characterize the pharmacokinetics
of polatuzumab vedotin when
administered by IV infusion with
mosunetuzumab and CHP

= To assess the pharmacokinetics of
rifuximab in combination with
CHP-pola compared with historical
data (exploratory)

* Cmax

* Crin

= Total eXposure {AUC}, clearance, and volume
of distribution, as estimated b'f,l" prU'ﬂtiDﬂ PK

modeling, as appropriate and supported by
data

Immunogenicity Objectives

Corresponding Endpoints

Secondary Immunogenicity Objectives

» To assess the immune response to
mosunetuzumab

« To assess the immune response to
polatuzumab vedotin

» Assess potential effect of
mosunetuzumab ADA incidence to
relevant clinical outcomes

= Assess potential effect of polatuzumab
vedotin ADA incidence to relevant
clinical endpoints

« Incidence of ADAs to mosunetuzumab
« Incidence of ADAs to polatuzumab vedotin
= Relationship between ADAs and

pharmacokinetics, safety, efficacy, and
biomarkers may be explored as appropriate
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Exploratory Biomarker Objectives Corresponding Endpoints
« To identify biomarkers that are predictive p Association between exploratory biomarkers,

of response fo M-CHOP and M-CHP- prognostic subtypes, including and molecular
pola (predictive biomarkers), are DLBCL prognostic subtypes such as cell of
associated with progression to amore | origin, and PET-CT CR, ORR, DOR, and PFS
severe disease state (prognostic endpoints

biomarkers), are associated with p Relationship over time between ctDNA and
acquired resistance to M-CHOP and radiographically-assessed tumor burden

M-CHP-pola, are associated with
susceptibility to developing adverse
events, can provide evidence of
M-CHOP and M-CHP-pola activity, or
can increase the knowledge and
understanding of disease biology

« To make a preliminary assessment of
response to M-CHOP and M-CHP-pola
in different clinical and biologic
prognostic DLBCL subgroups

« To make a preliminary assessment of
MRD status following treatment with
M-CHOP and M-CHP-pola

Exploratory Health Status Utility
Objective

* To assess health status of patients * Health status (EQ-5D-5L)

ADA = anti-drug antibody; ASTCT = American Society for Transplantation and Cellular Therapy;
AUC = area under the concentration-time curve; CHP = cyclophosphamide, doxorubicin, and
prednisone; CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone;

CHP-pola = CHP-polatuzumab vedotin; Cmax = maximum serum concentration;

Cmin = minimum serum concentration; CR=complete response; CRS = cytokine release
syndrome; CT = computed tomography; ctDNA = circulating-tumor DNA; DLBCL=diffuse large B-
cell ymphoma; DLT = dose-limiting toxicity; DOR = duration of response; EFS = event-free
survival; EORTC QLQ-C30 = European Organisation of Research and Treatment of Cancer
Quality of Life Core 30 Questionnaire; EQ-5D-5L = EuroQol 5-Dimension, 5-Level Questionnaire;
FACT/GOG-NTX=Functional Assessment of Cancer Treatment/Gynecologic Oncology Group-
Neurotoxicity; FACT-Lym=Functional Assessment of Cancer Therapy—Lymphoma subscale;

IRC =Independent Review Committee; M-CHOP =mosunetuzumab plus cyclophosphamide,
doxorubicin, vincristine, and prednisone; M-CHP-pola=mosunetuzumab plus cyclophosphamide,
doxorubicin, prednisone, and polatuzumab vedotin; MRD =minimal residual disease;
MTD=maximum tolerated dose; NALT =new anti-lymphoma therapy; NCI CTCAE v5.0=MNational
Cancer Institute Common Terminology Criteria for Adverse Events, Version 4.0;

NHL =non-Hodgkin lymphoma; ORR =objective response rate; PET = positron emission
tomography; PET-CT =positron emission tomography—computed tomography; PFS=progression-
free survival, PK=pharmacokinetic; PR=partial response; R-CHP =rituximab plus
cyclophosphamide, doxorubicin, and prednisone; R-CHP-pola=rituximab plus
cyclophosphamide, doxorubicin, prednisone, and polatuzumab vedotin; R-CHOP =rituximab plus
cyclophosphamide, doxorubicin, vincristine, and prednisone; RP2D =recommended Phase |l
dose; R/R=relapsed or refractory.

Corresponding Endpoint

Study Design
Description of Study

This study is divided into two phases: 1) a dose-finding Phase |b portion, which will test the
safety and tolerability of combinations of mosunetuzumab with chemotherapy and polatuzumab
vedotin for the freatment of patients with previously treated B-cell NHL and 2) a randomized,
open-label Phase Il portion, which will compare the efficacy, safety, and tolerability of
mosunetuzumab in combination with CHP-pola or CHOP versus R-CHP-pola in patients with
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previously untreated DLBCL. The option to include the treatment arm of M-CHOP in the
randomized Phase Il portion of the study will be based on clinical data from a safety run-in
group assessing the safety and tolerability of M-CHOP in patients with previously untreated
DLBCL. The decision to include this third treatment arm will be made prior to initiating the
randomized Phase Il portion.

Phase Ib: Dose-Finding Phase in B-Cell Non-Hodakin Lymphoma
Group A Dose-Finding Mosunetuzumab plus CHOP Group

The goal of this Phase Ib portion is to establish the RP2D of mosunetuzumab in combination
with CHOP (RP2D_A). The RP2D_A will be the starting mosunetuzumab dose used in Groups
B and C. A 3+3 dose-finding design will be employed, using the dose-escalation/dose-de-
escalation rules as defined in the protocol. The DLT assessment period will be C1D1 through
C1021 of M-CHOP treatment, and dose escalation/de-escalation will continue until the MTD or
MAD is identified.

Patients with R/R B-cell NHL will receive 6 cycles of M-CHOP at 21-day intervals. The first
cycle of mosunetuzumab will be administered as step-up doses on C1D1 (1 mg), C1D8 (2 mg),
and C1D15 (13.5 mg) after CHOP administration in the first cohort, then will be determined
according to dose escalation/de-escalation rules based on DLTs (see the protocol for the
rationale for starting mosunetuzumab dose and the dose escalation/de-escalation rules). Full
doses of mosunetuzumab (the C1D15 dose) will be administered on Day 1 of subsequent
cycles.

The CHOP regimen consists of cyclophosphamide 750 mg/m2 IV, doxorubicin 50 mg/m? IV, and
vincristine 1.4 mg/m? (maximum dose of 2 mg) IV given on Day 1 and prednisone 100 mg/day
orally (PO) given on Days 1-5 of every 21-day cycle for 6 cycles. On days that
mosunetuzumab corticosteroid premedication (dexamethasone 20 mg IV or methylprednisolone
80 mg IV) overlaps with the prednisone 100 mg PO dose, the IV corticosteroid premedication
should be omitted.

Patients with a PR or stable disease (SD) at the time of primary response assessment by
PET-CT (6-8 weeks after C6D1 of study treatment or early treatment discontinuation) may
continue mosunetuzumab treatment as a single agent for up to an additional 11 cyces in the
absence of disease progression. For additional details on the M-CHOP regimen, refer to the
protocol.

The Sponsor may open an expansion cohort of up to 20 patients to further assess safety,
tolerability, PK, and preliminary evidence of anti-tumor activity at or below the MTD or MAD (see
the protocol).

If the combination of step-up dosing M-CHOP is not tolerated because of DLTs occurring prior
to the administration of the C1D15 mosunetuzumab dose, then alternative regimens may be
assessed based on a review of the totality of the available data by the IMC. These may include,
but are not limited to:

» Incorporating corticosteroid pre-phase treatment (prednisone 100 mg daily) for 7 days prior
to C1D1. This modification will be prioritized, as it is consistent with recommendations for
patients with DLBCL at risk for early treatment-related toxicities with R-CHOP treatment.

= Delaying the first dose of mosunetuzumab by 1 week in Cycle 1 with CHOP administration
on C1D1 and maintaining mosunetuzumab step-up dosing, starting with 1 mg on C1D8, then
2 mg on C1D15, and the mosunetuzumab test dose on C2D1; this mosunetuzumab
schedule modification will be assessed if pre-phase corticosteroid treatment does not
sufficiently mitigate toxicities associated with step-up desing of mosunetuzumab
administration on C1D1 and C1D8. Delayed mosunetuzumab dosing may be assessed with
pre-phase corticosteroid if this intervention provided some benefit in mitigating toxicities
based on review of the safety data by the IMC, study investigators, and Sponsor study team.

All data and decisions regarding dosing and/or scheduling will be reviewed by the IMC. After
the IMC has evaluated at least 3 patients with M-CHOP at the determined RP2D_A for at least
one cycle, the Group C safety run-in evaluating M-CHOP in previously untreated DLBCL
patients will be opened (refer to the protocol).
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Group B: Dose-Finding M-CHP-Pola Group
The goal of this Phase Ib portion is to establish the mosunetuzumab RP2D in combination with
CHP-pola (RP2D_B). The combination of mosunetuzumab and polatuzumab vedotin is being
investigated in Sfudy GO40516, a Phase Ib/ll study in patients with R/R B-cell NHL. The
mosunetuzumab dose selected for M-CHP-pola will not exceed the RP2D_A for M-CHOP or the
RP2D for mosunetuzumab plus polatuzumab vedotin from Study GO40516.

Clinical data for mosunetuzumab plus polatuzumab vedotin, including treatment-emergent
adverse events, Grade =3 adverse events, DLTs, MTD/MAD, and the RP2D from the Phase Ib
portion of GO40516 will be reviewed by the GO40515 IMC and study team prior to initiating
Group B enroliment with M-CHP-pola. If the same dose as the mosunetuzumab RP2D_A has
been cleared in Study GO40516, that mosunetuzumab dose can be assessed in combination
with CHP-pola in this study even if RP2D has not yet been declared for M-pola in

Study GO40516 (refer to the protocol for additional details on Study GO40516).

A 3+ 3 dose-finding design will be employed, with potential dose de-escalation using the rules
as defined in the protocol (the mosunetuzumab dose will not be escalated above the RP2D_A).
The DLT assessment window will be from C1D1 through C1D21 of M-CHP-pola treatment, and
dose finding will continue until the MTD or MAD is identified.

Patients with R/R B-cell NHL will receive 6 cycles of M-CHP-pola at 21-day intervals. The first
cycle of mosunetuzumab will be administered as step-up doses on C1D2 (1 mg), C1D8 (2 mg),
and C1D15 (mosunetuzumab [RP2D_A]) in the first cohort and option for dose de-escalation if
not tolerated). Full doses of mosunetuzumab (C1D15 dose) will be administered on Day 2 of
subsequent cycles, with the option of mosunetuzumab administration on Day 1 of each cycle
starting in Cycle 3 if well tolerated.

The CHP-pola regimen consists of cyclophosphamide 750 mg/m? IV, doxorubicin 50 mg/m? IV,
and polatuzumab vedotin 1.8 mg/kg IV given on Day 1 and prednisone 100 mg/day PO given on
Days 1-5 of every 21-day cycle for 6 cycles. On days that mosunetuzumab corticosteroid
premedication (dexamethasone 20 mg IV or methylprednisolone 80 mg IV) overlaps with the
prednisone 100 mg PO dose, the IV corticosteroid premedication should be omitted.

Patients with a PR or SD at the time of primary response assessment by PET-CT (6-8 weeks
after Cycle 6 of study treatment or early treatment discontinuation) may continue
mosunetuzumab treatment as a single agent for up to an additional 11 cycles in the absence of
disease progression. For additional details on the M-CHP-pola regimen, refer to the protocol.

The Sponsor may open an expansion cohort of up to 20 patients to further assess safety,
tolerability, PK, and preliminary evidence of anti-tumor activity at or below the MTD or MAD.

If the combination of step-up M-CHP-pola is not tolerated due to DLTs occurring prior to the
administration of the C1D15 mosunetuzumab dose, then alternative regimens may be assessed
based on a review of the totality of the available data by the IMC. These may include, but are
not limited to:

« Incorporating corticosteroid pre-phase treatment (prednisone 100 mg daily) for 7 days prior
to C1D1. This modification will be prioritized, as it is consistent with recommendations for
patients with DLBCL at risk for early treatment-related toxicities with R-CHOP treatment.

« Delaying of the first dose of mosunetuzumab by 1 week in Cycle 1 with CHP-pola
administration on C1D1 and maintaining mosunetuzumab step-up dosing, starting with
1 mg on C1D8, then 2 mg on C1D15, and the mosunetuzumab test dose on C2D2; this
mosunetuzumab schedule modification will be assessed if pre-phase corticosteroid
treatment does not sufficiently mitigate toxicities associated with step-up mosunetuzumab
administration on C1D1 and C1D8. Delayed mosunetuzumab dosing may be assessed
with pre-phase corticosteroid if this intervention provided some benefit in mitigating
toxicities based on review of the safety data by the IMC, study investigators, and Sponsor
study team.

All data and decisions regarding dosing and/or scheduling will be reviewed by the IMC (refer to
the protocol).
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Phase |l Safety Cohort and Randomized Dose Expansion in DLBCL

Group C: Safefy Cohort of Mosunetfuzumab plus CHOP in Previously Unireated DL BCL

Prior to opening enrollment into the Group C safety cohort, the IMC will review the clinical data
for all patients enrolled in Group A, including at least 3 patients treated at the mosunetuzumab
RP2D_A plus CHOP who have received a minimum of 1 cycle of study treatment.

This safety cohort will be opened for patient enroliment prior to starting the randomized Phase Il
expansion cohorts to initially assess and confirm the safety of M-CHOP in patients with
previously untreated DLBCL, where there exists the potential for a differential safety profile
between first and subsequent lines of treatment. Mosunetuzumab at the RP2D_A plus CHOP
will be tested in at least 10 and up to 40 patients with previously untreated DLBCL. The IMC
will review safety data from the first 6 patients in order to confirm the recommended dose for the
randomized Phase Il portion of the study.

If the combination of mosunetuzumab RP2D_A plus CHOP is not tolerated in patients with
previously untreated DLBCL, then alternative mosunetuzumab doses and/or regimens may be
assessed based on a review of the totality of the available data by the IMC. If toxicities
(Grade >3 and/or adverse events that would meet DLT criteria in dose-finding cohorts) are
observed after the C1D15 mosunetuzumab dose, this may include testing lower C1015
mosunetuzumab doses. If, on the other hand, such adverse events are observed after either
the first (1 mg) or second (2 mg) mosunetuzumab dose, corticosteroid pre-phase treatment
(prednisone 100 mg daily) for 7 days prior to C1D1, and/or delaying the first dose of
mosunetuzumab by 1 week in Cycle 1 of CHOP (maintaining the step-up dosing, starting
mosunetuzumab 1 mg on C108, then 2 mg on C1D15, and RP2D_A on C2D1) will be
considered.

The iDMC will review safety data from the first 10 Group C patients who have received at least
2 cycles of study treatment at the IMC-recommended Phase 1l dose prior to making
recommendations for opening enroliment into the Phase 1l randomized dose expansion.

Phase Il Randomized Dose Expansion

Upon demonstrating the safety and tolerability of the combination of M-CHP-pola (dose and
schedule as determined in Phase Ib) and of M-CHOP in patients with previously untreated
DLBCL in the aforementioned safety cohort, and following the iDMC recommendation, patients
with previously untreated DLBCL will be randomized to receive one of the following three
regimens:

e Am 1: M-CHP-pola (n=40)

e Am 2: R-CHP-pola (n=20)

e Am 3: M-CHOP (n=up to 30)

The opening of Arms 1, 2, and 3 are dependent on iDMC review based on acceptable safety of
M-CHOP in patients with previously untreated DLBCL, and safety of M-CHP-pola in previously
treated B-cell NHL. A randomization ratio of 2:1-2 will be used until a total of up to

approximately 40 patients have received M-CHOP, including Group C and Arm 3. Thereafter, a
ratio of 2:1 will be used to enroll patients into the M-CHP-pola or R-CHP-pola arm.

In the Phase II portion of the study, patients in Arm 1 will receive 6 cycles of M-CHP-pola at
21-day intervals. The first cycle of mosunectuzumab will be administered as step-up doses on
CID1 (1 mg), C1D8 (2 mg), and C1D15 (mosunetuzumab [RP2D_E]) in the first cohort).
Full doses of mosunetuzumab (C1D15 dose) will be administered on Day 1 of subsequent
cycles

Number of Patients

Approximately 40-60 patients will be enrolled in the Phase Ib dose-finding portion of the study.
Up to an additional 70—100 patients will be enrolled in the safety run-in and Phase Il portion of
the study, for a total of approximately 110160 patients enrolled in the study.

Target Population

Inclusion Criteria

Inclusion Criteria for Phase Ib and Phase Il Portions

Patients must meet the following criteria for study entry in the Phase Ib and Phase Il portions:
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« Signed Informed Consent Form
« Age =18 years at time of signing Informed Consent Form
« Able to comply with the study protocol and procedures, in the investigator's judgment

= At least one bi-dimensionally measurable nodal lesion, defined as> 1.5 cm in its longest
dimension, or one bi-dimensionally measurable extranodal lesion, defined as>1.0 cm in its
longest diameter

« Confirmed availability of archival or freshly collected tumor tissue before study enroliment
« Life expectancy of at least 24 weeks
« Eastem Cooperative Oncology Group Performance Status of 0, 1, or 2

« Left ventricular ejection fraction (LVEF) defined by multiple-gated acquisition (MUGA) scan
or echocardiogram (ECHO) within the institutional limits of normal

« Adequate hematologic function (unless inadequate function is due to underlying disease, as
established by extensive bone marrow involvement, or is due to hypersplenism secondary
to the involvement of the spleen by lymphoma per the investigator) defined as follows:

— Hemoglobin = 9 g/dL
— ANC=15x=10%L
— Platelet count = 75 = 109/L

e  Serum creatinineg ULN; or estimated creatinine clearance 250 mL/min by Cockroft-Gault
method or other institutional standard methods, e.g. based on nuclear medicine renal scan

« For women of childbearing potential: Agreement to remain abstinent (refrain from
heterosexual intercourse) or use contraceptive measures, and agreement to refrain from
donating eggs, as defined below:

Women must remain abstinent or use contraceptive methods with a failure rate of < 1%
per year during the treatment period and for 3 months after the final dose of
mosunetuzumab, 12 months after the final dose of polatuzumab vedotin, 12 months
after the final dose of rituximab, 12 months after the final dose of cyclophosphamide,
doxorubicin, prednisone, or vincristine, and 3 months after the final dose of
tocilizumab, as applicable. Women must refrain from donating eggs during this same
period.

A woman is considered to be of childbearing potential if she is postmenarcheal, has
not reached a postmenopausal state (= 12 continuous months of amenorrhea with no
identified cause other than menopause), and has not undergone surgical sterilization
(removal of ovaries and/or uterus).

Examples of contraceptive methods with a failure rate of < 1% per year include bilateral
tubal ligation, male sterilization, established proper use of hormonal contraceptives
that inhibit ovulation, hormone-releasing intrauterine devices, and copper intrauterine
devices.

The reliability of sexual abstinence should be evaluated in relation to the duration of
the clinical trial and the preferred and usual lifestyle of the patient. Periodic abstinence
(e.g., calendar, ovulation, symptothermal, or post-ovulation methods) and withdrawal
are not acceptable methods of contraception.

« Formen: agreement to remain abstinent (refrain from heterosexual intercourse) or use a
condom, and agreement to refrain from donating sperm, as defined below:

With female partners of childbearing potential or pregnant female partners, men must
remain abstinent or use a condom during the treatment period and for 60 days after
the final dose of mosunetuzumab, 6 months after the final dose of polatuzumab
vedotin, 3 months after the final dose of rituximab, 6 months after the final dose of
cyclophosphamide, doxorubicin, prednisone, or vincristine, and 60 days after the final
dose of tocilizumab, as applicable, to avoid exposing the embryo. Men must refrain
from donating sperm during this same period.
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The reliability of sexual abstinence should be evaluated in relation to the duration of
the clinical trial and the preferred and usual lifestyle of the patient. Periodic abstinence
(e.g., calendar, ovulation, symptothermal, or post-ovulation methods) and withdrawal
are not acceptable methods of contraception.

Inclusion Criterfa for Phase Ib Portion

Patients must also meet the following criteria for study entry in the Phase Ib portion (Groups A
and B):

« Histologically confirmed B-cell NHL according to WHO 2016 classification (pathology report
must provide WHO 2016 diagnosis) expected to express the CD20 antigen, except:

— Plasma cell malignancies (e.g., lymphoplasmacytic lymphoma, Waldenstrom
macroglobulinemia, plasmacytoma, plasmablastic lymphoma)

— Prmary DLBCL of the CNS
— Burkitt lymphoma
« R/R B-cell NHL after at least one prior systemic lymphoma therapy

« Treatment with at least one prior CD20-directed therapy (e.g., rituximab, obinutuzumab,
ofatumumab, ibritumomab tiuxetan)

« Group B only: no prior treatment with polatuzumab vedotin

Inclusion Criteria for Phase Il Portion

Patients must also meet the following criteria for study entry in the Phase |l portion:

= Previously untreated, histologically confirmed DLBCL according to WHO 2016 classification
Patients with a diagnosis of primary mediastinal DLBCL are not eligible.
Patients with a diagnosis of high-grade B-cell lymphoma (HGBL) with rearrangements
of M¥C and BCL2 and/or BCL6 or HGBL, not otherwise specified (NOS), are
allowed.

« [Pl score of 2-5

« Ability and willingness to comply with the study protocol procedures, including PRO
measures

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from study entry:

« Pregnant or breastfeeding, or intending to become pregnant during the study or within
3 months after the final dose of mosunetuzumab, 12 months after the final dose of
polatuzumab vedotin, 12 months after the final dose of rituximab, 12 months after the final
dose of cyclophosphamide, doxorubicin, prednisone, or vincristine, and 3 months after the
final dose of tocilizumab, as applicable.

Women of childbearing potential must have a negative serum pregnancy test
result within 7 days prior to initiation of study treatment.

« Prior treatment with mosunetuzumab
« Prior allogeneic stem-cell transplant

« History of severe allergic or anaphylactic reactions to humanized or murine monocional
antibodies or known sensitivity or allergy to murine products

« Contraindication to receive full dose of any of the individual components of R-CHP

« Contraindication to receive full dose of vincristine if planned study treatment includes
vincristine (e.g., CHOP)

« Current Grade >1 peripheral neuropathy
« Patients with history of confirmed progressive multifocal leukoencephalopathy (PML)
« Known or suspected chronic active Epstein Barr virus (CAEBV) infection
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« Positive test results for chronic hepatitis B infection (defined as positive hepatitis B surface

antigen [HBsAg] serology)

Patients with occult or prior hepatitis B infection (defined as positive total hepatitis B
core antibody and negative HBsAg) may be included if hepatitis B virus (HBV) DNA is
undetectable at the time of screening. These patients must be willing to undergo
monthly DNA testing and appropriate antiviral therapy as indicated.

« Acute or chronic hepatitis C virus (HCV) infection
Patients who are positive for HCV antibody must be negative for HCV by PCR.
« HIV seropositivity

« Administration of a live, attenuated vaccine within 4 weeks before first study treatment
administration or anticipation that such a live, attenuated vaccine will be required during the

study

= Prior solid organ transplantation

* Known or suspected history of hemophagocytic lymphohistiocytosis

= History of autoimmune disease, including, but not limited to, myasthenia gravis, myositis,
autoimmune hepatitis, systemic lupus erythematosus, rheumatoid arthritis, inflammatory
bowel disease, vascular thrombosis associated with antiphospholipid syndrome, Wegener
granulomatosis, Sjidgren syndrome, Guillain-Bareé syndrome, multiple sclerosis, vasculitis,
or glomerulonephritis

Patients with a history of autoimmune-related hypothyroidism on a stable dose of
thyroid replacement hormone may be eligible.

Patients with controlled Type 1 diabetes mellitus who are on an insulin regimen are
eligible for the study.

Patients with a history of disease-related immune thrombocytopenic purpura,
autoimmune hemolytic anemia, or other stable autoimmune diseases may be eligible
after review and approval by the Medical Monitor.

# Received systemic immunosuppressive medications (including, but not limited to,
cyclophosphamide, azathioprine, methotrexate, thalidomide, and anti-tumor necrosis factor
agents) with the exception of pre-phase treatment with prednisone up to 100 mg daily for
T days (or equivalent corticosteroid dose) prior to C1D1

The use of inhaled corticosteroids is permitted.

The use of mineralocorticoids for management of orthostatic hypotension is permitted.
The use of physiologic doses of corticosteroids for management of adrenal insufficiency
is permitted.

= Current or past history of CNS lymphoma

« Current or past history of CNS disease, such as stroke, epilepsy, CNS vasculitis, or
neurodegenerative disease
Patients with a history of stroke who have not experienced a stroke or transient

ischemic attack in the past 2 years and have no residual neurologic deficits as judged
by the investigator are allowed.

Patients with a history of epilepsy who have had no seizures in the past 2 years while
not receiving any anti-epileptic medications are allowed in the expansion cohorts only.
« Prior radiotherapy to the mediastinal/pericardial region

« History of other malignancy that could affect compliance with the protocol or interpretation
of results

Patients with a history of curatively treated basal or squamous cell carcinoma or
melanoma of the skin or in situ carcinoma of the cervix are eligible.

Patients with a malignancy that has been treated with curative intent will also be
excluded unless the malignancy has been in documented remission without treatment
for = 2 years before enroliment.
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Evidence of significant, uncontrolled concomitant diseases that could affect compliance with
the protocol or interpretation of results or that could increase risk to the patient, including
renal disease that would preclude chemotherapy administration or pulmonary disease
(including obstructive pulmonary disease and history of bronchospasm)

Significant cardiovascular disease (such as New York Heart Association Class Ill or IV
cardiac disease, congestive heart failure, myocardial infarction within the previous

6 months, unstable arrhythmias, or unstable angina) or significant pulmonary disease
(including obstructive pulmonary disease and history of bronchospasm)

History or presence of an abnormal ECG that is clinically significant in the investigator's
opinion, including complete left bundle branch block, second- or third-degree heart block, or
evidence of prior myocardial infarction

Known active bacterial, viral, fungal, mycobacterial, parasitic, or other infection (excluding
fungal infections of nail beds) at study enroliment or any major episode of infection requiring
treatment with IV antibiotics or hospitalization (relating to the completion of the course of
antibiotics) within 4 weeks before C101

Clinically significant history of liver disease, including viral or other hepatitis, current alcohol
abuse, or cirrhosis
Recent major surgery within 4 weeks before the start of C1D1, other than superficial lymph
node biopsies for diagnosis
Any of the following abnormal laboratory values within 14 days of initiation of study
treatment:

— ASToOrALT >25= ULN

— Total bilirubin =1.5 = ULN

— INR >1.5 x ULN in the absence of therapeutic anticoagulation

— PTT oraPTT >1.5 x ULN in the absence of a lupus anticoagulant

Any serious medical condition or abnormality in clinical laboratory tests that, in the
investigator's or Medical Monitor's judgment, precludes the patient's safe participation in
and completion of the study, or which could affect compliance with the protocol or
interpretation of results

Exclusion Criteria for Phase Ib Portion

Patients who also meet any of the following criteria will be excluded from study entry in the
Phase Ib portion:

Prior treatment with > 250 mg/m?2 doxorubicin (or equivalent anthracycline dose)

During the study, patients may not exceed a maximum cumulative lifetime dose of
550 mg/m? anthracyclines (i.e., doxorubicin), which includes treatment on this study.
Prior treatment with chemotherapy, immunotherapy, and biologic therapy 4 weeks prior to
C1D1
A shorter interval may be acceptable for patients on oral targeted therapies upon
discussion with the Medical Monitor.
Prior treatment with radiotherapy within 2 weeks prior to C1D1

If patients have received radiotherapy within 4 weeks prior to the initiation of study
treatment, patients must have at least one measurable lesion outside of the radiation
field.

Patients who have only one measurable lesion that was previously iradiated but
subsequently progressed are eligible.

Adverse events from prior anti-cancer therapy resolved to < Grade 1 (with the exception of
alopecia and anorexia)
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Exclusion Criteria for Phase Il Portion

Patients who also meet any of the following criteria will be excluded from study entry in the
Phase Il portion:

« Patients with transformed lymphoma
= Prior therapy for B-cell NHL

End of Study

The end of this study is defined as the date when the last patient, last visit occurs. The end of
the study is expected to occur approximately 30 months after the last patient is enrolled to allow
all patients to have up to 2.5 years of follow up.

Length of Study

The total length of the study, from screening of the first patient to the end of the study, is
expected to be approximately 60 months.

Investigational Medicinal Products
Test Product (Investigational Drug)

The investigational medicinal products (IMPs) for this study are mosunetuzumab, polatuzumab
vedotin, rituximab, and tocilizumab.

Mosunetuzumab will be administered intravenously. In Cycle 1, patients will receive
mosunetuzumab 1 mg on Day 1, 2 mg on Day 8, and the test dose on Day 15 (13.5 mg in the
first Phase 1b cohort and then to be determined based on dose-escalation or de-escalation
rules), with the Day 15 dose given on Day 1 of subsequent cycles of treatment. Patients with
SD or PR at the end of the 6 cycles of treatment (i_e., primary response assessment) may
continue mosunetuzumab as monotherapy at the Day 15 test dose for up to 11 additional cycles
on Day 1 of each 21-day cycle.

Polatuzumab vedotin will be administered intravenously at a dose of 1.8 mg/kg on Day 1 of
each 21-day cycle. The total dose of polatuzumab vedotin for each patient will depend on the
patient's weight on Day 1 of each cycle (or within 72 hours prior to Day 1 of that cycle).

Rituximab will be administered intravenously at a dose of 375 mg/m? on Day 1 of each 21-day
cycle.

Tocilizumab should be administered when necessary as described in the protocol for
management of infusion-related reactions and cytokine release syndrome.

Non-Investigational Medicinal Products
Prednisone, cyclophosphamide, vincristine, and doxorubicin can be considered standard of care
in the treatment of patients with B-cell NHL included in this study.

In patients with previously untreated DLBCL or patients considered to be at high risk for tumor
lysis syndrome or acute toxicity with the first cycle of study treatment, a pre-phase treatment of
prednisone at a dose of up to 100 mg PO every day for up to 7 days prior to C1D1 is permitted,
at the discretion of the investigator. CHP and CHOP chemotherapy will be administered as
described in the protocol.

Statistical Methods

Primary Analysis

PET-CT CR at the primary response assessment (6-8 weeks after C6D1 or last dose of study
medication if study treatment is discontinued prior to Cycle 6) by IRC review will be used as the
primary efficacy endpoint. Patients with missing or no response assessments will be classified
as non-complete responders. The CR rate, defined as the percentage of patients with CR, will
be estimated and the corresponding Clopper-Pearson exact 95% CI will be constructed for each
treatment am. The difference in CR rates between the combination of M-CHP-pola and
R-CHP-pola arms will be estimated along with the corresponding 95% CI on the basis of normal
approximation to the binomial distribution. An exploratory comparison of CR rates between the
M-CHP-pola and R-CHP-pola arms will be conducted using the Cochran Mantel Haenszel
Chi-square test adjusted for randomization stratification factors.
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Response assessment is determined using the Lugano Response Criteria.

Determination of Sample Size

The sample size of the study is mainly driven by the Phase Il portion, which focuses on the
estimation of treatment effect using CR rate based on PET-CT. With 40 patients (M-CHP-pola
in Arm 1, or M-CHOP in Group C and Arm 3 combined), the 95% Cl exact Clopper-Pearson
(Clopper and Pearson 1934) Cls for estimation of the true CR rate would have a margin of error
not exceeding +17%. With 40 patients and an observed CR rate of at least 60%, a true CR
rate below 43% can be ruled out with 95% confidence. With 20 patients and an observed CR
rate of at least 60%, a true CR rate below 36% can be ruled out with 95% confidence. In
addition, with 40 patients in the M-CHP-pola arm (Arm 1) and 20 patients in the R-CHP-pola
arm (Arm 2), observing a 75% (15 out of 20) CR rate in the R-CHP-pola arm and a 10%
increase in CR rate of 85% (34 out of 40) in the M-CHP-pola arm, the 95% Cl for the difference
in CR rates is (—16%, 36%).
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LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

Abbreviation Definition

ABC activated B-cell-like

acMMAE antibody-conjugated monomethyl auristatin E

ADA anti-drug antibody

ADC antibody-drug conjugate

ASTCT American Society for Transplantation and Cellular
Therapy

AUC area under the concentration—time curve

BITE bispecific T-cell engager

BR bendamustine and rituximab

BSA body surface area

C#HD# Cycle #, Day #(e.g., e.q., C1D1is Cycle 1, Day 1)

CAEBY chronic active Epstein Barr virus

CAR chimeric antigen receptor

CCNAE cognition or consciousness neurologic events

CHOP{-21) cyclophosphamide, doxorubicin, vincristine, and
prednisone (given in 21-day intervals)

CHP cyclophosphamide, doxorubicin, and prednisone

CLL chronic lymphocytic leukemia

Crnax maximum serum concentration

Crin minimum serum concentration

CMY cytomegalovirus

CR complete response

CRS cytokine release syndrome

CT computed tomography (scan)

CTCAE Common Terminology Criteria for Adverse Events

ctDNA circulating-tumor DNA

DEL double-expressor lymphoma

DHL double-hit lymphoma

DI-CCNAE driving-impacting cognition or consciousness
neurologic events

DiLI drug-induced liver injury

DLBCL diffuse large B-cell ymphoma

DLT dose-limiting toxicity

DOR duration of response

EBY Epstein-Barr virus
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Abbreviation Definition
EC Ethics Committee
ECHO echocardiogram
eCRF electronic Case Report Form
EDC electronic data capture
EFS event-free survival

EORTC QLQ-C30

EQ-5D-5L
ESMO
FACT/GOG-NTX

FACT-Lym

Fc
FDA
FDG
FL
GCB
G-CSF
GHS
GMR
HBcAb
HBsAg
HBV
HCV
HIPAA
HLH
HRQoL
ICH
iDMC
IFN-y
IL-2 (-6, -10)
IMC
IMP
IND

IPI

European Organisation for Research and Treatment of
Cancer Quality of Life—Core 30 Questionnaire

EuroQol 5-Dimension, 5-Level Questionnaire
European Society for Medical Oncology

Functional Assessment of Cancer
Treatment/Gynecologic Oncology Group—Neurotoxicity

Functional Assessment of Cancer Therapy-Lymphoma
(subscale)

fragment crystallizable

Food and Drug Administration
fluorodeoxyglucose

follicular lymphoma

germinal center B-cell-like

granulocyte colony-stimulating factor
global health status

geometric mean ratio

hepatitis B core antibody

hepatitis B surface antigen

hepatitis B virus

hepatitis C virus

Health Insurance Portability and Accountability Act
hemophagocytic lymphohistiocytosis
health-related quality of life
International Council for Harmonisation
Independent Data Monitoring Committee
interferon-y

interleukin-2 (-6, -10)

Intemnal Monitoring Commitiee
investigational medicinal product

Investigational New Drug (Application)
Intemnational Prognostic Index
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Abbreviation Definition

IRB Institutional Review Board

IRC Independent Review Committee

IRR infusion-related reaction

IXRS interactive voice or web-based response system

LDH lactate dehydrogenase

LFT liver function test

LVEF left ventricular ejection fraction

M-CHOP mosunetuzumab plus cyclophosphamide, doxorubicin,
vincristine, and prednisone

M-CHP-pola mosunetuzumab plus cyclophosphamide, doxorubicin,
prednisone, and polatuzumab vedotin

MAD maximum administered dose

MAS macrophage activation syndrome

MCL mantle cell ymphoma

MMAE mono-methyl auristatin E

MRD minimal residual disease

MRI magnetic resonance imaging

MTD maximum tolerated dose

MUGA multiple-gated acquisition (scan)

NALT new anti-lymphoma therapy

NCCN National Comprehensive Cancer Network

NCI National Cancer Institute

NCI CTCAE v5.0 Mational Cancer Institute Common Terminology Criteria
for Adverse Events, Version 5.0

NGS next-generation sequencing

NHL non-Hodgkin lymphoma

NK natural killer (cell)

NOS not otherwise specified

ORR objective response rate

Qs overall survival

PBMC peripheral blood mononuclear cell

PCR polymerase chain reaction

PD pharmacodynamic

PET positron emission tomography (scan)

PET-CT positron emission tomography—computed tomography
(scan)

PFS progression-free survival
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Abbreviation

Definition

PK

PML

PO

PR

PRO

Q3w

QoL

R

RER

R-CHOP (-21, -14)

R-CHP

R-CHP-pola

RDI
RP2D

RP2D_A
RP2D B

sD
sS0oC
TK
TLS
TNF-a
ULN
WES
WGS

pharmacokinetic

progressive multifocal leukoencephalopathy
orally, by mouth

partial response

patient-reported outcome

every 3 weeks

quality of life

rituximab

Research Biosample Repository

rituximab plus cyclophosphamide, doxorubicin,
vincristine, and prednisone (given in 21-day intervals,
given in 14-day intervals)

rituximab plus cyclophosphamide, doxorubicin, and
prednisone

rituximab plus cyclophosphamide, doxorubicin,
prednisone, and polatuzumab vedotin

relative dose intensity
recommended Phase Il dose
RP2D of mosunetuzumab in combination with CHOP

RP2D of mosunetuzumab in combination with
CHP-polatuzumab vedotin

stable disease

standard of care
toxicokinetic

tumor lysis syndrome
tumor necrosis factor-a
upper limit of normal
whole exome sequencing
whole genome sequencing
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1. BACKGROUND
1.1 BACKGROUND ON B-CELL MALIGNANCIES

Malignancies of B-cells include lymphomas and leukemias. Lymphomas of B-cell ongin
constitute a diverse set of neoplasms within the larger context of non-Hodgkin lymphoma
(NHL). In the United States, B-cell ymphomas constitute approximately 80%—85% of all
cases of NHL. Diffuse large B-cell ymphoma (DLBCL) is the most common type of
MNHL, accounting for approximately 30%—40% of all NHL diagnoses, followed by follicular
lymphoma (FL; 20%—-25% of all NHL diagnoses) and mantle cell ymphoma (MCL;
6%—10% of all NHL diagnoses). B-cell chronic lymphocytic leukemia (CLL) is the most
common leukemia in adults, with approximately 20,000 new cases per year in the United
States (American Cancer Society 2018).

The biclogic heterogeneity of B-cell malignancies is reflected in the clinical course and
outcome of individual diseases. Indolent diseases such as FL and CLL evolve slowly,
with a median survival of 8-10 years. In contrast, more aggressive diseases such as
DLBCL and MCL, if left untreated, have a median survival of 6 months.

Regardless of the biologic and clinical heterogeneity of B-cell ymphomas, patients with
advanced stage B-cell malignancies are typically initially treated with intensive cytotoxic
chemotherapy combined with monoclonal antibodies, such as the anti-CD20 monoclonal
antibody rituximab (Rituxan®, MabThera®). Although durable responses can be
achieved in some patients, the majority of patients will ultimately experience progressive
or relapsed disease. Indolent B-cell malignancies including FL and CLL, as well as
approximately half of all aggressive lymphomas, remain incurable despite advances in
immunochemotherapy that have resulted in longer progression-free survival (PFS)
(Coiffier et al. 2002; Feugier et al. 2005; Hiddemann et al. 2005; Vidal et al. 2012).
Moreover, as NHL is frequently diagnosed in older patients, the ability to tolerate
cytotoxic chemotherapy is a major barrier to treatment success. Consequently, there
remains a need for novel treatments that can significantly extend disease-free survival
and overall survival {(OS), while providing at least acceptable, if not supenor, safety and
tolerability.

Recent developments have supported the effectiveness of therapies that utilize T cells in
the treatment of B-cell malignancies. One approach involves the ex vivo manipulation of
autologous or allogeneic T cells to express chimeric antigen receptors (CARs) that target
lineage-specific surface molecules such as CD19. Anti-CD19 CAR-expressing T cells
produced deep and durable responses in patients with relapsed or refractory (R/R)
leukemias (Kochenderfer et al. 2012; Grupp et al. 2013). However, toxicities related to
severe cytokine release syndrome (CRS), optimization of dose and schedule, and
scalability of production to the broader cancer population constitute significant bamiers to
their clinical development. A second approach of T-cell-directed therapy involves the
use of bispecific molecules that directly engage endogenous T cells with tumor cells.

In hematologic malignancies, this approach has been demonstrated by the bispecific
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T-cell engager molecule, blinatumomab (Bargou et al. 2008), a 55-kDa fusion protein
derived from two single-chain peptides recognizing CD19 and CD3. The mechanism of
action of blinatumomab is the redirected lysis of CD19*B cells by T cells. Evidence of
potent clinical activity of blinatumomab in B-cell malignancies has been reported in
patients with R/R NHL and leukemia (Bargou et al. 2008; Viardot et al. 2010, 2011).
However, due to its size and structure, blinatumomab has a half-life of approximately

2 hours in humans, necessitating its administration by continuous infusion over a

4-8 week period (Nagorsen et al. 2012).

111 Background on Diffuse Large B-Cell Lymphomas

DLBCL, the most common histologic subtype of NHL, accounts for approximately 30% of
MNHL cases and is classified as an aggressive NHL (Armitage and Weisenburger 1998).
Patients with DLBCL present with rapidly enlarging masses, often with local and
systemic symptoms of fever, recurrent night sweats, and/or weight loss. Approximately
45%—60% of patients present with advanced-stage disease (Ann Arbor Stage Il or IV).
The incidence of DLBCL increases with age, with a median age of 64 years at
presentation (Armitage and Weisenburger 1998). If left untreated, patients with DLBCL
have a median survival of approximately 6 months.

DLBCL has distinct morphologic, immunophenotypic, and genetic features.
Morphologically, the disease is characterized by complete or partial effacement of the
nodal architecture by sheets of large atypical lymphoid cells. Immunophenotypically, the
disease is characterized by the expression of pan B-cell antigens (CD19, CD20, CD22,
CD79a, and CD79b) and surface and/or cytoplasmic immunoglobulin expression
(Doggett et al. 1984; Doman et al. 2009). Distinct genetic features have further
subclassified DLBCL to reveal complex molecular patterns and distinct signaling
mechanisms. Although there is no single somatic genetic change that defines the
disease, the majority of cases have alterations in the immunoglobulin heavy gene
(Klein et al. 1998). The most frequently dysregulated genes include BCL6G
(rearrangement in 35%—40%; mutation in ' noncoding region in 70%), BCL2
(translocation 15%, amplification 24%), and MYC (5%—15%) (Skinnider et al. 1999;
Pasqualucci and Dalla-Favera 2015; Jamil and Mehta 2016). The negative prognostic
impact of double hit (dual translocations in BCL2 or BCLE and MYC, double-hit
lymphoma [DHL]) and dual expressors (overexpression of BCL2 and MYC, double-
expressor lymphoma [DEL]) defines specific DLBCL subgroups with particularly poor
outcomes using standard-of-care (SOC) therapies. Moreover, gene expression profiling
has revealed more than two distinct molecular subsets of patients with DLBCL that
further subtype the disease by cell of origin into germinal center B-celHike (GCE;
55%—60%) and activated B-celHike (ABC; 30%—35%) subgroups (10%—15% remain
unclassified). Within cell-of-origin classification of DLBCL, the ABC subgroup has a
poorer prognosis (Scott et al. 2015), and current strategies to improve outcome in
ABC/non-GCB DLBCL include adding novel agents such as lenalidomide, ibrutinib, and
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bortezomib to SOC therapy. Phase lll studies that incorporate these agents are ongoing
in patients with previously untreated DLBCL, and results have not yet been reported.

The International Prognostic Index (IPI) for aggressive NHL identifies five factors
obtained at diagnosis used to stratify prognosis and OS. Patients with higher IPI scores,
combined with biologically defined higher-risk patients (including the ABC subtype, DHL,
and DEL DLBCL), represent the subset of patients with the poorest outcomes with
current therapies. Several revisions to the IPl have been proposed including the
revised-1Pl (Sehn et al. 2007) and National Comprehensive Cancer Network (NCCN)-IPI
(Zhou et al. 2014), which have helped to validate the IPI even after the addition of
rituximab. While these newer classification systems have the potential to refine the
prognostic ability of IPI, they have yet to be fully established in large prospective tnals.

The 50C therapy for DLBCL involves multi-agent chemotherapy with complementary
mechanisms of action combined with immunotherapy. Up to 8 cycles of rituximab plus
cyclophosphamide, doxorubicin, vincristine, and prednisone (R-CHOFP) given in 21-day
intervals (R-CHOP-21) or cyclophosphamide, doxorubicin, vincristine, and prednisone
(CHOP)-like chemotherapy is considered to be the SOC therapy for patients with
previously untreated DLBCL. Radiotherapy to limited stage, bulky, and extranodal
diseases may also be considered in these patient populations (Tilly et al. 2015;

Zelenetz et al. 2016). The basis for this recommendation oniginates from multiple
randomized Phase Il studies comparing CHOFP to R-CHOP. One of these studies is the
Groupe d’Etude des Lymphomes de I'Adulte LNH-98.5 study (BO16368), which
demonstrated that the addition of ntuximab (R) to CHOP given in 21-day intervals
(CHOP-21), or R-CHOP-21, improved PFS and OS5 in patients 60—80 years of age
(Coiffier et al. 2002). The most recent update of this study demonstrated that 10-year
follow-up continued to demonstrate benefit of R-CHOP-21 compared with CHOP-21 in
PES (36.5% vs. 20%) and OS5 (43.5% vs. 28%) (Coiffier et al. 2010). In patients younger
than 60 years of age, the MabThera International Trial compared the addition of R to
CHOP or CHOP-like therapy (Pfreundschuh et al. 2006). More patients assigned to the
R-containing regimens compared with chemotherapy alone achieved complete response
(CR) or unconfirmed CR at the completion of therapy (86% vs. 68%); this difference was
persistent, with 3-year PFS of 85% for R-containing regimens and 68% with
chemotherapy alone. Among patients with low-risk disease, the 3-year event-free
survival (EF5) is in the 90% range (Tilly et al. 2015). However, among patients with
advanced-stage and/or poor molecular disease features, less than half of these patients
are cured with the current SOC therapy. For example, patients with IPl 3-5 have a
S-year PFS ranging from 39% to 54% (Zhou et al. 2014).

Approaches to improve SOC therapies have largely been unsuccessful, including
attempts at maximizing dose density with R-CHOP given in 14-day intervals
(R-CHOP-14) (Pfreundschuh et al. 2008; Cunningham et al. 2013; Delarue et al. 2013).
Younger (age 18-59 years) non-GCB patients did have improved PFS and OS5 with
rituximab, doxorubicin, cyclophosphamide, vindesine, bleomycin, and prednisone
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followed by consolidation, though this regimen’s toxicity may restrict its use in older
patients (Récher et al. 2011). Recent large, randomized, Phase lll studies in DLBCL
including BO21005/GOYA (Vitolo et al. 2016), DA-EPOCH-R (Wilson et al. 2016), and
REMARC (Thieblemont et al. 2016) did not demonstrate clinically meaningful benefit in
previously untreated DLBCL for the experimental therapies being tested, reflecting a
continued need to improve upon the SOC therapy.

An ongoing effort to improve on the SOC in previously untreated DLBCL involves the
replacement of vincristine in R-CHOP with the antibody-drug conjugate (ADC)
polatuzumab vedotin in Study G0O39942/POLARIX (see Section 1.3 for additional
details).

While R-CHOP-21 remains the SOC therapy in previously untreated DLBCL,

one variable that is important to maintain is dose intensity. The European Society for
Medical Oncology (ESMO) guidelines (Tilly et al. 2015) recommend that dose reductions
due to hematological toxicity be avoided whenever possible (IDSA-USPS Evidence
Level 1, A). The correlation of dose intensity to outcomes in DLBCL has been
recognized in numerous studies. Kwak et al. (1990) incorporated a model of dose
intensity and found that patients who received more than 75% of the planned
doxorubicin dose over the first 12 weeks of therapy had improved survival compared
with those patients who received 75% or less. Additional studies have recognized the
importance of cyclophosphamide and doxorubicin and, in some cases, the entire CHOP
regimen (Yamaguchi et al. 2011). Dose intensity studies have also estimated the effect
of microtubule inhibitors (Utsu et al. 2016). This study found that patients who

received > 85% relative dose intensity (RDI) of cyclophosphamide, doxorubicin, and
vincristine had significantly higher OS compared with patients who received > 85% RDI
of cyclophosphamide and doxorubicin but <85% RDI of vincristine, suggesting that
vincristine dose delivery is also critical to better outcomes in DLECL. This
understanding that dose intensity is an important variable in previously untreated DLECL
outcomes underscores the need to provide optimal dosing of all components of
treatment, including that of investigational agents.

For patients who are not cured by initial chemoimmunotherapy, high-dose chemotherapy
followed by autologous stem-cell transplantation offers a second chance for cure.
However, approximately half of these patients will not respond to subsequent therapy
because of refractory disease (Gisselbrecht et al. 2010), and a significant number of
patients are ineligible for this aggressive therapy because of age or comorbidities.
Performance status is also a factor in novel approaches to R/R disease, such as
autologous CD19 CAR T-cell therapy (Kochenderfer et al. 2015), as time required for
cellular processing and treatment-related toxicities may restrict the population that can
benefit from these newer therapeutics. Patients who either relapse after or are ineligible
for stem-cell transplantation because of refractory disease or frailty have poor outcomes.
Responses to subsequent therapies range from 10% to 35% in most cases

(Seyfarth et al. 2006), with only occasional durable responses. The fact that most
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patients who are not cured by the standard first-line R-CHOP or comparable
chemoimmunotherapy will die of lymphoma underscores the need for novel approaches
in upfront and subsequent lines of therapy for this aggressive disease.

1.2 BACKGROUND ON MOSUNETUZUMAB

Mosunetuzumab (RO7030816; BTCT4465A), is a full length, humanized anti-CD20/CD3
T-cell-dependent bispecific antibody of an IgG1 isotype that is produced using the
knobs-into-holes technology (Atwell et al. 1997; Spiess et al. 2013). One Fab region of
the antibody is directed against the extracellular domain of the CD3e subunit of the T-cell
receptor complex, and the other Fab region is directed against the extracellular domain
of CD20 (Atwell et al. 1997; Spiess et al. 2013). Mosunetuzumab contains the N297G
amino acid substitution in the fragment crystallizable (Fc) region according to Eu
numbering (Edelman et al. 1969; Kabat et al. 1991). This substitution results in a non-
glycosylated heavy chain that has minimal binding to Fcy receptors and, consequently,
prevents Fc effector functions. Mosunetuzumab is derived from Chinese hamster ovary
cells.

As a T-cell-recruiting bispecific antibody targeting CD20-expressing B cells,
mosunetuzumab is a conditional agonist; target B-cell killing is observed only upon
simultaneous binding to CD20 on B cells and CD3 on T cells. Engagement of both arms
of mosunetuzumab results in the formation of an immunologic synapse between a target
B cell and a cytotoxic T cell resulting in T-cell activation in a target- and dose-dependent
manner. T-cell activation is manifested by the expression of activation-related surface
markers (e.g., CDE9 and CD25), transient release of cytokines (e.qg., interferon-y [IFN-v],
tumor necrosis factor-a [TNF-a], interleukin [IL}-2, -6, and -10), and robust T-cell
proliferation. Subsequent directed release of perforin and a cocktail of granzymes from
T cells through the immunologic synapse result in B-cell lysis.

The near ubiquitous CD20 expression in DLBCL and validation of CD20 as a therapeutic
target in its treatment (SOC R-CHOP-21) provide a rationale for the development of a
T-cell-recruiting bispecific antibody targeting CD20, such as mosunetuzumab, for
DLBCL (and other CD20-expressing B-cell NHLs). This study will investigate the
combination of mosunetuzumab plus CHOP (M-CHOP) and mosunetuzumab plus
cyclophosphamide, doxorubicin, prednisone and polatuzumab vedotin (M-CHP-pola),
with the goal of informing potential future development of mosunetuzumab that is likely
to incorporate combinations with existing and/or novel agents. The combination of
mosunetuzumab with rtuximab plus CHOP is unlikely to be beneficial due to both
antibodies targeting and competing for the same binding site, CD20, on B-cells with
subsequent killing of CD20-expressing B cells.

1.21 Nonclinical Studies with Mosunetuzumab

Comprehensive pharmacologic, pharmacokinetic/toxicokinetic (PK/TK),
pharmacodynamic (PD), and toxicology studies were conducted to support the entry of
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mosunetuzumab into clinical trials and continued clinical development. In vitro studies
with human peripheral blood mononuclear cells (PBMCs) and B-cell ymphoma cell lines
and in vivo studies in cynomolgus monkeys support the mechanism of action of
mosunetuzumab-induced T-cell activation, cytokine release, and proliferation in the
presence of CD20-positive target B cells with subsequent killing of target cells.
Single-dose and repeat-dose (up to 26-week) toxicity, PK/TK, and PD studies with
mosunetuzumab following IV and/or SC administration in cynomolgus monkeys have
been completed. The nonclinical PK behavior observed for mosunetuzumab is
consistent with that expected for a humanized lgG1 monoclonal antibody with a
component of target-mediated clearance. The acute toxicities associated with
mosunetuzumab treatment are largely driven by stimulation of T cells, as evidenced by
PD changes in cytokine levels and activated T-cell numbers. In repeat-dose toxicity
studies in cynomolgus monkeys, the increase of cytokine levels, T-cell activation, and
acute postdose observations were primarily limited to the first dose and were reduced or
negligible following subsequent doses. Therefore, clinical strategies to control the extent
of T-cell stimulation through alternative dose schedules or other prophylactic measures
(such as pretreatment with corticosteroids) may be necessary to optimize the
benefit—risk profile of mosunetuzumab when administered as a single agent and in
combination with other anti-lymphoma agents where the combinatorial safety profile is
currently not known.

Refer to the Mosunetuzumab Investigator's Brochure for details on nonclinical studies.

1.2.2 Clinical Sfudies with Mosunetuzumab

In addition to Study GO40515, mosunetuzumab is being investigated in four ongoing
open-label clinical studies: GO29781, GO40516, GO40554, and JO40295.

Study GO29781 is a Phase I/Ib, dose-escalation trial evaluating mosunetuzumab as a
single agent or combined with atezolizumab in patients with R/R B-cell NHL and CLL.
Study GO40516 is a Phase Ib/II trial evaluating mosunetuzumab combined with
polatuzumab vedotin in patients with B-cell NHL. Study GO40554 is a Phase I/II trial
evaluating mosunetuzumab in patients with DLBCL who had a best response of partial
response (PR) to first-line immunochemotherapy or patients with previously untreated
DLBCL who were unable to tolerate full-dose, first-line immunochemotherapy. Study
JO40295 is a Phase I dose-escalation trial evaluating mosunetuzumab in patients with
R/R B-cell NHL.

Safety data are currently available from 500 patients treated with mosunetuzumab
(data cutoff dates ranging from December 2019 to February 2020, as outlined in the
Mosunetuzumab Investigator's Brochure). CRS and neutropenia are identified risks
for mosunetuzumab. Infusion reactions, hemophagocytic lymphohistiocytosis (HLH),
neurotoxicity, tumor lysis syndrome (TLS), infections, thrombocytopenia, elevated liver
enzymes are potential risks that have been observed to date in clinical studies. Patients
experiencing CRS have exhibited a trend toward higher peak levels of IL-6 during the
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first cycle. The IL-6 response and current safety profile of mosunetuzumab suggest that
higher doses of mosunetuzumab may be more tolerable and potentially more efficacious
when administered using the step-up dosing scheme.

As of January 2020, efficacy data are available from 415 efficacy-evaluable patients in
Study GO29781. Of these patients, 110 patients (27% ) had a complete response (CR),
76 patients (18%) had a PR, 52 patients (13%) had stable disease and 160 patients
(39% ) had progressive disease as the best overall response.

On the basis of available clinical PK data following Cycle 1 flat dosing and Cycle 1 step-
up dosing in Study GO29781, mosunetuzumab serum drug concentrations reached
maximum serum concentration (Cma) at the end of infusion (approximately 4 hours) and
declined in a multi-phasic fashion. The apparent half-life estimates following flat dosing
ranged from 6 to 11 days. The geometric mean apparent clearance ranged from
746-1602 mL/day following the 0.2 to 2.8 mg Cycle 1 flat dosing. Preliminary data
indicate that the Cycle 1 area under the concentration—time curve (AUC) and Cmax of
mosunetuzumab increased in an approximately dose-proportional manner over the dose
range tested. Moderate PK vanability was observed.

As of 21 January 2020, 352 mosunetuzumab treated patients in study GO29781 were
analyzed for anti-drug antibodies (ADAs) and 1 patient (0.3%) tested positive for
ADAs against mosunehuzumab. This patient completed eight cycles of mosunetuzumab
SC treatment, and was then treated with mosunctuzumab in combination with
atezolizumab for an additional 13 cycles. The patient tested negative for antibodies to
atezolizumab. The presence of ADAs to mosunetuzumab had no apparent impact on
drug exposure and safety.

Refer to the Mosunetuzumab Investigator's Brochure for additional details on clinical
study results.

1.3 BACKGROUND ON POLATUZUMAB VEDOTIN

CD739b is a cell-surface antigen whose expression is restricted to all mature B cells
except plasma cells. It is expressed in a majority of B-cell derived malignancies,
including nearly all NHL and CLL (Dormnan et al. 2009). Relating specifically to DLBCL,
CD739b is expressed in essentially all tumor cells (Olejniczak et al. 2006; Pfeifer et al.
2015), enabling its use in all subtypes of DLBCL independent of dominant signaling
pathways. Antibodies bound to CD79b are rapidly internalized, which makes CD79b
ideally suited for targeted delivery of cytotoxic agents (Polson et al. 2007, 2009).

Polatuzumab vedotin (DCD 545015) is an ADC that contains a humanized IgG1
anti-human CD79b monoclonal antibody (MCD54409A) and a potent anti-mitotic agent,
monomethyl aunstatin E (MMAE), linked through a protease-labile linker,
maleimidocaproyl-valine-citrulline-p-aminobenzyloxycarbonyl.
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MMAE has a mode of action that is similar to that of all vinca-alkaloids, including
vincristine, which is a component of standard chemotherapy (e.g., R-CHOP used for
treatment of lymphoma). Following binding at the cell-surface epitope and internalization
of the ADC by the targeted cell, MMAE is released following cleavage of the linker by
lysosomal enzymes. MMAE then binds to tubulin and disrupts the microtubule network,
resulting in inhibition of cell division and cell growth (Doronina et al. 2003). This
therapeutic approach takes advantage of the specific targeting capability of the antibody,
the cytotoxic activity of MMAE, and the increased potency of MMAE compared with
vincristine. It is hypothesized that polatuzumab vedotin in combination with other novel
agents will provide enhanced efficacy and safety to patients with NHL.

Polatuzumab vedotin has been approved in some countries in combination with
bendamustine and a rituximab for the treatment of adult patients with R/R DLECL. Refer
to the local prescribing information for additional background information.

Refer to the Polatuzumab Vedotin Investigator's Brochure for details on nonclinical and
clinical studies.

1.4 BACKGROUND ON RITUXIMAB

For general background on rituximab, please refer to the local prescribing information.
For background on the combination of ntuximab with a polatuzumab vedotin—containing
regimen, please refer to the Polatuzumab Vedotin Investigator's Brochure.

1.5 STUDY RATIONALE AND BENEFIT-RISK ASSESSMENT

Although durable responses can be achieved in some patients with B-cell malignancies,
the majonty of patients will ultimately experience progressive or relapsed disease (refer
to Section 1.1). Treatments for R/R B-cell ymphomas include immunochemotherapies
similar to those used in the first-line setting, including CHOP based chemotherapy with
CD20 targeting monoclonal antibodies such as ntuximab (NCCN 2018). There remains
a critical need to develop novel treatments to improve outcomes for both patients with
R/R B-cell NHL, as well as patients with previously untreated aggressive B-cell
lymphomas, such as DLBCL. Patients with R/R B-cell NHL who are eligible to receive
CHOP chemotherapy will be enrolled in the Phase |Ib portion of this study. The Phase Il
portion will enroll patients with previously untreated DLBCL.

R-CHOP-21 remains the SOC therapy in previously untreated DLBCL ; however, a
substantial number of patients develop R/R disease after R-CHOP. The patient
population that is least likely to be cured by SOC therapy may be identified using various
methods including clinical prognostic scores, such as the IP1, or molecularly defined
higher-risk groups, such as ABC, DEL, or DHL. Strategies that have so far been unable
to demonstrate meaningful benefit over R-CHOP-21 include dose density with
R-CHOP-14; dose intensity maximization with DA-EPOCH-R. (dose-adjusted

etoposide + prednisone + vincristine + cyclophosphamide + doxorubicin + rituximab);
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substitution strategies, such as the novel anti-CD20 monoclonal antibody obinutuzumab;
additive agents in addition to R-CHOP, such as bevacizumab and lenalidomide; and
maintenance strategies after R-CHOP with lenalidomide, everolimus, and enzastaurin.

Polatuzumab vedotin, an ADC that delivers the microtubule inhibitor MMAE in a targeted
fashion to cells expressing CD79b, is being evaluated in previously untreated DLBCL as
a replacement strategy for the microtubule inhibitor in R-CHOP, vincristine, in a
randomized, double-blind, placebo-controlled study (GO39942/POLARIX). CD79bis a
cell surface antigen that is expressed ubiquitously on DLBCL tumor cells, as well as on
other mature B cells (Clejniczak et al. 2006; Pfeifer et al. 2015). The expression pattern
of this surface antigen enables the application of polatuzumab vedotin in all DLBCL
subtypes (Pfeifer et al. 2015). The use of a replacement strategy enables continuation
of the dosing regimen of R-CHP every 21 days. Data from Study G029044 suggest that
replacement of vincristine with polatuzumab vedotin may provide greater clinical benefit
in patients newly diagnosed with DLBCL (refer to the Polatuzumab Vedotin Investigator
Brochure).

Mosunetuzumab, a CD20/CD3 T-cell dependent bispecific antibody, is currently being
assessed in Study GO29781 as a single agent and in combination with atezolizumab.
The replacement of rtuximab with mosunetuzumab in combination with CHP-pola

{or CHOP) has the potential to improve outcomes for patients with DLBCL through a
novel mechanism of action whereby T cells are directly recruited to CD20-expressing
lymphoma cells. Through this distinct and potent mechanism of action, mosunetuzumab
has the potential of replacing rituximab as the CD20-directed therapy in this setting.
Preliminary clinical data from the ongoing Study G0O29781 in patients with R/R DLBCL
and FL have demonstrated acceptable safety with durable CRs from single-agent
mosunetuzumab treatment being observed in some patients (refer to the
Mosunetuzumab Investigator’s Brochure for additional details). An important question to
be addressed in Study GO40515 is the safety and efficacy of incorporating
mosunetuzumab in the treatment of patients with previously untreated DLBCL.

This is the first clinical evaluation of the combination of mosunetuzumab with CHOP or
CHP-pola. The non-overlapping mechanisms of action of mosunetuzumab and CHOP
or CHP plus polatuzumab vedotin, and available nonclinical and clinical data, provide a
strong rationale for investigating the potential benefit of these combinations in patients
with B-cell NHL. No nonclinical safety studies have been conducted with
mosunetuzumab combined with polatuzumab vedotin and/or CHOP/CHP. Potential
overlapping toxicities between mosunetuzumab and CHOP or CHP-pola based on
clinical and nonclinical safety/toxicity profiles of these agents known to date include
infusion-related reactions (IRRs), neutropenia and infections, thrombocytopenia, tumor
lysis syndrome (TLS), peripheral neuropathy, and hepatotoxicity. These potential
toxicities are considered to be monitorable, manageable, and reversible. In Study
GO29781, most treatment-emergent adverse events, including CRS, occurred after the
first dose of mosunetuzumab treatment with the highest frequency observed within the
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first week of the first treatment cycle. Consequently, specific safety monitoring and
mitigation measures, including mandatory hospitalization after the first administration of
mosunetuzumab for 72 hours, have been incorporated into the safety plan (refer to
Section 5 for details).

The study contains a Phase Ib and Phase Il portion. The initial objective of the Phase Ib
portion of Study GO40515 is to evaluate the optimal dose and schedule of
mosunetuzumab as a replacement for rituximab in combination with CHOP in patients
with R/R B-cell NHL, not limited to DLBCL, who are eligible to receive CHOP
chemotherapy. In the next portion of the Phase Ib study, mosunetuzumab will be
assessed in combination with CHP-pola in the same patient population.

All Phase Ib mosunetuzumab dosing decisions and RP2D determination for the
combination with CHOP and with CHP-pola will be based on recommendations from an
Internal Monitoring Committee (IMC; see Sections 3.3.9 and 5.1.8). In addition to the
FPhase Ib data generated in this study with M-CHOP, the IMC will also review clinical
data and dosing decisions from Study GO40516, an open-label, randomized,
multicenter, Phase Ib/ll trial investigating the safety, tolerability, pharmacokinetics, and
efficacy of mosunetuzumab alone or in combination with polatuzumab vedotin compared
with immunochemotherapy in patients with R/R DLBCL or FL and all other sources,
including the initial Phase I/IB Study GO29781. The primary objectives for the Phase Ib
portion of Study GO40516 include the estimation of the MTD, determination of RP2D,
and characterization of DLTs of mosunetuzumab when combined with polatuzumab
vedotin. The IMC will review the available Phase Ib data from Study GO40516 and
Study GO29781, in addition to the Phase Ib data from the M-CHOP combination in this
study before making a recommendation on opening the M-CHP-pola combination
(Group B; refer to Figure 1).

For the Phase Il portion of the study, an initial safety cohort of at least 10 and up to
approximately 40 patients with previously untreated DLBCL will receive M-CHOP to
further assess safety and tolerability of this regimen in a first-line setting, where clinical
outcomes may differ from the R/R setting based on differences in disease biology and
immune functionality. Enrollment into this safety cohort will be staggered as in the
Phase Ib dose-finding cohorts (refer to Section 3.1.2.2).

An Independent Data Monitoring Committee (iDMC), which is separate from the IMC, will
assume reviewing responsibilities and review safety data after the first 10 patients in
Phase Il (Group C), and will meet approximately every 3 months during enroliment of the
Phase Il portion of the study to review safety data. The IDMC will review safety data
from the Phase Ib portion of the study before enrollment is started in the Phase Il
randomized portion of the study. See Sections 3.3.10 and 5.1.9 for additional details.

After the safety data are available from the first 10 patients who have completed at least
the first 2 cycles of study treatment at the IMC-confirmed RP2D, and upon
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recommendation by the iDMC, patients with previously untreated DLBCL will be
randomized to receive either R- CHP-pola (n=20), M-CHP-pola (n=40), or M-CHOP
(up to n=30, to have a total of approximately 40 patients including the safety cohort).
PET-CT CR rate as assessed by an IRC by the Lugano 2014 cnteria (Cheson et al.
2014) will be the primary endpoint and safety, PFS, 1-year PFS, EFS, objective
response rate (ORR), DOR, and specific patient-reported outcomes (PROs; European
Organisation for Research and Treatment of Cancer Quality of Life—Core 30
Questionnaire [EORTC QLQ-C30] and Functional Assessment of Cancer
Therapy—Lymphoma [FACT-Lym]) will be key secondary endpoints (refer to Table 1) in
order to make a robust comparison of differential safety, tolerability, and clinical activity.
Eligible patients will have IPI between 2 and 5, which includes those with highest-risk
disease (IP1 4-5) as well as high-intermediate risk disease (IPl 3). These populations
continue to have poor outcomes in the R-CHOP treatment setting. IPI 2 is included
because outcomes in this population are still substantially poorer than that seen in
low-risk (IP1 0—1) patients, and patients with poor prognosis by molecularly defined
methods (e.g., ABC, DHL, DEL) continue to have poorer outcomes with this IPl score
(Johnson et al. 2009, 2012; Hu et al. 2013).

2. OBJECTIVES AND ENDPOINTS

This Phase Ib/ll, multicenter, randomized, open-label study will evaluate the safety,
pharmacokinetics, and preliminary efficacy of mosunetuzumab in combination with
CHOP and, subsequently, in combination with CHP-pola in patients with R/R B-cell NHL
(Phase Ib).

The Phase Ib portion of the study is designed to assess safety, tolerability, and the
RP2D of mosunetuzumab in combination with CHOP and in combination with CHP-pola.
Following the Phase |b portion, a Phase Il safety cohort will evaluate M-CHOP in
patients with previously untreated DLBCL. If safety is deemed acceptable, M-CHP-pola
will then be compared with R-CHP-pola in patients with previously untreated DLBCL
(randomized Phase II; refer to Section 3.1.2.2 for additional details on how the regimen
will be determined for the Phase Il portion).

The specific objectives and endpoints are listed by phase in Table 1.
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Table 1

OBJECTIVES and Corresponding Endpoints

Phase Ib

Safety Objectives
{Primary Study Objective for Phase Ib)

Corresponding Endpoints

M-CHOP:

* To evaluate the safety and tolerability of
M-CHOP in patients with R/R B-cell NHL,
including estimation of the MTD,
determination of RP2D, and characterization
of DLTs

M-CHP-pola:

» To evaluate the safety and tolerability of
M-CHP-pola in patients with R/R B-cell NHL,
including estimation of the MTD,

determination of RP2D, and characterization
of OLTs

# Occurrence and severity of adverse events
including DLTs, with severity determined
according to NCI CTCAE v5.0; for CRS, seventy
determined according to the ASTCT CRS
Consensus Grading criteria (Appendix 7)

» Change from baseline in targeted vital signs

» Change from baseline in targeted clinical
laboratory test results

= Number of cycles received and dose density and

intensity (of planned & cycles of combination
therapy)

Pharmacokinetic Objectives

Corresponding Endpoints

= To characterize the pharmacokinetics of
mosunetuzumab when administered in
combination with CHOP or CHP-paola

* To characterize the pharmacokinetics of
polatuzumab vedotin when administered in
combination with mosunetuzumab and
CHP

* To characterize the relationship between
serum pharmacokinetics, safety,
biomarkers, and efficacy

® Crax

* Crin

* Total exposure (AUC), clearance, and volume
of distribution at steady state, as estimated by
population PK modeling, as appropriate and
supported by data

= Relationship between serum pharmacokinetics
and safety. biomarkers, or efficacy endpoints,
as appropriate

Efficacy Objectives

Corresponding Endpoints

» To make a preliminary assessment of the
anti-tumor activity of M-CHOP

* To make a preliminary assessment of
anti-tumor activity of M-CHP-pola

All radiographic assessments are according to
the Lugano 2014 Response Criteria (Cheson

et al. 2014; Appendix 3)

» CR rate at the time of primary response
assessment based on PET-CT as determined by
the investigator

= Best ORR, defined as CR or PR at any time on
study based on PET-CT and/or CT scan as
determined by the investigator

= DOR, defined as the time from the first
occurrence of a documented objective response

to disease progression or relapse as determined
by the investigator, or death from any cause,

whichever occurs first
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Table 1

Objectives and Corresponding Endpoints (cont.)

Immunogenicity Objectives

Corresponding Endpoints

* To assess the immune response to
mosunetuzumakb

» To assess the immune response to
polatuzumab vedotin

» Assess potential effect of mosunetuzumab
ADA incidence on relevant clinical outcomes

= Assess potential effect of polatuzumab
vedotin ADA incidence on relevant clinical
endpoints

Incidence of ADAs to polatuzumab vedotin
Relationship between ADAs and
pharmacokinetics, safety, efficacy, and
biomarkers may be explored as appropriate

E Incidence of ADAs to mosunetuzumab

Exploratory Biomarker Objectives

Corresponding Endpoints

= To evaluate the relationship between
M-CHOP and M-CHP-pola exposure and
pharmacodynamic biomarkers, including but
not limited to circulating cytokine levels and
T-cell number and activation states

» To make a preliminary assessment of
biclogic markers that might act as predictors
of susceptibility to developing adverse
events following administration of M-CHOP
and M-CHP-pola

* To make a preliminary assessment of
biclogic markers that might act as predictors
of the anti-tumor activity of M-CHOP and
M-CHP-pala

* To make a preliminary assessment of
biologic markers that might act as predictors
of the immunomodulatory activity of
M-CHOP and M-CHP-pola

= Relationship between exploratory biomarkers

T cell activation) and efficacy, safety,
pharmacokinetics, immunogenicity, or other
biomarker endpoints

Phase Il

Primary Efficacy Objective

Corresponding Endpoint

» To evaluate the efficacy of M-CHP-pola
compared with R-CHP-pola in patients with
previously untreated DLBCL

All radiographic assessments are according to
the Lugano 2014 Response Criteria (Cheson
et al. 2014; Appendix 3)

* CR rate at the time of primary response
assessment based on PET-CT, as determined
by IRC
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Table 1

Objectives and Corresponding Endpoints (cont.)

Secondary Efficacy Objectives

Corresponding Endpoints

= To evaluate the efficacy of M-CHP-pola
compared with R-CHP-pola in patients with
previously untreated DLBCL

+ To evaluate the efficacy of M-CHOP in
patients with previously untreated DLBCL

» CR rate at the time of primary response
assessment based on CT only, as determined by
the investigator

+ ORR, defined as CR or PR at the time of primary
assessment based on PET-CT, as determined
by the investigator

+ ORR, defined as CR or PR at the time of primary
assessment based on CT only, as determined by
the investigator

+ Best ORR, defined as CR or PR at any time on
study, based on PET-CT or CT only as
determined by the investigator

+ DOR, defined as the time from the first
occurrence of a documented objective response
to disease progression or relapse as determined
by the investigator, or death from any cause,
whichever occurs first

+ PFS, defined as the time from randomization to
the first occurrence of disease progression or
relapse as determined by the investigator, or
death from any cause, whichever occurs first

= PFS at 1 year, proportion of patients with
disease progression or relapse as determined by
the investigator, or death from any cause within
1 year of randomization

» EFS, defined as the time from randomization to
the first occumrence of disease progression or
relapse, as determined by the investigator,
initiation of NALT, or death from any cause,
whichever occurs first

= Time to deferioration in physical functioning and
fatigue as measured by the EORTC QLQ-C30

and in lymphoma symptoms as measured by the
FACT-Lym subscale

Exploratory Efficacy Objectives

Corresponding Endpoints

= To evaluate the clinical benefit of
M-CHP-pola compared with R-CHP-pola in
patients with previously untreated DLBCL

+ To evaluate the clinical benefit of M-CHOP in
patients with previously untreated DLBCL

» Proportion of patients achieving meaningful
improvement in EORTC QLQ-C30 physical
functioning and fatigue, and in lymphoma
symptoms in the FACT-Lym subscale

» EORTC QLQ-C30 rate of treatment-related
symptoms and FACT/GOG-NTX peripheral
neuropathy rate

» All remaining scales of the EORTC QLQ-C30,
the FACT-Lym subscale, and FACT/GOG-NTX

peripheral neuropathy
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Table 1

Objectives and Corresponding Endpoints (cont.)

Safety Objectives

Corresponding Endpoints

+ To assess the safety and tolerability of
M-CHP-pola compared with R-CHP-pola

» To assess the safety and tolerability of
M-CHOP

= Occurrence and severity of adverse events,
with severity determined according to
NCI CTCAE v5.0. For CRS, severity
determined according to ASTCT CRS
Consensus Grading criteria (Appendix 7)

= Change from baseline in targeted vital signs

= Change from baseline in targeted clinical
laboratory test results and clinical assessments
= Number of cycles received and dose density

and intensity (of planned 6 cycles of
combination therapy)

Pharmacokinetic Objectives

Corresponding Endpoints

= To characterize the pharmacokinetics of
mosunetuzumab when administered by IV
infusion with CHOP and CHP-pola

= To characterize the pharmacokinetics of
polatuzumab vedotin when administered by
IV infusion with mosunetuzumab and CHP
» To assess the pharmacokinetics of

rituximab in combination with CHP-pola
compared with historical data (exploratory)

* Cmax

* Cmin

= Total exposure {AUC], E|EHTE1HCE, and volume
of distribution, as estimated by population PK

modeling, as appropriate and supported by
data

Immunogenicity Objectives

Corresponding Endpoints

Secondary Immunogenicity Objectives

» To assess the immune response to
mosunetuzumab

* To assess the immune response to

polatuzumab vedotin

» Assess potential effect of mosunetuzumab

ADA incidence to relevant clinical outcomes

» Assess potential effect of polatuzumab

vedotin ADA incidence to relevant clinical
endpoints

« Incidence of ADAs to mosunetuzumab
= Incidence of ADAs to polatuzumab vedotin

+ Relationship between ADAs and
pharmacokinetics, safety, efficacy, and
biomarkers may be explored as appropriate
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Table 1

Objectives and Corresponding Endpoints (cont.)

Exploratory Biomarker Objectives

Corresponding Endpoints

= To identify biomarkers that are predictive of
response to M-CHOP and M-CHP-pola
(predictive biomarkers), are associated with
progression to a more severe disease state
(prognostic biomarkers), are associated with
acquired resistance to M-CHOP and M-CHP-

= Association between exploratory biomarkers,
prognostic subtypes, including and molecular
DLBCL prognostic subtypes such as cell of
origin, and PET-CT CR, ORR, DOR, and PFS
endpoints

« Relationship over time between ctDNA and

pola, are associated with susceptibility to
developing adverse events, can provide
evidence of M-CHOP and M-CHP-pola
activity, or can increase the knowledge and
understanding of disease biology

« To make a preliminary assessment of
response to M-CHOP and M-CHP-pola in
different clinical and biologic prognostic
DLBCL subgroups

« To make a preliminary assessment of MRD
status following treatment with M-CHOP and
M-CHP-pola

radiographically-assessed tumor burden

Exploratory Health Status Utility

Objective Corresponding Endpoint

= T0 assess health status of patients » Health status (EQ-5D-5L)

ADA =anti-drug antibody; ASTCT=American Society for Transplantation and Cellular Therapy;
AUC=area under the concentration-time curve; CHP =cyclophosphamide, doxorubicin, and
prednisone; CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone;
CHP-pola=CHP-polatuzumab vedotin; Cmax=maximum serum concentration; Cmin=minimum
serum concentration; CR=complete response; CRS=cytokine release syndrome; CT=computed
tomography; ctDNA =circulating-tumor DNA; DLBCL=diffuse large B-cell lymphoma;
DLT=dose-limiting toxicity; DOR =duration of response; EFS=event-free survival, EORTC
QLQ-C30=European Organisation of Research and Treatment of Cancer Quality of Life Core 30
Questionnaire; EQ-5D-51L = EuroQol 5-Dimension, 5-Level Questionnaire; FACT/GOG-
NTX=Functional Assessment of Cancer Treatment/Gynecologic Oncology Group-Neurotoxicity;
FACT-Lym=Functional Assessment of Cancer Therapy—Lymphoma subscale; IRC =Independent
Review Committee; M-CHOP=mosunetuzumab plus cyclophosphamide, doxorubicin, vincristine,
and prednisone; M-CHP-pola=mosunetuzumab plus cyclophosphamide, doxorubicin,
prednisone, and polatuzumab vedotin; MRD =minimal residual disease; MTD=maximum
tolerated dose; NALT =new anti-lymphoma therapy, NCI CTCAE v5.0=National Cancer Institute
Common Terminology Criteria for Adverse Events, Version 4.0; NHL =non-Hodgkin lymphoma;
ORR=objective response rate; PET = positron emission tomography; PET-CT =positron emission
tomography—computed tomography; PFS=progression-free survival; PK=pharmacokinetic;
PR=partial response; R-CHP =rituximab plus cyclophosphamide, doxorubicin, and prednisone;
R-CHP-pola=rituximab plus cyclophosphamide, doxorubicin, prednisone, and polatuzumab
vedotin; R-CHOP=rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone;
RP2D=recommended Phase Il dose; R/R=relapsed or refractory.
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3. STUDY DESIGN
3.1 DESCRIPTION OF THE STUDY
3.11 Overview of Study Design

This study is divided into two phases: 1) a dose-finding Phase Ib portion, which will test
the safety and tolerability of combinations of mosunetuzumab with chemotherapy and
polatuzumab vedotin for the treatment of patients with previously treated B-cell NHL and
2) a randomized, open-label Phase Il portion, which will compare the efficacy, safety,
and tolerability of mosunetuzumab in combination with CHP-pola or CHOP versus
R-CHP-pola in patients with previously untreated DLBCL. The option to include the
treatment arm of M-CHOP in the randomized Phase Il portion of the study will be based
on clinical data from a safety run-in group assessing the safety and tolerability of
M-CHOP in patients with previously untreated DLBCL. The decision to include this third
treatment arm will be made prior to initiating the randomized Phase Il portion.

An overview of the study design is presented in Figure 1. The dosing schedules for
M-CHOP, M-CHP-pola, and R-CHP-pola are described in Sections 4.3.3.2-4.3.3 4.
Schedules of activities are provided in Appendix 1 and Appendix 2.

Approximately 40-60 patients will be enrolled in the Phase Ib dose-finding portion of the
study. Up to an additional 70-100 patients will be enrolled in the safety run-in and
Phase Il portion of the study, for a total of approximately 110-160 patients enrolled in
the study.

3.1.1.1 Phase Ib: Dose-Finding Phase in B-Cell Non-Hodgkin
Lymphoma

Group A: Dose-Finding Mosunetuzumab plus CHOP Group

The goal of this Phase Ib portion is to establish the RP2D of mosunetuzumab in
combination with CHOP (RP2D_A). The RP2D_A will be the starting mosunetuzumab
dose used in Groups B and C. A 3+3 dose-finding design will be employed, using the
dose-escalation/dose-de-escalation rules as defined in Section 3.1.2.2. The DLT
assessment period will be C1D1 through C1D21 of M-CHOP treatment, and dose
escalation/de-escalation will continue until the MTD or MAD is identified.

Patients with R/R. B-cell NHL will receive 6 cycles of M-CHOP at 21-day intervals. The
first cycle of mosunetuzumab will be administered as step-up doses on C1D1 (1 mg),
C1D8 (2 mg), and C1D15 (13.5 mg) after CHOP administration in the first cohort, then
will be determined according to dose escalation/de-escalation rules based on DLTs (see
Section 3.1.2.1; see Section 3.1.2.2 for the rationale for starting mosunetuzumab dose
and the dose escalation/de-escalation rules). Full doses of mosunetuzumab (the C1D15
dose) will be administered on Day 1 of subsequent cycles.

The CHOP regimen consists of cyclophosphamide 750 mg/m? IV, doxorubicin 50 mg/m?
IV, and vincristine 1.4 mg/m? (maximum dose of 2 mg) IV given on Day 1 and
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prednisone 100 mg/day orally (FO) given on Days 1-5 of every 21-day cycle for

6 cycles. On days that mosunetuzumab corticosteroid premedication (dexamethasone
20 mg IV or methylprednisolone 80 mg IV) overaps with the prednisone 100 mg PO
dose, the IV corticosteroid premedication should be omitted.

Patients with a PR or SD at the time of pimary response assessment by PET-CT

(6—8 weeks after C6D1 of study treatment or early treatment discontinuation) may
continue mosunetuzumab treatment as a single agent for up to an additional 11 cycles in
the absence of disease progression. For additional details on the M-CHOP regimen,
refer to Section 4.3.3.2.

The Sponsor may open an expansion cohort of up to 20 patients to further assess
safety, tolerability, PK, and preliminary evidence of anti-tumor activity at or below the
MTD or MAD (see Section 3.1.2.5).

If the combination of step-up dosing M-CHOP is not tolerated because of DLTs
occurring prior to the administration of the C1D15 mosunetuzumab dose, then
alternative regimens may be assessed based on a review of the totality of the available
data by the IMC. These may include, but are not limited to:

* Incorporating corticosteroid pre-phase treatment (prednisone 100 mg daily) for
T days prior to C1D1. This modification will be prioritized, as it is consistent with
recommendations for patients with DLBCL at risk for early treatment-related
toxicities with R-CHOP treatment (Pfreundschuh 2010; Tilly et al. 2015).

* Delaying the first dose of mosunetuzumab by 1 week in Cycle 1 with CHOP
administration on C1D1 and maintaining mosunetuzumab step-up dosing, starting
with 1 mg on C1D8, then 2 mg on C1D15, and the mosunetuzumab test dose on
C2D1 (see Figure 2); this mosunetuzumab schedule modification will be assessed if
pre-phase corticosteroid treatment does not sufficiently mitigate toxicities associated
with step-up dosing of mosunetuzumab administration on C1D1 and C1D8.
Delayed mosunetuzumab dosing may be assessed with pre-phase corticosteroid if
this intervention provided some benefit in mitigating toxicities based on review of the
safety data by the IMC, study investigators, and Sponsor study team.

All data and decisions regarding dosing and/or scheduling will be reviewed by the IMC
(refer to Sections 3.3.9 and 5.1.8). After the IMC has evaluated at least 3 patients with
M-CHOP at the determined RP2D_A for at least one cycle, the Group C safety run-in
evaluating M-CHOP in previously untreated DLBCL patients will be opened (refer to
Section 3.1.1.2).
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Group B: Dose-Finding M-CHP-Pola Group

The goal of this Phase Ib portion is to establish the mosunetuzumab RP2D in
combination with CHP-pola (RP2D_B). The combination of mosunetuzumab and
polatuzumab vedotin is being investigated in Study GO40516, a Phase Ib/ll study in
patients with R/R B-cell NHL (see Sections 1.2.2 and 1.5). The mosunetuzumab dose
selected for M-CHP-pola will not exceed the RP2D_A for M-CHOP or the RP2D for
mosunetuzumab plus polatuzumab vedotin from Study GO40516.

Clinical data for mosunetuzumab plus polatuzumab vedotin, including treatment-
emergent adverse events, Grade =3 adverse events, DLTs, MTD/MAD, and the RP2D
from the Phase Ib portion of GO40516 will be reviewed by the GO40515 IMC and study
team prior to initiating Group B enrollment with M-CHP-pola. If the same dose as the
mosunetuzumab REP2D_A has been cleared in Study G040516, that mosunetuzumab
dose can be assessed in combination with CHP-pola in this study even if RP2D has not
yet been declared for M-pola in Study GO40516 (refer to Section 1.5 for additional
details on Study GO40516).

A 3+ 3 dose-finding design will be employed, with potential dose de-escalation using the
rules as defined in Section 3.1.2.2 (the mosunetuzumab dose will not be escalated
above the RP2D_A). The DLT assessment window will be from C1D1 through C1D21 of
M-CHP-pola treatment, and dose finding will continue until the MTD or MAD is identified.

Patients with R/R. B-cell NHL will receive 6 cycles of M-CHP-pola at 21-day intervals.
The first cycle of mosunetuzumab will be administered as step-up doses on C1D2 (1
mg), C1D8 (2 mg), and C1D15 (mosunetuzumab [RP2D_A]) in the first cohort and
option for dose de-escalation if not tolerated). Full doses of mosunetuzumab (C1D15
dose) will be administered on Day 2 of subsequent cycles, with the option of
mosunetuzumab administration on Day 1 of each cycle starting in Cycle 3 if well
tolerated.

The CHP-pola regimen consists of cyclophosphamide 750 mg/m? IV, doxorubicin

50 mg/m? IV, and polatuzumab vedotin 1.8 mg/kg IV given on Day 1 and prednisone
100 mg/day PO given on Days 1-5 of every 21-day cycle for 6 cycles. On days that
mosunetuzumab corticosteroid premedication (dexamethasone 20 mg IV or
methylprednisolone 80 mg IV) overlaps with the prednisone 100 mg PO dose, the IV
corticosteroid premedication should be omitted.

Patients with a PR or SD at the time of pnmary response assessment by PET-CT

(6—8 weeks after Cycle 6 of study treatment or early treatment discontinuation) may
continue mosunetuzumab treatment as a single agent for up to an additional 11 cycles in
the absence of disease progression. For additional details on the M-CHP-pola regimen,
refer to Section 4.3.3.3.
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The Sponsor may open an expansion cohort of up to 20 patients to further assess
safety, tolerability, PK, and preliminary evidence of anti-tumor activity at or below the
MTD or MAD (see Section 3.1.2.5).

If the combination of step-up M-CHP-pola is not tolerated due to DLTs occurring prior to
the administration of the C1D15 mosunetuzumab dose, then alternative regimens may
be assessed based on a review of the totality of the available data by the IMC. These
may include, but are not limited to:

* Incorporating corticosteroid pre-phase treatment (prednisone 100 mg daily) for
T days prior to C1D1. This modification will be prioritized, as it is consistent with
recommendations for patients with DLBCL at risk for early treatment-related
toxicities with R-CHOP treatment (Pfreundschuh et al. 2010; Tilly et al. 2015).

= Delaying of the first dose of mosunetuzumab by 1 week in Cycle 1 with CHP-pola
administration on C1D1 and maintaining mosunetuzumab step-up dosing, starting

with 1 mg on C1D8, then 2 mg on C1D15, and the mosunetuzumab test dose on
C2D2 (see Figure 2); this mosunetuzumab schedule modification will be assessed if

pre-phase corticosteroid treatment does not sufficiently mitigate toxicities associated
with step-up dosing of mosunetuzumab administration on C1D1 and C1D8.

Delayed mosunetuzumab dosing may be assessed with pre-phase corticosteroid if
this intervention provided some benefit in mitigating toxicities based on review of the
safety data by the IMC, study investigators, and Sponsor study team.

All data and decisions regarding dosing and/or scheduling will be reviewed by the IMC
(refer to Sections 3.3.9 and 5.1.8).

3.11.2 Phase Il: Safety Cohort and Randomized Dose Expansion in
DLBCL

Group C: Safety Cohort of Mosunetuzumab Plus CHOP in Previously

Untreated DLBCL

Prior to opening enrolliment into the Group C safety cohort, the IMC will review the

clinical data for all patients enrolled in Group A, including at least 3 patients treated at

the mosunetuzumab RP2D_A plus CHOP who have received a minimum of 1 cycle of

study treatment (refer to Section 3.1.2.6).

This safety cohort will be opened for patient enrollment prior to starting the randomized
Phase Il expansion cohorts to initially assess and confirm the safety of M-CHOP in
patients with previously untreated DLBCL, where there exists the potential for a
differential safety profile between first and subsequent lines of treatment.
Mosunetuzumab at the RP2D_A plus CHOP will be tested in at least 10 and up to

40 patients with previously untreated DLBCL. The IMC will review safety data from the
first 6 patients in order to confirm the recommended dose for the randomized Phase Il
portion of the study.

If the combination of mosunetuzumab RP2D_A plus CHOP is not tolerated in patients
with previously untreated DLBCL, then alternative mosunetuzumab doses and/or
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regimens may be assessed based on a review of the totality of the available data by the
IMC. If toxicities (Grade =3 and/or adverse events that would meet DLT criteria in
dose-finding cohorts) are observed after the C1D15 mosunetuzumab dose, this may
include testing lower C1D15 mosunetuzumab doses. If, on the other hand, such
adverse events are observed after either the first (1 mg) or second (2 mg)
mosunetuzumab dose, corticosteroid pre-phase treatment (prednisone 100 mg daily) for
T days prior to C1D1, and/or delaying the first dose of mosunetuzumab by 1 week in
Cycle 1 of CHOF (maintaining the step-up dosing, starting mosunetuzumab 1 mg on
C1D8, then 2 mg on C1D15, and RP2D_A on C2D1; see Figure 2) will be considered.

The IDMC will review safety data from the first 10 Group C patients who have received
at least 2 cycles of study treatment at the IMC-confirmed RP2D prior to making
recommendations for opening enrollment into the Phase Il randomized dose expansion
(see Section 3.1.5).

Phase Il Randomized Dose Expansion

Upon demonstrating the safety and tolerability of the combination of M-CHP-pola (dose
and schedule as determined in Phase Ib) and of M-CHOP in patients with previously
untreated DLBCL in the aforementioned safety cohort, and following the iDMC
recommendation, patients with previously untreated DLBCL will be randomized to
receive one of the following three regimens:

« Am 1: M-CHP-pola (n=40)
« Amm 2: R-CHP-pola (n=20)
«  Am 3: M-CHOP (n=up to 30)

The opening of Arms 1, 2, and 3 are dependent on IDMC review based on acceptable
safety of M-CHOP in patients with previously untreated DLBCL, and safety of
M-CHP-pola in previously treated B-cell NHL. A randomization ratio of 2:1:2 will be used
until a total of up to approximately 40 patients have received M-CHOP, including

Group C and Arm 3. Thereafter, a ratio of 2:1 will be used to enroll patients into the
M-CHP-pola or R-CHP-pola arm.

In the Phase II portion of the study, patients in Arm 1 will receive 6 cycles of
M-CHP-pola at 21-day intervals. The first cycle of mosunetuzumab will be
administered as step-up doses on C1D1 (1 mg), C1D8 (2 mg), and C1D15
(mosunetuzumab [RP2D_B]) in the first cohort). Full doses of mosunetuzumab
(CI1D15 dose) will be administered on Day 1 of subsequent cycles.
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Figure 1 Study Schema

Phase lb: Dose-Finding Phase in relapsedirefractory B-cell NHL

N=40-60
Group A: IMC declares
M-CHOP mosunetuzumab RP2D
Dose-Finding with CHOP: RP2D_A
(and Expansion)

Phase ll: Safety cohortand
randomized, open-label, controlled
portion of study in previously
untreated DLBCL N=70-100

Group C:
M-CHOP
RP2ZD_A
Safety Cohort
(N=10-40)

Group B:
M-CHP-Pola
Dose-Finding

(and Expansion)

IMC declares
mosunetuzumab RP2D
with CHP-Pola: RP2D_BE

iDMC recommends
opening enroliment
into randomized Phase Il

iIDMC recommends
opening enroliment
into randomized Phase |l

CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone; CHP = cyclophosphamide, doxorubicin, and prednisone; DLBCL = diffuse large B-

' )
Arm 1:
o Mosunetuzumab (1 mg—-2 mg-RP2D_B)
+ CHP-Pola
M (N=40) vy
s ™
Arm 2:
L R Rituximab 375 ma/m? IV .
4 ( ) + CHP-Paola Randomized Phase Il
\ {N=20) ) Expansion Phase
e N
Arm 3:
|  Mosunetuzumab (1 mg-2 mg-RP2D_A)
+ CHOP
\ (N=up to 30) J
Stratification factors:
« |PI(2ve, 3-5)

+ Bulky disease (presence vs, absence of at least one 7.5 cm lesion at baseline)

cell ymphoma; IMC = Intemal Monitoring Committee; IP1 = Intemational Prognostic Index; M-CHOP = mosunetuzumab plus cyclophosphamide,

doxorubicin, vincristine, and prednisone; M-CHP-pola = mosunetuzumab plus cyclophosphamide, doxorubicin, prednisone, and polatuzumab vedotin;
NHL = non-Hodgkin lymphoma; Pola = polatuzumab vedotin; R = randomization; RP2D = recommended Phase Il dose; RP2D_A = recommended Phase |l

dose for M-CHOP; RP2D_B = recommended Phase |l dose for M-CHP-pola; R/R = relapsed or refractory.
Note: After the dose-finding stage of M-CHOP and/or M-CHP-pola, up to 20 patients may be enrolled in an expansion cohort in patients with

relapsed/refractory B-cell NHL.
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3.1.2 Mosunetuzumab Dose-Finding Stage

3.1.2.1 Definition of Dose-Limiting Toxicity

All adverse events, including DLTs, are to be reported according to instructions in
Section 5.3 and graded according to the National Cancer Institute Common
Terminology Criteria for Adverse Events, Version 5.0 (NCI CTCAE v5.0) unless
otherwise indicated. Although CRS will be graded according to the ASTCT CRS
Consensus Grading criteria (Appendix 7), for dose-finding decisions, DLTs related to
CRS will be defined based on individual signs and symptoms and laboratory data
according to NCI CTCAE v5.0. If a patient experiences a DLT, he or she will be treated
according to clinical practice and will be monitored for resolution of the toxicity (see
Section 5.1.7 for management guidelines).

All adverse events should be considered to be related to study treatment unless such
events are clearly attributed by the investigator to another clearly identifiable cause
(e.qg., documented tumor progression, concomitant medication, or pre-existing medical
condition). Decreases in B cells, lymphopenia, and leukopenia due to lymphopenia will
not be considered DLTs because they are expected PD outcomes of mosunetuzumab
and polatuzumab vedotin treatment.

In the Phase Ib portion of the study (for either Group A or Group B), a DLT will be
defined as any of the following adverse events occurring during the DLT assessment
window (refer to Figure 2) in the absence of another clearly identifiable cause:

= Any adverse event regardless of grade that leads to a delay of more than 7 days to
the start of the next cycle

* Any Grade = 3 non-hematologic toxicity that is not attributable to disease
progression or another clearly identifiable cause, with the following exceptions:

— Grade 3 diarrhea that responds to SOC therapy within 72 hours

— Grade 3 nausea or vomiting, in the absence of premedication, that responds to SOC
therapy within 72 hours

—  Grade 3 laboratory abnormality that is asymptomatic and deemed by the
investigator not to be clinically significant

— Grade 3 fatigue lasting =3 days

— For patients receiving the polatuzumab vedotin—containing regimen only (Group B):
Reversible Grade 3 non-allergic infusion toxicities (including symptoms such as

fever, chills/rigors, nausea, vomiting, pruritus, headache, rhinitis, rash, asthenia,
and/or hypoxia in the absence of signs/symptoms of respiratory distress) occurring
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during or within 24 hours after completing a polatuzumab vedotin infusion and
resolving within 24 hours

MNote: Grade = 3 allergic toxicities such as wheezing, bronchospasm,
shortness of breath, and/or stridor in the presence or absence of hypoxia,
and/or urticaria are not excluded and should be considered DLTs.
(Patients with infusion-related Grade = 3 wheezing, hypoxia, or
generalized urticaria must be permanently discontinued from study drug
on the first occurrence.)

— Grade 3 (NCI CTCAE v5.0) individual signs and symptoms of CRS after
mosunetuzumab infusion that occurs in the context of Grade <2 CRS (as defined by
ASTCT CRS Consensus Grading criteria [Lee et al. 2019]; see Appendix 7) and
lasts <3 days

— Grade 3 elevation in ALT or AST, provided the following criteria are met:
Any Grade 3 AST or ALT elevation that lasts <3 days
ALT or AST level that is <8 x the upper limit of normal (ULN)
ALT or AST elevation that resolves to Grade < 2 (< 5 x ULN) within 7 days

Total and direct bilirubin and other laboratory parameters of liver synthetic
function (e.g., prothrombin time) that are normal

Mo clinical signs or symptoms of hepatic injury

= Any case involving an increase in hepatic transaminase > 3 x baseline in
combination with either an increase in direct bilirubin > 2 x ULN or clinical jaundice,
without any findings of cholestasis or signs of hepatic dysfunction and in the
absence of other contributory factors (e.g., worsening of metastatic disease or
concomitant exposure to known hepatotoxic agent or of a documented infectious
etiology) is suggestive of potential drug-induced liver injury (DILI) (according to
Hy's Law) and will be considered a DLT unless the following criteria are met:

—  Any AST or ALT >3 x ULN and total bilirubin>2 x ULN where no individual
laboratory value exceeds Grade 3 and lasts <3 days will not be considered a DLT.

* Any Grade 3 or 4 hematological toxicity not attributable to another clearly identifiable
cause with the exception of the following:

— Grade 3 or 4 lymphopenia, which is an expected outcome of therapy

— Grade 3 or 4 neutropenia that is not accompanied by temperature elevation
(oral or tympanic temperature of = 100 .4°F [38°C]) and improves to Grade < 2 (or to
= 80% of the baseline value, whichever is lower) before C2D1(and also C3D1 ifa
patient is receiving mosunetuzumab on the delayed schedule starting on C1D8 with

DLT assessment window from C1D8 until C2D21; note that neutropenia does not
need to recover prior to step-up mosunetuzumab doses given within Cycle 1; refer

to Figure 2)
— Grade 3 or 4 leukopenia
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—  Grade 3 or 4 thrombocytopenia that does not result in bleeding and improves to
Grade < 1 (or to = 80% of the baseline value, whichever is lower) without
platelet transfusion before C2D1 (and also C3D1 if a patient is receiving
mosunetuzumab on the delayed schedule starting on C1D8 with DLT assessment

window from C1D8 until C2D21; note that thrombocytopenia does not need to
recover prior to step-up mosunetuzumab doses given within Cycle 1; refer to

Figure 2}

— Grade 3 or 4 anemia that does not require an emergent transfusion

If a patient experiences a DLT as descrnibed above, the patient will be observed for
resolution of the toxicity. If the DLT resolves to Grade =2 (or =80% of the baseline
value) and it is determined to be in the patient’s best interest to continue study treatment
after discussion between the treating investigator and the Medical Monitor, the patient
may continue to receive study treatment (refer to Section 3.1.2 4 for additional details on
continuing study treatment beyond Cycle 1).

Figure 2 Mosunetuzumab Dosing Schema

<> 0 O O Start of CHOR/
| Cycle 1 I Cycle 2 I Cycles 3+ | CHP-polacycle
I I I I I Mosunetuzumal
F adminigtration
D1 D& D15 D1 01 =
1mg 2mg TOmg TDmag TDmg IMosunetuzumab dose

Delayed Mosunetuzumab Dosing Schedule

% % %

| Cyele 1 | Cycle 2 I Cycles 3+ |
b1 DB DI5 D1 o1 .
1mg 2mg  TDmg TOmg  Mosunetuzumeb dose

.................................

C=cycle; CHOP=cyclophosphamide, doxorubicin, vincristine, and prednisone;
CHP=cyclophosphamide, doxorubicin, and prednisone; D=Day; DLT =dose-limiting toxicity;
pola=polatuzumab vedotin; TD=test dose (initial TD=13.5 mg in Group A, Phase Ib).

Notes: Each cycle lasts 21 days. CHOP and CHP-pola are given starting Day 1 of each cycle of
study treatment. Arrows represent mosunetuzumab administration, with longer arrows indicating
higher mosunetuzumab dose. Mosunetuzumab is given on Day 2 of Cycles 1 and 2 when
combined with CHP-pola in Group B and may be given on Day 1 in Cycles 3-6 if well tolerated.
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3.1.2.2 Starting Dose, Dose-Escalation/De-Escalation Rules and
Determination of the Maximum Tolerated Dose

For safety monitoring and risk mitigation in the Phase Ib dose-finding cohorts and the
Phase Il safety cohort, treatment will be staggered such that the first patient treated at
each dose level will receive his or her first infusion at least 72 hours prior to subsequent
patients in that cohort. Subsequent patients in each cohort will be staggered such that
their C1D1 treatments are administered = 24 hours apart. Patients who receive study
treatment and remain on study through the DLT assessment window will be considered
DLT evaluable. Patients who discontinue from study treatment prior to completing the
DLT assessment window for reasons other than a DLT will be considered non-evaluable
for dose-escalation decisions and MTD determination and will be replaced by an
additional patient at that same dose level. Patients who receive supportive care during
the DLT assessment window that confounds the evaluation of DLTs (excluding
supportive care permitted or required per protocol) may be replaced at the discretion of
the Medical Monitor.

For all dose-finding groups (i.e., Groups A and B), relevant demographic, adverse event,
laboratory, dose administration, and PK (if available) data will be reviewed prior to dose-
escalation/de-escalation decisions by the Sponsor's IMC, in consultation with the
Medical Monitor, Safety Scientist, Statistician, Clinical Pharmacologist, Clinical Tral
Leader, and Principal Investigators.

Cohorts may be expanded even in the absence of DLTs in order to evaluate non-DLT
adverse events further or to collect additional safety or PK data. On the basis of a
review of real-time safety data and available preliminary PK data, dose escalation may
be halted or modified by the Sponsor as deemed appropriate.

Group A: Mosunetuzumab plus CHOP Dose Finding

The starting dose level of step-up mosunetuzumab is 1 mg (C1D1), 2 mg (C1D8), and
13.5 mg (C1D15, mosunetuzumab test dose) in combination with CHOP in the first
cohort (based on preliminary data from Study GO29781; for additional details, see
Section 3.3.2). The DLT assessment window will be from C1D1 through C1D21 of M-
CHOP treatment.

Dose Escalation: The step-up mosunetuzumab doses on C1D1 and C1D8 will remain
constant in this dose-finding cohort. If the escalation rules outlined below are met, and
based on IMC recommendation, the C1D15 test dose of mosunetuzumab may be
increased by up to 100% (total cycle dose), or up to, but not exceeding, a dose
corresponding to the maximum-assessed dose for mosunetuzumab using the step-up
dose schedule as a single agent from Study G0O29781. The mosunetuzumab dose may
be rounded if the difference before and after the rounding is within 15% (e.g., 27 mg may
be rounded to 30 mg).
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Dose escalation of the mosunetuzumab C1D15 test dose will occur in accordance with
the following rules:

A minimum of 3 patients will initially be enrolled in each cohort.

If none of the first 3 DLT-evaluable patients experiences a DLT, enrollment of the
next cohort at the next highest dose level may proceed.

If 1 of the first 3 DLT-evaluable patients experiences a DLT, the cohort will be
expanded to 6 patients. If there are no further DLTs in the first 6 DLT-evaluable
patients, enrollment of the next cohort at the next highest dose level may proceed.

If 2 or more DLT-evaluable patients in a cohort experience a DLT, the MTD will have
been exceeded and dose escalation will stop. An additional 3 patients will be
evaluated for DLTs at the preceding dose level, unless 6 patients have already been
evaluated at that level. However, if the dose level at which the MTD is exceeded
is=25% higher than the preceding dose level, 6 patients may be evaluated at an
intermediate dose level.

If the MTD is exceeded at any dose level, the highest dose at which fewer than
2 of 6 DLT-evaluable patients (i.e.,<33%) experience a DLT will be declared the
MTD.

If the MTD is not exceeded at any dose level, the highest dose administered in this
study will be declared the MAD.

As long as the MTD has not been exceeded, additional patients may be enrolled at
a given dose level in a given cohort to explore factors influencing adverse events or
to accumulate additional safety data.

Dose De-Escalation: The step-up mosunetuzumab doses on C1D1 and C1D8 will
remain constant and the mosunetuzumab test dose may be reduced according to the
following rules:

In the event that the initial mosunetuzumab C1D15 test dose of 13.5 mg in
combination with CHOP is above the MTD (i.e.,=33% of DLT-evaluable patients
experience a DLT), a reduced C1D15 dose level that is at least 25% lower may be
evaluated in an additional cohort of 3 to 6 patients. If this dose level is again above
the MTD, further C1D15 dose reductions of=225% of the preceding C1D15 dose
may be assessed in subsequent cohorts of 36 patients. If a mosunetuzumab
C1D15 dose of 2.8 mg is above the MTD, then dose de-escalation will be
discontinued (note that 2.8 mg is the lowest Group B step-up mosunetuzumab
C1D15 dose assessed in Study GO29781; Refer to the Mosunetuzumab
Investigator’'s Brochure).

The highest dose level where fewer than 2 out of 6 DLT-evaluable patients
(i.e.,<33%) experience DLTs will be declared the MTD.
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Modified Regimen to Be Tested if DLTs Occur Prior to Mosunetuzumab Test Dose:
If the MTD at any mosunetuzumab test dose level in combination with CHOP is
exceeded as a result of at least one DLT occurring prior to administration of the
C1D15 test dose of mosunetuzumab (i.e, after either the C1D1 1 mg or C1D8 2 mg
mosunetuzumab dose) the following modified regimens may be evaluated:

* Incorporating corticosteroid pre-phase treatment (prednisone 100 mg daily) for
T days prior to C1D1

This modification will be priontized, as it is consistent with recommendations for
patients with DLBCL at risk for early treatment-related toxicities with R-CHOP
treatment (Pfreundschuh et al. 2010; Tilly et al. 2015).

= Delaying of the first dose of mosunetuzumab by 1 week in Cycle 1 with CHOP
administration on C1D1 and maintaining mosunetuzumab step-up dosing, starting
with 1 mg on C1D8, then 2 mg on C1D15, and the mosunetuzumab test dose on
C2D1 (see Figure 2)

= With this schedule, the DLT assessment window will extend from C1D8 until C2D21
(DLT window of 36 days). This mosunetuzumab schedule modification will be

assessed if pre-phase corticosteroid treatment does not sufficiently mitigate
toxicities associated with step-up mosunetuzumab administration on C1D1 and

C1D8. Delayed mosunetuzumab dosing may be assessed with pre-phase
corticosteroid if this intervention provided some benefit in mitigating toxicities based
on review of the safety data by the IMC, study investigators, and Sponsor study
team.

Group B: M-CHP-Pola Dose Finding

This dose-finding cohort will be opened after a RP2D of M-CHOP has been declared
(RP2D_A) (refer to Section 3.1.2.6). The mosunetuzumab step-up dose level
established in combination with CHOP will be the initial dose level to be tested in
combination with CHP-pola (i.e., mosunetuzumab 1 mg on C1D2, 2 mg on C1D8, and
RP2D_A on C1D15). It should be noted that the first step-up dose of mosunetuzumab
is given on C1D2 instead of C1D1 when combined with CHP-pola (see Sections 3.3.2
and 4_3.3 for additional details). The DLT assessment window will be from C1D1
through C1D21 of M-CHP-pola treatment.

If the M-CHOP dose finding establishes a delayed step-up dose schedule as the
preferred regimen (i.e., mosunetuzumab 1 mg on C1D8, 2 mg on C1D15, and RP2D_A
on C2D1), this schedule will also be implemented in the M-CHP-pola dose-finding
cohorts. Similarly, if mitigation measures such as pre-phase treatment with prednisone
100 mg daily for 7 days immediately preceding C1D1 of study treatment is implemented
in M-CHOP dose finding, this will also be applied in the M-CHP-pola dose-finding
cohorts. If both delayed mosunetuzumab dosing and pre-phase corticosteroid treatment
are implemented in the M-CHOP Group A, both will be applied in the M-CHP-pola
combination in Group B as well. In addition, if Cohort C identifies the need for a delayed
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step-up dose schedule or other nsk mitigation measures, these will be implemented in
Group B as well (see Section 3.1.1.2).

Mo dose escalation above the C1D15 mosunetuzumab RP2D_A is planned in
combination with CHP-pola. The initial cohort assessing the mosunetuzumab RP2D_A
will enroll 3—6 patients, and if <33% (i.e., <2 out of 6) DLT-evaluable patients experience
DLTs, this dose will be declared the MAD and RP2D_B of mosunetuzumab in
combination with CHP-pola.

Dose De-Escalation: The step-up mosunetuzumab doses on C1D1 and C1D8 will
remain constant and the mosunetuzumab test dose may be reduced according to the
following rules:

* In the event that the mosunetuzumab (C1D15) RP2D_A dose level in combination
with CHP-pola is above the MTD (i.e.,=33% of DLT-evaluable patients experience a
DLT), a reduced C1D15 dose level that is at least 25% lower may be evaluated in
an additional cohort of 3—6 patients. If this dose level is again above the MTD,
further C1D15 dose reductions of =25% of the preceding C1D15 dose may be
assessed in subsequent cohorts of 3-6 patients. If a mosunetuzumab C1D15 dose
of 2.8 mg is above the MTD, then dose de-escalation will be discontinued (note that
2.8 mg is the lowest Group B step-up mosunetuzumab C1D15 dose assessed in
Study GO29781; refer to the Mosunetuzamab Investigator's Brochure).

= The highest dose level where fewer than 2 out of 6 DLT-evaluable patients
(i.e.,<33%) experience DLTs will be declared the MTD.

Modified Regimen to Be Tested if DLTs Occur Prior to Mosunetuzumab Test Dose:
If the MTD at any mosunetuzumab test dose level in combination with CHP-pola is
exceeded because of at least one DLT occurring prior to administration of the C1D15
test dose of mosunetuzumab (i.e_, after either the C1D2 1 mg or C1D8 2 mg
mosunetuzumab dose), the following modified regimens may be evaluated:

* Including corticosteroid pre-phase treatment (prednisone 100 mg daily) for 7 days
prior to C1D1

This modification will be prioritized, as it is consistent with recommendations for
patients with DLBCL at risk for early treatment-related toxicities with R-CHOP
treatment (Pfreundschuh et al. 2010; Tilly et al. 2015).

= Delaying of the first dose of mosunetuzumab by 1 week in Cycle 1 with CHP-pola
administration on C1D1 and maintaining mosunetuzumab step-up dosing, starting
with 1 mg on C1D8, then 2 mg on C1D15, and the mosunetuzumab test dose on
C2D1 (see Figure 2)

With this schedule, the DLT assessment window will extend from C1D8 until
C2D21 (DLT window of 36 days). This mosunetuzumab schedule modification

will be assessed if pre-phase corticosteroid treatment does not sufficiently
mitigate toxicities associated with step-up dosing of mosunetuzumab
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administration on C1D2 and C1D8. Delayed mosunetuzumab dosing may be
assessed with pre-phase corticosteroid if this intervention provided some
benefit in mitigating toxicities based on review of the safety data by the IMC,
study investigators, and Sponsor study team.

3.1.23 Intrapatient Dose Escalation
Mo intrapatient dose escalation will be permitted in this study.

3.1.24 Continuation of Mosunetuzumab with CHOP or CHP-Pola
(Cycles 2-6)

Patients without a DLT during the DLT assessment window will be eligible to receive
additional infusions of study treatment at the same dose level at which they were
enrolled, provided that they meet the following cnteria for acceptable toxicity and
ongoing clinical benefit:

= Acceptable toxicity: All adverse events experienced with prior infusions that were
not attributed to constitutional symptoms of the patient’'s cancer or intercurrent
illness must have decreased to Grade 1 or baseline grade on or before the day of
the next infusion. Exceptions on the basis of ongoing clinical benefit may be
allowed after a careful assessment and discussion of benefit versus risk for the
patient by the investigator as well as approval from the Medical Monitor. In addition,
delay of therapy due to toxicities not attributed to study drug may not require
discontinuation from the study but must be approved by the Medical Monitor. Dose
modifications are described in Section 5.1.7.

* Ongoing clinical benefit: Patients must demonstrate improvement/stabilization in

tumor burden according to the 2014 Lugano Response Criteria (Appendix 3), have
no clinical signs or symptoms of progressive disease, or demonstrate clinical signs

or symptoms of benefit, as judged by the investigator, independent of the
radiographic assessment.

All tumors assessed at screening must be documented and re-assessed at each
subsequent tumor evaluation (see Appendix 1 for tumor assessment schedule). For
each patient, the same imaging modality should be used throughout the study (note that
PET scans are not required for all imaging assessment timepoints; see Section 4.5.5.1
for details).

Women of childbearing potential will need to undergo a urine pregnancy test prior to
each cycle of study treatment. If a urine pregnancy test result is positive, patient dosing
will be postponed until the result is confirmed by a serum pregnancy test. Patients who
are pregnant must permanently discontinue study treatment.

Study treatment will be discontinued in patients who experience a DLT during the DLT
assessment window if the toxicity does not return to baseline within 14 days of the next
scheduled cycle of study treatment. Patients who experience a DLT during the DLT
assessment window and whose toxicity returns to baseline within 14 days of the next
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scheduled cycle of study treatment may be restarted at a dose level tolerated by the
prior cohort following discussion with the Medical Monitor. A treatment delay beyond
14 days may be acceptable upon discussion with the Medical Monitor.

3.1.25 Continuation of Mosunetuzumab as Single Agent (Cycles 7-17)
Patients who have either SD or a PR at the primary response assessment by PET-CT
(6—8 weeks after C6D1 of study treatment) may continue treatment with
mosunetuzumab for an additional 11 cycles as long as they meet the crteria for
acceptable toxicity and ongoing clinical benefit outlined in Section 3.1.2 4. Patients who
discontinue study treatment prior to Cycle 6 because of treatment-related toxicities are
not eligible for additional mosunetuzumab treatment. Patients who receive
mosunetuzumab continuation treatment more than 6 weeks after their last dose of
mosunetuzumab will need to follow the step-up dosing schedule (i.e., mosunetuzumab 1
mg on C7D1, 2 mg on C7D8, and test dose on C7D15, followed by the test dose on Day
1 of subsequent cycles given every 21 days) and the schedule of clinical and laboratory
assessments outlined in Appendix 1 and Appendix 2. Routine hospitalization with re-
starting mosunetuzumab treatment after more than 6 weeks of treatment break is not
required but allowed if the investigator considers this to be clinically indicated or if severe
reactions occurred initially.

3.1.26 Determination of Recommended Phase Il Dose

The mosunetuzumab RP2Ds will be at or below the respective MTD (or MAD) for any
combination regimen tested in the Phase Ib Groups A and B. A minimum of 3 patients
for at least one cycle will be treated at a given mosunetuzumab dose level for the
combination regimen in Group A and Group B before declaning RP2D_A and RP2D _B,
respectively. The IMC will recommend RP2Ds based on the MTD/MAD determined in
dose escalation and a review of the totality of the Phase Ib data that includes the safety
profile of study treatment beyond the DLT assessment window. The IMC will review all
treatment emergent adverse events, Grade =3 adverse events, serious adverse events,
DLTs, and dose modifications due to adverse events. The IMC will make a
recommendation for the RP2D of M-CHOP (RP2D_A) and M-CHP-pola (RP2D_B).
Additional safety, tolerability, PK data, and preliminary efficacy data at the RP2D for
either combination may be collected in Phase Ib expansion cohorts if recommended by
the IMC.

3.1.3 Phase Ib Expansion

After the dose-finding stage of M-CHOP and/or M-CHP-pola, up to 20 patients may be
enrolled in an expansion cohort for patients with previously treated B-cell NHL (i.e_, the
same patient population as the dose-escalation phase). Patients may be treated at or
below the MTD or MAD to obtain additional safety, tolerability, and PK data, as well as
preliminary anti-tumor activity at different mosunetuzumab dose levels.

If the frequency of Grade = 3 toxicities or other unacceptable toxicities at the initial
expansion-stage dose level suggest that the MTD has been exceeded, enrollment at that
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dose level of mosunetuzumab will be halted. Consideration will then be given to
enrolling patients in an expansion cohort at a lower dose level or with an alternate
regimen (see Section 3.1.2.2).

Patients in the dose-expansion cohort will be eligible to receive study treatment after
Cycle 1 provided that they meet the same criteria for acceptable toxicity and ongoing
clinical benefit as outlined for the dose-escalation cohorts in Section 3.1.2. 4.

The decision to open an expansion cohort for either M-CHOP or M-CHP-pola will be
made by the Sponsor, upon recommendation from the IMC and in consultation with the
Principal Investigators based on a review of the data available at that time.

3.1.4 Phase ll: Safety Group C

A minimum of 10 and a maximum of approximately 40 patients with previously untreated
DLBCL will be enrolled in Group C prior to initiation of the randomized Phase |l stage of
this trial. Prior to opening enrollment into Group C, the IMC will review the clinical data
for all patients enrolled in Group A, including at least 3 patients who have received a
minimum of 1 cycle of M-CHOP (RP2D_A; refer to Section 3.1.1.2).

Patients will be treated with M-CHOP (RP2D_A) according to the schedule established
in the Phase Ib stage of the trial. The IMC will review the first 6 patients having
completed at least 2 cycles of M-CHOP to confirm the RP2D for the randomized
Phase Il expansion stage.

If, in the first 6 patients, the frequency of Grade 3 or higher toxicities or other
unacceptable toxicities in the safety cohort suggest that the MTD for patients with
previously untreated DLBCL has been exceeded, accrual at that dose level of
mosunetuzumab will be halted; this decision will be made by the Sponsor, upon
recommendation from the IMC in consultation with the Medical Monitor and Principal
Investigators. Consideration will then be given to enrolling patients with one or more of
the following modifications:

« [f acute toxicity is generally observed prior to the mosunetuzumab C1D15 dose
(i.e., after 1 mg infusion [given on C1D1 or C1D2] or 2 mg infusion on C1D8), the
following adjustments to dose schedule and/or other mitigation strategies may be
tested:

— Including corticosteroid pre-phase treatment (prednisone 100 mg daily) for 7 days
prior to C1D1

This modification will be prioritized, as it is consistent with
recommendations for patients with DLBCL at risk for early
treatment-related toxicities with R-CHOP treatment (Pfreundschuh et al.
2010; Tilly et al. 2015)

— Delaying of the first dose of mosunetuzumab by 1 week in Cycle 1 with CHOP
administration on C1D1 and maintaining mosunetuzumab step-up dosing, starting
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with 1 mg on C1D8, then 2 mg on C1D15, and the mosunetuzumab RP2D on C2D1
(see Figure 2)

This mosunetuzumab schedule modification will be assessed if pre-phase
corticosteroid treatment does not sufficiently mitigate toxicities associated
with step-up dosing mosunetuzumab administration on C1D1 or C1D2 and
C1D8. Delayed mosunetuzumab dosing may be assessed with pre-phase
corticosteroid if this intervention provided some benefit in mitigating
toxicities based on review of the safety data by the IMC, study
investigators, and Sponsor study team.

« [ftoxicity generally occurs after the C1D15 mosunetuzumab dose:

— Reduction of mosunetuzumab to a dose level=25% lower than the initially tested
RP2D

Patients in the safety cohort will be eligible to receive study treatment after Cycle 1
provided that they meet the same criteria for acceptable toxicity and ongoing clinical
benefit as outlined for the dose-escalation cohorts in Section 3.1.2 4.

The IDMC will review safety data at least after the first 10 patients have completed at
least 2 cycles of M-CHOP at the IMC-confirmed RP2D prior to making recommendations
for the randomized Phase |l expansion stage (refer to Section 3.1.5).

Enrollment may continue into Group C up to 40 patients until the randomized Phase Il
portion of the study is open to enrollment.

3.1.5 Phase Il Randomized Dose Expansion

Once the first 10 patients in Group C have completed at least the first 2 cycles of study
treatment at the IMC-confirmed RP2D to be evaluated in the randomized Phase Il
portion, the iDMC will assume responsibilities to review the safety data in Group C and
will recommend whether the data support opening the randomized Phase Il expansion to
the Sponsor.

Phase Il randomization will start only after the RP2D_B has been determined by the
IMC, and the IDMC has recommended opening the randomized Phase Il expansion.

The Phase Il stage is a randomized, open-label, controlled portion of the study
comparing the following treatment regimens in patients with previously untreated DLBCL
(Figure 1):

« Am 1. M-CHP-pola (n=40)
« Amm 2: R-CHP-pola (n=20)
« Am 3: M-CHOP (n=up to 30)
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A randomization ratio of 2:1:2 will be used until a total of up to 40 patients have received
M-CHOP, including Group C safety cohort and Arm 3. Thereafter, a ratio of 2:1 will be
used to enroll patients into the M-CHP-pola or R-CHP-pola arm.

The primary endpoint is PET-CT CR rate at the time of primary response assessment
per the 2014 Lugano Response Criteria as assessed by an IRC. Referto Table 1 fora
complete list of Phase Il objectives and endpoints.

Stratification factors are IP1 (2 vs. 3-5) and presence or absence of bulky disease,
defined as at least one =7_5 cm lesion at baseline.

3.2 END OF STUDY AND LENGTH OF STUDY

The end of this study is defined as the date when the last patient, last visit occurs. The
end of the study is expected to occur approximately 30 months after the last patient is
enrolled to allow all patients to have up to 2.5 years of follow up. The total length of the
study, from screening of the first patient to the end of the study, is expected to be
approximately 60 months.

In addition, the Sponsor may decide to terminate the study at any time.

3.3 RATIONALE FOR STUDY DESIGN

The combination of the CD20-targeting monoclonal antibody rituximab in combination
with CHOP is the current SOC for previously untreated DLBCL. An ongoing Phase Il
study (GO39942/POLARIX) is comparing R-CHOP with R-CHP-pola in this patient
population. This Phase Ib/ll study is designed to evaluate the potential of replacing
rituximab in a regimen designed for the treatment of patients with DLBCL (and other
B-cell NHLs).

3.3.1 Rationale for Polatuzumab Vedotin Dose and Schedule

At the initiation of this study, over 500 patients had been enrolled in eight trials
administering polatuzumab vedotin to treat B-cell malignancies. At the dose of 1.8
mg/kg every 21 days, polatuzumab vedotin has been well tolerated as monotherapy and
in combination with an anti-CD20 monoclonal antibody in patients with R/R B-cell NHL,
with expected toxicities including cytopenias and peripheral neuropathy. In patients with
previously untreated DLBCL, polatuzumab vedotin at 1.8 mg/kg in combination with R-
CHP was administered to 45 patients, and polatuzumab vedotin at 1.8 mg/kg in
combination with CHP and another anti-CD20 monoclonal antibody (obinutuzumab) was
administered to 17 patients. The safety profile of R-CHP-pola is comparable to that
observed when patients receive treatment with the SOC R-CHOP, with toxicity being
primarily hematologic in nature (see the Polatuzumab Vedotin Investigator's Brochure for
additional details). The combination of 6 cycles of R-CHP-pola is currently being
investigated in a Phase Il trial compared with & cycles of R-CHOP (rituximab given for a
total of 8 cycles in both arms) as potential treatment for patients with previously
untreated DLBCL (Study GO39942/POLARIX).
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3.3.2 Rationale for Mosunetuzumab Dose and Schedule
Mosunetuzumab

In this study, mosunetuzumab will be administered intravenously on a 21-day cycle with
premedications (corticosteroids, anti-pyretic, anti-histamines as described in

Section 4.3.2.1) and on a Cycle 1 step-up dose schedule established in the ongoing
first-in-human Phase | study, GO29781 (see Section 1.2.2 and Figure 2) to mitigate the
risk of acute toxicities (e.g., CRS, TLS, CNS toxicity). With the Cycle 1 step-up dosing
schedule, mosunetuzumab is given at a flat dose of 1 mg on Day 1 (or Day 2), 2 mg on
Day 8, and the planned test dose on Day 15. The C1D15 dose will then be administered
once per cycle in subsequent cycles.

The IL-6 response and current safety profile of mosunetuzumab in Study GO29781
suggest that higher doses of mosunetuzumab may be more tolerable and potentially
more efficacious when administered using the step-up dosing scheme compared with
flat dosing (refer to Section 1.2.2 and the Mosunetuzumab Investigator's Brochure for
additional details). This provides a rationale for maintaining the same step-up dose
schedule in combination with CHOP and CHP-pola. Therefore, the mosunetuzumab

1 mg C1D1 (or C1D2) dose level and the 2 mg C1D8 dose level will not be modified in
the dose-finding portion of this study.

Dose escalation of the Day 15 test dose in the Phase l/lb Study GO29781 is ongoing.
As of 8 October 2018, both the 1.0 mg/2.0 mg/13.5 mg and the 1.0 mg/2.0 mg/20 mg
dose levels using the Group B dosing schedule have cleared the DLT assessment
period. No DLTs were observed in the 1.0 mg/2.0 mg/13.5 mg dose escalation cohort.
Including the subsequent extension cohort, a total of 41 patients have received
mosunetuzumab at 13.5 mg. Adverse events reported appeared to be consistent with
those observed with mosunetuzumab at lower dose levels. The 1.0 mg/2.0 mg/20 mg
dose level has also cleared the DLT assessment with 6 patients. There was one DLT of
Grade 3 hypophosphatemia observed which was asymptomatic and resolved in 3 days
with phosphate treatment. The maximum tolerated dose of mosunetuzumab has not yet
been reached and dose escalation continues in Study GO29781.

Therefore, the mosunetuzumab starting dose for this study (in combination with CHOP)
will be 1 mg (Day 1), 2 mg (Day 8), and 13.5 mg (Day 15), followed by 13.5 mg on Day 1
of all subsequent 21-day cycles of mosunetuzumab treatment. The rationale for the
starting mosunetuzumab test dose level of 13.5 mg on Day 15 is based on the clinical
data from Study GO29781 that supports the safety and tolerability of this dose as a
single agent. Potential overlapping toxicities between mosunetuzumab in combination
with CHOP or CHP-pola based on the safety/toxicity profiles of these agents known to
date include IRRs/CRS, neutropenia and infections, thrombocytopenia, TLS, peripheral
neuropathy, and hepatotoxicity. These potential toxicities are considered to be
monitorable and manageable. In Study GO29781, most treatment-emergent adverse
events, including CRS, occurred after the first dose of mosunetuzumab treatment with
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the highest frequency observed within the first week of the first treatment cycle. Specific
safety monitoring and mitigation measures, including mandatory hospitalization after the
first administration of mosunetuzumab for 24 hours, have been incorporated into the
safety plan (see Section 5 for details).

Mosunetuzumab in Combination with 6 Cycles of CHOP

The combination of 6 cycles of CHOP with the CD20-targeting antibody rituximab
remains the SOC for the treatment of patients with previously untreated DLBCL. This
regimen provides a rationale to test the T-cell engaging bispecific CD20/CD3—targeting
antibody, mosunetuzumab, in combination with CHOP, replacing rituximab as a
potentially superior CD20-targeting agent. In this combination, mosunetuzumab will be
added to 6 cycles of CHOP given at standard doses and schedules (See Section 4.3.3.2
and Figure 3).

The starting dose of mosunetuzumab in the Phase Ib portion of this study is 1 mg
(C1D1), 2 mg (C1D8), and 13.5 mg (C1D15), followed by 13.5 mg on Day 1 of
subsequent cycles. On the basis of the dosing rules outlined in Section 3.1.2.2, the
C1D15 dose may be escalated or de-escalated in this study to define the MTD/MAD and
RP2D_A. Altermate dosing schedules and/or pretreatment with pre-phase
corticosteroids prior to starting study treatment may be considered (see Section 3.1.2.2).

As descnibed above, the rationale for starting with mosunetuzumab 1 mg (C1D1), 2 mg
(C1D8), and 13.5 mg (C1D15) is that this dosing had acceptable safety and tolerability in
Study GO29781. Furthermore, treatment-emergent adverse events most frequently
occur early following the first infusions of mosunetuzumab (1 mg on Day 1, 2 mg on

Day 8) rather than after the C1D15 mosunetuzumab dose and can generally be
mitigated with management guidelines for treatment-emergent adverse events (see
Section 5.1.7).

Patients will receive CHOP prior to receiving mosunetuzumab on Day 1 of each cycle,
because administration of CHOP is generally well tolerated with SOC supportive
medications (e.g., anti-emetics). On days that mosunetuzumab IV corticosteroid
premedication overlaps with the prednisone 100 mg PO dose, the IV corticosteroid
premedication should be omitted.

Mosunetuzumab in Combination with 6 Cycles of CHP-Pola

While R-CHOP remains the SOC treatment for patients with previously untreated
DLBCL, promising preliminary data with R-CHP-pola (Tilly et al. 2016, 2017) has led to a
Phase lll study comparing R-CHOP with R-CHP-pola in Study GO39942/POLARIX.

This provides a rationale for testing mosunetuzumab in combination with CHP-pola,
replacing the rituximab with the CD20/CD3—-targeting bispecific antibody
mosunetuzumab as a potentially superior CD20-targeting agent (see Section 4.3.3.3). In
this combination, CHP-pola will be given on Day 1 of each cycle, followed by
mosunetuzumab 1 mg on Day 2, 2 mg on Day 8, and the RP2D_A of mosunetuzumab
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(RP2D_A=RP2D of mosunetuzumab in combination with CHOP) on Day 15 of the first
cycle. Subsequently, the Day 15 dose of mosunetuzumab will be given on Day 2 of
Cycle 2, and on Day 1 or 2 in Cycles 3 and beyond. Alternate dosing schedules and/or
pretreatment with corticosteroids prior to starting study treatment may be considered
(see Section 3.1.2.2).

In the Phase 1 portion of the study, the rationale for giving mosunetuzumab on Day 2 is
to ensure patients have recovered from potential acute, treatment-emergent toxicities
(e.q., infusion-related toxicities) due to polatuzumab vedotin before administering
mosunetuzumab. If patients tolerate both polatuzumab vedotin and mosunetuzumab
well in Cycles 1 and 2, both agents may be given on the same day in future subsequent
cycles of treatment.

The rationale for starting with M-CHP-pola at the RP2D_A for M-CHOP is that the safety
profile of CHOP and CHP-pola is generally comparable, with mainly hematologic toxicity
(Tilly et al. 2016; Polatuzumab Vedotin Investigator's Brochure). Therefore, safety of the
combination with mosunetuzumab may also be similar, and testing of the RP2D_Ain
combination with CHP-pola may enable determining the RP2D_B (mosunetuzumab
RP2D in combination with CHP-pola) efficiently and minimize exposing patients to
suboptimal doses of mosunetuzumab during dose escalation. Lower and/or alternate
dosing schedules and/or pretreatment with corticosteroids prior to starting study
treatment may be considered if the initial regimen does not have an acceptable safety
profile (see Section 3.1.2.2).

In the Phase II portion of the study, M-CHP-pola will be given on Day 1 of each cycle,
with mosunetuzumab 1 mg on Day 1 of Cycle 1, 2 mg on Day 8, and the RP2D_B of
mosunetuzumab (RP2D_B =RP2D of mosunetuzumab in combination with CHP-Pola)
on Day 15 of the first cycle. Subsequently, the Day 15 dose of mosunetuzumab will be
given on Day 1 of Cycle 2, and on Day 1 in Cycles 3 and beyond. The rationale for
giving mosunetuzumab and CHP-Pola on the same day is based on data from the
GO40516 study, and the GO40515 Group C M-CHOP cohort.

Mosunetuzumab may be continued after completion of 6 cycles of combination therapy
with CHOP or CHP-pola in patients who have either a PR or 5D at the primary response
assessment by PET-CT for up to an additional 11 cycles or in the absence of
progressive disease and acceptable safety (see Section 3.1.2 4). The rationale for the
option to continue dosing with mosunetuzumab is to evaluate whether mosunetuzumab
treatment has the potential to provide additional clinical benefit in patients with active
disease burden.

3.3.3 Rationale for Control Group

Comparing the efficacy and safety of M-CHP-pola with R-CHP-pola in the exploratory
randomized Phase Il portion of the study will enable a preliminary comparison of the
relative impact of each CD20-targeting molecule with the CHP-pola backbone, thereby
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informing future development in DLBCL. In order to minimize variability and cumulative
toxicity between the treatment arms, polatuzumab vedotin plus CHP therapy will be
limited to 6 cycles in this study (in both rtuximab and mosunetuzumab arms).

3.3.4 Rationale for Patient Population and Analysis Groups

The goal of this study is to test the safety and tolerability and to determine the RP2D of
mosunetuzumab in combination with CHP-pola and in combination with CHOP, with the
ultimate goal of testing whether replacement of rituximab with mosunetuzumab as a
potentially superior CD20-directed therapy can improve outcomes for patients with
previously untreated DLBCL.

Phase |Ib Patient Population

Patients with previously treated R/R B-cell NHL who have received at least one prior
systemic therapy for their lymphoma including a CD20-targeting antibody (e.g.,
rituximab, obinutuzumab, ofatumumab) will be enrolled in the Phase |b dose-finding
cohorts. Because patients will be receiving chemotherapy with either CHOP or
CHP-pola, they need to be considered appropriate candidates for CHOP-based therapy
by investigators. Patients must have received no more than one prior cytotoxic
chemotherapy—containing regimen and less than < 250 mg/m? prior treatment with
doxorubicin (or equivalent anthracycline dose). The rationale for limiting the number of
prior cytotoxic treatments and limiting prior anthracycline treatment is to reduce the risk
of patients developing cumulative chemotherapy-related toxicities while on study
treatment (e.g., left ventricular dysfunction, myelosuppression, peripheral neuropathy),
which may limit both their ability to complete 6 cycles of mosunetuzumab-containing
combination therapy and their potential to benefit from study treatment. Treatment with
combinations of systemic chemotherapy with CD20-targeting antibodies is considered
S0C in the initial treatment of many B-cell NHLs that are expected to express CD20 and
may impact the safety profile of mosunetuzumab (e.g., depletion of both malignant and
circulating non-malignant B-cells may potentially reduce the risk of acute treatment-
emergent adverse events). The Phase | GO29781 study enrolled patients with B-cell
NHL who generally had low baseline circulating B-cell levels related to prior ymphoma
therapy (Genentech, data on file). Therefore, the initial assessment of mosunetuzumab
in combination with CHOP and CHP-pola will be done in a similarly pretreated patient
population using a mosunetuzumab dosing schedule established in the Phase | study.

To further assess tolerability of the regimen established in the Phase Ib portion,
M-CHOP will be evaluated in a cohort of patients with previously untreated DLBCL ina
safety run-in (Group C) prior to starting the randomized Phase Il portion of the tnal.
Group C is designed to identify clinically significant differences in safety and tolerability
of the study treatment in treatment-naive patients, where fundamental differences in
disease and immune characteristics with the R/R setting would warrant changes in the
study treatment regimen, as described in Section 3.1.2.2.
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Phase Il Patient Population

R-CHOP remains the SOC therapy in previously untreated DLBCL. Although about 60%
of patients are cured with 6-8 cycles of R-CHOP chemotherapy, about 10%—15% have
primary refractory disease and a further 20%—30% relapse (Chaganti et al. 2016).

Prognostic factors have been studied to define populations of greater unmet medical
need and include both clinical factors and molecular charactenistics. These clinical
factors are most commonly defined through use of the IPIl score. The target population
of this study excludes patients with good prognostic factors (IPl 0—-1) who already do well
with standard therapy, while including patients who may not be adequately treated with
S0C therapy (IPI 2-5).

3.3.5 Rationale for Open-Label Design

The safety profile of mosunetuzumab in patients with B-cell NHL remains to be fully
characterized, and, to date, mosunetuzumab has not been combined with polatuzumab
vedotin or chemotherapy. In this study, patients receiving the first dose of
mosunetuzumab (with CHOP or CHP-pola) in Cycles 1 and 2 will be required to be
hospitalized following the infusion to monitor patients closely for acute treatment-
emergent toxicities and to provide early intervention if indicated. Patients receiving the
control regimen of R-CHP-pola will not require routine hospitalization following
treatment. Optimal medical management of patients on this study will be based on a
close collaboration between the treating physician and Sponsor. Therefore, it is not
practical for either the treating physician or the Sponsor's Medical Monitor to be blinded
to treatment. The primary efficacy endpoint of the study (PET-CT CR rate) will be
evaluated in a blinded fashion by the IRC (see Section 3.3.8).

3.3.6 Rationale for Stratification Factors

The stratification factors in this study are IP1 score (IPI 2 vs. IPl 3-5) and presence or
absence of bulky disease at baseline (defined as at least one =7 _.5-cm lesion).

IPI score is widely accepted as prognostic index for DLBCL, which predicts the risk of
disease recurrence and overall treatment outcome in this patient population through five
adverse prognostic nsk factors: disease stage, age, performance status, serum lactate
dehydrogenase (LDH) levels, and the presence or absence of multiple extranodal sites
of ymphoma. Stratification during randomization will group patients with highest-risk
disease (IP1 4-5) and high-intermediate risk disease (IPl 3), as these populations have
been found across studies to have the poorest outcomes from R-CHOP (Sehn et al.
2007; Zhou et al. 2014). The IP1 3—5 group will be stratified against IPI 2, a population
that typically has better prognosis, but, particularly when compared with low-risk patients
(IP1 0—1), continue to have unmet medical need.

Bulky disease was found to be independently prognostic in the MinT study
(Pfreundschuh et al. 2006) and was also found to be prognostic in the NCCN-IPI
categorization (Zhou et al. 2014), although the scoring system in NCCN-IPI utilized
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relative increases in LDH as a surrogate for bulk. Local practice may incorporate
radiotherapy as consolidation to patients with bulky disease. In this study, bulky disease
at diagnosis is defined as at least one lesion =7.5 cm and will be used as a stratification
factor.

3.3.7 Rationale for Primary Efficacy Endpoint

PET-CT evaluation of fluorodeoxyglucose (FDG)-avid histologic types of B-cell NHL,
such as DLBCL, is recommended per the 2014 Lugano classifications as a baseline
staging assessment and an evaluation of response assessment in clinical trials (Cheson
et al. 2014). The primary endpoint of PET-CT CR rate at the time of primary response
assessment (6—8 weeks after Cycle 6 of study treatment or early treatment
discontinuation) allows for a timely comparison of preliminary efficacy between M-CHP-
pola and the control arm, R-CHP-pola (see Section 6.4.1 for statistical assumptions and
plan for pimary endpoint). Key secondary efficacy endpoints will be used to further
characterize efficacy (CR assessed on CT, PFS, 1year PFS, EFS, ORR, DOR, HRQoL
as described in Table 1) and support conclusions based on the primary endpoint of PET-
CT CR.

3.3.8 Rationale for Independent Review Committee for Response
Assessment

An IRC for response assessment will assess all patients randomized to M-CHP-Pola or
R-CHP-Pola in the Phase |l portion of the study for primary response assessment by
PET-CT through use of the Lugano Response Criteria for Malignant Lymphoma (Cheson
et al. 2014), guided by a Charter specific to the independent review. The IRC functions
to evaluate the primary endpoint, CR rate by PET-CT, in a standardized manner by
board-certified radiologists, nuclear medicine specialists, and board-certified oncologists
by blinded independent central review.

3.3.9 Rationale for Internal Monitoring Committee

Because this is the first trial to combine mosunetuzumab with CHOP and CHP-pola, an
IMC will be utilized during the Phase Ib portion of the study to ensure enhanced patient
safety while receiving study treatment. On the basis of trial safety data, the IMC will
make recommendations on dose escalation and determination of the RP2D for M-CHOP
and for M-CHP-Pola, and on opening enrollment into Phase Il Group C (see

Section 5.1.8 for details).

3.3.10 Rationale for Independent Data Monitoring Committee

An IDMC, external to the Sponsor, will be incorporated and assume reviewing
responsibilities into the Phase Il portion of the study to monitor patient safety. The iDMC
will review safety data from Phase Ib and from patients enrolled in Phase Il Group C, in
order to make a recommendation whether to continue into the randomized Phase Il
portion of the study. Durning the Phase Il portion of the study, the iIDMC will monitor
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patient safety, and provide recommendations to the Sponsor whether to continue,
modify, or terminate the trial.

3.3.11 Rationale for the Treatment of Cytokine Release Syndrome
Using Tocilizumab

CRS is a potentially life-threatening symptom complex, caused by the excessive release
of cytokines by immune effector or target cells during an exaggerated and sustained
immune response. CRS can be triggered by a variety of factors, including infection with
virulent pathogens, or by medications that activate or enhance the immune response,
resulting in a pronounced and sustained immune response.

Regardless of the inciting agent, severe or life-threatening CRS is a medical emergency.
If recognition or management is delayed, it can result in significant disability or fatal
outcome. Current clinical management focuses on treating the individual signs and
symptoms, providing supportive care, and attempting to dampen down the inflammatory
response using high-dose corticosteroids. However, this approach is not always
successful, especially in the case of late intervention.

CRS is associated with elevations in a wide array of cytokines, including marked
elevations in IFN-y, IL-6, and TNF-a levels. Emerging evidence implicates IL-6 as a
central mediator in CRS. IL-6 is a pro-inflammatory, multi-functional cytokine produced
by a vanety of cell types, which has been shown to be involved in a diverse array of
physiological processes including T-cell activation. Regardless of the inciting agent,
CRS is associated with high IL-6 levels (Panelli et al. 2004; Lee et al. 2014; Doessegger
and Banholzer 2015), and IL-6 correlates with the seventy of CRS with patients who
expenence severe or life-threatening CRS (CTC Grades 4 or 5) having much higher IL-6
levels compared with their counterparts who do not experience CRS or experience
milder CR5 reactions (CTC Grades 0-3) (Chen et al. 2016).

Tocilizumab (Actemra®RoActemra®) is a recombinant, humanized, anti-human
monoclonal antibody directed against soluble and membrane-bound IL-6R, which
inhibits IL-6 mediated signaling. Blocking the inflammatory action of IL-6 using
tocilizumab could therefore represent a novel approach for the treatment of CRS. Refer
to the Tocilizumab Investigator’s Brochure for additional nonclinical and clinical
information regarding tocilizumab.

CRS is observed with T-cell recruiting therapies, including CAR-T cell therapy and
bispecific molecules such as blinatumomab. There have been multiple reports in the
literature of tocilizumab being used off-label to successfully treat severe or
life-threatening CRS (Teachey et al. 2013; Lee et al. 2014, 2019; National Institutes of
Health 2015), and tocilizumab is approved in the United States for the treatment of CAR
T-cellHinduced severe or life-threatening CRS in adults and pediatric patients 2 years of
age and older.
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Taken together, these findings indicate that patients treated with mosunetuzumab who
develop CRS may benefit from tocilizumab therapy Table 10 and Appendix 7 describe
recommendations regarding the management and grading of CRS.

3.3.12 Rationale for Granulocyte Colony-Stimulating Factor
Prophylaxis

Transient neutropenia and less frequently febrile neutropenia are associated with
myelosuppressive systemic therapies for B-cell ymphomas, including R-CHOP and
R-CHP-pola (Coiffier et al. 2002, Polatuzumab Vedotin Investigator's Brochure).
MNeutropenia has also been reported in patients receiving mosunetuzumab in Study
G0O29781. The mechanism of mosunetuzumab related to neutropenia is unknown, and
to date, it has been infrequently associated with febrile neutropenia (see the
Mosunetuzumab Investigator's Brochure). To reduce the potential impact of neutropenia
on treatment intensity with CHOP or CHP-pola that may negatively impact efficacy
(Kwak et al. 1990; Yamaguchi et al. 2011; Utsu et al. 2016; Kanemasa et al. 2017),
patients will be required to receive prophylactic granulocyte colony-stimulating factor
(G-CSF) during the 6 cycles of CHOP or CHP-pola plus mosunetuzumab or rituximab in
this study. The prophylactic use of G-CSF is consistent with the approach taken in
Study GO39942/POLARIX companng R-CHP-pola with R-CHOP in patients with
previously untreated DLBCL.

Dosing of G-C5F should follow instructions in the package insert, American Society of
Clinical Oncology guidelines (Smith et al. 2015), or each site's institutional standards.
For patients who develop neutropenia despite prophylaxis, G-CSF is not routinely
recommended for the treatment of uncomplicated neutropenia. However, G-C5F may
be considered in patients with fever and neutropenia who are at high risk for
infection-associated complications or who have prognostic factors predictive of poor
clinical outcomes (Smith et al. 2015).

3.3.13 Rationale for Tumor Lysis drome Prophylaxis

TLS is a known risk associated with effective B-cell NHL treatments, including
chemoimmunotherapy (Coiffier et al. 2008). It is therefore also a potential risk with
polatuzumab vedotin or mosunetuzumab treatment. TLS can occur if treatment results
in the rapid destruction of a large number of tumor cells. To reduce this risk, patients will
receive prophylaxis for TLS as described in Section 5.1.3.2.

3.3.14 Rationale for Hospitalization

Treatment-emergent toxicities, notably severe CRS and CNS5 toxicity, have been
observed with mosunetuzumab as well as blinatumomab and CAR-T therapies
(Kochenderfer et al. 2012; Grupp et al. 2013; Teachey et al. 2013). These toxicities
generally occur upon first exposure to the therapeutic agent. While the mechanisms of
action of these toxicities are not completely understood, it is believed that they are the
result of immune cell activation resulting in inflammatory cytokine release. Temporally,
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laboratory and clinical manifestations of cytokine release occur within several days of
treatment and decrease in frequency and severity over time (Klinger et al. 2012; Davila
etal 2014).

On the basis of prior clinical experience with mosunetuzumab in Study GO29781 (see
the Mosunetuzumab Investigator's Brochure for details), hospitalization will be required
for all patients enrolled in the Phase Ib cohorts and the Phase |l safety cohort. The
hospitalization will be for 24 hours following the end of the first mosunetuzumab dose in
Cycle 1 (1 mg on Days 1 or 2). Patients are not required to be hospitalized following
C1D8 or C1D15 mosunetuzumab dosing, or for subsequent cycles; however,
investigators may choose to hospitalize a patient following any mosunetuzumab dose for
close monitoring If indicated based on their clinical judgment.

Decisions to modify or discontinue the requirement for mandatory hospitalization in the
study (including the randomized Phase Il expansions) will be made based on the
recommendation of the IMC and in consultation with study investigators.

3.3.15 Rationale for Pharmacokinetic and Anti-Drug Antibody
Sampling Schedule

The PK sampling schedule that follows mosunetuzumab administration is designed to
capture data at a sufficient number of timepoints to inform the concentration—time curve
and to enable the characterization of the key PK parameters (including, but not limited
to, Cmax, Cmin, and AUC) for mosunetuzumab in combination with CHOP or with
CHP-pola. The PK sampling schedule for polatuzumab vedotin, evaluated as acMMAE
and unconjugated MMAE, is designed to charactenze key PK parameters of
polatuzumab vedotin in combination with CHP and mosunetuzumab. Additionally, PK
samples for polatuzumab vedotin total antibody will be collected based on a sparse
sampling concurrent with ADA sampling for polatuzumab vedotin in order to inform the
interpretation of any potential immune response towards polatuzumab vedotin. Predose
serum rituximab or obinutuzumab PK samples are required in patients who have
received prior treatment with rituximab or obinutuzumab in order to characterize any
potential interactions between rituximab or obinutuzumab PK and the clinical effects of
mosunetuzumab. Additionally, for patients in Arm B of the Phase |l portion of the trial,
sparse rituximab PK sampling will be used to assess rituximab PK compared with
historical levels. These data will be used to understand the relationship of PK exposure
to dose and support characterization of dose/exposure-response relationships in the
combination setting.

Out of 352 evaluable postbaseline patients tested in Phase la study of mosunetuzumab
(GO29781), one patient (0.3%) tested positive for ADAs against mosunetuzumab. The
presence of ADAs to mosunetuzumab had no apparent impact on drug exposure and
safety (refer to the Mosunetuzumab Investigator's Brochure). Because mosunetuzumab
is a B cell-depleting agent and has demonstrated low immunogenicity rates in the Phase
| study, the frequency of ADA sampling times for mosunetuzumab will be reduced in this
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study compared with Study GO29781. Out of 258 evaluable postbaseline patients in the
Phase Ib and Il studies of polatuzumab vedotin (G029365, GO27834, GO29044, and
JO29138), only 3 patients (1.2%) tested positive for treatment-induced ADAs. Because
polatuzumab vedotin is a B cell-depleting agent and has demonstrated low
immunogenicity incidences in the Phase | and Il study, the frequency of ADA sampling
times will be reduced in this study compared with previous studies.

3.3.16 Rationale for Biomarker Assessments

Demonstrating PD activity of M-CHOP and M-CHP-pola, understanding the mechanism
of action, and identifying prognostic and predictive biomarkers for safety and clinical
activity form the underlying rationale for biomarker assessments in this study.

The penpheral blood sampling schedule following M-CHOP and M-CHP-pola is
designed to provide evidence of biologic activity, and includes:

* Time course of cytokine release in relation to M-CHOP and M-CHP-pola PK and
clinical safety during the DLT assessment period. Assessments of cytokine levels
beyond the DLT assessment period will permit correlations with any chronic safety
signals observed with continued M-CHOP or M-CHP-pola treatment.

= Expression of phenotypic markers of T-cell function and potential markers of
resistance

* Dynamic quantitative changes in T-cell, B-cell, and natural killer (NK) cell counts

In addition, as tissue matenal is often limited, assessment of tumor-associated
biomarkers in circulation is of high interest. Minimal residual disease (MRD) status, as
determined by immunoglobulin high-throughput sequencing of circulating-tumor DNA
(ctDNA) in peripheral blood, has been shown to reflect tumor burden in newly diagnosed
and relapsed DLBCL (Kurtz et al. 2015). Furthermore, serial MRD assessment can
predict early treatment failure and relapse from remission (Roschewski et al. 2014); thus,
MRD has potential as a prognostic and predictive biomarker. In this study, MRD will be
used to measure depth of treatment response and inform relationship with established
clinical response assessments, such as PET-CT, monitor disease progression or
recurrence, and track clonal tumor dynamics. Disease burden using peripheral blood
samples ("MRD") will be measured at baseline and monitored at multiple timepoints
on-treatment and at follow-up, including those coinciding with radiographic tumor
assessments.

DLBCL is a highly heterogeneous disease for which several prognostic subgroups have
been identified at the molecular level. As such, baseline tumor tissue will be obtained
from all patients to enable exploratory analysis of tumor-associated biomarkers that may
identify the most sensitive target population or inform optimization of the best therapeutic
approach. In particular, recent studies have indicated that whole exome sequencing
(WES) and/or whole genome sequencing (WGS) are necessary to classify biologically
distinct subgroups of newly-diagnosed DLBCL with prognostic, and potentially predictive,
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significance (Chapuy et al. 2018; Schmitz et al. 2018), supporting the need for
WES/MWGS in this study to better understand the efficacy of mosunetuzumab.

Tumor tissue and blood samples will be analyzed through use of next-generation
sequencing (NGS) to identify gene signatures or mutations that are predictive of
response to study drug, are associated with progression to a more severe disease state,
are associated with acquired resistance to study drug, are associated with susceptibility
to developing adverse events, or can increase the knowledge and understanding of
disease biology.

3.3.17 Rationale for Patient-Reported Outcomes

Health-related quality of life (HRQolL) is an important outcome in the care of patients with
DLBCL and can be multifaceted. Depending on the specific diagnosis and treatment
administered, patients may experience disease-related symptoms (e.g., B symptoms,
fatigue), treatment-related symptoms (e_g., nausea, diarrhea), and subsequently may
face limitations on daily functioning (e.g., physical activities, emotional functioning)
(Jerkeman et al. 2001; Tholstrup et al. 2011). As the goal of measuring HRQol is to
quantify benefit of treatment from the patient perspective, the inclusion of PROs will
assess the impact of treatment on concepts important to patients. These relevant
disease- and treatment-related endpoints will be measured by the following PROs: the
EORTC QLQ-C30, the FACT-Lym subscale, the Functional Assessment of Cancer
Treatment/Gynecologic Oncology Group—Neurotoxicity (FACT/GOG-Ntx), and the
EuroQol 5-Dimension, 5-Level Questionnaire (EQ-5D-5L). See Section 4.5.9 for more
information.

4. MATERIALS AND METHODS
41 PATIENTS

Approximately 40-60 patients with B-cell NHL will be enrolled in the Phase b portion of
this study. Up to an additional 70—100 patients with previously untreated DLBCL will be
enrolled in the Phase Il portion of the study, for a total of approximately 110-160 patients
enrolled in the study.

411 Inclusion Criteria

Patients must meet the criteria for study entry as stated in following sections.

4111 Inclusion Criteria for Phase Ib and Phase |l Portions

Patients must meet the following criteria for study entry in the Phase Ib and Phase I
portions:

= Signed Informed Consent Form
= Age =18 years at time of signing Informed Consent Form

=  Able to comply with the study protocol and procedures, in the investigator's
judgment
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= At least one bi-dimensionally measurable nodal lesion, defined as>1.5cm in its
longest dimension, or one bi-dimensionally measurable extranodal lesion, defined
as>1.0 cm in its longest diameter

= Confirmed availability of archival or freshly collected tumor tissue before study
enroliment

= Life expectancy of at least 24 weeks
= Eastern Cooperative Oncology Group Performance Status of 0, 1, or 2

* Left ventricular ejection fraction (LVEF) defined by multiple-gated acquisition
(MUGA) scan or echocardiogram (ECHO) within the institutional limits of normal

* Adequate hematologic function (unless inadequate function is due to underlying
disease, as established by extensive bone marrow involvement, or is due to
hypersplenism secondary to the involvement of the spleen by lymphoma per the
investigator) defined as follows:

—  Hemaoglobin = 9 g/dL
— ANC=15x10%L
—  Platelet count = 75 =< 109/L

»  Serum creatinine <ULN; or estimated creatinine clearance 250 mL/min by
Cockroft-Gault method or other institutional standard methods, e.g. based on
nuclear medicine renal scan

* For women of childbearing potential: Agreement to remain abstinent (refrain from
heterosexual intercourse) or use contraceptive measures, and agreement to refrain
from donating eggs, as defined below:

Women must remain abstinent or use contraceptive methods with a failure rate
of < 1% per year during the treatment period and for 3 months after the final
dose of mosunetuzumab, 12 months after the final dose of polatuzumab
vedotin, 12 months after the final dose of rntuximab, 12 months after the final
dose of cyclophosphamide, doxorubicin, prednisone, or vincristine, and

3 months after the final dose of tocilizumab, as applicable. Women must refrain
from donating eggs during this same period.

A woman is considered to be of childbearing potential if she is postmenarcheal,
has not reached a postmenopausal state (=12 continuous months of
amenorrhea with no identified cause other than menopause), and has not
undergone surgical sterilization (removal of ovanes and/or uterus).

Examples of contraceptive methods with a failure rate of < 1% per year include
bilateral tubal ligation, male sterilization, established proper use of hormonal
contraceptives that inhibit ovulation, hormone-releasing intrauterine devices,
and copper intrauterine devices.

The reliability of sexual abstinence should be evaluated in relation to the
duration of the clinical trial and the preferred and usual lifestyle of the patient.
Periodic abstinence (e.g., calendar, ovulation, symptothermal, or post-ovulation
methods) and withdrawal are not acceptable methods of contraception.
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For men: agreement to remain abstinent (refrain from heterosexual intercourse) or
use a condom, and agreement to refrain from donating sperm, as defined below:

With female partners of childbearing potential or pregnant female partners, men
must remain abstinent or use a condom during the treatment period and for

60 days after the final dose of mosunetuzumab, 6 months after the final dose of
polatuzumab vedotin, 3 months after the final dose of ntuximab, 6 months after

the final dose of cyclophosphamide, doxorubicin, prednisone, or vincristine, and
60 days after the final dose of tocilizumab, as applicable, to avoid exposing the

embryo. Men must refrain from donating sperm during this same period.

The reliability of sexual abstinence should be evaluated in relation to the
duration of the clinical trial and the preferred and usual lifestyle of the patient.
Periodic abstinence (e.g., calendar, ovulation, symptothermal, or post-ovulation
methods) and withdrawal are not acceptable methods of contraception.

4112 Inclusion Criteria for Phase Ib Portion

Patients must also meet the following criteria for study entry in the Phase Ib portion
(Groups A and B):

Histologically confirmed B-cell NHL according to WHO 2016 classification
(pathology report must provide WHO 2016 diagnosis) expected to express the
CD20 antigen (Swerdlow et al. 2016), except:

Plasma cell malignancies (e.g., lymphoplasmacytic lymphoma, Waldenstrém
macroglobulinemia, plasmacytoma, plasmablastic lymphoma)

Primary DLBCL of the CN5
Burkitt lymphoma
R/R B-cell NHL after at least one prior systemic lymphoma therapy

Treatment with at least one prior CD20-directed therapy (e.g., rituximab,
obinutuzumab, ofatumumab, ibritumomab tiuxetan)

Group B only: no prior treatment with polatuzumab vedotin

4113 Inclusion Criteria for Phase Il Portion
Patients must also meet the following critena for study entry in the Phase Il portion:

Previously untreated, histologically confirmed DLBCL according to WHO 2016
classification

Patients with a diagnosis of primary mediastinal DLBCL are not eligible.

Patients with a diagnosis of high-grade B-cell ymphoma (HGBL) with
rearrangements of MYC and BCL2 and/or BCLE or HGBL, not otherwise
specified (NOS), are allowed.

IPI score of 2-5 (see Appendix 4)

Ability and willingness to comply with the study protocol procedures, including PRO
measures
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41.2 Exclusion Criteria

Patients who meet any of the following criteria will be excluded from study entry:

Pregnant or breastfeeding, or intending to become pregnant during the study

or within 3 months after the final dose of mosunetuzumab, 12 months after the final
dose of polatuzumab vedotin, 12 months after the final dose of rntuximab, 12 months
after the final dose of cyclophosphamide, doxorubicin, prednisone, or vincristine,
and 3 months after the final dose of tocilizumab, as applicable.

Women of childbearing potential must have a negative serum pregnancy test
result within 7 days prior to initiation of study treatment.

Pror treatment with mosunetuzumab
Prior allogeneic stem-cell transplant

History of severe allergic or anaphylactic reactions to humanized or murine
monoclonal antibodies or known sensitivity or allergy to murine products

Contraindication to receive full dose of any of the individual components of R-CHP

Contraindication to receive full dose of vincristine if planned study treatment
includes vincristine (e.g., CHOP)

Current Grade >1 penpheral neuropathy

Patients with history of confirmed progressive multifocal leukoencephalopathy
(PML)

Known or suspected chronic active Epstein Barr virus (CAEBV) infection

Positive test results for chronic hepatitis B infection (defined as positive hepatitis B
surface antigen [HBsAg] serology)

Patients with occult or prior hepatitis B infection (defined as positive total
hepatitis B core antibody and negative HBsAg) may be included if hepatitis B
virus (HBV) DNA is undetectable at the time of screening. These patients must
be willing to undergo monthly DNA testing and appropriate antiviral therapy as
indicated.

Acute or chronic hepatitis C virus (HCV) infection
Patients who are positive for HCV antibody must be negative for HCV by PCR.
HIV seropositivity

Administration of a live, attenuated vaccine within 4 weeks before first study
treatment administration or anticipation that such a live, attenuated vaccine will be
required during the study

Prior solid organ transplantation

Enown or suspected history of hemophagocytic lymphohistiocytosis

History of autoimmune disease, including, but not limited to, myasthenia gravis,
myositis, autoimmune hepatitis, systemic lupus erythematosus, rheumatoid arthritis,
inflammatory bowel disease, vascular thrombosis associated with antiphospholipid
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syndrome, Wegener granulomatosis, Sjégren syndrome, Guillain-Barré syndrome,
multiple sclerosis, vasculitis, or glomerulonephritis

Patients with a history of autoimmune-related hypothyroidism on a stable dose
of thyroid replacement hormone may be eligible.

Patients with controlled Type 1 diabetes mellitus who are on an insulin regimen
are eligible for the study.

Patients with a history of disease-related immune thrombocytopenic purpura,
autoimmune hemolytic anemia, or other stable autoimmune diseases may be
eligible after review and approval by the Medical Monitor.

Received systemic immunosuppressive medications (including, but not limited to,
cyclophosphamide, azathioprine, methotrexate, thalidomide, and anti-tumor
necrosis factor agents) with the exception of pre-phase treatment with prednisone
up to 100 mg daily for 7 days (or equivalent corticosteroid dose) prior to C1D1

The use of inhaled corticosteroids is permitted.

The use of mineralocorticoids for management of orthostatic hypotension is
permitted.

The use of physiologic doses of corticosteroids for management of adrenal
insufficiency is permitted.

Current or past history of CNS lymphoma

Current or past history of CNS disease, such as stroke, epilepsy, CNS vasculitis, or
neurodegenerative disease

Patients with a history of stroke who have not experienced a stroke or transient
ischemic attack in the past 2 years and have no residual neurologic deficits as
judged by the investigator are allowed.

Patients with a history of epilepsy who have had no seizures in the past 2 years

while not receiving any anti-epileptic medications are allowed in the expansion
cohorts only.

Prior radiotherapy to the mediastinal/pericardial region

History of other malignancy that could affect compliance with the protocol or
interpretation of results

Patients with a history of curatively treated basal or squamous cell carcinoma or
melanoma of the skin or in situ carcinoma of the cervix are eligible.

Patients with a malignancy that has been treated with curative intent will also be
excluded unless the malignancy has been in documented remission without
treatment for =2 years before enrollment.

Evidence of significant, uncontrolled concomitant diseases that could affect
compliance with the protocol or interpretation of results or that could increase risk
to the patient, including renal disease that would preclude chemotherapy
administration or pulmonary disease (including obstructive pulmonary disease and
history of bronchospasm)
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= Significant cardiovascular disease (such as New York Heart Association Class lll
or IV cardiac disease, congestive heart failure, myocardial infarction within the
previous 6 months, unstable arrhythmias, or unstable angina) or significant
pulmonary disease (including obstructive pulmonary disease and history of
bronchospasm)

= History or presence of an abnormal ECG that is clinically significant in the
investigator's opinion, including complete left bundle branch block, second- or
third-degree heart block, or evidence of prior myocardial infarction

= Known active bactenal, viral, fungal, mycobacterial, parasitic, or other infection
(excluding fungal infections of nail beds) at study enrollment or any major episode
of infection requiring treatment with IV antibiotics or hospitalization (relating to the
completion of the course of antibiotics) within 4 weeks before C1D1

= Clinically significant history of liver disease, including viral or other hepatitis, current
alcohol abuse, or cirrhosis

* Recent major surgery within 4 weeks before the start of C1D1, other than superficial
lymph node biopsies for diagnosis

* Any of the following abnormal laboratory values within 14 days of initiation of study
treatment:

— ASTorALT >25xULN

—  Total bilirubin 21.5x ULN

— INR =1.5xULN in the absence of therapeutic anticoagulation

— PTToraPTT =1.5xULN in the absence of a lupus anticoagulant

* Any serious medical condition or abnormality in clinical laboratory tests that, in the
investigator's or Medical Monitor's judgment, precludes the patient’s safe
participation in and completion of the study, or which could affect compliance with
the protocol or interpretation of results

41.21 Exclusion Criteria for Phase Ib Portion
Patients who also meet any of the following criteria will be excluded from study entry in
the Phase |b portion:

=  Prior treatment with > 250 mg/m? doxorubicin (or equivalent anthracycline dose)

During the study, patients may not exceed a maximum cumulative lifetime dose
of 550 mg/m? anthracyclines (i.e., doxorubicin), which includes treatment on this
study.

*  Pror treatment with chemotherapy, immunotherapy, and biologic therapy 4 weeks
prior to C1D1

A shorter interval may be acceptable for patients on oral targeted therapies
upon discussion with the Medical Monitor.
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*  Pror treatment with radiotherapy within 2 weeks prior to C1D1

If patients have received radiotherapy within 4 weeks prior to the initiation of
study treatment, patients must have at least one measurable lesion outside of
the radiation field.

Patients who have only one measurable lesion that was previously irradiated
but subsequently progressed are eligible.

* Adverse events from prior anti-cancer therapy resolved to <Grade 1 (with the
exception of alopecia and anorexia)

41.2.2 Exclusion Criteria for Phase Il Portion

Patients who also meet any of the following criteria will be excluded from study entry in
the Phase Il portion:

 Patients with transformed lymphoma

*  Pror therapy for B-cell NHL

4.2 METHOD OF TREATMENT ASSIGNMENT AND BLINDING

This is an open-label study. Patients with R/R B-cell NHL (Phase Ib) and previously
untreated DLBCL (Phase Il) will be enrolled. Following the Phase Ib portion of this study
and enrollment of the Phase |l safety cohort, the randomized Phase |l portion of the
study will start. In this phase, patients will be randomized in a 2:1:2 ratio to receive
M-CHP-pola, R-CHP-pola, or M-CHOP, respectively, until a total of up to 40 patients
have received M-CHOP, including Group C safety cohort and Arm 3. Thereafter, a ratio
of 2:1 will be used to randomize patients into the M-CHP-pola or R-CHP-pola arm.

Patients will be stratified by IPI score (2 vs. 3-5) and presence or absence of bulky
disease, defined as at least one =7.5-cm lesion at baseline (see Section 3.3.6). After
written informed consent has been obtained and preliminary eligibility has been
established, the study site will submit documentation supporting eligibility to the Sponsor
and obtain the Sponsor's approval to enroll the patient. Once the Sponsor reviews and
approves the patient for enrollment, the patient number will be assigned and the patient
will be randomized to the treatment assignment via an interactive voice or web-based
response system (IxRS). Randomization will be performed by the IXES using stratified
permuted blocks.

4.3 STUDY TREATMENT AND OTHER TREATMENTS RELEVANT
TO THE STUDY DESIGN

The investigational medicinal products (IMPs) for this study are mosunetuzumab,
polatuzumab vedotin, ntuximab, and tocilizumab.

Prednisone, cyclophosphamide, vincristine, and doxorubicin can be considered SOC in
the treatment of patients with B-cell NHL included in this study.
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431 Study Treatment Formulation, Packaging. and Handling
4311 Mosunetuzumab

Mosunetuzumab will be supplied by the Sponsor. For information on the formulation,
packaging, and handling of mosunetuzumab, see the pharmacy manual and the
Mosunetuzumab Investigator's Brochure.

431.2 Polatuzumab Vedotin

Polatuzumab vedotin will be supplied by the Sponsor. For information on the
formulation, packaging, and handling of polatuzumab vedotin, see the pharmacy manual
and the Polatuzumab Vedotin Investigator's Brochure.

4313 Rituximab

Rituximab will be supplied by the Sponsor where required by local health authority
requlations. For information on the formulation, packaging, and handling of ntuximab,
see the pharmacy manual and the local prescribing information.

4314 Cyclophosphamide, Doxorubicin, Vincristine, and Prednisone
Cyclophosphamide, doxorubicin, vincristine, and prednisolone or prednisone will be
supplied by the Sponsor where required by local health authority regulations. For
information on the formulation, packaging, and handling of cyclophosphamide,
doxorubicin, vincristine, and prednisolone or prednisone, see the local prescribing
information.

4315 Tocilizumab

Tocilizumab will be supplied by the Sponsor. For information on the formulation,
packaging, and handling of tocilizumab, refer to the pharmacy manual and the
Tocilizumab Investigator's Brochure.

432 Study Treatment Dosage, Administration, and Compliance

The treatment regimens are summarized in Sections 4.3.3.2-4 334,

Any dose modification should be noted on the Study Drug Administration electronic
Case Report Form (eCRF). Cases of accidental overdose or medication error, along
with any associated adverse events, should be reported as described in

Section 5.3.5.13.

Guidelines for dosage modification and treatment interruption or discontinuation for
patients who expenence adverse events are provided in Section 5.1.7.

43.21 Mosunetuzumab

Mosunetuzumab will be administered intravenously according to the schedule outlined in
Sections 4.3.3.2 and 4.3.3.3. Mosunetuzumab will be administered in a setting with
immediate access to trained cntical care personnel and facilities equipped to respond to
and manage medical emergencies. Neurology consultation services should be readily
available to address any neurclogic adverse events that may arise as a result of
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mosunetuzumab treatment (see Section 5.1.7.7 and Table 11), and nephrology
consultation with acute dialysis capabilities should be readily available to address any
renal toxicity that might accompany TLS (see Section 5.1.2.2).

Hospitalization requirements for patients receiving mosunetuzumab-containing study
treatment are described in Sections 4.3.32and 4. 333

Mosunetuzumab will be administered to well-hydrated patients. Corticosteroid
premedication consisting of dexamethasone 20 mg IV or methylprednisolone 80 mg IV
should be administered at least 1 hour prior to the administration of each
mosunetuzumab dose. On days that the mosunetuzumab IV corticosteroid
premedication (dexamethasone 20 mg IV or methylprednisolone 80 mg IV) overlaps with
the prednisone 100 mg PO dose in the CHOP or CHP regimens, only the prednisone
100 mg dose should be administered, and the IV corticosteroid premedication should be
omitted. In addition, premedication with oral acetaminophen or paracetamol

(e.g., 500—-1000 mg) and/or 50-100 mg diphenhydramine may be administered per
standard institutional practice prior to administration of mosunetuzumab. For patients
who are receiving single agent mosunetuzumab following Cycle 6, steroid pre-
medication is required in Cycles 7 and 8. Steroid premedication may be optional in
subsequent doses (Cycle 9 and beyond), based on the investigator’s assessment and if
the patient did not have CRS in the preceding dose cycle. If a patient receives step-up
dosing for a dose delay of more than 6 weeks from the previous dose, steroid pre-
medication is required before each mosunetuzumab dose during the step-up dosing
cycle.

Initially, mosunetuzumab will be infused over 4 hours (15 minutes). The infusion may
be slowed or interrupted for patients experiencing infusion-associated symptoms. The
recommended management of CRS/IRRs is detailed in Section 5.1.7.3, Section 5.1.7 4,
and Table 10. Following each mosunetuzumab dose, patients will be observed at least
90 minutes for fever, chills, rigors, hypotension, nausea, or other signs and symptoms of
IRRs or CRS (note that patients will be monitored for at least for 24 hours after the end
of the first dose of mosunetuzumab in Cycle 1). In the absence of infusion-related
adverse events, the infusion time of mosunetuzumab in Cycles 2 and beyond may be
reduced to 2 hours (+ 15 minutes).

Guidelines for management of adverse events, including mosunetuzumab dosage and
schedule modification and treatment interruption or discontinuation, are provided in
Section 5.1.7.

4322 Polatuzumab Vedotin

The dose of polatuzumab vedotin for each patient will be 1.8 mg/kg IV and will be
administered according to the schedule outlined in Sections 4.3.3.3and 4.3.3.4. The
total dose of polatuzumab vedotin for each patient will depend on the patient's weight on
Day 1 of each cycle (or within 72 hours prior to Day 1 of that cycle). Patients may
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receive the initial (Cycle 1) dose of polatuzumab vedotin unless the patient's body weight
has changed by > 10% from baseline weight, in which case a new polatuzumab vedotin
dose must be calculated. This new dose of polatuzumab vedotin may be given in
subsequent cycles, unless the patient experiences another > 10% change in body
weight, in which case a new polatuzumab vedotin dose must be calculated.

Please consult the pharmacy manual and the Polatuzumab Vedotin Investigator's
Brochure for a list of compatible materials and specific dose preparation instructions.

The initial dose will be administered over 90 (= 10) minutes to patients who are well
hydrated. Premedication (e.g., 500—1000 mg of oral acetaminophen or paracetamol and
50-100 mg diphenhydramine as per institutional standard practice) may be administered
to an individual patient before administration of polatuzumab vedotin. If IRRs are
observed with the first infusion of polatuzumab vedotin in the absence of premedication,
premedication must be administered before subsequent doses.

The polatuzumab vedotin infusion may be slowed or interrupted for patients who
expenence infusion-associated symptoms. Following the initial dose, patients will be
observed for 90 minutes for fever, chills, ngors, hypotension, nausea, or other
infusion-associated symptoms. If prior infusions have been well tolerated, subsequent
doses of polatuzumab vedotin may be administered over 30 (= 10) minutes, followed by
a 30-minute observation period after the infusion.

Other infusions, such as mosunetuzumab, should be started no sooner than 60 minutes
after completion of polatuzumab vedotin infusion. In patients requiring a 90-minute
observation time following polatuzumab vedotin administration, other infusions should be
started after this observation period is completed.

For management of adverse events and guidance on dose modifications for
polatuzumab vedotin, please refer to Section 5.1.7.

4323 Rituximab

Rituximab will be administered by IV infusion at a dose of 375 mg/m? and will be
administered according to the schedule in Section 4.3.3.4. The dose of rntuximab
375 mg/m? should not be modified.

Please consult the pharmacy manual and local prescribing information for a list of
compatible materials and specific dose preparation instructions.

Rituximab will be administered after the prednisone dosing and before the
cyclophosphamide, doxorubicin, and polatuzumab vedotin infusions. Once the rituximab
infusion is completed, patients are to be observed for 30 minutes before the start of the
other infusions. The infusion of ntuximab may be split over 2 days if the patient is at
increased nisk for an IRR (high tumor burden or high peripheral lymphocyte count). For
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patients who expenience an adverse event during a rituximab infusion, administration of
rituximab and cyclophosphamide, doxorubicin, and polatuzumab vedotin may be
continued on the following day if required.

If a dose of ntuximab is split over 2 days, both infusions must occur with appropriate
premedication (including prednisone) and at the first infusion rate. All rtuximab infusions
should be administered to patients after premedication with oral acetaminophen

(e.g., 650—1000 mg) and an antihistamine such as diphenhydramine hydrochloride
(50—-100 mg) 30-60 minutes before starting each infusion (unless contraindicated).

For patients who did not experience infusion-related symptoms with their previous
infusion, premedication at subsequent infusions may be omitted at the investigator's
discretion. See Table 2 for a summary of recommendations regarding premedications
for rituximab.

Rituximab infusions will be administered according to the instructions outlined in Table 2.
If a patient tolerates the first cycle of study treatment without significant IRRs, ntuximab
may be administered as a rapid infusion (over 60-90 minutes) in accordance with local
institutional quidelines and prescribing information.

During the treatment penod, rituximab must be administered to patients in a setting
where full emergency resuscitation facilities are immediately available. Patients should
be under close supervision of the investigator at all times. For the management of
adverse events please consult the local prescribing information. For management of
IRRs and anaphylaxis, see also Section 5.1.7.3 and Table 9.
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Table 2 Premedication for Rituximab and Polatuzumab Vedotin

Patients Who Require
Timepoint Premedication Premedication Administration
. . Complete =1 hour prior to rituximab
Corticosteroid® | - 4/or polatuzumab vedotin.
Cycle 1, Al pati i . Administer = 30 minutes prior to
ents Antihistamine b
Day 1 pa Analqesic/ rituximab infusion; may be administered
r’:t"_’ 95‘5't_ . to patients prior to administration of any
ant-pyretic polatuzumab vedotin.
. . Complete =1 hour prior to rituximab and
Patients with no Corticosteroid® | o janizumab vedolin.
IRR during the Antihistamine ® | Administer =30 minutes prior to infusion.
previous infusion Analgesic/ These may be omitted at the
anti-pyretic e investigator's discretion.
_ _ . . Complete =1 hour prior to rituximab and
gﬂhgm? Wﬁ; RR Corticosteroid* polatuzumab vedotin.
rade 1 or
- - i i i b
Cycles 2 during the previous :"“?'SQE'"E Administer > 30 minutes prior to
ta)gd g infusion arr:t? g;sétic . rituximab and/or polatuzumab vedotin.
yond, i
Day 1 Patients with , —
. . Complete =1 hour prior to rituximab
a
ﬁ;aedeeziﬁf&hcana Corticosterold® | - d/or polatuzumab vedotin.
or other symptoms
of anaphylaxis . .
: , Antihistamine b
during the previous Analqesic/ Administer > 30 minutes prior to rituximab
infusion arr:t? geséticc and/or polatuzumab vedotin.
Patients with bulky PyT
disease

IRR =infusion-related reaction.

a Part of study treatment: 100 mg of prednisone. May be substituted with 100 mg of
prednisolone or 80 mg of methylprednisolone. Hydrocortisone should not be used, as it has
not been effective in reducing rates of IRRs.

b For example, 50-100 mg of diphenhydramine.

¢ For example, 650—1000 mg of acetaminophen/paracetamol.
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Table 3 Administration of First and Subsequent Infusions of Rituximab

First Infusion (Day 1)

Subsequent Infusions

= Begin infusion at an initial rate of
50 mg/hr.

« If no infusion-related or hypersensitivity
reaction occurs, increase the infusion
rate in 50-mg/hr increments every

« If an infusion reaction develops, stop or
slow the infusion. Administer
infusion-reaction medications and
supportive care in accordance with
institutional guidelines. If the reaction
resolves, resume the infusion at a 50%
reduction in rate (i.e., 50% of rate being
used at the time that the reaction
occurred).

30 minutes, to a maximum of 400 mg/hr.

If the patient experienced an infusion-related
or hypersensitivity reaction during the prior
infusion, begin infusion at an initial rate of
50 mg/hr and follow instructions for the first
infusion.

If the patient tolerated the prior infusion well
(defined as an absence of Grade 2 reactions
during a final infusion rate of =100 mg/hr),
beqgin the infusion at a rate of 100 mg/hr.

If no infusion reaction occurs, increase the
infusion rate in 100-mg/hr increments every
30 minutes, to a maximum of 400 mg/hr.

If an infusion reaction develops, stop or slow
the infusion. Administer infusion-reaction
medications and supportive care in
accordance with institutional guidelines.

If the reaction resolves, resume the infusion
at a 50% reduction in rate (i.e., 50% of rate
being used at the time that the reaction
occurred).

4324

CHP Chemotherapy Dosage and Administration

CHP chemotherapy consists of cyclophosphamide and doxorubicin administered by IV
push and oral prednisone or prednisolone. For information on the order of
administration, see Sections 4.3.3.2-4.3.3 4 and Figure 6.

= Cyclophosphamide 750 mg/m? IV on Day 1 over 1 hour or per local institutional

practice

+ Doxorubicin 50 mg/m? IV on Day 1 over 3-5 minutes or per local institutional

practice

* Prednisone 100 mg/day PO on Days 1-5

MNote: Prednisone may be replaced with prednisolone (100 mg/day) at sites
where prednisone is not available or is not the therapy of choice. On days

when patients receive dexamethasone 20 mg IV or methylprednisolone 80 mg
IV as mosunetuzumab premedication, the IV corticosteroid premedication

should be omitted on that day.

Refer to the specific package inserts for preparation, administration, and storage
guidelines. Body surface area (BSA) may be capped at 2 m? per institutional standards.
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4325 CHOP Chemotherapy Dosage and Administration

Please refer to CHP Chemotherapy Dosage and Administration for cyclophosphamide,
doxorubicin, and prednisone in Section 4.3.2. 4.

The dose of vincristine for each patient will be 1.4 mg/m? (maximum 2 mg dose).
Vincristine is typically administered as an IV infusion via minibag over approximately
10-30 minutes through a dedicated line and will be given on Day 1 of Cycles 1-6. Refer
to the specific package inserts for preparation, administration, and storage guidelines.
For dose modifications for vincristine, please refer to Sections 5.1.7.1 and 5.1.7.2 and
Table 7 and Table 8.

4.3.26 Tocilizumab

Tocilizumab should be administered when necessary as described in Section 5.1.7 .4
and Table 10. Tocilizumab will be supplied by the Sponsor. Please refer to the
pharmacy manual for administration instructions for tocilizumab. Note: if tocilizumab is
administered, refer to Appendix 14 for the schedule of activities for tocilizumab treatment
of CRS.

Any overdose or incorrect administration of tocilizumab should be noted on the
Study Drug Administration eCRF. Adverse events associated with an overdose or
incorrect administration of study drug should be recorded on the Adverse Event eCRF.

433 Pretreatment and Study Treatment Regimens
4.3.3.1 Corticosteroid Pretreatment prior to Initiation of Study
Treatment

In patients with previously untreated DLBCL or patients considered to be at high risk for
TLS or acute toxicity with the first cycle of study treatment, a pre-phase treatment of
prednisone at a dose of up to 100 mg PO every day for up to 7 days prior to C1D1 is
permitted, at the discretion of the investigator (Pfreundschuh 2010; Tilly et al. 2015).
Vincristine is not permitted as part of the pre-phase treatment. The pre-phase treatment
is not considered part of study treatment but will be recorded in the eCRF. The purpose
of the pre-phase treatment is to prevent TLS in patients with extensive disease and to
reduce toxicity associated with the first cycle of study treatment (e.g., CRS). Staging
study assessments (i.e., CT/magnetic resonance imaging [MRI], PET-CT scan) must be
performed prior to initiation of pre-phase treatment.

4.3.3.2 Mosunetuzumab plus CHOP Regimen

The M-CHOP regimen is shown in Figure 3. Patients will receive 6 cycles, lasting

21 days each, of prednisone 100 mg daily for Days 1-5, vincristine 1.4 mg/m? (maximum
2 mg dose) on Day 1, doxorubicin 50 mg/m?on Day 1, cyclophosphamide 750 mg/m? on
Day 1, and mosunetuzumab on Days 1, 8, and 15 in Cycle 1, and Day 1 of Cycles 2-6.
In Cycle 1, patients will receive mosunetuzumab 1 mg on Day 1, 2 mg on Day 8, and the
test dose on Day 15 (13.5 mg in the first Phase |b cohort and then to be determined
based on dose-escalation or de-escalation rules), with the Day 15 dose given on Day 1
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of subsequent cycles of treatment. Patients with SD or PR at the end of the 6 cycles of
treatment (i.e., pimary response assessment) may continue mosunetuzumab as
monotherapy at the Day 15 test dose for up to 11 additional cycles on Day 1 of each
21-day cycle.

Figure 3 M-CHOP Regimen

Primary response assessment 68 weeks after CED1: PET.CT

CiD1 Cc2D1 cao C4D1 C5D1 CceD1
Mosun.CHoP b _ b b b
Mosun 1 mg Cycle 1: CHOP + Step-up Mosunetuzumab dosing
1l1~ T Jr -1- -Ir. -Ir. JT; Mosun 2 mg JT- Mosun bast dose
| Day 1 || Day2 | | Day 5 ] Day 8 [ Day1s |
1'~ Prednisone 100 mg PO 1'- Masun IV Mandatory Hospitalizations:
« 29 hr following mosunabuzumat 1 mg on Cycha 1 Day 1

Wi 1.4 t WP
T Incristing 1.4 myim’ (max 2 mg dose) Mosunetuzumab Treatment Beyond Primary Response Assessment

Doxerublcin 50 mg'm? IVP and eyclophosphamide Patients with SIVPR may continue mosunatuzumabfor up to 11 oycles
750 mgim? |V over 1 hour as long as they meed erilena for clinical benafit

On days that the corticosteroid premedication for mosunetuzumab overlaps with prednisone
in CHOP or CHP, the corticosteroid premedication should be omitted

C=cycle; CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone; CT = computed
tomography; D=day; DL T=dose-limiting toxicity; IVP = IV push; M-CHOP = mosunetuzumab plus
cyclophosphamide, doxorubicin, vincristine, and prednisone; mosun = mosunetuzumab;

PET = positron emission tomography; PO = orally; PR=partial response; SD=stable disease.
The dose of the CHOP agent should be calculated on the basis of a patient’'s body
weight within 72 hours of C1D1. For changes >10% in body weight from baseline for all
subsequent doses, the doses of all agents should be modified accordingly to the new
weight/BSA. The weight that triggered a dose adjustment will be taken as the new
reference weight for future dose adjustments.

Patients receiving mosunetuzumab will receive corticosteroid premedication with the
prednisone 100 mg that is part of CHOP, instead of the mosunetuzumab premedication
of dexamethasone 20 mg IV or methylprednisolone 80 mg IV when mosunetuzumab and
CHOP overlap. This oral corticosteroid dose, which is part of CHOP, will replace
whenever the mosunetuzumab administration overlaps with that of the mosunetuzumab
premedication IV corticosteroid premedication dosing.

Patients will be hospitalized for at least 24 hours following the end of the first infusion of
mosunetuzumab in Cycle 1 (C1D1). Other mosunetuzumab doses may be given as an
outpatient with appropriate monitoring infrastructure if adverse events were acceptable
with the first dose (see Section 5.2.1); however, investigators may choose to hospitalize
patients for monitoring based on their clinical judgment. Patients who develop CRS or
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neurotoxicity that requires medical intervention with the first dose are required to be
hospitalized for subsequent doses of mosunetuzumab until they have tolerated an
infusion without these acute toxicities.

4333 Mosunetuzumab Plus CHP-Pola Regimen
The M-CHP-pola regimen is shown in Figure 4 for Phase I Group B, and Figure 5 for
Phase IT Arm 1.

In Phase I Group B, patients will receive 6 cycles, lasting 21 days each, of prednisone
100 mg daily for Days 1-5, polatuzumab vedotin 1.8 mg/kg, doxorubicin 50 mg/m?on
Day 1, cyclophosphamide 750 mg/m? on Day 1, and mosunetuzumab on Days 2, 8, and
15 in Cycle 1, and Day 2 of Cycles 2—6 (with the option of giving mosunetuzumab on
Day 1 in Cycles 3-6 if the infusion was well tolerated in Cycles 1 and 2). In Cycle 1,
patients will receive mosunetuzumab 1 mg on Day 2, 2 mg on Day 8, and a test dose on
Day 15, with the Day 15 test dose subsequently given on Day 2 (or Day 1 after Cycle 2)
of subsequent cycles of treatment. Patients with SD or PR at the end of the 6 cycles of
treatment may continue mosunetuzumab as monotherapy at the Day 15 dose for up to
11 additional cycles on Day 1 of each 21-day cycle.

In Phase II Arm 1, patients will receive 6 cycles, lasting 21 days each, of prednisone
100 mg daily for Days 1-5, polatuzumab vedotin 1.8 mg/kg, doxorubicin 50 mg/m2on
Day 1, cyclophosphamide 750 mg/m? on Day 1, and mosunetuzumab on Days 1, 8, and
15 in Cycle 1, and Day 1 of Cycles 2—6. In Cycle 1, patients will receive
mosunetuzumab 1 mg on Day 1, 2 mg on Day 8, and the RP2D B dose on Day 15, with
the Day 15 dose subsequently given on Day 1 of subsequent cycles of treatment.
Patients with SD or PR at the end of the 6 cycles of treatment may continue
mosunetuzumab as monotherapy at the Day 15 dose for up to 11 additional cycles on
Day 1 of each 21-day cycle.
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Figure 4 M-CHP-Pola Regimen Phase I, Group B

Primary response assessment 6-8 weeks after Celn: PET-CT

Ci1D1 c2D1 C3Dn CsD1 csD1 C&D1
| Propaseam I I | I
window T T T
M-CHP-Pola M-CHP-Pola M-CHP-Pala M-CHP-Pola M-CHP-Pola M-CHP-Pola

Cycles 2-6: CHP-Pola Day 1 + Mosun (test dose) Day 2
(Mosun may be given on Day 1 in Cycles 3-8 if well tolerated in Cycles 1-2)

Mosun 1 mg Cycle 1: CHP-Pola + Fractionated Mosun

m M TTT ‘T‘I'*'IDG'-IH 2mg T Mosun test dose
Enlcopca
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T Prednisone 100 mg PO T Maosun I + 72 hr following mosunstuzumab 1 mo on Cyele 1, Dy 2

* 24 hr following mosunstuzumab test doss Gyce 2 Day 2

BTCT4465A Treatment Beyond Primary Response Assessment

* Patients with SO/PH may continue mosunetuzumaby for up o
11 cycles as long as they meet crtena for clinical benefit

T Polatuzumab vedotin 1.8 ma/kg I

Doxorubicin 50 mg/m® WP ard cyclophosphamide
750 mgdm?® N owver 1 hour

C=cycle; CHP-Pola=cyclophosphamide, doxorubicin, and prednisone plus polatuzumab vedotin;
CT=computed tomography; D=day; DL T=dose-limiting toxicity; IVP=1V push;

M-CHP-pola = mosunetuzumab plus cyclophosphamide, doxorubicin, prednisone, and
polatuzumab vedotin; mosun=mosunetuzumab; PET = positron emission tomography;
PO=orally; PR=partial response; SD=stable disease.
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Figure 5: M-CHP-Pola Regimen Phase II, Arm 1

Primary respen se assessment 6-8 weeks afler CED1: PET.CT
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Dexorubicin 50 maim? VP aad cyclophasph amide Petients wilh SDPH may conie mesunetuzumal for up to 11 cycles
TEO mgime W over 1 hour us lorg as They mesl ciileria for dinical berefil

On days that the corticosterold premedicaticnfor mesunastuzumab overdaps with prednisone
In CHOP or CHP, the corticosteroid premedication sh ould be omitted

C=eyele; CHP-Pola =cyclophosphamide, doxorubicin, and prednisone plus polatuzumab
vedotin; CT =computed tomography; D=day,; IVP =1V push; M-CHP-pola = mosunetuzumabk
plus cyclophosphamide, doxerubicin, prednisone, and polatuzumab vedotin;

mosun =meosunetuzinab; PET =positron emission tomography; PO =erally; PR=partial
response; RP2D-B=recommended Phase Il dose, Group B; 5D =stable disease.

Patients receiving mosunetuzumab will receive premedication with dexamethasone

20 mg IV or methylprednisolone 80 mg IV. On days that mosunetuzumab IV
corticosteroid premedication overlaps with the prednisone 100 mg oral dose, the IV

corticosteroid premedication should be omitted.

Patients will be hospitalized for at least 24 hours following the end of the first infusion of
mosunetuzumab in Cycle 1. Other mosunetuzumab doses may be given as an
outpatient with appropriate monitoring infrastructure if adverse events were acceptable
with the first dose (see Section 5.1.1); however, investigators may choose to hospitalize
patients for monitoring based on their clinical judgment. Patients who develop CRS or
neurotoxicity that requires medical intervention with the first dose are required to be
hospitalized for subsequent doses of mosunetuzumab until they have tolerated an
infusion without these acute toxicities.

4334 R-CHP-Pola Regimen

Patients will receive 6 cycles, lasting 21 days each, of prednisone 100 mg daily for
Days 1-5 of each cycle, rituximab 375 mg/m* on Day 1, polatuzumab vedotin 1.8 mg/kg
on Day 1 (or Day 2 if rituximab infusion is prolonged due to infusion-related adverse
events), doxorubicin 50 ma/m? on Day 1, and cyclophosphamide 750 mg/m? on Day 1
(see Figure 6).
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Figure 6 R-CHP-Pola Administration Schedule

Cycles 1-6
Primary response assessment 6-8 weeks after C6D1: PET-CT

D1 I'.]'l2 ITS I'.'IM I'.I'IE D6-D21

T N A B

t Prednisone 100 mg/day
| Rituximab 375 mg/m

T Polatuzumab vedotin 1.8 mg/kg
T Doxorubicin 50 mg/m? and cyclophosphamide 750 mg/m?

C=cycle; CT=computed tomography; D=day; PET = positron emission tomography.
Note: In patients whose rituximab infusion is prolonged due to infusion related adverse events
on Day 1, polatuzumab vedotin may be given on Day 2 per the investigator's discretion.

434 Investigational Medicinal Product Accountability

All IMPs required for completion of this study (mosunetuzumab, polatuzumab vedotin,
rituximab, and tocilizumab) will be provided by the Sponsor. Non-IMP medications
(cyclophosphamide, doxorubicin, prednisone, and vincristine) may not be provided
unless required by local health authority requlations. The study site will acknowledge
receipt of IMPs supplied by the Sponsor using the IxRS to confirm the shipment
condition and content. Any damaged shipments will be replaced.

IMPs will either be disposed of at the study site according to the study site’s institutional
standard operating procedure or be returned to the Sponsor (if supplied by the Sponsor)
with the appropriate documentation. The site’s method of destroying Sponsor-supplied
IMPs must be agreed to by the Sponsor. The site must obtain written authorization from
the Sponsor before any Sponsor-supplied IMP is destroyed, and IMP destruction must
be documented on the approprate form.

Accurate records of all IMPs received at, dispensed from, returned to, and disposed of by
the study site should be recorded on the Drug Inventory Log or a Sponsor-approved
equivalent.
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4.3.5 Continued Access to IMPs: Mosunetuzumab. Polatuzumab

e ——————

Vedotin, Rituximab. and Tocilizumab

The Sponsor will offer continued access to Roche IMPs (mosunetuzumab, polatuzumab
vedotin, rituximab, and tocilizumab) free of charge to eligible patients in accordance with
the Roche Global Policy on Continued Access to Investigational Medicinal Product, as
outlined below.

A patient will be eligible to receive Roche IMPs (mosunetuzumab, polatuzumab vedotin,
rituximab, and tocilizumab) after completing the study if all of the following conditions are
met:

= The patient has a life-threatening or severe medical condition and requires
continued Roche IMP treatment for his or her well-being

* There are no approprate alternative treatments available to the patient

* The patient and his or her doctor comply with and satisfy any legal or regulatory
requirements that apply to them

A patient will not be eligible to receive Roche IMPs (mosunetuzumab, polatuzumab
vedotin, rituximab) after completing the study if any of the following conditions are met:

* The Roche IMP is commercially marketed in the patient's country and is reasonably
accessible to the patient (e_g., is covered by the patient's insurance or wouldn't
otherwise create a financial hardship for the patient)

= The Sponsor has discontinued development of the IMP or data suggest that the IMP
is not effective for B-cell NHL and/or specifically DLBCL

= The Sponsor has reasonable safety concems regarding the IMP as treatment for
B-cell NHL and/or specifically DLBCL

* Provision of the Roche IMP is not permitted under the laws and regulations of the
patient's country

The Roche Global Policy on Continued Access to Investigational Medicinal Product is
available at the following web site:

http-//www_roche_com/policy_continued_access to_investigational medicines_pdf

44 CONCOMITANT THERAPY AND ADDITIONAL RESTRICTIONS

Concomitant therapy consists of any medication (e.g., prescription drugs, over-the-
counter drugs, vaccines, herbal or homeopathic remedies, nutritional supplements) used
by a patient in addition to protocol-mandated treatment from 7 days prior to initiation of
study drug to the study completion/discontinuation visit. All such medications should be
reported to the investigator and recorded on the Concomitant Medications eCRF.
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441 Permitted Therapy

In general, investigators should manage a patient’s care with supportive therapies as
clinically indicated, per local standard practice. Patients who use oral contraceptives,
hormone-replacement therapy, or other maintenance therapy should continue their use.

4411 Hematopoietic Growth Factors

Concomitant use of hematopoietic growth factors for anemia and thrombocytopenia,
such as erythropoietin or thrombopoietin (oprelvekin, eltrombopag), should not be
initiated or increased in dose from the start of the screening period until the completion
of the DLT assessment period in the absence of a DLT. After the DLT assessment
period has been completed or after a DLT has been documented, initiation or dose and
schedule modifications of hematopoietic growth factors are allowed in accordance with
instructions provided in the package inserts, institutional practice, and/or published
guidelines.

For neutropenia, G-CSF is required as primary prophylaxis in Cycles 1-6 of study
treatment. Dosing of G-C5F should follow each site’s institutional standards or may be
at the investigator's discretion. For patients who develop neutropenia despite
prophylaxis, G-C5F is not routinely recommended for the treatment of uncomplicated
neutropenia. However, G-CSF may be considered in patients with fever and
neutropenia who are at high risk for infection-associated complications or who have
prognostic factors predictive of poor clinical outcomes (Smith et al. 2015).

4412 Prophylaxis for Tumor Lysis Syndrome

TLS is a known PD effect of anti-tumor therapy in hematologic malignancies including
NHL. All patients should be well hydrated prior to the first dose of study treatment.
Starting 2 days prior to the first dose of study treatment, it is desirable to maintain a
fluid intake of approximately 2-3 L/day. In addition, all patients with high tumor
burden and considered to be at risk for tumor lysis should be treated with 300 mg/day
of allopurinol orally or a suitable alternative treatment (e.g., rasburicase), starting
48-72 hours prior to Day 1 of Cycle 1. Patients should continue to receive repeated
prophylaxis, if deemed appropriate by the investigator, and adequate hydration prior to
each subsequent cycle of treatment.

4413 Infection Prophylaxis

Anti-infective prophylaxis for viral, fungal, bactenal, or Pneumocystis infections is
permitted and should be instituted per institutional practice or investigator preference
based on individual patient risk factors. Patients in countries where prophylactic anti-
viral medications for hepatitis B reactivation are the SOC may be treated prophylactically
(Taplitz et al. 2018; NCCN 2020). All anti-infective prophylaxis used should be
recorded appropriately in the eCRF.
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4414 CNS Prophylaxis

CNS prophylaxis with intrathecal chemotherapy should only be given according to
institutional practice and its use documented in the eCRF. CNS prophylaxis using
high-dose IV methotrexate (e.g., 1 g/m? per cycle) is not permitted.

4415 Prophylaxis for Hemorrhagic Cystitis

Patients should be adequately hydrated before and after cyclophosphamide
administration and should be instructed to void frequently. Mesna may be used as
prophylaxis according to institutional practice.

4416 Pre-Planned Radiotherapy

Pre-planned radiotherapy (i.e., radiation that was planned before randomization to be
given at the end of study treatment) may be administered to initial sites of bulky or
extranodal disease according to institutional practice. If indicated, pre-planned
radiotherapy should be administered within 8 weeks after the last study drug treatment
and should start after the primary response assessment when PET-CT scans are
completed. Any radiotherapy should be pre-planned by the center and documented
prior to randomization (if applicable) and then entered in the eCRF once the patient is
randomized. All unplanned radiotherapy administered to patients will be considered as a
new anti-lymphoma treatment.

4417 Pre-Phase Corticosteroid Treatment
Pre-phase therapy with a maximum dose of prednisone 100 mg/day (or equivalent dose
of alternative corticosteroid) for up to 7 days is permitted per investigator discretion and

local institutional practice in patients with previously untreated DLBCL (see also
Section 4.3.3.1).

4418 Other Concomitant Medications
MNecessary supportive measures for optimal medical care will be given throughout the
study according to institutional standards.

Anti-emetic therapy may be instituted for any patient if clinically indicated according to
institutional practice.

442 Cautionary Therapy

4421 Use of Calcium Channel Blockers

The use of any calcium channel entry blockers given concomitantly with an anthracycline
drug may potentially increase the risk of cardiac toxicity associated with anthracycline
administration. For patients on CHOP or CHP-pola, it is recommended that calcium
channel blockers be avoided within 30 days of the administration of an anthracycline
drug when possible and clinically appropriate.
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4422 Medications Given with Precaution due to Effects Related to
CYP450

Mosunetuzumab: Given the expected pharmacology of mosunetuzumab, the transient
release of cytokines may suppress CYP450 enzymes and cause drug—drug interactions.
Preliminary clinical data indicate that mosunetuzumab induced a transient elevation in
plasma IL-6, with peak levels occurring in the majonity of patients within 4—6 hours of the
C1D1 dose and returning to baseline by 24 hours. Patients may be of highest nisk of a
drug—drug interaction are those receiving concomitant medications that are CYP450
substrates and have a narrow therapeutic index (see Appendix 5). Such concomitant
medications should be monitored for toxicity and dose adjusted accordingly.

Polatuzumab vedotin: In vitro data suggest that unconjugated MMAE is mainly
metabolized by CYP3A4 and, to a lesser extent, by CYP2D6. Based on a validated
physiological-based PK model simulation (Chen et al. 2015), strong CYP3A4 inhibitors
may increase the exposure (e.g., AUC) of unconjugated MMAE by ~50% while acMMAE
PK is not affected. Concomitant medications that are strong CYP3A4 inhibitors (see
Appendix 6) should be considered cautionary as they may potentially lead to adverse
reactions, which require close monitoring.

If a patient is taking any of the medications in the categories of strong CYP3A4 inhibitors
and inducers, the investigator will assess and document the use of these medications
known or suspected to fall in those categories.

A sample list of cautionary medications that fall into the categories within this section can
be found in Appendix 6. The lists of medications are not necessarily comprehensive.
The investigator should consult the prescribing information when determining whether a
concomitant medication can be safely administered with study treatment. In addition,
the investigator should contact the Medical Monitor if questions arise regarding
medications not listed in Appendix 6.

4423 Herbal Therapies

Concomitant use of herbal therapies is not recommended because their
pharmacokinetics, safety profiles, and potential drug—drug interactions are generally
unknown. A sample list of cautionary medications (including some herbal therapies) is
included in Appendix 6. Herbal therapies not intended for the treatment of cancer may
be used during the study at the discretion of the investigator; herbal therapies intended
as treatment of lymphoma are prohibited (see Section 4.4.3).

443 Prohibited Therapy
Use of the following therapies is prohibited during the study:

*  Administration of live vaccines (see also Section 4.4.4.1)

= Cytotoxic chemotherapy other than study treatments intended for treatment of
lymphoma
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 Radiotherapy for treatment of lymphoma (except pre-planned radiotherapy as
described in Section 4.4.1.6)

* Immunotherapy other than study treatments for treatment of lymphoma

* |Immunosuppressive therapy (except medications indicated per protocol, including
corticosteroids and tocilizumab)

* Hormone therapy for the treatment of cancer, whether approved by local regulatory
authorities or investigational.

Adjuvant endocrine therapy for non-metastatic, hormone receptor-positive
breast cancer is permitted.

= Biologic or targeted agents for treatment of lymphoma
= Herbal therapies intended as treatment of lymphoma

= Any therapies intended for the treatment of lymphoma, whether approved by local
requlatory authorties or investigational

* Pre-phase therapy with medications other than prednisone as described in
Section 4.3.3.1 (e.g., vincristine)

Patients who require the use of any of these agents will be discontinued from study
treatment. Patients who are discontinued from study treatment will be followed for safety
outcomes for 90 days following the patient’'s last dose of study treatment or until the
patient receives another anti-cancer therapy, whichever occurs first. The above lists of
medications are not necessarily comprehensive. The investigator should contact the
Medical Monitor if questions arise regarding medications not listed above.

444 Additional Restrictions

4441 Immunizations

Patients who participate in the study may not receive either primary or booster
vaccination with live virus vaccines starting from at least 4 weeks before initiation of
study treatment until B-cell recovery. Killed vaccines or toxoids should be given at least
4 weeks prior to the first dose of study treatment to allow development of sufficient
immunity. The restriction applies to all treatment regimens in this study as they all
contain either mosunetuzumab or rituximab that are expected to deplete normal B-cells
in patients.

Investigators should review the vaccination status of potential study patients being
considered for this study and follow the U.S. Centers for Disease Control and Prevention
guidelines for adult vaccination with non-live vaccines intended to prevent infectious
diseases before study therapy. Patients who require the use of vaccination with live
virus vaccines will be discontinued from study treatment.

4.5 STUDY ASSESSMENTS

Screening and pretreatment tests and evaluations will be performed within 14 days
preceding the first dose of study treatment (except radiographic tumor assessment
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which may be performed up to 28 days preceding the first dose of study drug, providing
no anti-tumor therapy was administered in this period. Results of SOC tests or
examinations performed prior to obtaining informed consent and within the screening
window specified above may be used; these tests do not need to be repeated for
screening.

Refer to Appendix 1 and Appendix 2 for the schedules of assessments performed during
the study.

451 Informed Consent Forms and Screening Log

Written informed consent for participation in the study must be obtained before
performing any study-related procedures (including screening evaluations). Informed
Consent Forms for enrolled patients and for patients who are not subsequently enrolled
will be maintained at the study site.

All screening evaluations must be completed and reviewed to confirm that patients meet
all eligibility criteria before enrollment. The investigator will maintain a screening log to
record details of all patients screened and to confirm eligibility or record reasons for
screening failure, as applicable.

4.5.2 Medical History. Concomitant Medication, and Demographic
Data

Medical history, including B symptoms (i.e., weight loss, night sweats, or fever), clinically
significant diseases, surgeries, cancer history (including prior cancer therapies and
procedures), reproductive status, and all medications (e.q., prescription drugs, over-the-
counter drugs, herbal or homeopathic remedies, nutritional supplements) used by the
patient within 7 days prior to initiation of study treatment will be recorded. At the time of
each follow-up physical examination, an interval medical history should be obtained and
any changes in medications and allergies should be recorded. B symptoms (i.e., weight
loss, night sweats, or fever) will be assessed according to Appendix 1.

Demographic data will include age, sex, and self-reported race/ethnicity. Race/ethnicity
data is collected in order to assess whether the enrolled population is reflective of the
general population and to evaluate whether different treatment effects are observed
among different populations.

453 Physical Examinations

A complete physical examination should include an evaluation of the head, eyes, ears,
nose, and throat, and the cardiovascular, dermatologic, musculoskeletal, respiratory,
gastrointestinal, genitourinary, and neurologic systems. A complete neurclogic
examination, which includes an evaluation of mental status, cranial nerves, muscle
strength, sensation, and coordination should be performed and documented in the
patient chart. Any abnormality identified at baseline should be recorded on the General
Medical History and Baseline Conditions eCRF.
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At subsequent visits (or as clinically indicated), targeted symptom-directed physical
examinations should be performed. Targeted physical examinations should be limited to
systems of primary relevance (i.e., cardiovascular, respiratory, neurologic, and any
system that might be associated with tumor assessment [e.g., lymph nodes, liver, and
spleen and those systems associated with symptoms], or potential drug-related toxicity;
see Appendix 1). Neurologic examinations should include an assessment of mental
status, cranial nerves, muscle strength, sensation, and coordination. Changes from
baseline abnormalities should be recorded in patient notes. New or worsened clinically
significant abnormalities should be recorded as adverse events on the Adverse Event
eCRF.

454 Vital Signs

Vital signs will include measurements of systolic and diastolic blood pressure, respiratory
rate, pulse oximetry, pulse rate, and body temperature while the patient is in a sitting or
semi-supine position. Every effort should be made to ensure that vital signs are
obtained from patients in a consistent manner/position.

Vital signs for patients should be obtained according to the schedule of activities in
Appendix 1. Additional vital sign monitoring should be performed if clinically indicated.

4.5.5 Tumor and Response Evaluations

All evaluable or measurable disease must be documented at screening and reassessed
at each subsequent tumor evaluation. Response assessments will be assessed by the
investigator, on the basis of physical examinations, diagnostic CT scans (or MRI scans),
and PET-CT scans through use of the Lugano Response Crteria for Malignant
Lymphoma (see Appendix 3). In the randomized Phase Il expansions, the primary
endpoint of PET-CT response at the time of primary response assessment (i.e_,

6—8 weeks after Cycle 6 of study treatment or early treatment discontinuation) will also
be as assessed by an IRC.

Bone marrow biopsies are not routinely required for response assessment but may be
indicated in specific situations per the Lugano cntena (e.qg., CT-only based response
assessment or when residual uptake is seen on PET-CT; see Appendix 3).

4551 Radiographic Assessments

The same radiographic assessment modality should be used for all response
evaluations, in order to ensure consistency across different timepoints. PET-CT scans
in conjunction with diagnostic CT scans will be obtained in this study. PET-CT scans
should include skull-base to mid-thigh. Full-body PET-CT scan should be performed
when clinically appropriate. CT and PET-CT scans are required at screening and at the
time of pimary response assessment (6—8 weeks after the end of Cycle 6 study
treatment) or the last study treatment for those who discontinue study drug prematurely.
An intenim assessment will be obtained after Cycle 4 (i.e., at Cycle 4, Days 15-21) and
should include PET-CT and dedicated CT. If local practice prohibits obtaining both
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assessments after Cycle 4, PET-CT alone (preferred) or CT alone may be obtained at
this time.

In the follow-up period, diagnostic CT scans without PET-CT scans will be obtained
every 6 months until approximately 2 years following the primary response assessment
or until patients develop progressive disease and/or the start of new lymphoma therapy.
The 2-year radiographic follow-up period following the primary response assessment
applies to all patients in this study. Therefore, patients receiving mosunetuzumab-
containing study treatment with PR/SD at their primary response assessment who
continue on single-agent mosunetuzumab treatment for up to 11 additional cycles after
the initial 6 cycles of study treatment will be followed for 2 years after the primary
response assessment.

All CT scans up to Year 2 of follow-up should include the neck (if involved at baseline),
chest, abdomen, and pelvis. If disease in other areas is suspected, additional areas
should be imaged. PET-CT scans may be obtained in the follow-up period per
investigator discretion, and response should be recorded in the eCRF.

Imaging with CT is currently the preferred method for measuring target lesions selected
for response assessment for NHL (Cheson et al. 2014), though MRI scans are
acceptable in this study if CT scans are contraindicated; conventional CT and MRI scans
should be performed with contiguous cuts of =8 mm in slice thickness. CT scans (with
IV contrast) should include the chest, abdomen, and pelvis; CT scans of the neck should
be included if clinically indicated. CT scans for response assessment may be limited to
areas of prior involvement only if required by local requlatory authorities.

In patients for whom contrast is contraindicated (e.q., patients with contrast allergy or
impaired renal clearance), CT or combined PET-CT scans without contrast, or MRI
scans are permitted so long as they permit consistent and precise measurement of
target lesions during the study treatment period. Details regarding imaging procedures
in these cases will be provided in the Imaging Acquisition Manual.

At all times during the study, diagnosis of disease progression based on clinical
examination must be confirmed on CT scan (or MRI scan if CT scan is contraindicated)
as soon as feasible (maximum within 30 days) and prior to initiation of non—protocol
specified anti-lymphoma therapy.

Radiographic assessments will be collected by an IRC for independent review, (e.g., as
specified for patients enrolled in the untreated DLBCL expansion cohorts). However,
clinical decisions during the study will be based on investigator-based tumor
assessments.
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456 Laboratory. Biomarker. and Other Biological Samples
The procedures for the collection, handling, and shipping of laboratory samples are
specified in the laboratory manual.

Samples for the following laboratory tests will be sent to the study site's local laboratory
for analysis:

Hematology: CBC (including hemoglobin, hematocnt, REC, WBC), platelet count,
ANC, absolute lymphocyte count, and other cells

Flow cytometry (preferred) and/or a peripheral blood smear is required at screening
(if not done as part of standard-of-care tests) to detect malignant and/or atypical
cells. If malignant cells are detected, the results must be discussed with the
Medical Monitor.

Coagulation: aPTT, PT, INR, and fibrinogen

Fibrinogen will be collected when monitoring systemic immune activation
events (e.g., hemophagocytic lymphohistiocytosis [HLH], severe CRS).

C5F assessment, as clinically indicated, for detection of CN5 lymphoma
Quantitative immunoglobulins: IgA, IgG, and IgM

Serum chemistry: sodium, potassium, chlonde, bicarbonate or fotal carbon dioxide
(if considered standard of care for the region), glucose, BUN or urea, creatinine,
calcium, magnesium, phosphorous, total and direct bilirubin, total protein, albumin,
ALT, AST, ALP, gamma-glutamyl transferase, LDH, and uric acid

C-reactive protein
Serum ferritin
Viral serology and detection

Hepatitis B (hepatitis B surface antigen [HBsAg], hepatitis B surface antibody, and
hepatitis B core antibody [HBcAb]; HBV DNA by PCR if acute or chronic HBY
infection cannot be ruled out by serology results
[www_cdc_gov/hepatitis/hbv/pdfs/serologicchartvB_pdf])

HCV antibody; HCV RNA by PCR if the patient is HCV antibody positive

Epstein-Barr virus (EBV) and cytomegalovirus (CMV) by quantitative PCR using
peripheral blood samples

Mote that a paired peripheral blood sample should be collected for central
laboratory assessments. If local laboratory assessments are not available
for quantitative PCR detection of active EBV and CMV, local laboratory
collections may be waived only if peripheral blood for viral infection test is
collected for central laboratory assessments.

HIV serology
Pregnancy test

All women of childbearing potential will have a serum pregnancy test within
T days before C1D1 of study treatment. Pregnancy testing (urine or serum} will
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subsequently be performed on Day 1 of each cycle of therapy for all women of
childbearing potential. If a urine pregnancy test is positive, it must be confirmed
by a serum pregnancy test. An additional serum pregnancy test will be
performed at the treatment completion/early treatment termination visit

Polatuzumab vedotin—specific local laboratory tests: Serum chemistry: amylase,
lipase, and hemoglobin Alc

The following samples will be sent to a central laboratory and then to the Sponsor or a
designee for analysis:

Blood, plasma, serum, and PBMCs for exploratory research on biomarkers

Serum samples for measurement of mosunetuzumab concentrations using a
validated mosunetuzumab PK assay

Serum samples for measurement of total antibody analyte concentrations for
polatuzumab vedotin using a validated total antibody PK assay

Lithium plasma for measurement of acMMAE and unconjugated MMAE
concentrations for polatuzumab vedotin using validated unconjugated MMAE and
acMMAE PK assays

Serum samples for measurement of ADAs to mosunetuzumab using
validated assays

Serum samples for measurement of ADAs to polatuzumab vedotin using
validated assays

Serum samples for measurement of ADAs to tocilizumab using validated assays

Serum samples for measurement of rituximab concentrations using a validated PK
assay

Serum samples for measurement of obinutuzumab concentrations using a validated
PK assay

Serum samples for measurement of tocilizumab concentration using validated
tocilizumab PK assay in patients treated with tocilizumab

Archival or newly collected baseline tumor tissue, obtained prior to study entry, for
exploratory research on biomarkers

The specimen must have an associated pathology report.

The specimen must contain adequate evaluable tumor cells (= 20% for excisional
biopsy and =50% for core biopsy).

Formalin-fixed, paraffin-embedded tissue blocks are preferred over slides. For core
biopsies, it is recommended that 3-5 cores are aligned and embedded into a single
block. Tissue blocks that are not formalin fixed will be accepted in countries that
use a fixative other than paraformaldehyde, but information on the type of fixative
should be included. If a tissue block is not available, a minimum of 20 senal, freshly
cut, unstained slides may be sent. Tumor tissue from fine-needle aspirates or bone
metastases that have been decalcified is not acceptable.
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—  For samples that do not meet the minimum requirements for size or slide number,
contact the Medical Monitor via site contact with tissue size, tumor content, and
number of slides to determine eligibility.

—  The sample should be shipped according to instructions provided in the laboratory
manual.

—  Slides from bone marrow biopsies taken prior to study entry, with the associated
pathology report, should be provided when available. However, these additional
samples cannot be used in place of the primary tumor tissue requirement. Bone
marrow aspirates collected as part of required study assessments do not need to be
sent to the central laboratory; however, the associated hematopathology report
should be submitted when available.

Exploratory biomarker research may include, but will not be limited to, analysis of
lymphocyte subpopulations, T-cell activation, T-cell receptor repertoire, cytokines
associated with inflammation, circulating CD20 protein, ctDNA levels or MRD, and cell of
origin. Research may involve extraction of DNA, ctDNA, or RNA, analysis of mutations,
and genomic profiling through use of NGS. NGS methods may include WGS or WES,
with the aim to analyze somatic mutations. At participating sites, blood may be used as
a reference to distinguish germline mutations from somatic mutations (see

Section 4.5.13).

For sampling procedures, storage conditions, and shipment instructions, see the
laboratory manual.

Unless the patient gives specific consent for his or her leftover samples to be stored for
optional exploratory research (see Section 4.5.13), biological samples will be destroyed
when the final Clinical Study Report has been completed, with the following exceptions:

* Serum or plasma samples collected for PK and immunogenicity (ADA) analysis may
be needed for additional PK or ADA assay development and validation and for
additional immunogenicity characterization; therefore, these samples will be
destroyed no later than 5 years after the final Clinical Study Report has been
completed.

* Blood, plasma, serum, PBMC, and tumor tissue samples collected for biomarker
research will be destroyed no later than 5 years after the final Clinical Study Report
has been completed.

* For enrolled patients, remaining archival blocks will be returned to the site upon
request or no later than after the final Clinical Study Report has been completed.
For patients who are not enrolled, remaining archival tissue blocks will be returned
to the site no later than 3 months after eligibility determination.

When a patient withdraws from the study, samples collected prior to the date of
withdrawal may still be analyzed, unless the patient specifically requests that the
samples be destroyed or local laws require destruction of the samples. However, if
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samples have been tested prior to withdrawal, results from those tests will remain as
part of the overall research data.

Data arising from sample analysis, including data on mutations, will be subject to the
confidentiality standards described in Section 8.4.

Given the complexity and exploratory nature of exploratory biomarker analyses, data
derived from these analyses will generally not be provided to study investigators or
patients unless required by law. The aggregate results of any conducted research will
be available in accordance with the effective Sponsor policy on study data publication.

457 Electrocardiograms

Single ECG recordings will be obtained at screening and at treatment discontinuation
(either early treatment termination or study treatment completion) and may be obtained
at unscheduled timepoints as clinically indicated per investigator discretion (see
Appendix 1). ECG monitoring during infusion of doxorubicin should be performed per
local clinical practice.

All ECG recordings must be performed using a standard high-quality, high-fidelity digital
electrocardiograph machine equipped with computer-based interval measurements.
Lead placement should be as consistent as possible. ECG recordings must be
performed after the patient has been resting in a supine position for at least 10 minutes.
All ECGs are to be obtained prior to other procedures scheduled at that same time
(e.g., vital sign measurements, blood draws) and should not be obtained within 3 hours
after any meal. Circumstances that may induce changes in heart rate, including
environmental distractions (e.g., television, radio, conversation), should be avoided
during the pre-ECG resting period and during ECG recording.

For safety monitoring purposes, the investigator must review, sign, and date all ECG
tracings. Paper copies of ECG tracings will be kept as part of the patient's permanent
study file at the site. The investigator's assessment of normal, abnormal and clinically
significant, or abnormal and not clinically significant will be record on the eCRF.
Clinically significant abnormalities on an ECG should be reported as adverse events.
If considered appropriate by the Sponsor, ECGs may be analyzed retrospectively.

458 Echocardiogram or Multiple-Gated Acquisition Scan

For assessment of cardiac function (LVEF), an ECHO or MUGA scan should also be
obtained at screening and early treatment termination/study treatment completion visit.
An ECHO or MUGA scan may also be obtained as clinically indicated at any time during
the study.

459 Patient-Reported Outcomes

PROs will be evaluated in patients enrolled in the randomized Phase Il DLBCL
expansion cohorts using four questionnaires in the following order: the EORTC
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QLQ-C30, the FACT-Lym subscale, the FACT/GOG-NTX, and the EQ-5D-5L. These
four questionnaires will be used to capture a patient's assessment of his or her overall
HRQoL and health status.

The questionnaires, translated into the local language as approprate, will be completed
in their entirety at specified timepoints during the study. To ensure instrument validity
and that data standards meet health authority requirements, questionnaires will be
self-administered before the patient receives any information on disease status, prior to
the performance of non-PRO assessments (except laboratory blood collections), and
prior to the administration of study treatment, unless otherwise specified. Study site staff
will ensure that PRO questionnaires are provided to patients for completion per the
schedule of activities; before patients complete the visit, the site staff will confirm
completion or alternatively document any reasons for not completing the questionnaires.
In the event that the patient completes the PROs on a scheduled assessment but is not
subsequently dosed, this will be recorded as an unplanned visit, and the PROs will be
administered again at the subsequent rescheduled treatment visit.

4.59.1 EORTC Quality of Life—-Core 30 Questionnaire

The EORTC QLQ-C30 (Appendix 10) is a validated, reliable self-report measure
(Aaronson et al. 1993). It consists of 30 questions that assess five domains of patient
functioning (physical, emotional, role, cognitive, and social), three symptom scales
(fatigue, nausea and vomiting, and pain), global health status/quality of life (GHS/Qol),
and six single items (dyspnea, insomnia, appetite loss, constipation, diarrhea, and
financial difficulties). Scores are transformed to a 0—100 scale, with higher scores on the
five domains and GHS/QolL reflective of better HRQol, and higher scores on the
symptom scales and single items reflective of poor HRQolL. The EORTC QLQ-C30
takes approximately 10 minutes to complete and has a recall peniod of the previous
week.

4592 Functional Assessment of Cancer Therapy-Lymphoma
Subscale
The 15-item FACT-Lym subscale (Appendix 11) was developed to assess HRCGoL in
patients with NHL. The FACT-Lym subscale enables assessment of the changes from
baseline with respect to B symptoms and impact on HRQoL brought about by symptom
worsening or alleviation and treatment toxicity. The subscale range is 0—60, with a
higher score reflecting better HRQoL, and it has a recall period of the previous week.
The validity and reliability of the FACT-Lym subscale for patients with NHL has been
established (Hlubocky et al. 2013).
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4593 Functional Assessment of Cancer Therapy/Gynecologic
Oncology Group—Neurotoxicity

The FACT/GOG-Ntx (Appendix 12) is a validated self-report scale for assessing
platinum/paclitaxel-induced peripheral neuropathy (Huang et al. 2007). This scale is
used to assess vincristine- and polatuzumab vedotin-induced neuropathy, as symptoms
of chemotherapy-induced neuropathy caused by microtubule inhibitors do overlap with
those seen in platinum/paclitaxel-containing regimens. The measure contains 11 items
that assess sensory neuropathy (4 items), hearing neuropathy (2 items), motor
neuropathy (3 items), and dysfunction associated with neuropathy (2 items), and it can
be summed to create a total score. ltems are rated on a 5-point response scale that
ranges from “not at all” to “very much,” with higher scores indicative of more extreme
neuropathy. The FACT/GOG-NTX has a recall period of the previous week.

4594 EuroQol 5-Dimension, 5-Level Questionnaire

The EQ-5D-5L (Appendix 13) is a genenc, preference-based health utility measure that
assesses health status and is used to inform pharmacoeconomic evaluations. The
EQ5D-5L consists of two parts. The first part, a health state classification, contains five
dimensions of health: maobility, self-care, usual activities, pain/discomfort, and
anxiety/depression (Herdman et al. 2011; Janssen et al. 2013). Published weights are
available that allow for the creation of a single summary score. Overall scores typically
range from 0 to 1, with low scores representing a higher level of dysfunction. The
second part is a 0 to 100-point visual analog scale that assesses current health status,
where higher scores are reflective of better health. The measure has a recall period of
the current day.

4510 Tissue Samples for Whole Genome or Whole Exome
Sequencing (Patients at All Sites)
WGS or WES may be performed on DNA extracted from tissue collected for biomarker
analysis (as described in Section 4 .5.6) to identify somatic mutations that are predictive
of response to study drug, are associated with progression to a more severe disease
state, are associated with acquired resistance to study drug, are associated with
susceptibility to developing adverse events, can lead to improved adverse event
monitoring or investigation, or can increase the knowledge and understanding of disease
biology and drug safety.

Genomics is increasingly informing overall understanding of disease pathobiclogy.
WGS and WES provide a comprehensive characterization of the genome and exome,
respectively, and, along with clinical data collected in this study, may increase the
opportunity for developing new therapeutic approaches or new methods for monitoring
efficacy and safety or predicting which patients are more likely to respond to a drug or
develop adverse events. Data will be analyzed in the context of this study but will also
be explored in aggregate with data from other studies. The availability of a larger
dataset will assist in identification and characterization of important biomarkers and
pathways to support future drug development.
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For sampling procedures, storage conditions, and shipment instructions, refer to the
laboratory manual.

Samples undergoing WGS or WES will be destroyed no later than 5 years after the final
Clinical Study Report has been completed.

When a patient withdraws from the study, samples collected prior to the date of
withdrawal may still be analyzed, unless the patient specifically requests that the
samples be destroyed or local laws require destruction of the samples. However, if
samples have been tested prior to withdrawal, results from those tests will remain as
part of the overall research data.

Patient medical information associated with samples undergoing WGS or WES is
confidential and may be disclosed to third parties only as permitted by the Informed
Consent Form (or separate authorization for use and disclosure of personal health
information) signed by the patient, unless permitted or required by law.

Given the complexity and exploratory nature of the WGS or WES analyses, data derived
from these analyses will generally not be provided to study investigators or patients
unless required by law. The aggregate results of any conducted research will be
available in accordance with the effective Sponsor policy on study data publication.

451 Blood Samples for Whole Genome or Whole Exome
Sequencing (Patients at Participating Sites)

At participating sites, DNA may be extracted from blood collected for biomarker analysis

(as described in Section 4.5.6) to enable WGS or WES, to serve as a reference for

distinguishing somatic mutations from germline mutations. The samples may be sent to

one or more laboratories for analysis.

Analysis of blood samples through WGS or WES is contingent upon the review and
approval of the exploratory research by each site's Institutional Review Board or Ethics
Committee (IRB/EC) and, if applicable, an appropnate requlatory body. If a site has not
been granted approval for these analyses, this section of the protocol (Section 4.5.11)
will not be applicable at that site.

For sampling procedures, storage conditions, and shipment instructions, refer to the
laboratory manual.

Refer to Section 4.5.10 for additional rationale for WGS and WES and information on
sample storage, use of samples after patient withdrawal, confidentiality standards for
data, and availability of data from biomarker analyses.
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4512 Optional Tumor Biopsies

Consenting patients will undergo optional tumor biopsies at the time of progression and
after treatment initintion unless no adequate tumor site is safely accessible. Tumor
tissue can be obtained either from an excisional biopsy or from core-needle biopsy
(recommended minimum 18-gauge diameter, 3—5 cores aligned and embedded into a
single block) and should contain sufficient sample to generate a paraffin block or at least
20 unstained slides. Cytological or fine-needle aspiration samples are not acceptable.
Additional tumor biopsies may be performed at the investigator's discretion (e.g., to
confirm disease recurrence or progression or to confirm an alternate histologic
diagnosis). Where possible, tissue from these biopsies should be provided to the
Sponsor for exploratory analyses. For sampling procedures, storage conditions, and
shipment instructions, see the laboratory manual.

The Informed Consent Form will contain a separate section that addresses optional
biopsies. A separate, specific signature will be required to document a patient's
agreement to undergo optional biopsies. The investigator should document whether or
not the patient has given consent to participate and (if applicable) the date(s) of consent,
by completing the Optional Biopsy Sample Informed Consent eCRF.

Samples may be used for exploratory biomarker research as described in Section 4.5.6.
Refer to Section 4.5.6 for details on sample storage, use of samples after patient
withdrawal, confidentiality standards for data, and availability of data.

4513 Optional Samples for Research Biosample Repository

45131 Overview of the Research Biosample Repository

The Research Biosample Repository (RBR) is a centrally administered group of facilities
used for the long-term storage of human biologic specimens, including body fluids, solid
tissues, and derivatives thereof (e.g., DNA, RNA, proteins, peptides). The collection,
storage, and analysis of RBR specimens will facilitate the rational design of new
pharmaceutical agents and the development of diagnostic tests, which may allow for
individualized drug therapy for patients in the future.

Specimens for the RBR will be collected from patients who give specific consent to
participate in this optional research. RBR specimens will be used to achieve the
following objectives:

* To study the association of biomarkers with efficacy, adverse events, or disease
progression

* To increase knowledge and understanding of disease biology

* To study drug response, including drug effects and the processes of drug absorption
and disposition

* To develop biomarker or diagnostic assays and establish the performance
characteristics of these assays
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4513.2 Approval by the Institutional Review Board or Ethics
Committee

Caollection and submission of biological samples to the RBR is contingent upon the
review and approval of the exploratory research and the RBR portion of the Informed
Consent Form by each site's Institutional Review Board or Ethics Committee (IRB/EC)
and, if applicable, an approprate regulatory body. If a site has not been granted
approval for RBER sampling, this section of the protocol (Section 4.5.13) will not be
applicable at that site.

4513.3 Sample Collection

The following samples will be stored in the RBR and used for research purposes,
including, but not limited to, research on biomarkers related to mosunetuzumab,
polatuzumab vedotin, or diseases:

= Optional blood sample for RBR, collected at baseline

 Leftover blood, plasma, PBMC, and tumor tissue samples (with the exception of
remaining archival tissue blocks, which will be retumed to sites) and any derivatives
thereof (e.g., DNA, RNA, proteins, peptides)

The above samples may be sent to one or more laboratories for analysis of germline or
somatic mutations via whole genome sequencing (WGS), whole exome sequencing
(WES), NGS, or other genomic analysis methods.

Genomics is increasingly informing researcher's understanding of disease pathobiology.
WGS and WES provide a comprehensive characterization of the genome and exome,
respectively, and, along with clinical data collected in this study, may increase the
opportunity for developing new therapeutic approaches. Data will be analyzed in the
context of this study but will also be explored in aggregate with data from other studies.
The availability of a larger dataset will assist in identification of important pathways,
guiding the development of new targeted agents.

For sampling procedures, storage conditions, and shipment instructions, see the
laboratory manual.

RER specimens are to be stored no later than 15 years after the final Clinical Study
Report has been completed. However, the RBR storage period will be in accordance
with the IRB/EC-approved Informed Consent Form and applicable laws (e.g., health
authority requirements).

45134 Confidentiality

Specimens and associated data will be labeled with a unique patient identification
number.

Patient medical information associated with RBR specimens is confidential and may be
disclosed to third parties only as permitted by the Informed Consent Form (or separate
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authorization for use and disclosure of personal health information) signed by the
patient, unless permitted or required by law.

Given the complexity and exploratory nature of the analyses of RBR specimens, data
derived from these analyses will generally not be provided to study investigators or

patients unless required by law. The aggregate results of any conducted research will
be available in accordance with the effective Sponsor policy on study data publication.

Data generated from RBR specimens must be available for inspection upon request by
representatives of national and local health authorities, and Sponsor monitors,
representatives, and collaborators, as appropnate.

Any inventions and resulting patents, improvements, and/or know-how originating from
the use of the RBR data will become and remain the exclusive and unburdened propenrty
of the Sponsor, except where agreed otherwise.

4.513.5 Consent to Participate in the Research Biosample Repository
The Informed Consent Form will contain a separate section that addresses participation
in the RBR. The investigator or authorized designee will explain to each patient the
objectives, methods, and potential hazards of participation in the RBER. Patients will be
told that they are free to refuse to participate and may withdraw their consent at any time
and for any reason during the storage period. A separate, specific signature will be
required to document a patient's agreement to provide optional RBR. specimens.
Patients who decline to participate will not provide a separate signature.

The investigator should document whether or not the patient has given consent to
participate and (if applicable) the date(s) of consent, by completing the RBR Research
Sample Informed Consent eCRF.

In the event of an RBR participant's death or loss of competence, the participant’'s
specimens and data will continue to be used as part of the RBR research.

4.513.6 Withdrawal from the Research Biosample Repository

Patients who give consent to provide RBR specimens have the right to withdraw their
consent at any time for any reason. After withdrawal of consent, any remaining samples
will be destroyed or will no longer be linked to the patient. However, if RBR specimens
have been tested prior to withdrawal of consent, results from those tests will remain as
part of the overall research data. If a patient wishes to withdraw consent to the testing of
his or her specimens, the investigator must inform the Medical Monitor in writing of the
patient's wishes through use of the appropriate RBR Subject Withdrawal Form and, if the
tnal is ongoing, must enter the date of withdrawal on the RBR Research Sample
Withdrawal of Informed Consent eCRF. The patient will be provided with instructions on
how to withdraw consent after the trial is closed. A patient's withdrawal from Study
GO040515 does not, by itself, constitute withdrawal of specimens from the RBR.
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Likewise, a patient’s withdrawal from the RBR does not constitute withdrawal from Study
G040515.

If a patient wishes to withdraw consent to the testing of his or her specimens after
closure of the site, the investigator must inform the Sponsor by emailing the study
number and patient number to the following email address:

global_rcr-withdrawal@roche.com

4.513.7 Monitoring and Oversight

RER specimens will be tracked in a manner consistent with Good Clinical Practice by a
quality-controlled, auditable, and appropriately validated laboratory information
management system, to ensure compliance with data confidentiality as well as
adherence to authorized use of specimens as specified in this protocol and in the
Informed Consent Form. Sponsor monitors and auditors will have direct access to
approprate parts of records relating to patient participation in the RBR for the purposes
of venfying the data provided to the Sponsor. The site will permit monitoring, audits,
IRB/EC review, and health authority inspections by providing direct access to source
data and documents related to the RBR samples.

4.6 TREATMENT, PATIENT, STUDY, AND SITE DISCONTINUATION
4.6.1 Study Treatment Discontinuation

Patients must permanently discontinue study treatment if they expenence any of the
following:

* Any medical condition that the investigator or Sponsor determines may jeopardize
the patient’s safety if he or she continues to receive study treatment

* Investigator or Sponsor determines it is in the best interest of the patient

* Pregnancy

* Use of an anti-cancer therapy other than those allowed per protocol

« Symptomatic deterioration attributed to disease progression

« Confirmed disease progression per investigator assessment according to the
Lugano Response Critena for Malignant Lymphoma (Appendix 3)

The primary reason for study treatment discontinuation should be documented on the
appropriate eCRF. Patients who discontinue study treatment early will not be replaced
except for patients in dose escalation or the safety run-in who discontinue prior to
completion of the DLT assessment window for reasons other than a DLT (see

Section 3.1.2.1).

Patients without disease progression who have discontinued all study treatment will be
followed for approximately 2 years following the primary response assessment with clinic
visits every 3 months and imaging every 6 months. Patients who develop disease
progression will be followed until 90 days after the last dose of study treatment or
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initiation of new anti-cancer therapy for safety monitoring, whichever is earlier. Patients
with disease progression based on clinical evaluation should be imaged within 30 days
for radiographic confirmation and prior to initiation of new anti-cancer therapy. See
Appendix 1 for a detailed schedule of activities after study treatment discontinuation
(unless the patient withdraws consent or the Sponsor terminates the study).

After treatment discontinuation, information on the new anti-cancer therapy will be
collected via telephone calls and patient medical records every 3 months and/or clinic
visits every 3 months for the first 6 months, then every 6 months thereafter, until
approximately 2 years following the primary response assessment (unless death, loss to
follow-up, the patient withdraws consent, or the Sponsor terminates the study, whichever
occurs first). The date of when the first subsequent anti-cancer therapy was initiated will
be collected.

4.6.2 Patient Discontinuation from Study

Patients have the right to voluntarily withdraw from the study at any time for any reason.
In addition, the investigator has the right to withdraw a patient from the study at any time.
Reasons for withdrawal from the study may include, but are not limited to, the following:

« Patient withdrawal of consent
*  Study termination or site closure

« Patient non-compliance, defined as failure to comply with protocol requirements as
determined by the investigator or Sponsor

Every effort should be made to obtain information on patients who withdraw from the
study. The primary reason for withdrawal from the study should be documented on the
appropriate eCRF. If a patient requests to be withdrawn from the study, this request
must be documented in the source documents and signed by the investigator. Patients
who withdraw from the study will not be replaced, except for patients in dose escalation
or the safety run-in.

4.6.3 Study Discontinuation

The Sponsor has the right to terminate this study at any time. Reasons for terminating
the study may include, but are not limited to, the following:

= The incidence or severity of adverse events in this or other studies indicates a
potential health hazard to patients

« Patient enroliment is unsatisfactory

The Sponsor will notify the investigator if the Sponsor decides to discontinue the study.
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4.6.4 Site Discontinuation

The Sponsor has the right to close a site at any time. Reasons for closing a site may
include, but are not limited to, the following:

* Excessively slow recruitment
 Poor protocol adherence
* Inaccurate or incomplete data recording

= Non-compliance with the International Council for Harmonisation (ICH) guideline for
Good Clinical Practice

= No study activity (i.e., all patients have completed the study and all obligations have
been fulfilled)

5. ASSESSMENT OF SAFETY
5.1 SAFETY PLAN

This is the first combination study in which mosunetuzumab will be administered to
humans with CHOP or with CHP-pola. Mosunetuzumab is not approved in any territory.

Currently, polatuzumab vedotin is approved in some countries in combination with
bendamustine and rituximab for the treatment of adult patients with R/R DLBCL.

Because the combination of mosunetuzumab plus polatuzumab vedotin is not yet
approved, the safety plan for this study is pimarily based on clinical experience with
each investigational agent, as outlined in their respective Investigator's Brochures.

Measures will be taken to ensure the safety of patients participating in this trial, including
the use of stringent inclusion and exclusion criteria (Sections 4.1.1 and 4.1.2) and close
monitoring, as described below. As described in Section 3.1.2 2, enrollment of patients
for DLT evaluation purposes will be staggered such that the first 2 patients in each
dose-escalation cohort will have respective C1D1 treatments administered =72 hours
apart. Subsequent patients in each cohort will be staggered such that their C1D1
treatments are administered =24 hours apart.

All patients will be monitored closely for toxicity. Patients will be assessed clinically for
toxicity prior to each dose using the NCI CTCAE v5.0 grading scale unless otherwise
stated. CRS severnty will be graded according to the ASTCT CRS Consensus Grading
criteria (see Appendix 7). All adverse events and serious adverse events will be
recorded during the trial and for up to 90 days after the last dose of study treatment or
until the initiation of another systemic anti-cancer therapy, whichever occurs first.

To mitigate potential unknown risks, dosing beyond Cycle 1 will be limited to patients
who do not demonstrate unacceptable toxicity or compelling evidence of disease
progression (see Section 3.1.2.4). See Section 5.3 for details regarding safety
reporting for this study.

Specific anticipated or potential toxicities associated with administration_of
mosunetuzumab, polatuzumab vedotin, rituximab, and CHP/CHOP, as well as the
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measures taken to avoid or minimize such toxicities in this trial, are described in the
following sections.

5.1.1 Mosunetuzumab Administration and Hospitalization
Administration of mosunetuzumab will be performed in a clinical setting with immediate
access to a critical care unit and staff who are trained to monitor for and respond to
medical emergencies. Neurology consultation services should be readily available to
address any neurologic adverse events that may arise as a result of mosunetuzumab
treatment (see Section 5.1.2.2, Neurologic Toxicity), and nephrology consultation with
acute dialysis capabilities should be readily available to address any renal toxicity that
might accompany TLS (see Section 5.1.2.2, Tumor Lysis Syndrome).

All patients enrolled in Group A and Group B dose escalation and Group C safety
run-in will require inpatient monitoring, including hospitalization for at least 24 hours after
the completion of mosunetuzumab administration on C1D1 (M-CHOP) and for at least
24 hours after the completion of mosunetuzumab on C1D2 (M-CHP-pola) (see Sections
4 3.3.2 and 4.3.3.3 for details on study drug regimen). Patients may be hospitalized for
monitoring on C1D8 or C1D15 for 24 hours at the discretion of the investigator in
consultation with the Medical Monitor. Hospitalization requirements during subsequent
cycles for any particular patient will be determined on the basis of the clinical course
during the first cycle; patients with Grade 3 IRR, CRS, or TLS during Cycle 1 may also
be hospitalized for observation during subsequent cycles at the discretion of the
investigator with consultation of the Medical Monitor.

Decisions to modify or discontinue the requirement for hospitalization in expansion
cohorts will be made based on the recommendation of the IMC (see Sections 3.3.9 and
5.1.8) and in consultation with study investigators.

51.2 Risks Associated with Mosunetuzumab

On the basis of clinical data to date with mosunetuzumab, the following known and
suspected risks are described below. Guidelines around the management of these risks
through dose and schedule modifications are described in Section 5.1.7. Refer to the
Mosunetuzumab Investigator's Brochure for complete and updated details.

51.21 Known Risks Associated with Mosunetuzumab

Cytokine Release Syndrome

The mechanism of action of mosunetuzumab is immune-cell activation against
CD20-expressing cells; therefore, a spectrum of events involving IRRs, target-mediated
cytokine release, and/or hypersensitivity with or without emergent ADAs may occur.
Other CD20-directed therapies and immunomodulatory therapies have been associated
with IRRs, CRS, and/or hypersensitivity (Blincyto USPI; Gazyva USPI; Rituxan USPI).
CRS has been reported in Study GO29781 and is an identified risk of mosunetuzumab.
Refer to the current Mosunetuzumab Investigator's Brochure for details.
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To date, CRS events observed with mosunetuzumab have been mostly mild to moderate
in severity and include symptoms such as fever, headache, and myalgia, and respond fo
symptomatic treatment with analgesics, anti-pyretics, and antihistamines as indicated.

Severe or life-threatening presentations of IRRs and/or CR5, such as hypotension,
tachycardia, dyspnea, or chest discomfort, should be treated aggressively with
supportive and resuscitative measures as indicated, including the use of tocilizumab
and/or high dose corticosteroids, IV fluids, and other supportive measures per local
institutional practice. Severe CRS may be associated with other clinical sequelae such
as disseminated intravascular coagulation, and capillary leak syndrome, or may manifest
as HLH (see Section 5.1.2.2). Standard of care for severe or life threatening CRS
resulting from immune-based monoclonal antibody therapy has not been established;
case reports and recommendations for CD19 CAR-T have been published (Teachey et
al. 2013; Lee et al. 2014, 2019; Maude et al. 2014; Neelapu et al. 2018; also see
Section 5.1.2.2 and U.S. Food and Drug Administration [FDA] approval for two products
describing risk management for CRS [Yescarta® USPI; Kymnah™ USPI]).

Disease-related factors that may be associated with an increased risk of severe CRS
following chimeric antigen receptor (CAR)-T-cell therapy, and therefore, potentially
other T-cell engaging therapies, include (but are not limited to) lymphoma bone marrow
involvement, extranodal disease, B cell lymphocytosis, and the presence of circulating
peripheral malignant cells. Patients with the above disease-related factors must be
discussed with the Medical Monitor; additional monitoring (i.e., more frequent
measurements of vital signs) during mosunetuzumab dosing, especially with the first
dose, should be undertaken (Section 4.5.4), and management of treatment-emergent
AEs, including CRS, should adhere to guidance in Section 5.1.7.

To minimize the risk and sequelae of IRRs and CRS, mosunetuzumab will be
administered over a minimum of 4 hours in Cycle 1 in a clinical setting as descnbed in
Section 5.1.1. Corticosteroid premedication must be administered as described in
Section 4.3.3.1.

Management guidelines for CRS following mosunetuzumab are summarized in Table 10,
with the grading of CRS following the ASTCT CRS Consensus Grading criteria
described in Appendix 7. Given the mechanism of action of mosunetuzumab, IRRs and
CRS may be indistinguishable from each other; therefore, their evaluation and
treatment are identical (see Section 5.1.7.4, Table 10).

Management of Grade =3 CRS should be immediately discussed between the treating
investigator and the Medical Monitor. As noted in Table 10, even moderate
presentations of CRS in patients with extensive comorbidities should be monitored
closely with consideration given to ICU admission and tocilizumab administration.

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd
121/Protocol GO40515, Version 6



Refer to Section 5.3.5.1 for adverse event reporting procedures related to IRRs and
CRS5. If tocilizumab is administered, refer to Appendix 14 for the schedule of activities
for tocilizumab treatment of CRS. Refer to Appendix 8 for anaphylaxis management.

Neutropenia

MNeutropenia is a known class effect associated with other CD20 directed therapies such
as obinutuzumab and rituximab and with the similar class agent blinatumomab.
Reversible neutropenia has been observed following mosunetuzumab- treatment in
Study GO29781. Some patients developing neutropenia have received growth factor
support and/or temporary treatment holds. Refer to the Mosunetuzumab Investigator's
Brochure for details.

Patients who experience Grade 3—4 neutropenia should be closely monitored with more
frequent assessments as applicable; see Section 4.4.1.1 for use of growth factor
support.

51.2.2 Potential Risks Associated with Mosunetuzumab

Hemophagocytic Lymphohistiocytosis

CRS with features of adult-onset secondary HLH' has been reported with blinatumomab
as well as with CAR adoptive T-cell therapy (Blincyto USPI; Teachey et al. 2013; Lee et
al. 2014). A fatal case of secondary HLH has been reported in Study GO29781 (refer to
the current BTCT4465A [Mosunetuzumab] Investigator's Brochure for details).

While severe CRS and secondary HLH have overlapping presentation and symptoms,
secondary HLH may be precipitated by other conditions including infections, autoimmune
disease, and malignancies (Ramos-Casals 2014). The prevalence of these conditions in
the study patient population makes the distinction between severe CRS and secondary
HLH and identification of inciting factors challenging. On the one hand, in one series,
B-cell malignancies were the most common malignancy associated with secondary HLH
(Riviére et al. 2014). On the other hand, active infection with EBV is one of the most
common infectious causes of secondary HLH (Hashemi-Sadraei et al. 2015; Schram
and Berliner 2015), and reactivation of latent EBV may occur in patients with CLL (Rath
et al. 2008), which in tum may lead to HLH (Lim et al. 2014). It remains unknown
whether mosunetuzumab treatment may further increase the risk of developing HLH in
patients who have additional risk factors.

In the setting of T-cell engaging therapies including mosunetuzumab, CRS is much more
likely compared with secondary HLH; considering the overlapping presentation of
symptoms, management of these patients should be primarily focused on treatment of
CRS (see Table 10). In atypical cases such as late-onset CRS (past Cycle 1 completion

! For the purposes of the GO40515 protocol and study-related documents, macrophage activation
syndrome (MAS) and HLH are considered to be synonymous terms.
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of step-up dosing with mosunetuzumab) or CRS that is refractory to treatment, work up
for HLH should be initiated.

All cases of suspected HLH should be discussed with the Medical Monitor immediately.
While there is no currently universally accepted set of criteria for diagnosing secondary
or reactive HLH in the adult population, proposed criteria have been published (Henter
et al. 2007, Fardet et al. 2014; Hejblum et al. 2014; McClain et al 2019; see Section
51.7.5).

The supportive management of HLH is generally similar to that of CRS
(see Section 5.1.2.1). Specific diagnostic, monitoring and management guidelines for
HLH are described in Appendix 19.

Patients with HIV and known or suspected CAEBYV will be excluded from this study
(see Infections section below and also Section 4.1.2).

Neurologic Toxicity
Encephalopathy has been observed in in the setting of CRS and/or elevation in liver

function tests (LFTs) following mosunetuzumab treatment (refer to the Mosunetuzumab
Investigator's Brochure for details).

MNeurologic toxicity has also been reported in patients treated with blinatumomab and
CD19 CAR T-cell therapy (Blincyto USPI; Maude et al. 2014; Kochenderfer et al. 2015).
Reported symptoms in patients treated with blinatumomab or CD19 CAR T-cell therapy
have included headache, confusion, aphasia, encephalopathy, tremor, seizure, and
other neurologic events. The etiology of toxicity in these settings is uncertain and may
not be responsive to cytokine-directed therapy such as tocilizumab, but has generally
improved with treatment discontinuations and corticosteroids (Blincyto USPI; Viardot

et al. 2010; Kochenderfer et al. 2015). In patients with B-cell acute lymphoblastic
leukemia treated with blinatumomab, neurologic toxicities were observed in
approximately 50% of patients; Grade =3 neurologic toxicity was observed in
approximately 15% of patients. The majority of neurologic adverse events resolved
following interruption of blinatumomab, with some patients requiring treatment
discontinuation (Blincyto USPI).

MNeurologic toxicity will be monitored closely during the trial. All patients will be required
to undergo a baseline complete neurclogic examination prior to the first mosunetuzumab
administration; the examination should include an evaluation of mental status, cranial
nerves, motor strength, sensation, and coordination. Results of the neurologic
examination should be documented in the patient’s chart. Patients with a history of
neurologic disease may be excluded from this trial (see Section 4.1.2).

Patients should be routinely assessed for any signs or symptoms of neurclogic toxicity
as part of the on-treatment clinical examination (see Section 4.5.3). If new or worsening
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neurologic toxicity is suspected, the patient should be referred to a neurologist for further
evaluation of potential drug-related neurotoxicity. Corticosteroids should be considered

to treat suspected neurologic toxicity. Imaging studies should be performed if clinically
indicated (Table 11).

The investigator should instruct patients to refrain from driving or engaging in hazardous
occupations or activities as follows:

+ Patients with risk factors at baseline:

For patients with the combination of aggressive NHL (including DLBCL,
transformed FL, FL Grade 3b, primary mediastinal B-cell lymphoma, MCL,
transformed marginal zone lymphoma) and abnormal (above institutional ULN)
C-reactive protein at screening, the investigator should advise patients to refrain
from driving or engaging in hazardous occupations or activities during Cycles 1-2
(approximately 6 weeks).

« Patients who develop specific adverse events while on mosunetuzumab:

For patients who develop a neurologic adverse event that may affect driving
(see Appendix 17 ) and for patients who develop CRS, HLH, or Grade 3—4 LFT
elevation, the investigator should advise patients to refrain from driving or
engaging in hazardous occupations or activities until the event is resolved.

Patients who develop tremor, dizziness, insomnia, or Grade =3 neurclogic
adverse event should be assessed by neurologic examination to determine if the
adverse event may impair the ability of the patient to drive or engage in
hazardous occupations or activities. For patients assessed to be at increased
risk, the investigator should advise the patient to refrain from driving or engaging
in hazardous occupations or activities until the event is resolved.

Tumor Lysis Syndrome

TLS is a known PD effect of anti-tumor therapy in hematologic malignancies including
NHL. TLS has been reported with blinatumomab, CAR T-cell therapy, and other
CD20-directed therapy (Blincyto USPI; Gazyva USPI; Rituxan USPI; Porter et al. 2011).
The inherent risk of TLS is dependent on the malignancy being treated and individual
patient characteristics (Coiffier et al. 2008). There is the theoretical nsk of TLS if
treatment with mosunetuzumab results in the rapid destruction of a large number of
tumor cells.

The risk of TLS with mosunetuzumab in patients with NHL is predicted to be highest for
those with bulky disease (defined in the context of TLS as any lesion=10 cm on the

screening CT scan) and elevated pretreatment LDH levels, particularly in the presence
of dehydration or compromised renal function. While patients with DLBCL, transformed

lymphomas, and MCLs may be at higher risk of TLS as compared with follicular,
marginal, and small cell- ymphomas (Cairo et al. 2010), any risk stratification based on

tumor type must be considered along with the effectiveness of therapy (Howard et al.
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2011). As mosunetuzumab has the potential for potent B-cell killing (Section 1.2),
patients will receive prophylaxis for TLS based on their risk (Section 5.1.7.6).

Prior to each mosunetuzumab treatment given during Cycles 1 and 2, the patient's
serum chemistry and hematology laboratory samples should be obtained and reviewed
and prophylactic measures initiated according to the guidelines described below.
Access to nephrologist and acute dialysis services must be available in the event of
clinically significant TLS (see Appendix 18). Telemetry should also be considered.
Similar monitoring and precautions will apply to the treatment arms in the Phase Il
portion of the study.

Specific prophylaxis recommendations for the prevention of TLS are described in
Section 5.1.7 6.

Infections

Due to its anticipated mode of action resulting in profound B-cell depletion,
mosunetuzumab may be associated with an increased risk of infections. Infections have
been reported in patients receiving other CD20-directed therapies as well as
blinatumomab (Blincyto USPI; Gazyva USPI; Rituxan USPI). Therefore,
mosunetuzumab should not be administered in the presence of active severe infections.
Investigators should exercise caution when considering the use of mosunetuzumab in
patients with history of recurming or chronic infections or with underlying conditions that
may predispose patients to infections. Signs and symptoms of infection should result in
prompt evaluation and appropriate samples for bacteriological investigation prior to
starting antibiotic or other treatment.

Particular attention should be given to patients who have had significant prior
immunosuppressive treatment such as high-dose chemotherapy. PML has been
associated with treatment with CD20-directed therapies, including rituximab and
obinutuzumab. The diagnosis of PML should be considered in any patient presenting
with new-onset neurologic manifestations and consultation with a neurologist and
diagnostic procedures including brain MRl and lumbar puncture, should be performed as
clinically indicated. Note, however, that new onset neurologic adverse events following
initial doses of mosunetuzumab may be more likely due to acute effects of
mosunetuzumab (see Section 5.1.2.2, Neurologic Toxicity), as PML associated with
rituximab generally occurred following long-term exposure (Carson et al. 2009).

Hepatitis B reactivation has been reported with CD20-directed therapies. Patients with
positive test results for active HBY infection defined by HBsAg or positive total HBcAb
with positive HBY PCR, or patients with HCV infection as assessed by PCR, will be
excluded from this trial (Section 4.1.2). Patients with occult or prior HBV infection
(defined as negative HBsAg and positive HBcAb) may be included if HBV DNA is
undetectable, provided that they are willing to undergo DNA testing on Day 1 of every
cycle and monthly for at least 12 months after the last cycle of study treatment and
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appropriate antiviral therapy. Patients who experience hepatitis B reactivation should
start antiviral therapy (if not already initiated). Patients with rising viral load on
appropriate antiviral therapy should consider study treatment discontinuation if in the
investigator’s opinion the benefit/risk profile of continued treatment is unfavorable.

Patients with HIV infection will be excluded from participation in the study because signs
and symptoms of HIV may confound assessment of the safety profile of mosunetuzumab
in combination with CHOP and CHP-pola. HIV has also been associated with
development of secondary HLH. Patients with HIV and known or suspected chronic
active EBV infection will be excluded from this tnal due to the risk of secondary HLH

(see Section 4.1.2).

Thrombocytopenia

Thrombocytopenia is associated with other CD20-directed therapies as well as
blinatumomab (Blincyto USPI). Reversible thrombocytopenia has been observed
following mosunetuzumab treatment in Study GO29781. Refer to the Mosunetuzumab
Investigator's Brochure for details.

Patients should be closely monitored for thrombocytopenia; regular laboratory tests
should be performed until the event resolves. Transfusion of blood products

(e.q., platelet transfusion) according to institutional practice is at the discretion of the
treating physician. Use of all concomitant therapies, which could possibly worsen
thrombocytopenia-related events such as platelet inhibitors and anticoagulants, should
also be taken into consideration.

Elevated Liver Enzymes and Hepatotoxicity

Transient Grade 3 AST elevation in the setting of Grade 2 CRS as well as Grade 3
hepatic encephalopathy/Grade 4 elevation in LFTs have been observed following
mosunetuzumab treatment (refer to the Mosunetuzumab Investigator's Brochure for
details).

Elevated liver enzymes have been reported with blinatumomab (Blincyto USFI), usually,
but not exclusively, in the setting of CRS. Grade =3 liver enzyme elevations occurred in
approximately 6% of patients outside the setting of CRS. Nearly all liver enzyme
elevations resolved either with blinatumomab treatment interruption or while treatment
continued. Some patients with resolved liver enzyme elevations were successfully
rechallenged, suggesting a first-dose effect rather than direct toxicity (Blincyto Drug
Approval Package).

Patients who do not meet eligibility critenia for LFTs at screening will be excluded from
this tnial (see Section 4.1.2). LFTs will be assessed regularly during study and should be
managed according to guidelines in Table 12. Patients with right upper-quadrant
abdominal pain and/or unexplained nausea or vomiting should have LFTs performed
immediately and reviewed before administration of the next dose of study drug.
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For patients with elevated LFTs, concurrent medication, viral hepatitis, and toxic or
neoplastic etiologies should be considered and addressed, as appropriate.

Immunogenicity (Anti-Drug Antibodies)

As with any recombinant antibody, mosunetuzumab may elicit an immune response, and
patients may develop antibodies against the molecule. Patients will be closely
monitored for any potential immune response to mosunetuzumab in the first-line
treatment setting, which may have an impact on the benefit—risk profile of the

agent. Therefore, a risk-based strategy (Rosenberg and Worobec 2004a, 2004b, 2005;
Koren et al. 2008) will be utilized to detect and characterize ADA responses to
mosunetuzumab. Out of 352 evaluable post-baseline patients tested in Phase la study
of mosunetuzumab (GO29781), 1 patient (0.3%) tested positive for ADAs against
mosunetuzumab and the presence of ADAs to mosunetuzumab had no apparent impact
on drug exposure and safety (refer to the Mosunetuzumab Investigator’'s

Brochure). Because mosunetuzumab is a B cell-depleting agent and has demonstrated
low immunogenicity rates in the Phase | study, the frequency of ADA sampling times for
mosunetuzumab will be reduced in this study compared with Study GO29781.

Tumor Inflammation/Flare

Adverse events associated with tumor inflammation/flare have been reported in Study
GO029781. Consistent with the mechanism of action of mosunetuzumab, tumor flare is
likely due to the influx of T-cells into tumor sites following mosunetuzumab
administration. Reported tumor flare associated adverse events generally have a short
time to onset following mosunetuzumab administration. Based on safety data collected
to date, tumor flare has manifested as new or worsening pleural effusions. In addition,
depending on tumor size and anatomic location, tumor flare may potentially result in
mass effects on vital structures including airways, major blood vessels, gastrointestinal
tract (risk of perforation and hemorrhage) and/or major organs. If such manifestations
are temporally associated with early mosunetuzumab dosing, the treating
physician/study investigator should consider those events to be tumor flare and report
as “tumor flare” or “tumor inflammation”. Patients with tumors at critically anatomic
locations should be closely monitored for tumor flare, and the treating physician/study
investigator should contact the Medical Monitor to discuss risk assessment and
mitigation strategies prior to mosunetuzumab treatment. Refer to the Mosunetuzumab's
Investigator Brochure for complete and updated safety information.

513 Risks Associated with Polatuzumab Vedotin

On the basis of clinical data to date, the following known and suspected risks are
described below. Guidelines around the management of these risks through dose and
schedule modifications are described in Section 5.1.7. Refer to the Polatuzumab
Vedotin Investigator's Brochure for complete and updated details.
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51.31 Known Risks Associated with Polatuzumab Vedotin
Myelosuppression

Myelosuppression is an identified risk that is a consolidation of three adverse drug
reactions: neutropenia (including febnle neutropenia), thrombocytopenia, and anemia.

MNeutropenia, neutropenia-associated events, thrombocytopenia, and anemia, including
serious and severe cases, have been reported in patients receiving polatuzumab vedotin.
Adequate hematologic function should be confirmed before initiation of study treatment.
Patients receiving study treatment will be regularly monitored for evidence of marrow
toxicity with complete blood counts. Treatment may be delayed or modified for
hematologic toxicities as described in Table 8.

Prophylaxis with G-C5F is required for patients during Cycles 1-6 when polatuzumab
vedotin is given in combination either with M-CHP or with R-CHF (see Section 4.4.1.1).

Transfusion support for anemia and thrombocytopenia is permitted at the discretion of
the investigator.

Peripheral Neuropathy (Sensory and/or Motor)

Patients receiving polatuzumab vedotin may develop peripheral neuropathy (sensory
and/or motor) and should be monitored for symptoms of neuropathy, including
hypoesthesia, hyperesthesia, paresthesia, dysesthesia, discomfort, a burning sensation,
myalgia, weakness, gait disturbance, or neuropathic pain. Patients expenencing new or
worsening peripheral neuropathy may require a dose delay, change in dose, or
discontinuation of treatment. Study treatment dose and schedule modifications for
peripheral neuropathy are described in Table 8. Supportive care measures may be
implemented per investigator preference (e.g., gabapentin). The incidence of peripheral
neuropathy increases as the number of treatment cycles received approaches eight or
beyond, suggesting a cumulative nature of PN foxicity.

Infections

Patients receiving polatuzumab vedotin may be at a higher risk of developing
infections. Serious infections, including opportunistic infections, such as pneumonia
(including pneumocystis jirovecii and other fungal pneumonia), bacteremia, sepsis,
herpes infection, and cytomegalovirus infection have been reported in patients treated
with polatuzumab vedotin. Several other risk factors in the patient population under
study influencing patients’ vulnerability to a higher risk of infections, particularly serious
and opportunistic infection, include predisposition of the indication disease to infections,
elderly population, and comorbidity. In addition, neutropenia is a known risk for
polatuzumab vedotin. Granulocytopenia is a major predisposing factor to infections in
patients with B-cell lymphoma. The reported incidence of infection in chemotherapy
courses for B-cell ymphoma associated with <500 granulocytes/uL was higher than
those with =500 granulocytes/pyL. Neutropenia events should be monitored closely and
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any signs of infection should be treated as appropnate (Taplitz et al. 2018). Anti-
infective prophylaxis should be considered and is described in Section 4.4.1.3.

Infusion-Related Events

Infusion related reactions have been reported in patients receiving polatuzumab
vedotin. Commonly experienced events include nausea, vomiting, chills, fever, pruritus,
hypotension, flushing, and other symptoms. In the majority of the patients, the events
were Grade 1-2. Refer to the local prescribing information for additional information.

Gastrointestinal Toxicity (Diarrhea, Nausea, Vomiting, Constipation,
Anorexia)

Diarrhea, nausea, vomiting, constipation, and abodmininal pain are reported
frequently, with diarrhea and nausea being the most common (= 20% ) treatment-
emergent adverse events in Phase I and II clinical studies with polatuzumab vedotin.
Diarrhea has been responsible for study drug modification and discontinuation. Most
cases of GI adverse events were low grade, with more serious cases being confounded by
polypharmacy, comorbidities, or disease under study.

51.3.2 Potential Risks Associated with Polatuzumab Vedotin
Tumor Lysis Syndrome

There is a potential risk of TLS if treatment with polatuzumab vedotin results in the rapid
destruction of a large number of tumor cells. TLS prophylaxis for treatment arms that

include mosunetuzumab will follow the prophylaxis measures as described in
Section 5.1.7 6.

For patients receiving R-CHP-pola in the Phase Il portion of the study (Figure 1), TLS
prophylaxis measures should be instituted per the investigator's risk assessment.
Patients who are considered to have a high tumor burden (e.g., lymphocyte count

=25 x 109L or bulky lymphadenopathy) and who are considered to be at risk for TLS by
the investigator will receive TLS prophylaxis (e.g., allopurinol =300 mg/day PO ora
suitable alternative treatment such as rasburicase starting 48—72 hours before study
treatment) and must be well hydrated before the initiation of study treatment at C1D1.
These patients should continue to receive repeated prophylaxis and adequate hydration,
as deemed appropnate by the investigator.

For patients with evidence of TLS, all study treatment should be suspended and the
patient should be treated as clinically indicated. Following the complete resolution

of TLS complications, treatment may be resumed at the full dose at the next scheduled
infusion in conjunction with prophylactic therapy.

Immunogenicity (Anti-Drug Antibodies)

As with any recombinant antibody, polatuzumab vedotin may elicit an immune response,
and patients may develop antibodies against the molecule. Out of 481 evaluable
postbaseline patients in the Phase Ib and Il studies of polatuzumab vedotin (GO29365,
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G027834, GO29044, and JO29138), only 10 patients (2.1% ) tested positive for ADAs
that were treatment-induced for polatuzumab vedotin. No conclusions could be drawn
concerning the potential impact of ADAs on PK, efficacy, or safety due to a very low
number of patients ADA-positive for polatuzumab vedotin.

Patients will be closely monitored for any potential immune response to polatuzumab
vedotin in the first-line setting, which may have an impact on the benefit-risk profile of
the agent. Therefore, a risk-based strategy (Rosenberg and Worobec

2004a, 2004b, 2005; Koren et al. 2008) will be utilized to detect and characterize ADA
responses to polatuzumab vedotin. Because polatuzumab vedotin is a B cell-depleting
agent and has demonstrated low immunogenicity rates in the Phase | and Il study, the
frequency of ADA sampling times will be reduced in this study compared with previous
studies.

Reproductive Toxicity

Adverse effects on human reproduction and fertility are anticipated with the
administration of polatuzumab vedotin, given the mechanism of action of MMAE.
Standard exclusion criteria are used to ensure that patients of childbearing potential
(male or female) are using adequate contraceptive methods.

Hyperglycemia

Hyperglycemia has been observed in patients treated with polatuzumab vedotin as well
as with other ADCs that use the same valine-citrulline-MMAE platform. Hyperglycemia
has been reversible upon holding or discontinuing treatment of the ADCs and/or initiation
or adjustment of anti-hyperglycemic medications.

Hepatotoxicity

Hepatotoxicity has been observed in patients treated with polatuzumab vedotin in both
the Phase | and Il trials. Although the relationship between hepatotoxicity and
polatuzumab vedotin has not been definitively determined, transient, dose-related
increases in hepatic enzymes were noted in nonclinical rat studies. No hepatotoxicity
was noted following administration of the surrogate ADC in cynomolgus monkeys.

Elevations of transaminases have been reported in patients receiving polatuzumab
vedotin and have ranged in intensity from Grades 1 to 4. These have been reversible
with and without dose modification/discontinuation. For additional information, please
refer to the current Polatuzumab Vedotin Investigator's Brochure.

Carcinogenicity

Polatuzumab vedotin may have carcinogenic potential given the mechanism of action of
MMAE, the cytotoxic component of polatuzumab vedotin. Myelodysplatic syndrome
and other second malignancies have been reported in Phase I and II clinical studies with
polatuzumab vedotin. The majority of these patients had received multiple prior lines of
anti-cancer therapy, and this was considered as a significant contributory factor.
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For polatuzumab vedotin dose delay, modification, and discontinuation instructions, see
Table 8.

514 Risks Associated with Rituximab

See the local prescribing information for rtuximab for full information.

5156 Risks Associated with Cyclophosphamide, Doxorubicin,

Vincristine, and Prednisone

Please see the local prescrnbing information for cyclophosphamide, doxorubicin,
vincristine, and prednisone for full information.

For CHOP and CHP dose delay, modification, and discontinuation instructions, see
Section 5.1.7.

516 Risk of Overlapping Toxicities with Mosunetuzumab plus
CHOP and Mosunetuzumab plus CHP-Pola

Potential overlapping toxicities between mosunetuzumab in combination with CHOP or

with CHP-pola based on the safety/ftoxicity profiles of these agents known to date

include IRRs, neutropenia and infections, thrombocytopenia, TLS, peripheral

neuropathy, and hepatotoxicity. As such, when these toxicities occur, attribution to a

particular agent may be difficult.

As this is the first study combining mosunetuzumab with CHOP and with CHP-pola, the
actual risk of these toxicities is unknown. In general, given the established safety profile
and relatively short half-life of chemotherapy as compared with mosunetuzumab,
treatment holds for potential overlapping toxicity are first recommended for CHOP/CHP
components over mosunetuzumab. Treatment hold, dose modification, or
discontinuation decisions should follow the recommendations in Table 8, as well as
Sections 5.1.7.7 (neurologic toxicity), 5.1.7_8 (elevated liver enzymes and
hepatotoxicity), and Section 5.1.7.9 (neutropenia and thrombocytopenia).

51.7 Management of Patients Who Experience Adverse Events
5.1.7.1 Dose Delays and Dose Modifications

Cyclophosphamide and doxorubicin doses may be reduced as outlined in Table 5 and
Table 6, respectively, per the guidelines in Table 8.

Polatuzumab vedotin doses may be reduced as outlined in Table 4 per the guidelines
outlined in Table 8. The dose of polatuzumab vedotin and chemotherapy
(cyclophosphamide or doxorubicin) may be reduced stepwise to a maximum of two
levels for management of drug-related toxicities. Doxorubicin and cyclophosphamide
doses may be reduced in parallel or separately (i.e., one or both agents may be reduced
in 25%—50% Iincrements per investigator preference and local institutional practice).

If further dose reduction is indicated after two dose reductions, the patient must
discontinue the specific study drug but may continue treatment with the remaining study
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drugs at the investigator's discretion. Cyclophosphamide and doxorubicin doses may be
re-escalated (even to the full dose)

For patients receiving vincristine, the dose of vincristine may be reduced stepwise to a
maximum of two levels for management of drug-related toxicities, as outlined in Table 7
and per guidelines in Table 8. If further dose reduction is indicated after two dose
reductions, the patient must discontinue vincristine but may continue treatment with the
remaining study drugs at the investigator's discretion.

Guidance for treatment interruptions for adverse events is provided in Table 8 and
Section 5.1.7. Mosunetuzumab should not be held in Cycle 1 for uncomplicated
neutropenia without associated fever or for thrombocytopenia without associated
bleeding. If administration of CHP-pola or CHOF is delayed, the administration of
mosunetuzumab or rituximab should be delayed for the same time frame (i.e. all study
drugs should be delayed for the same time frame so that they are all given together
beginning on Day 1 of the same cycle).

In the event that a patient has a toxicity in Cycle 1 necessitating mosunetuzumab
interruption for >7 days, the Medical Monitor should be notified and the patient may
be required to repeat mosunetuzumab at the highest dose previously tolerated prior to
resuming the planned treatment schedule.

Dose reductions of mosunetuzumab are allowed, but only following dose holds as
described in Table 8, Table 10, Table 11, and Table 12. Dose reductions of
mosunetuzumab are limited to Cycles 2 and beyond, and must first be discussed with
the Medical Monitor. The dose of mosunetuzumab may be reduced to a lower dose
level that has previously been cleared during dose escalation (Section 3.1.2.2). In the
event that a lower dose (C1D15 test dose) of mosunetuzumab has not been tested, a
dose reduction of 25% is recommended.

Table 4 Steps of Dose Reduction for Polatuzumab Vedotin

Dose Level Polatuzumab Vedotin
Starting dose 1.8 mg/kg per cycle
First dose reduction 1.4 mg/kg per cycle
Second dose reduction 1.0 mg/kg per cycle
Third dose reduction Discontinue drug.
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Table 5 Recommended Steps of Dose Reduction for Cyclophosphamide

Dose Level Cyclophosphamide
Starting dose 100% of starting dose
per cycle
First dose reduction 2 75% of starting dose
per cycle
Maximum dose reduction 2 50% of starting dose per cycle
or discontinue drug
Subsequent dose reduction Discontinue drug.

a Steps of dose reduction listed are suggested dose changes.
Investigators may opt for alternative levels of dose reduction
as clinically indicated.

Table 6 Recommended Steps of Dose Reduction for Doxorubicin

Dose Level Doxorubicin
Starting dose 100% of starting dose
per cycle
First dose reduction 2 75% of starting dose
per cycle
Maximum dose reduction 2 50% of starting dose per cycle
or discontinue drug
Subsequent dose reduction Discontinue drug.

a Steps of dose reduction listed are suggested dose changes.
Investigators may opt for alternative levels of dose reduction
as clinically indicated.

Table 7 Recommended Steps of Dose Reduction for Vincristine

Dose Level Vincristine
Starting dose 100% of starting dose per cycle
First dose reduction 75% of starting dose per cycle
Second dose reduction 50% of starting dose per cycle
Third dose reduction Discontinue drug

5.1.7.2 Treatment Interruption

If scheduled dosing coincides with a holiday that precludes dosing, dosing should
commence on the nearest following date, with subsequent dosing continuing on a
21-day schedule as applicable.

Study treatment may be temporarily suspended in patients who experience toxicity
considered to be related to study drug (see Table B). Mosunetuzumab should not be

held in Cycle 1 for uncomplicated neutropenia without associated fever or for
thrombocytopenia without associated bleeding. With the exception of withholding
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vincristine or polatuzumab vedotin for neuropathy per Table 8, study drugs withheld for
>14 days because of toxicity should be discontinued, unless resumption of treatment is
approved following investigator discussion with the Medical Monitor. Study treatment
may continue in the event one or more of the study drugs are discontinued as long as
the investigator, in consultation with the Medical Monitor, believes that the patient is
continuing to derive clinical benefit from remaining study treatments.

Study treatment may also be temporarily suspended for reasons other than toxicity

(e.q., surgical procedures) with Medical Monitor approval. The investigator and the
Medical Monitor will determine the acceptable length of treatment interruption. Specific
guidelines around dosage maodifications for Cycles 2—6 are detailed below. Patients who
are receiving study treatment and experience toxicities should undergo dose
interruptions and reductions per instructions in Table 8. All considerations of dose and
schedule modifications should be discussed with the Medical Monitor.

In general, patients who experience a serious Grade 4 non-hematological adverse event
should discontinue all study treatment and should not be re-treated. An exception to this
relates to TLS. Because TLS represents a PD effect of study treatment that may result
in clinical benefit, patients who experience Grade 4 TLS may be considered for
continuation on study treatment. In order to be considered for subsequent study
treatment, all toxicities and laboratory abnormalities related to TLS should be resolved
within 2 weeks. Patients must be hospitalized for TLS prophylaxis and monitoring with
the next study treatment dose (see Section 5.1.2.2, Tumor Lysis Syndrome). The
decision to continue study treatment should only be made after consultation with the
Medical Monitor.
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Table 8 Dose Interruptions, Reductions, and Discontinuations of Mosunetuzumab, Polatuzumab Vedotin,
Rituximab, and CHP or CHOP

Event(s) Dose Delay or Modification

Grade 3 or 4 neutropenia with or Delay all study treatment for a maximum of 14 days.
without infection or fever, first s Do not delay mosunetuzumab for uncomplicated neutropenia without associated fever in Cycle 1.

delay « Growth faciors (e.g., G-CSF) for neutropenia are permitted (in addition to primary prophylaxis per
Section 4.4.1.1).
= [f ANC recovers to = 1000/uL =7 days after the scheduled date for the next cycle, administer the full dose
of all study treatments.
+ [f ANC recovers to = 1000/uL =8 days after the scheduled date for the next cycle, consider reducing the
dose of cyclophosphamide and/or doxorubicin to a lower dose level (see Table 5 and Table 6).
« Consider holding mosunetuzumab for persistent Grade 4 neutropenia and discuss with Medical Monitor
(see Section 5.1.2.2, Neutropenia and Thrombocytopenia).
« The dose of mosunetuzumab, polatuzumab vedotin, vincristine, rituximab, and prednisone should not be
modified for this reason.
Recurrent Grade 3 or 4 « Delay all study treatment for a maximum of 14 days.
neutropenia with or without s Growth factors (e.g., G-CSF) for neutropenia are permitted (in addition to primary prophylaxis per
infection or fever Section 4.4.1.1).

= [f ANC recovers to = 1000/uL =7 days after the scheduled date for the next cycle, administer the current
dose of cyclophosphamide and/or doxorubicin.

= If ANC recovers to >1000/uL > 8 days after the scheduled date for the next cycle, consider reducing the
doses of cyclophosphamide and doxorubicin to the next dose level (see Table 5 and Table 6).

= Consider holding mosunetuzumab for persistent Grade 4 neutropenia and discuss with Medical Monitor
(see Section 5.1.2 2, Neutropenia and Thrombocytopenia).

= If Grade 3 or 4 neutropenia persists despite growth factor support and following cyclophosphamide and
doxorubicin dose reductions, in the absence of fever, the patient may continue study freatment at the
investigator's discretion with consultation of the Medical Monitor.

« The dose of mosunetuzumab, polatuzumab vedotin, vincristine, rituximab, and prednisone should not be
modified for this reason.
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Table 8 Dose Interruptions, Reductions, and Discontinuations of Mosunetuzumab, Polatuzumab Vedotin,
Rituximab, and CHP or CHOP (cont.)

Event(s) Dose Delay or Modification

Grade 3 or 4 thrombocytopenia, Delay all study treatment for a maximum of 14 days.
first episode s Do not delay mosunetuzumab for thrombocytopenia without associated bleeding in Cycle 1
« If platelet count recovers to >75x 10%L < Day 7 after the scheduled date of the next cycle, administer full
dose of all study drugs.

= If platelet count recovers to =75 x 10%/L = Day 8 after the scheduled date of the next cycle, consider
reducing the dose of cyclophosphamide and/or doxorubicin to a lower dose level (see Table 5 and
Table 6). Full dose/current dose of all other study drugs may be given.

= If the primary cause of thrombocytopenia is thought to be lymphoma infiltration into the bone marrow,
the investigator may elect not to reduce the dose of cyclophosphamide and/or doxorubicin.

= Consider holding mosunetuzumab for persistent Grade 4 thrombocytopenia and discuss with Medical
Monitor (see Section 5.1.2 2, Neutropenia and Thrombocytopenia).

Recurrent Grade 3 or 4 = If patient develops recurrent Grade 3—4 thrombocytopenia following cyclophosphamide and/or
thrombocytopenia doxorubicin dose reductions, consider reducing the dose of cyclophosphamide and doxorubicin to the
next dose level (see Table 5 and Table 6).

= Consider holding mosunetuzumab for persistent Grade 4 thrombocytopenia and discuss with Medical
Monitor (see Section 5.1.2 2, Neutropenia and Thrombocytopenia).

Hemorrhagic cystitis = Patients should be adequately hydrated before and after cyclophosphamide administration and should
be instructed to void frequently.

= If gross hematuria develops, cyclophosphamide should be withheld until resolution of cystitis.
= A dose reduction of 50% for cyclophosphamide may be considered at the next cycle.
« Re-escalation of cyclophosphamide to the initial full dose is recommended if symptoms do not recur.

Grade 2-4 heart failure or Grade 3
ord4 LVSD

Discontinue all study treatment permanently.
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Table 8 Dose Interruptions, Reductions, and Discontinuations of Mosunetuzumab, Polatuzumab Vedotin,
Rituximab, and CHP or CHOP (cont.)

Event(s)

Dose Delay or Modification

Bilirubin between 1.5 and 3.0 mg/dL

Dose reduction should be avoided if hyperbilirubinemia is not related to hepatic injury (i.e., hemolysis
or Gilbert syndrome). In these cases, dose reduction considerations should be guided by direct
bilirubin levels.

Reduce doxorubicin and vincristine dose by at least 25% of baseline and polatuzumab vedotin should
be reduced to the next level (see Table 4).

Consider holding mosunetuzumab and discuss with Medical Monitor (see Section 5.1.2.2, Elevated
Liver Enzymes and Hepatotoxicity).

With subsequent courses of treatment, if bilirubin has retumed to <1 mg/dL, full doses may be given.
Evaluate for causality.

Bilirubin >3.0 mg/dL

Dose delay should be avoided if hyperbilirubinemia is not related to hepatic injury (i.e., hemolysis or
Gilbert syndrome). In these cases, dose delay considerations should be guided by direct bilirubin
levels.

Withhold doxorubicin, vincristine, and polatuzumab vedotin until improvement to Grade <1. Evaluate
for causality. Dosing of cyclophosphamide and prednisone may continue.

Consider holding mosunetuzumab until improvement to Grade <1 and consider discontinuation;
discuss with Medical Monitor (see Section 5.1.2 2, Elevated Liver Enzymes and Hepatotoxicity).

Grade 1 neuropathy

No study treatment modification is recommended for Grade 1 sensory or motor peripheral neuropathy.

Grade 2 sensory peripheral
neuropathy

If the AE severity remains unchanged at the time of the next scheduled cycle, administer rituximab or
mosunctuzumab and CHP at the recommended doses.

Polatuzumab vedotin should be reduced one dose level per Table 4
Vincristine should be reduced one dose level per Table 7.

Should the AE remain Grade 2 in future cycles, further dose reductions should occur per Table 4
(polatuzumab vedotin) and Table 7 (vincristine). If the AE improves to Grade 1 by the start of the next
cycle, administer vincristine or polatuzumab vedotin at the most recent dose.

Dose of vincristine or polatuzumab vedotin should not be re-escalated for future cycles without
discussion with the Medical Monitor.
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Table 8 Dose Interruptions, Reductions, and Discontinuations of Mosunetuzumab, Polatuzumab Vedotin,
Rituximab, and CHP or CHOP (cont.)

Event(s)

Dose Delay or Modification

Grade 3 sensory peripheral
neuropathy or Grade 2 or 3 motor
peripheral neuropathy

If the AE severity remains unchanged by the start of the next cycle, hold vincristine and polatuzumab
vedotin and administer CHP components and rituximab if applicable at the recommended doses. The
withheld doses of vincristine or polatuzumab vedotin will not be made up at a later date.

Consider holding mosunetuzumab and discuss with the Medical Monitor (see also Section 5.1.2.2,
Neurologic Toxicity).

When the AE improves to Grade <2 peripheral sensory neuropathy and/or Grade <1 peripheral motor

neuropathy, polatuzumab vedotin or vincristine can be restarted at a reduced dose at the next cycle
per Table 4 and Table 7, respectively.

Grade 4 neuropathy (including
peripheral sensory or motor
neuropathy)

Discontinue polatuzumab vedotin and vincristine treatment permanently.

Patients should be evaluated regarding the continuation of CHP and rituximab on the basis of their
benefit—risk.

Consider discontinuation of mosunetuzumab and discuss with the Medical Monitor (See also Section
5.1.2.2, Neurologic Toxicity).

Grade 3 or 4 constipation or ileus

Polatuzumab vedotin and vincristine should be held until improvement to Grade<2. All other study
drugs may be continued or delayed at the discretion of the investigator.

Consider reducing polatuzumab vedotin and vincristine to the next dose level per Table 4 and
Table 7, respectively, after improvement to Grade<2.

Grade 3 or 4 tumor lysis syndrome

Following complete resolution of tumor lysis syndrome, study treatment may be re-administered at the
full/current dose during the next scheduled infusion in conjunction with prophylactic therapy.

For mosunetuzumab specific tumor lysis syndrome guidance, see Section 5.1.2.2, Tumor Lysis
Syndrome.
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Table 8 Dose Interruptions, Reductions, and Discontinuations of Mosunetuzumab, Polatuzumab Vedotin,
Rituximab, and CHP or CHOP (cont.)

Event(s)

Dose Delay or Modification

Grade 3 IRR, second
episode

Discontinue, polatuzumab vedotin, or rituximab permanently; continue CHP or CHOP.

If IRR is attributed to polatuzumab vedotin, continue mosunetuzumab and rituximab.

If IRR is attributed to rituximab, continue polatuzumab vedotin.

If IRR is attributed to mosunetuzumab, continue polatuzumab vedotin, and follow Table 10.

specified (excluding
nausea, vomiting, and
diarthea)

Anaphylaxis or Grade = Discontinue polatuzumab vedotin, rituximab, or mosunetuzumab permanently; continue CHP or CHOP.
41RR « If anaphylaxis is attributed to polatuzumab vedotin, continue mosunetuzumab.
= [f anaphylaxis is attributed fo rituximab, continue polatuzumab vedotin.
= [fanaphylaxis is attributed to mosunetuzumab, continue polatuzumab vedotin, and follow Table 10.
Grade 3 or 4 = Consider delaying all study treatment for a maximum of 14 days.
non-hematologic = Subsequent recurrence: Based on the nature of the toxicity, decrease one or more study drugs (polatuzumab
toxicity not otherwise vedotin, vincristine, cyclophosphamide, or doxorubicin) to a lower dose as described in Table 4-Table 7. Prednisone

dose may be modified based on investigator preference. There are no dose reductions allowed for mosunetuzumab.

Second and subsequent recurrence: Based on the nature of the toxicity and if the event is not clinically manageable
and resolving within 14 days of the date of the next scheduled cycle, consider discontinuation of suspect study
treatment permanently.

AE =adverse event; CHP=cyclophosphamide, doxorubicin, and prednisone; CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone;
G-CSF=granulocyte colony-stimulating factor; IRR =infusion-related reaction; LVSD=left ventricular systolic dysfunction.
Note: All decisions regarding dose delays, modifications, and discontinuations should be done in consultation with and with the approval of the

Medical Monitor.
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5.1.7.3 Infusion-Related Reactions and Anaphylaxis

Medications, including epinephrine for 5C injections, corticosteroids, and
diphenhydramine hydrochloride for IV injection, and resuscitation equipment should be
available for immediate use. Guidelines for management of infusion-related symptoms
for polatuzumab vedotin and rituximab are provided in Table 9 and for mosunetuzumab
in Table 10. Also refer to Table 8 for dose modifications of study treatment regimen.

In the event of a life-threatening IRR (which may include pulmonary or cardiac events) or
lge-mediated anaphylactic reaction, study treatment should be discontinued and no
additional drug should be administered for that cycle. Patients who experience any of
these reactions should receive aggressive symptomatic treatment and will be
discontinued from study treatment. See Appendix 8 for recommended management of
anaphylaxis.
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Table 9 Management of Infusion-Related Symptoms for Polatuzumab
Vedotin and Rituximab

Infusion-Related Symptoms Guidance

Grade 1-2 + Slow or hold infusion.

= Give supportive treatment.

« Upon symptom resolution, may resume infusion-rate
escalation at the investigator's discretion.

« Note: For Grade 2 wheezing or urticaria, patient must be
premedicated for any subsequent doses. If symptoms recur,
stop the infusion immediately and permanently discontinue
study drug.

Grade 3 « Discontinue infusion.

= Give supportive treatment.

« Upon symptom resolution, may resume infusion-rate
escalation, at investigator's discretion. b

« Note: If the same adverse event recurs with same severity,
treatment must be permanently discontinued.

« Note: For Grade 3 hypotension or fever, patient must be
pre-medicated before re-treatment. If symptoms recur, then
study drug must be permanently discontinued.

« Note: If patient has Grade 3 wheezing, bronchospasm, or
generalized urticaria at first occurrence, permanently
discontinue study drug.

Grade 4 « Discontinue infusion immediately, treat symptoms
aggressively, and permanently discontinue study drug.

IV=intravenous; NCI CTCAE v5.0=National Cancer Institute Common Terminology Criteria for

Adverse Events, Version 5.0.

Refer to the NCI-CTCAE v5.0 for the grading of symptoms. Management of IgE-mediated

allergic reactions should be as directed in the text following this table.

3 Supportive treatment: Patients should be treated with acetaminophen/paracetamol and an
antihistamine such as diphenhydramine if they have not been received in the previous 4 hours.
IV saline may be indicated. For bronchospasm, urticaria, or dyspnea, patients may require
antinistamines, oxygen, corticosteroids (e.g., 100 mg IV prednisolone or equivalent), and/or
bronchodilators. Patients with hypotension who require vasopressor support must be
permanently discontinued from study drug.

b Infusion-rate escalation after re-initiation: Upon complete resolution of symptoms,
the infusion may be resumed at 50% of the rate achieved prior to interruption. In the absence
of infusion-related symptoms, the rate of infusion may be escalated in increments of 50 mg/hr
every 30 minutes.

51.74 Cytokine Release Syndrome
Guidelines for CRS apply for patients receiving mosunetuzumab. Given the mechanism
of action of mosunetuzumab, IRRs during or after infusion of mosunetuzumab may be
clinically indistinguishable from each other, and their recommended treatment is the

same. CRS resolution is defined as the patient no longer requiring vasopressor support
or oxygen supplementation.
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Table 10 Management of Cytokine Release Syndrome for Patients Receiving Mosunetuzumab

CES Grades

Action with Current
Mosunetuzumab
Infusion

Supportive Care

Anti-IL6/Corticosteroid
Therapy

Action for Next
Mosunetuzumab Dose

Grade 1
Fever = 38°C

Slow infusion to =50%
or interrupt infusion
uniil symptoms resolve;
re-starf at same rate.

If symptoms recur with
rechallenge, interrupt
study treatment, do not
resume, and manage per
Grade 2,

* Sympiomatic management of
constitutional sympioms and
organ toxicities.

* Consider empiric broad-
spectrum antibiotics.

® Consider G-CSF 1f
neutropenic.

* Maintenance IV fluids for
hydration.

* Consider hospitalization until
symptoms completely resolve.

* For prolonged CES
(> 2 days) in patients with
significant symptoms
and/or comorbidities (per
investigator discrefion,
e.2., impaired
cardiovascular function,
reduced pulmonary
reserve), consider
tocilizumab and
corticosteroids as per
Grade 2,

* Administer premedications for
next dose per Section 4.3.2.1.

® Consider 50% (or lower) rate of
infusion for next step-up dose in
Cycle 1 or 50% rate of infusion if
next dose 15 same dose level
{(beyond Cycle 1).

* Consider hospitalization for next
dose.

Grade 2

Feper = 38°C
with hypotension
not requiring
TASOPTESSOTS
and/or

hypoxia requiring
lowflow- oxygen b
by nasal cannula
or blow-by

Hold further study
treatment wuntil
symptoms resolved;
consider re-starting
infusion af 50% rate.

If symptoms recur with
rechallenge at decreased
infusion rate, interrupt
study treatment, do not

resume, and manage per
Grade 3.

* Sympiomatic management of
constitutional sympioms and
organ toxicities.

* Consider ICU admission for
hemodynamic monitoring.

# For hypotension: IV fluid
bolus as needed; for persistent
refractory hypotension
{e.g.. after two fluid boluses
and anti-IL6 therapy), start
vasopressors and manage per
Grade 3.

* Rule out other inflammatory
conditions which can mimic
severe CR5 (e.g., infections/
sepsis).

o Consider tocilizumab. ©

* For persistent refractory
hypotension after 1-2 doses
of anti-IL6 therapy,
consider dexamethasone
10 mg IV every 6 hours (or
equivalent).

* May receive the next dose of
mosunetuzumab if sympioms
resolve to Grade =1 for
3 consecutive days with approval
of Medical Monitor.

* Consider enhanced premedications
for next dose.

® Consider 50% (or lower) rate of
infusion for next step-up dose in
Cycle 1 or 50% rate of infusion if
next dose 1s same dose level
{(beyond Cycle 1).

* Consider hospitalization for next
dose.
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Table 10 Management of Cytokine Release Syndrome for Patients Receiving Mosunetuzumab (cont.)

Action with Current

with hypotension not
requiring vasopressors
and/or

hypoxia requiring low-
flow oxygen b by nasal
cannula or blow-by

¢ If no improvement within
24 hours, initiafe work up

and assess for signs and

symptoms of MAS/HLH as

described in
Section 5.1.7.4.

24 hours after starting
tocilizumab.

Mosunetuzumab Anti-lL6/Corticosteroid Action for Next
CRS Grade Infusion Supportive Care Therapy Mosunetuzumab Dose
Grade 2 (cont.) » Consider empiric broad- * Manage per Grade 3 if
Fever = 38°C spectrum antibiotics. no improvement within
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Table 10 Management of Cytokine Release Syndrome for Patients Receiving Mosunetuzumab (cont.)

Action with Current

with hypotension
requiring a vasopressor
(with or without
vasopressin)

and/or

hypoxia requiring high
flow oxygen by nasal
cannula, face mask,

non-rebreather mask, or
Venturi mask

ICU for hemodynamic
monitoring.

« For hypotension: IV fluid
bolus and vasopressors as
needed.

¢ Rule out other inflammatory
conditions which can mimic
severe CRS
(e.g., infections/ sepsis).

+ Consider empiric broad-
spectrum antibiotics.

« If no improvement within
24 hours, initiate work up
and assess for signs and
symptoms of MAS/HLH as
described in
Section 5.1.7.4.

Dexamethasone 10 mg
IV every 6 hours

(or equivalent).

If refractory, manage as
per Grade 4.4

Manage per Grade 4 if
no improvement within
18—24 hours after
second dose of
tocilizumab.

Mosunetuzumab Anti-lL6/Corticosteroid Action for Next
CRS Grade Infusion Supportive Care Therapy Mosunetuzumab Dose
Grade 3 + Stop infusion, do |« Symptomatic management |e Administer tocilizumab - | « May receive the next dose of
Fever = 38°C not resume. of organ toxicities, admit fo mosunetuzumab if CRS event was

responsive to treatment (i.e_, clinical
improvement within 8—12 hours following
tocilizumab/corticosteroids administration)
and symptoms resolve to Grade = 1 for

3 consecutive days with approval of Medical
Monitor &:

- Enhanced premedications for next dose

- Decrease to 50% (or lower) rate of
infusion for next step-up dose in Cycle 1,
or 50% rate of infusion if next dose is
same dose level (beyond Cycle 1)

- Hospitalization for next dose

- The next dose should be reduced to the
next lower dose level that has been
previously cleared during dose
escalation.i Subsequent doses may not
be re-escalated with signs/sympioms of
Grade 3 or higher CR5 af the reduced
dose.

- If the reduced dose is tolerated with no
signs/symptoms of Grade 3 or higher
CES, the patient may return fo the next
higher dose that has been previously
cleared during dose escalation.

If Grade 3 CRS recurs with subsequent

doses, permanently discontinue

mosunetuzumab.k
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Table 10 Management of Cytokine Release Syndrome for Patients Receiving Mosunetuzumab (cont.)

Action with Current

with hypotension
requiring & vasopressor
(with or without
vasopressin)

andfor

hypoxia requiring high
flow oxygen by nasal
cannula, face mask,

non-rebreather mask,
or Venturi mask

te ICU for hemodynamic

monitoring.

For hypotension: IV fluid

bolus and vasopressors as

needed.

« Rule out other
inflammatory conditions
which can mimic severe
CRS (e.g., infections/
sepsis).

« Consider empiric broad-
spectrum antibiotics.

¢ If no improvement within
24 hours, initiate work up
and assess for signs and
symptoms of MAS/HLH as
described in
Section 5.1.7.4.

+ Dexamethasone 10 mg
IV every 6 hours
(or equivalent).
If refractory, manage as
per Grade 4. 4

* Manage per Grade 4 if
no improvement
within 18-24 hours
after second dose of
toctlizumab.,

Mosunetuzumab Anti-lL6/Corticosteroid Action for Next
CRS Grade ? Infusion Supportive Care Therapy Mosunetuzumab Dose
Grade 3 » Stop infusion, do |« Symptomatic management |« Administer tocilizumab |« May receive the next dose of
Fever = 35°C not resume. of organ toxicities, admit ¢ mosunetuzumab if CRS event was

responsive to treatment (i.e., clinical
improvement within 8—12 hours following
tocilizumab/corticosteroids
administration) and symptoms resolve to
Grade =1 for 3 consecutive days with
approval of Medical Monitor z:

- Enhanced premedications for next dose
- Decrease to 50% (or lower) rate of
infusion for next step-up dose in
Cycle 1, or 50% rate of infusion if next
dose is same dose level (beyond Cycle 1)
- Hospitalization for next dose

- The next dose should be reduced to the
next lower dose level that has been
previously cleared during dose
escalation. § Subsequent doses may not
be re-escalated with signs/symptoms of

Grade 3 or higher CRS at the reduced
dose.

- If the reduced dose is tolerated with no
signs/symptoms of Grade 3 or higher
CES5, the patient may return fo the next
higher dose that has been previously
cleared during dose escalation.

» If Grade 3 CRS recurs with subsequent
doses, permanently discontinue

mosunetuzumab. "
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Table 10 Management of Cytokine Release Syndrome for Patients Receiving Mosunetuzumab (cont.)

with hypotension
requiring multiple
TASOPTESSOTS
(excluding
Tasopressin)

and/or

hypoxia requiring
oxygen by positive
pressure (e.g., CPAP,
BiPAPF, intubation

and mechanical
ventilation)

Mechanical ventilation as needed.

IV fluids and vasopressors as
needed,

Symptomatic management of
organ toxicifies.

Rule out other inflammatory
conditions which can mimic
severe CRS (e.g., Infections/
sepsis)

Consider empiric broad-spectrum
antibiotics,

If no improvement within

24 hours, initiate work up and
assess for signs and sympioms of
MAS/HLH as described in
Section 5.1.7.4.

For patients refractory to
tocilizumab, consider
siltuximab, anakinra, and
emapalumab, based on
discretion of the investigator;
management should be
discussed with the Medical
Monitor, d

Dexamethasone 10 mg IV
every 6 hours (or equivalent).

If refractory, consider
methylprednisolone
1000 mg/day IV, = f

Action with
Current
Mosunetuzumab Anti-IL6/Corticosteroid Action for Next
CES Grade = Infusion Supportive Care Therapy Mosunetuzumab Dose
Grade 4 e Stop infusion, do |» ICU.adt{ussmu and hemodynamic e Administer tocilizumab. © ¢ Permanently discontinue
Fever > 38°C not resume. monttoring. mosunetuzumab ®

ASTCT =American Society for Transplantation and Cellular Therapy; BiPAF =bilevel positive airway pressure; CPAP =continuous positive
atrway pressure; CRS =cytokine release syndrome; G-CSF =granulocyte colony stimulating factor; HLH =hemophagocytic lymphohistiocytosis;
MAS =macrophage activation syndrome.

a CRS grading per ASTCT (Lee et al. 2019). Fever is defined as temperature 238°C not attributable to any other cause. In patients who have
CRS and then receive antipyretic or anticytokine therapy such as tocilizumab or steroids, fever is no longer required to grade subsequent CRS
severity. CRS grade is determined by the more severe event: hypotension or hypoxia not attributable to any other cause.

b Low-flow nasal cannula is defined as oxygen delivered at <6 L/minute. Low flow also includes blow-by oxygen delivery. Highflow-nasal
cannula is defined as oxygen delivered at >6 L/minute.
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Table 10 Management of Cytokine Release Syndrome for Patients Receiving Mosunetuzumab (cont.)

¢ Tocilizumab should be administered at a dose of 8 mg/kg IV (8 mg/kg for participants at a weight of =30 kg only: 12 mg/kg for participants at a
weight of <30 kg; doses exceeding 800 mg per infusion are not recommended); repeat every 8 hours as necessary (up to a maximum of 4 doses).
Refer to Appendix 14 for Schedule of Activities for tocilizumab treatment of CRS.

d Riegler et al. 2019.
e Antifungal prophylaxis should be strongly considered in patients receiving steroids for treatment of CRS.

f For example, methylprednisolone IV 1000 mg/day for 3 days, followed by rapid taper at 250 mg every 12 hours for 2 days, 125 mg every
13 hours for 2 days, and 60 mg every 12 hours for 2 days.

g If Grade 3 CR5 occurs in the step-up dosing cohorts following mosunctuzumab administration at Cycle 1 Day 1 or Cycle 1 Day 8, the next
mosunetuzumab dose should be discussed with the Medical Monitor and a dose reduction should be considered. Exceptions may be considered
to repeat the same step-up dose based on individual risk-benefit assessment.

h Resumption of mosunetuzumab may be considered in patients who are deriving benefit and have fully recovered from the adverse event.
Patients can be re-challenged with mosunctuzumab only after approval has been documented by both the investigator (or an appropriate
delegate) and the Medical Monitor. Further treatment will not be considered unless all the criteria below are met:

s Individual risk-benefit assessment by principal investigator/treating physician favors continued treatment;

s  The patient has recovered from previous toxicities and has sufficient organ function/reserve to receive subsequent doses;

s  The patient has been adequately consented for risks associated with continued treatment and decides to receive subsequent doses;
s  The above risk-benefit assessment and evaluation of patient’s are discussed with the Sponsor;

s Subsequent doses are well planned with precautionary measures, including dose reduction, slow infusion rate at 50% or lower,
mandatory hospitalizations, and enhanced premedications.
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51.7.5 Hemophagocytic Lymphohistiocytosis

The supportive management of HLH is generally similar to that of CRS (see

Section 5.1.7 4. Specific diagnostic, monitoring, and management guidelines for HLH
are descnbed in Appendix 19.

5.1.7.6 Tumor Lysis Syndrome

Treatment for laboratory and/or clinical presentations of TLS will follow institutional
practice.

Prior to each treatment given during Cycles 1 and 2, the patient’s serum chemistry and
hematologic laboratory samples should be obtained and reviewed and prophylactic
measures initiated according to Section 4.4.1.2. Access to nephrology consultation
with acute dialysis services must be available in the event of clinically significant TLS.

Patients with high tumor burden and considered by the investigator to be at risk for
tumor lysis should receive tumor lysis prophylaxis prior to the initiation of treatment.
All patients should be well hydrated. Starting 1-2 days prior to the first dose of study
treatment, it is desirable to maintain a fluid intake of approximately 2-3 L/day. In
addition, all patients with high tumor burden and considered to be at risk for tumor
lysis should be treated with 300 mg/day of allopurinol orally or a suitable alternative
treatment (e.g., rasburicase), starting 48-72 hours prior to Cycle 1 Day 1 of treatment
and hydration. Patients should continue to receive repeated prophylaxis if deemed
appropriate by the investigator and adequate hydration prior to each subsequent cycle
of treatment.

If the Howard criteria for TLS (see Appendix 18) (Howard et al. 2011) are fulfilled at
any time during the study (two or more electrolyte laboratory abnormalities present
simultaneously) or if there is a medically relevant laboratory abnormality in TL5-
related parameters or a sign of clinical TLS (e.g., increased serum creatinine or cardiac
dysrhythmia), study treatment should be withheld and patients should be hospitalized
and adequately treated until normalization of laboratory abnormalities before treatment
is restarted.

Patients who develop either clinical or laboratory TLS during Cycle 1 should be
considered for hospitalization during subsequent cycles for optimum hydration and
monitoring; such cases should be discussed with the Medical Monitor.
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5.1.7.7

Neurologic Toxicity

Guidelines for neurologic toxicity apply for patients receiving mosunetuzumab. For
patients developing peripheral neuropathy, refer to Table 8. For patients receiving both
polatuzumab vedotin or vincristine and mosunetuzumab who develop Grade=3
peripheral sensory neuropathy and/or Grade =2 peripheral motor neuropathy,
consideration for holding or discontinuing mosunetuzumab in addition to action taken
with polatuzumab vedotin or vincristine should be made and discussed with the Medical

Monitor.

Table 11 Management Guidelines for Neurologic Disorders for Patients

Receiving Mosunetuzumab

Event

Grade

Management

Seizure

Grade 1-2

Withhold further study treatment; provide supportive care.
Consider treatment with corticosteroids.

Consider consultation with a neurologist; consider brain MR, lumbar
puncture, EEG.

Study treatment may be resumed with Medical Monitor approval if no
recurrent seizure for at least 3 days and with confirmation of baseline
neurologic examination.

Consider dose reduction of mosunetuzumab when resuming.

Grade 3-4

Permanently discontinue study treatment; provide supportive care.
Consider treatment with corticosteroids.
Obtain neurology consultation.

MNeurologic
events not
otherwise

specified ®

Grade 1

Notify Medical Monitor.
Consider withholding study treatment during evaluafion.

Grade 2

Notify Medical Monitor.

Withhold mosunetuzumab and evaluate eticlogy. Consider imaging
as appropriate.

Consider treatment with corticosteroids.

Consider neurology consultation.

Study treatment may be resumed when symptoms have retumed to
baseline = 3 consecutive days without the need for medical
management and with confirmation of baseline neurologic
examination. *
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Table 11 Management Guidelines for Neurologic Disorders for Patients
Receiving Mosunetuzumab (cont)

Meurclogic Grade 3 + Nofify Medical Monitor.

events not + Withhold mosunetuzumab and evaluate etiology. Consider
otherwise imaging as appropriate.

specified ®

(cont) + Consider treatment with corticosteroids.

+ Obtain neurology consultation.

+ Consider discontinuation mosunetuzumab if symptoms persist
> T days.?

+ Mosunetuzumab may be resumed when symptoms have
returned to baseline = 3 consecutive days without the need for
medical management and with baseline neurologic examination.

+ Permanently discontinue study treatment for recurrent Grade 3
event.

Grade 4 + Nofify Medical Monitor.

+ Permanently discontinue mosunetuzumab.

+ Obtain neurology consultation.

MRI = magnetic resonance imaging.
# The overall benefit—risk of continued treatment with mosunetuzumab should be assessed by the
study investigator in consultation with and approval of the Medical Monitor.

o Refer to Table 8 for recommendations on managing study treatment if patients develop peripheral
neuropathy. Table 11 does not apply to peripheral neuropathy.

5.1.7.8 Elevated Liver Enzymes and Hepatotoxicity
Guidelines for hepatotoxicity in Table 12 apply for patients receiving mosunetuzumab.

For patients with isolated elevated bilirubin, refer to Table 8.

For patients receiving both polatuzumab vedotin and mosunetuzumab who develop
isolated elevated bilirubin, consideration for withholding or discontinuing
mosunetuzumab in addition to action taken with polatuzumab vedotin should be made
and discussed with the Medical Monitor. Similarly, for patients developing elevated liver
enzymes with or without elevated bilirubin, considerations for withholding or
discontinuing polatuzumab vedotin should be made and discussed with the Medical
Monitor.

Transient Grade 3 AST and ALT elevations have been observed with mosunetuzumab in
the setting of CRS and have resclved with supportive treatment. HLH (Section 5.1.2.2)
may present as acute liver failure (Lin et al. 2016; Jagtap et al. 2017). In instances
where no alternative etiology (e.g. viral, neoplastic) is identified, an immune-mediated
cause should be considered and evaluated.
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Table 12 Management Guidelines for Liver Function Test Abnormalities
and Hepatotoxicity for Patients Receiving Mosunetuzumab

LFT Abnormality

Management

Grade 1 AST or ALT elevation
-0R-
AST/ALT =3 xbaseline value

« Continue mosunetuzumab

« Monitor LFTs (including AST, ALT, and bilirubin) weekly.

« For AST/ALT >3 xbaseline value but < Grade 1, notify
Medical Monitor prior to subsequent study treatment.

Grade 2 AST or ALT elevation

All events:
* Withhold mosunetuzumab

« Monitor LFTs at least weekly and as clinically indicated
until values resolve to normal or baseline.

= Resume mosunetuzumab when resolved to Grade <1
or baseline.

« Consider hepatology consultation.
Events >5 days’ duration:
« Obtain hepatology consultation; evaluate etiology.

Grade 3 AST or ALT elevation

All events:
= Withhold mosunetuzumab.

« Monitor LFTs every 24-48 hours until decreasing, and
then follow weekly.

« Obtain hepatology consultation; consider liver biopsy to
assess hepatic injury. 2

« Resume mosunetuzumab when resolved to Grade < 1
or baseline.

Events >5 days’ duration

« Resume mosunetuzumab when resolved to Grade < 1
or baseline, following approval of Medical Monitor. 2

Grade 4 AST or ALT elevation

= Permanently discontinue mosunetuzumab._ ®

= Follow management guidelines as described for
Grade 3 events.

CRS=cytokine release syndrome; LFT =liver function test; HLH = hemophagocytic

lymphohistiocytosis

a Immune-related event should be considered when concurrent clinical and laboratory
manifestations of CRS (Section 5.1.2.1) or HLH (Section 5.1.2 2) are present, or in instances
where no altemative etiology (e.g. viral, neoplastic) can account for observed LFT

abnormalities.

b Resumption of mosunetuzumab may be considered in patients who are deriving benefit and
who have fully recovered from the immune-related event. Patients may resume dosing with
mosunetuzumab only after documented approval by the investigator and the Medical Monitor.
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51.79 Neutropenia and Thrombocytopenia in Patients Receiving
Mosunetuzumab

Treatment holds and discontinuations for polatuzumab vedotin and chemotherapy for
neutropenia and thrombocytopenia are described in Table 8. For patients receiving both
polatuzumab vedotin or chemotherapy and mosunetuzumab who develop persistent
Grade 4 neutropenia or thrombocytopenia, consideration for holding or discontinuing
mosunetuzumab in addition to action taken with polatuzumab vedotin and chemotherapy
should be made and discussed with the Medical Monitor. Mosunetuzumab step doses
should not be held for uncomplicated neutropenia without associated fever or for
thrombocytopenia without associated bleeding in Cycle 1. Any modification of
mosunetuzumab dose schedule should be discussed with the Medical Monitor.

518 Internal Monitoring Committee

Because this is the first trial to combine mosunetuzumab with CHOP and CHP-pola, an
IMC will be utilized during the Phase Ib portion of the study to make recommendations
regarding study conduct on the basis of trial safety data to ensure enhanced patient
safety while receiving study treatment.

The IMC will be established to monitor patient safety during the Phase Ib portion of the
study and to make decisions regarding dose escalations and the RP2D for M-CHOP and
M-CHP-Pola based on the plan described in Section 3.1.2. The IMC will also make
recommendations about whether to continue mandatory hospitalizations with specific
study treatment regimens. The IMC will also make a recommendation about whether to
continue into the Phase Il safety cohort. If the combination of mosunetuzumab RP2D_A
plus CHOP is not tolerated in the first 6 patients with previously untreated DLECL, then
the IMC may make recommendations on assessing alternative mosunetuzumab doses
or regimens.

The IMC will consist of the following members:

* The IMC Chair, who will be a Sponsor Medical Monitor not directly involved with the
study

* Representatives from Clinical Science, Safety Science, and Biostatistics, who are all
external to the Study Management Team

Representatives from other functional areas may serve as ad-hoc members of the IMC
at the discretion of the IMC Chair or designee.

In addition to the ongoing assessment of the incidence and nature of toxicity, adverse
events (particularly Grades = 3), serious adverse events, deaths, and laboratory
abnormalities by the investigator and the Medical Monitor, the IMC will review all
necessary cumulative data at regular intervals during the Phase |b portion of the study.
At the time of each review, the IMC may make one or more of the following
recommendations regarding study conduct, including but not limited to, the following:
performing additional safety analyses, amending the study protocol, holding patient
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enrollment pending further safety evaluations, enrolling additional patients at a specific
dose level and schedule to obtain additional safety data, holding/discontinuing study
treatment, making decisions to modify or discontinue the requirement for hospitalization
with study treatment, or terminating the study. Decisions will be made in consideration
of the totality of the available data. Ad hoc meetings may be called in addition to
scheduled meetings, as necessary, to provide recommendations on management of any
new safety issues. Specific operational details such as the committee's composition,
frequency and timing of meetings, and members' roles and responsibilities will be
detailed in an IMC Charter.

519 Independent Data Monitoring Committee

An IDMC, external to the Sponsor, will be incorporated into the Phase Il portion of the
study to monitor patient safety. The iDMC will follow a charter that outlines their roles
and responsibilities. The iIDMC will review safety data from the Phase |b portion of the
study and from at least the first 10 patients enrolled in Phase Il Group C at the
IMC-confirmed RP2D, in order to make a recommendation whether to continue into the
randomized Phase Il portion of the study. During the Phase Il portion of the study, the
iDMC will meet approximately every 3 months to review safety data, and to provide
recommendations to the Sponsor whether to continue, modify, or terminate the tnal.

5.2 SAFETY PARAMETERS AND DEFINITIONS

Safety assessments will consist of monitoring and recording adverse events, including
serious adverse events and adverse events of special interest, performing
protocol-specified safety laboratory assessments, measuring protocol-specified vital
signs, and conducting other protocol-specified tests that are deemed critical to the safety
evaluation of the study.

Certain types of events require immediate reporting to the Sponsor, as outlined in
Section 5.4.

5.21 Adverse Events

According to the ICH guideline for Good Clinical Practice, an adverse event is any
untoward medical occurrence in a clinical investigation subject administered a
pharmaceutical product, regardless of causal attribution. An adverse event can
therefore be any of the following:

* Any unfavorable and unintended sign (including an abnormal laboratory finding),
symptom, or disease temporally associated with the use of a medicinal product,
whether or not considered related to the medicinal product

= Any new disease or exacerbation of an existing disease (a worsening in the
character, frequency, or severity of a known condition) (see Sections 5.3.5.10 and
5.3.5.11 for more information)

* Recurrence of an intermittent medical condition (e.g., headache) not present at
baseline
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Any deterioration in a laboratory value or other clinical test (e.g., ECG, X-ray) that is
associated with symptoms or leads to a change in study treatment or concomitant
treatment or discontinuation from study drug

Adverse events that are related to a protocol-mandated intervention, including those
that occur prior to assignment of study treatment (e_g., screening invasive
procedures such as biopsies)

5.2.2 Serious Adverse Events (Immediately Reportable to the

Sponsor)

A serious adverse event is any adverse event that meets any of the following criteria:

Is fatal (i.e., the adverse event actually causes or leads to death)

Is life threatening (i.e., the adverse event, in the view of the investigator, places the
patient at immediate risk of death)

This does not include any adverse event that, had it occurred in a more severe
form or was allowed to continue, might have caused death.

Requires or prolongs inpatient hospitalization (see Section 5.3.5.12)

Results in persistent or significant disability/incapacity (i.e., the adverse event
results in substantial disruption of the patient’s ability to conduct normal life
functions)

Is a congenital anomaly/birth defect in a neonate/infant bormn to a mother exposed to
study drug

Is a significant medical event in the investigator's judgment (e.g., may jeopardize the

patient or may require medical/surgical intervention to prevent one of the outcomes
listed above)

The terms "severe” and "serious" are not synonymous. Severity refers to the intensity of
an adverse event (e.g., rated as mild, moderate, or severe, or according to NCI CTCAE;
see Section 5.3.3); the event itself may be of relatively minor medical significance (such
as severe headache without any further findings).

Severity and seriousness need to be independently assessed for each adverse event
recorded on the eCRF.

Serious adverse events are required to be reported by the investigator to the Sponsor
immediately (i.e., no more than 24 hours after learning of the event; see Section 5.4 .2 for
reporting instructions).

5.2.3 Adverse Events of Special Interest (Immediately Reportable to

the Sponsor)

Adverse events of special interest are required to be reported by the investigator to the
Sponsor immediately (i.e., no more than 24 hours after leamning of the event; see
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Section 5.4 .2 for reporting instructions). Adverse events of special interest for this study
are as follows:

= (Cases of potential DILI that include an elevated ALT or AST in combination with
either an elevated bilirubin or clinical jaundice, as defined by Hy's Law (see
Section 5.3.5.8)

= Suspected transmission of an infectious agent by the study drug, as defined below

Any organism, virus, or infectious particle (e.g., prion protein transmitting
transmissible spongiform encephalopathy), pathogenic or non-pathogenic, is
considered an infectious agent. A transmission of an infectious agent may be
suspected from clinical symptoms or laboratory findings that indicate an
infection in a patient exposed to a medicinal product. This term applies only
when a contamination of the study drug is suspected.

* DLTs (see Section 5.2.4)

= Adverse events of special interest specific for mosunetuzumab:

— Grade =2 CRS

— Grade =2 neurologic adverse event

—  Any suspected MAS/HLH

— TLS (minimum Grade 3 by definition)

—  Febrile neutropenia (minimum Grade 3 by definition)

— Any-grade disseminated intravascular coagulation (minimum Grade 2 by definition)
— Grade =2 AST, ALT, or total bilirubin elevation

—  Grade =2 tumor inflammation/tumor flare (e.g., manifestation of signs/symptoms
associated with increase in size of known nodal or extranodal lesions by clinical or
radiographic assessment, new onset or worsening of pre-existing pleural effusions;
refer to Section 5.1.2.2 and the Mosunetuzumab Investigator's Brochure for
additional details

= Adverse events of special interest specific for polatuzumab vedotin:
— Grade 2 or higher peripheral neuropathy (sensory and/or motor)
—  Grade 3 or higher infections
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524 Dose-Limiting Toxicities (Immediately Reportable to the

Sponsor)

During the DLT assessment window, adverse events identified as DLTs, as defined in
Section 3.1.2.1, are required to be reported by the investigator to the Sponsor
immediately (i.e., no more than 24 hours after learning of the event; see Section 5.4 .2 for
reporting instructions).

5.3 METHODS AND TIMING FOR CAPTURING AND ASSESSING
SAFETY PARAMETERS

The investigator is responsible for ensuring that all adverse events (see Section 5.2.1 for
definition) are recorded on the Adverse Event eCRF and reported to the Sponsor in
accordance with instructions provided in this section and in Sections 5.4-5.6.

For each adverse event recorded on the Adverse Event eCRF, the investigator will make
an assessment of seriousness (see Section 5.2.2 for seriousness criteria), severity (see
Section 5.3.3), and causality (see Section 5.3.4).

5.3.1 Adverse Event Reporting Period

Investigators will seek information on adverse events at each patient contact. All
adverse events, whether reported by the patient or noted by study personnel, will be
recorded in the patient’s medical record and on the Adverse Event eCRF.

After informed consent has been obtained but prior to initiation of study drug, only
serious adverse events caused by a protocol-mandated intervention (e.q., invasive
procedures such as biopsies, discontinuation of medications) should be reported
(see Section 5.4 .2 for instructions for reporting serious adverse events).

After initiation of study drug, all adverse events will be reported until 90 days after the
last dose of study drug or the initiation of another anti-cancer agent, whichever is earlier.

Instructions for reporting adverse events that occur after the adverse event reporting
period are provided in Section 5.6.

5.3.2 Eliciting Adverse Event Information

A consistent methodology of non-directive questioning should be adopted for eliciting
adverse event information at all patient evaluation timepoints. Examples of non-directive
questions include the following:

"How have you felt since your last clinic visit?"

"Have you had any new or changed health problems since you were last here?"

53.3 Assessment of Severity of Adverse Events

The adverse event severity grading scale for the NCI CTCAE (v5.0) will be used for
assessing adverse event severity unless otherwise specified (Appendix 7). Table 13 will
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be used for assessing severnty for adverse events that are not specifically listed in the
NCI CTCAE.

Table 13 Adverse Event Severity Grading Scale for Events Not Specifically
Listed in NCI CTCAE

Grade Severity
1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only;
or intervention not indicated
2 Moderate; minimal, local, or non-invasive intervention indicated; or limiting
age-appropriate instrumental activities of daily living
3 Severe or medically significant, but not immediately life-threatening;

hospitalization or prolongation of hospitalization indicated; disabling; or
limiting self-care activities of daily living®

4 Life-threatening consequences or urgent intervention indicated ¢
5 Death related to adverse eventd

NCI CTCAE = National Cancer Institute Common Terminology Criteria for Adverse Events.

MNote: Based on the most recent version of NCI CTCAE (v5.0), which can be found at:
http://ctep_cancer gov/protocolDevelopment/electronic_applications/ctc.htm

3 |nstrumental activities of daily living refer to preparing meals, shopping for groceries or
clothes, using the telephone, managing money, etc.

b Examples of self-care activities of daily living include bathing, dressing and undressing,
feeding oneself, using the toilet, and taking medications, as performed by patients who are
not bedridden.

¢ |f an event is assessed as a "significant medical event," it must be reported as a serious
adverse event (see Section 5.4 2 for reporting instructions), per the definition of serious
adverse event in Section 5.2 2.

4 Grade 4 and 5 events must be reported as serious adverse events (see Section 5.4.2 for
reporting instructions), per the definition of serious adverse event in Section 5.2 2.

534 Assessment of Causality of Adverse Events

Investigators should use their knowledge of the patient, the circumstances surrounding
the event, and an evaluation of any potential alternative causes to determine whether an
adverse event is considered to be related to the study drug, indicating "yes" or "no"
accordingly. The following guidance should be taken into consideration (see also

Table 14):

= Temporal relationship of event onset to the initiation of study drug

= Course of the event, with special consideration of the effects of dose reduction,
discontinuation of study drug, or reintroduction of study drug (as applicable)

= Known association of the event with the study drug or with similar treatments
= Known association of the event with the disease under study

* Presence of risk factors in the patient or use of concomitant medications known to
increase the occurrence of the event

* Presence of non-treatment-related factors that are known to be associated with the
occurrence of the event
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Table 14 Causal Attribution Guidance

Is the adverse event suspected to be caused by the study drug on the basis of facts, evidence,
science-based rationales, and clinical judgment?

YES There is a plausible temporal relationship between the onset of the adverse event and
administration of the study drug, and the adverse event cannot be readily explained by
the patient's clinical state, intercurrent illness, or concomitant therapies; and/or the
adverse event follows a known pattemn of response to the study drug; and/or the
adverse event abates or resolves upon discontinuation of the study drug or dose
reduction and, if applicable, reappears upon re-challenge.

NO  An adverse event will be considered related, unless it fulfills the criteria specified below.
Evidence exists that the adverse event has an etiology other than the study drug
(e.g., preexisting medical condition, underlying disease, intercurrent iliness,
or concomitant medication); and/or the adverse event has no plausible temporal
relationship to administration of the study drug (e.g., cancer diagnosed 2 days after
first dose of study drug).

For patients receiving combination therapy, causality will be assessed individually for
each protocol-mandated therapy.

5.3.5 Procedures for Recording Adverse Events

Investigators should use correct medical terminology/concepts when recording adverse
events on the Adverse Event eCRF. Avoid colloquialisms and abbreviations.

Only one adverse event term should be recorded in the event field on the Adverse Event
eCRF.

5.3.5.1 Infusion-Related Reactions/Hypersensitivity Reactions and
Cytokine Release Syndrome Attributed to Mosunetuzumab

Given the mechanism of action of mosunetuzumab, IRRs and CRS may be
indistinguishable from one another (Section 5.1.2). Therefore, all adverse events
consistent with a diagnosis of infusion-related event or CRS that are attributed to
mosunetuzumab will be recorded singularly as CRS. Adverse events of CRS are graded
using the ASTCT CRS Consensus Grading criteria (Appendix 7).

The one exception to this reporting guidance is if a clinical presentation suggests an
immediate, acute hypersensitivity (e.g., generalized hives, mucosal edema, with or
without wheezing and hypotension), a diagnosis of “allergic reaction” or “hypersensitivity
reaction” or “anaphylaxis” should be used.

For adverse events with a diagnosis of “cytokine release syndrome” or “infusion-related
reaction”, associated signs, symptoms, and laboratory abnormalities should be recorded
on the dedicated eCRF for CRS events. Each CRS or IER event should be recorded
separately on the Adverse Event eCRF. The associated signs and symptoms, including
those relating to blood pressure and hypoxia, should be graded according to
NCI-CTCAE v5.0 and recorded on the dedicated eCRF for CRS/IRR events. All other
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laboratory abnormalities (e.g., LFTs, cytopenias) and end-organ adverse events
(e.g., neurologic toxicities) should be reported separately in the adverse events eCRF.
Ambiguous terms such as “systemic reaction” should be avoided.

In addition to documentations on the Adverse Event eCRF, non-serious Grade = 2 CRS
events should be reported as an adverse event of special interest (see Section 5.2.3).

5.3.5.2 Infusion-Related Reactions Attributed to Polatuzumab Vedotin
and Rituximab
Adverse events that occur during or within 24 hours after study drug administration and
are judged to be related to the polatuzumab vedotin and rituximab infusion should be
captured as a diagnosis of “infusion-related reaction,” “hypersensitivity reaction,” or
"anaphylactic reaction” on the Adverse Event eCRF. If possible, avoid ambiguous terms
such as "systemic reaction." Associated signs and symptoms should be recorded on the
dedicated Infusion-Related Reaction eCRF.

5.3.5.3 Diagnosis versus Signs and Symptoms

For adverse events other than IRRs and CRS (see Sections 5.3.5.1and 5.3.5.2), a
diagnosis (if known) should be recorded on the Adverse Event eCRF rather than
individual signs and symptoms (e.g., record only liver failure or hepatitis rather than
Jaundice, asterixis, and elevated transaminases). However, if a constellation of signs
and/or symptoms cannot be medically characterized as a single diagnosis or syndrome
at the time of reporting, each individual event should be recorded on the Adverse Event
eCRF. If a diagnosis is subsequently established, all previously reported adverse events
based on signs and symptoms should be nullified and replaced by one adverse event
report based on the single diagnosis, with a starting date that corresponds to the starting
date of the first symptom of the eventual diagnosis.

5.3.54 Adverse Events That Are Secondary to Other Events

In general, adverse events that are secondary to other events (e.g., cascade events or
clinical sequelae) should be identified by their pnmary cause, with the exception of
severe or serious secondary events. A medically significant secondary adverse event
that is separated in time from the initiating event should be recorded as an independent
event on the Adverse Event eCRF. For example:

* [f vomiting results in mild dehydration with no additional treatment in a healthy adult,
only vomiting should be reported on the eCRF.

* [f vomiting results in severe dehydration, both events should be reported separately
on the eCRF.

* [f a severe gastrointestinal hemorrhage leads to renal failure, both events should be
reported separately on the eCRF.

« [fdizziness leads to a fall and consequent fracture, all three events should be
reported separately on the eCRF.
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* [f neutropenia is accompanied by an infection, both events should be reported
separately on the eCRF.

All adverse events should be recorded separately on the Adverse Event eCRF if itis
unclear as to whether the events are associated.

5.3.5.5 Persistent or Recurrent Adverse Events

A persistent adverse event is one that extends continuously, without resolution, between
patient evaluation timepoints. Such events should only be recorded once on the
Adverse Event eCRF. The initial severity (intensity or grade) of the event will be
recorded at the time the event is first reported. If a persistent adverse event becomes
more severe, the most extreme severity should also be recorded on the Adverse Event
eCRF. Details regarding any increases or decreases in severity will be captured on the
Adverse Event Intensity or Grade Changes eCRF. If the event becomes serious, it
should be reported to the Sponsor immediately (i.e., no more than 24 hours after
learning that the event became senious; see Section 5.4.2 for reporting instructions).
The Adverse Event eCRF should be updated by changing the event from "non-serious”
to "serious," providing the date that the event became serious, and completing all data
fields related to serious adverse events.

5.3.5.6 Abnormal Laboratory Values
Mot every laboratory abnormality qualifies as an adverse event. A laboratory test result
must be reported as an adverse event if it meets any of the following criteria:

* |s accompanied by clinical symptoms

* Results in a change in study treatment (e_g., dosage modification, treatment
interruption, or treatment discontinuation)

* Results in a medical intervention (e.g., potassium supplementation for hypokalemia)
or a change in concomitant therapy

* |s clinically significant in the investigator's judgment

MNote: For oncology trials, certain abnormal values may not qualify as adverse
events.

It is the investigator's responsibility to review all laboratory findings. Medical and
scientific judgment should be exercised in deciding whether an isolated laboratory
abnormality should be classified as an adverse event.

If a clinically significant laboratory abnormality is a sign of a disease or syndrome
(e.qg., alkaline phosphatase and bilirubin 5x ULN associated with cholestasis), only the
diagnosis (i.e., cholestasis) should be recorded on the Adverse Event eCRF.

If a clinically significant laboratory abnormality is not a sign of a disease or syndrome,
the abnormality itself should be recorded on the Adverse Event eCRF, along with a
descriptor indicating whether the test result is above or below the normal range
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(e.q., "elevated potassium,” as opposed to "abnormal potassium”). If the laboratory
abnormality can be characterized by a precise clinical term per standard definitions, the
clinical term should be recorded as the adverse event. For example, an elevated serum
potassium level of 7.0 mEqg/L should be recorded as "hyperkalemia."

Observations of the same clinically significant laboratory abnormality from visit to visit
should only be recorded once on the Adverse Event eCRF (see Section 5.3.5.5 for
details on recording persistent adverse events).

5.3.5.7 Abnormal Vital Sign Values

Mot every vital sign abnormality qualifies as an adverse event. A vital sign result must
be reported as an adverse event if it meets any of the following criteria:

* |s accompanied by clinical symptoms

= Results in a change in study treatment (e_g., dosage modification, treatment
interruption, or treatment discontinuation)

* Results in a medical intervention or a change in concomitant therapy

* |s clinically significant in the investigator's judgment

It is the investigator's responsibility to review all vital sign findings. Medical and scientific
judgment should be exercised in deciding whether an isolated vital sign abnormality
should be classified as an adverse event.

If a clinically significant vital sign abnormality is a sign of a disease or syndrome
(e.qg., high blood pressure), only the diagnosis (i.e., hypertension) should be recorded on
the Adverse Event eCRF.

Observations of the same clinically significant vital sign abnormality from visit to visit
should only be recorded once on the Adverse Event eCRF (see Section 5.3.5.5 for
details on recording persistent adverse events).

5.3.5.8 Abnormal Liver Function Tests

The finding of an elevated ALT or AST (>3 x baseline value) in combination with either
an elevated total bilirubin (> 2 x ULN) or clinical jaundice in the absence of cholestasis or
other causes of hyperbilirubinemia is considered to be an indicator of severe liver injury
(as defined by Hy's Law). Therefore, investigators must report as an adverse event the
occurrence of either of the following:

* Treatment-emergent ALT or AST >3 x baseline value in combination with total
bilirubin =2 x ULN (of which =35% is direct bilirubin)

* Treatment-emergent ALT or AST >3 x baseline value in combination with clinical
jaundice

The most appropriate diagnosis or (if a diagnosis cannot be established) the abnormal
laboratory values should be recorded on the Adverse Event eCRF (see Section 5.3.5.6)
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and reported to the Sponsor immediately (i.e., no more than 24 hours after learing of
the event), either as a serious adverse event or an adverse event of special interest (see
Section 5.4 .2).

5.3.5.9 Deaths

All deaths that occur during the protocol-specified adverse event reporting period (see
Section 5.3.1), regardless of relationship to study drug, must be recorded on the
Adverse Event eCRF and immediately reported to the Sponsor (see Section 5.4.2). This
includes death attributed to progression of underlying malignancy.

Death should be considered an outcome and not a distinct event. The event or condition
that caused or contributed to the fatal outcome should be recorded as the single medical
concept on the Adverse Event eCRF. Generally, only one such event should be
reported. If the cause of death is unknown and cannot be ascertained at the time of
reporting, "unexplained death" should be recorded on the Adverse Event eCRF. If the
cause of death later becomes available (e.g., after autopsy), "unexplained death” should
be replaced by the established cause of death. The term "sudden death" should not be
used unless combined with the presumed cause of death (e.g., "sudden cardiac death").

If the death is attributed to progression of underlying malignancy, "malignant neoplasm
progression” should be recorded on the Adverse Event eCRF.

Deaths that occur after the adverse event reporting period should be reported as
described in Section 5.6.

5.3.5.10 Preexisting Medical Conditions

A preexisting medical condition is one that is present at the screening visit for this study.
Such conditions should be recorded on the General Medical History and Baseline
Conditions eCRF.

A preexisting medical condition should be recorded as an adverse event only if the
frequency, severity, or character of the condition worsens during the study. When
recording such events on the Adverse Event eCRF, it is important to convey the concept
that the preexisting condition has changed by including applicable descriptors

(e.qg., "more frequent headaches").

5.3.5.11 Lack of Efficacy or Worsening of NHL

Events that are clearly consistent with the expected pattern of progression of the
underlying disease should not be recorded as adverse events. These data will be
captured as efficacy assessment data only. In most cases, the expected pattern of
progression will be based on Lugano 2014 critena. In rare cases, the determination of
clinical progression will be based on symptomatic deterioration. However, every effort
should be made to document progression through use of objective criteria. If there is
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any uncertainty as to whether an event is due to disease progression, it should be
reported as an adverse event.

5.3.5.12 Hospitalization or Prolonged Hospitalization

Any adverse event that results in hospitalization (i.e., inpatient admission to a hospital)
or prolonged hospitalization should be documented and reported as a serious adverse
event (per the definition of serious adverse event in Section 5.2.2), except as outlined
below.

An event that leads to hospitalization under the following circumstances should not be
reported as an adverse event or a serious adverse event:

 Hospitalization for respite care
* Planned hospitalization required by the protocol
« Optional hospitalization for monitoring as described by the protocol (Section 5.1.1).

= Hospitalization for a preexisting condition, provided that all of the following critenia
are met:

The hospitalization was planned prior to the study or was scheduled during the
study when elective surgery became necessary because of the expected
normal progression of the disease

The patient has not experienced an adverse event

Hospitalization due solely to progression of the underlying cancer

An event that leads to hospitalization under the following circumstances is not
considered to be a serious adverse event, but should be reported as an adverse event
instead:

= Hospitalization for an adverse event that would ordinarily have been treated in an
outpatient setting had an outpatient clinic been available

5.3.513 Cases of Accidental Overdose or Medication Error

Accidental overdose and medication error (hereafter collectively referred to as "special
situations"), are defined as follows:

* Accidental overdose: accidental administration of a drug in a quantity that is higher
than the assigned dose

= Medication error: accidental deviation in the administration of a drug

In some cases, a medication error may be intercepted prior to administration of
the drug.

Special situations are not in themselves adverse events, but may result in adverse
events. In addition, all special situations associated with mosunetuzumab, polatuzumab
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vedotin, rituximab, or tocilizumab, regardless of whether they result in an adverse event,
should be recorded on the Adverse Event eCRF as described below:

= Accidental overdose: Enter the drug name and "accidental overdose” as the event
term. Check the "Accidental overdose" and "Medication error” boxes.

* Medication error that does not qualify as an overdose: Enter the name of the drug
administered and a description of the error (e.g., wrong dose administered, wrong
dosing schedule, incorrect route of administration, wrong drug, expired drug
administered) as the event term. Check the "Medication error" box.

= Medication error that qualifies as an overdose: Enter the drug name and "accidental
overdose" as the event term. Check the "Accidental overdose" and "Medication
emmor” boxes. Enter a description of the error in the additional case details.

* Intercepted medication error: Enter the drug name and "intercepted medication
emmor” as the event term. Check the "Medication error” box. Enter a description of
the error in the additional case details.

Each adverse event associated with a special situation should be recorded separately
on the Adverse Event eCRF. If the associated adverse event fulfills seriousness criteria,
the event should be reported to the Sponsor immediately (i.e., no more than 24 hours
after leamning of the event; see Section 5.4.2). Adverse events associated with special
situations should be recorded as described below for each situation:

+ Accidental overdose: Enter the adverse event term. Check the "Accidental
overdose" and "Medication emrmor” boxes.

* Medication error that does not qualify as an overdose: Enter the adverse event
term. Check the "Medication error" box.

* Medication error that qualifies as an overdose: Enter the adverse event term.
Check the "Accidental overdose" and "Medication error" boxes.

As an example, an accidental overdose that resulted in a headache would require the
completion of two Adverse Event eCRF pages, one to report the accidental overdose
and one to report the headache. The "Accidental overdose™ and "Medication error”
boxes would need to be checked on both eCRF pages.

5.3.5.14 Patient-Reported Outcome Data

Adverse event reports will not be derived from PRO data by the Sponsor, and safety
analyses will not be performed using PRO data. Sites are not expected to review the
PRO data for adverse events.

5.4 IMMEDIATE REPORTING REQUIREMENTS FROM
INVESTIGATOR TO SPONSOR

Certain events require immediate reporting to allow the Sponsor to take appropnate
measures to address potential new risks in a clinical tnal. The investigator must report
such events to the Sponsor immediately; under no circumstances should reporting take
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place more than 24 hours after the investigator leams of the event. The following is a list
of events that the investigator must report to the Sponsor within 24 hours after leamning
of the event, regardless of relationship to study drug:

= Serious adverse events (defined in Section 5.2.2; see Section 5.4 .2 for details on
reporting requirements)

= Adverse events of special interest (defined in Section 5.2.3; see Section 5.4.2 for
details on reporting requirements)

* Pregnancies (see Section 5.4.3 for details on reporting requirements)

The investigator must report new significant follow-up information for these events to the
Sponsor immediately (i.e., no more than 24 hours after becoming aware of the
information). New significant information includes the following:

= New signs or symptoms or a change in the diagnosis
= Significant new diagnostic test results

= Change in causality based on new information

« Change in the event's outcome, including recovery

+ Additional namrative information on the clinical course of the event

Investigators must also comply with local requirements for reporting serious adverse
events to the local health authority and IRB/EC.

541 Emergency Medical Contacts
Medical Monitor Contact Information for All Sites

Medical Monitor: _, M.D., Ph.D.

(Primary)

Telephone No- I

_, Pharm.D. (Secondary)

To ensure the safety of study patients, an Emergency Medical Call Center Help Desk will
access the Roche Medical Emergency List, escalate emergency medical calls, provide
medical translation service (if necessary), connect the investigator with a Roche Medical
Responsible (listed above and/or on the Roche Medical Emergency List), and track all
calls. The Emergency Medical Call Center Help Desk will be available 24 hours per day,
T days per week. Toll-free numbers for the Help Desk, as well as Medical Monitor and
Medical Responsible contact information, will be distributed to all investigators.

Roche Medical Responsible:

Telephone No.:
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542 Reporting Requirements for Serious Adverse Events and
Adverse Events of Special Interest

5.4.2.1 Events That Occur prior to Study Drug Initiation

After informed consent has been obtained but prior to initiation of study drug, only

serious adverse events caused by a protocol-mandated intervention should be reported.

The paper Clinical Trial Serious Adverse Event/Adverse Event of Special Interest

Reporting Form provided to investigators should be completed and submitted to the

Sponsor or its designee immediately (i.e., no more than 24 hours after learning of the

event), either by faxing or by scanning and emailing the form using the fax number or

email address provided to investigators.

5422 Events That Occur after Study Drug Initiation

After initiation of study drug, serious adverse events and adverse events of special
interest will be reported until 90 days after the last dose of study drug. Investigators
should record all case details that can be gathered immediately (i.e., within 24 hours
after leamning of the event) on the Adverse Event eCRF and submit the report via the
electronic data capture (EDC) system. A report will be generated and sent to Roche
Safety Risk Management by the EDC system.

In the event that the EDC system is unavailable, the paper Clinical Trial Serious Adverse
Event/Adverse Event of Special Interest Reporting Form provided to investigators should
be completed and submitted to the Sponsor or its designee immediately (i.e., no more
than 24 hours after learmning of the event), either by faxing or by scanning and emailing
the form using the fax number or email address provided to investigators. Once the
EDC system is available, all information will need to be entered and submitted via the
EDC system.

Instructions for reporting serious adverse events that occur > 90 days after the last dose
of study treatment are provided in Section 5.6.

543 Reporting Requirements for Pregnancies

5.4.3.1 Pregnancies in Female Patients

Female patients of childbearing potential will be instructed to immediately inform the
investigator if they become pregnant during the study or within 3 months after the final
dose of mosunetuzumab, 12 months after the final dose of polatuzumab vedotin,

12 months after the final dose of ntuximab, 12 months after the final dose of
cyclophosphamide, doxorubicin, prednisone, or vincristine, and 3 months after the final
dose of tocilizumab, as applicable. A paper Clinical Trial Pregnancy Reporting Form
should be completed and submitted to the Sponsor or its designee immediately (i.e., no
more than 24 hours after learning of the pregnancy), either by faxing or by scanning and
emailing the form using the fax number or email address provided to investigators.
Pregnancy should not be recorded on the Adverse Event eCRF. The investigator should
discontinue study drug and counsel the patient, discussing the risks of the pregnancy
and the possible effects on the fetus. Monitoring of the patient should continue until
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conclusion of the pregnancy. Any serious adverse events associated with the
pregnancy (e.g., an event in the fetus, an event in the mother during or after the
pregnancy, or a congenital anomaly/birth defect in the child) should be reported on the
Adverse Event eCRF. In addition, the investigator will submit a Clinical Tnal Pregnancy
Reporting Form when updated information on the course and outcome of the pregnancy
becomes available.

5.4.3.2 Pregnancies in Female Partners of Male Patients

Male patients will be instructed through the Informed Consent Form to immediately
inform the investigator if their partner becomes pregnant during the study or within

60 days after the last dose of mosunetuzumab, 6 months after the last dose of
polatuzumab vedotin, and 3 months after the last dose of rituximab, 6 months after the
final dose of cyclophosphamide, doxorubicin, prednisone, or vincristine, and 60 days
after the final dose of tocilizumab, as applicable. A paper Clinical Trial Pregnancy
Reporting Form should be completed and submitted to the Sponsor or its designee
immediately (i.e., no more than 24 hours after learning of the pregnancy), either by
faxing or by scanning and emailing the form using the fax number or email address
provided to investigators. Attempts should be made to collect and report details of the
course and outcome of any pregnancy in the partner of a male patient exposed to study
drug. When permitted by the site, the pregnant partner would need to sign an
Authorization for Use and Disclosure of Pregnancy Health Information to allow for
follow-up on her pregnancy. If the authorization has been signed, the investigator
should submit a Clinical Trial Pregnancy Reporting Form when updated information on
the course and outcome of the pregnancy becomes available. An investigator who is
contacted by the male patient or his pregnant partner may provide information on the
risks of the pregnancy and the possible effects on the fetus, to support an informed
decision in cooperation with the treating physician and/or obstetrician.

5.43.3 Abortions

A spontaneous abortion should be classified as a serious adverse event (as the Sponsor
considers abortions to be medically significant), recorded on the Adverse Event eCRF,
and reported to the Sponsor immediately (i.e., no more than 24 hours after learing of
the event; see Section 5.4.2).

If a therapeutic or elective abortion was performed because of an underlying maternal or
embryofetal toxicity, the toxicity should be classified as a serious adverse event,
recorded on the Adverse Event eCRF, and reported to the Sponsor immediately (i.e., no
more than 24 hours after learning of the event; see Section 5.4.2). A therapeutic or
elective abortion performed for reasons other than an underlying maternal or
embryofetal toxicity is not considered an adverse event.

All abortions should be reported as pregnancy outcomes on the paper Clinical Trial

Pregnancy Reporting Form.
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5434 Congenital Anomalies/Birth Defects

Any congenital anomaly/birth defect in a child born to a female patient exposed to study
drug or the female partner of a male patient exposed to study drug should be classified
as a serious adverse event, recorded on the Adverse Event eCRF, and reported to the

Sponsor immediately (i.e., no more than 24 hours after leaming of the event; see
Section 5.4 .2).

556 FOLLOW-UP OF PATIENTS AFTER ADVERSE EVENTS
551 Investigator Follow-Up

The investigator should follow each adverse event until the event has resclved to baseline
grade or better, the event is assessed as stable by the investigator, the patient is lost to
follow-up, or the patient withdraws consent. Every effort should be made to follow all
serious adverse events considered to be related to study drug or tnal-related procedures
until a final outcome can be reported.

During the study period, resolution of adverse events (with dates) should be documented
on the Adverse Event eCRF and in the patient’s medical record to facilitate source data
verification.

All pregnancies reported during the study should be followed until pregnancy outcome.

5.5.2 Sponsor Follow-Up

For serious adverse events, adverse events of special interest, and pregnancies, the
Sponsor or a designee may follow up by telephone, fax, email, and/or a monitoring visit
to obtain additional case details and outcome information (e.g., from hospital discharge
summaries, consultant reports, autopsy reports) in order to perform an independent
medical assessment of the reported case.

5.6 ADVERSE EVENTS THAT OCCUR AFTER THE ADVERSE
EVENT REPORTING PERIOD

The Sponsor should be notified if the investigator becomes aware of any serious
adverse event that occurs after the end of the adverse event reporting period (defined as
90 days after the last dose of study drug or the initiation of another anti-cancer agent,
whichever is earlier), if the event is believed to be related to prior study drug treatment.
These events should be reported through use of the Adverse Event eCRF. However, if
the EDC system is not available, the investigator should report these events directly to
the Sponsor or its designee, either by faxing or by scanning and emailing the paper
Clinical Trial Serious Adverse Event/Adverse Event of Special Interest Reporting Form
using the fax number or email address provided to investigators.
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5.7 EXPEDITED REPORTING TO HEALTH AUTHORITIES,
INVESTIGATORS, INSTITUTIONAL REVIEW BOARDS, AND
ETHICS COMMITTEES

The Sponsor will promptly evaluate all serious adverse events and adverse events of
special interest against cumulative product experience to identify and expeditiously
communicate possible new safety findings to investigators, IRBs, ECs, and applicable
health authorities based on applicable legislation.

To determine reporting requirements for single adverse event cases, the Sponsor will
assess the expectedness of these events using the following reference documents:

*  Mosunetuzumab Investigator's Brochure
* Polatuzumab Vedotin Investigator's Brochure
* Rituximab Investigator's Brochure

* Tocilizumab Investigator's Brochure

The Sponsor will compare the seventy of each event and the cumulative event
frequency reported for the study with the severity and frequency reported in the
applicable reference document.

Reporting requirements will also be based on the investigator's assessment of causality
and seriousness, with allowance for upgrading by the Sponsor as needed.

6. STATISTICAL CONSIDERATIONS AND ANALYSIS PLAN

Please refer to Section 3.1.1 for an overview of the study design, which includes a
Phase Ib and a Phase Il portion.

The safety data from each phase will be summarized separately by treatment arm and
mosunetuzumab dose level and/or schedule. Safety analyses will include all treated
patients according to the actual treatment received, including patients who received any
amount of medication for both phases.

Efficacy analyses for the randomized Phase Il portion will be conducted in accordance
with the intent-to-treat principle, with patients allocated to the treatment arm to which
they were randomized. Efficacy analyses for M-CHOP in the Phase Il portion will
include patients enrolled in the safety run-in for Group C and patients randomized to
Armm 3. Efficacy analyses for the Phase Ib portion will be done separately by cohort and
histologic type of B-cell NHL (as applicable in the Phase Ib portion of the study).

6.1 DETERMINATION OF SAMPLE SIZE

The sample size of the study is mainly driven by the Phase Il portion, which focuses on
the estimation of treatment effect using CR rate based on PET-CT. With 40 patients
(M-CHP-pola in Arm 1, or M-CHOP in Group C and Arm 3 combined), the 95% CI exact
Clopper-Pearson (Clopper and Pearson 1934) Cls for estimation of the true CR rate
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would have a margin of error not exceeding +17%. Table 15 and Table 16 show
Clopper-Pearson exact 95% Cls corresponding to observed CR rates ranging from 60%
to 80% based on sample sizes of 40 and 20, respectively. With 40 patients and an
observed CR rate of at least 60%, a true CR rate below 43% can be ruled out with 95%
confidence. With 20 patients and an observed CR rate of at least 60%, a true CR rate
below 36% can be ruled out with 95% confidence. In addition, with 40 patients in the
M-CHP-pola arm (Arm 1) and 20 patients in the R-CHP-pola arm (Arm 2), observing a
T5% (15 out of 20) CR rate in the R-CHP-pola arm and a 10% increase in CR rate of
85% (34 out of 40) in the M-CHP-pola arm, the 95% CI for the difference in CR rates is
(—16%, 36%).

Table 15 Clopper-Pearson Exact 95% Confidence Intervals for Assumed
Observed Complete Response Rates Based on Sample Size of

40 Patients
Number of Patients with CR
Observed CR Rate (95% ClI for rate)
B0% 32 (64%, 91%)
75% 30 (59%, 87%)
70% 28 (53%, 83%)
65% 26 (48%, 79%)
60% 24 (43%, 75%)

CR=complete response.

Table 16 Clopper-Pearson Exact 95% Confidence Intervals for Assumed
Observed Complete Response Rates Based on Sample Size of

20 Patients
Number of Patients with CR
Observed CR Rate (95% CI for rate)
80% 16 (56%, 94%)
75% 15 (51%, 91%)
70% 14 (46%, 88%)
65% 13 (41%, 85%)
60% 12 (36%, 81%)

CR=complete response.

With respect to assessment of safety based on a sample size of 20 in the R-CHP-pola
arm (Arm 2), the chance of observing at least one adverse event with true incidence
of 210% is at least 88%. With 40 patients (M-CHP-pola in Arm 1, or M-CHOP in
Group C and Arm 3 combined), there is at least an 87% chance of observing at least
one adverse event with true incidence of =5%.
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6.2 SUMMARIES OF CONDUCT OF STUDY

The number of patients who enroll, discontinue, or complete the study will be
summarized separately by treatment arm. The incidence of treatment discontinuation for
reasons other than disease progression will be tabulated by treatment arm. Major
protocol violations, including violations of inclusion/exclusion criteria, will be summarized
by treatment arm.

Study drug administration data will be listed by dose level and any dose modifications
will be flagged. The number of doses, treatment cycles, and average dose received for
each study drug for the scheduleftreatment arm will be summarized using means,
standard deviations, medians, and ranges by treatment arms.

6.3 SUMMARIES OF DEMOGRAPHIC AND BASELINE
CHARACTERISTICS

Demographic and baseline characteristics such as age, sex, and race will be
summarized using means, standard deviations, medians, and ranges for continuous
variables and proportions for categorical variables, as appropriate. All summaries will be
presented overall and by treatment arm and dose level for both phases of the study.

6.4 EFFICACY ANALYSES

The primary efficacy analyses will compare M-CHP-pola (Arm 1) versus R-CHP-pola
(Arm 2) in the randomized Phase Il portion, with patients grouped according to the
treatment arm assigned at randomization. The secondary efficacy analyses will include
patients enrolled in the safety run-in group (Group C) of M-CHOP and patients
randomized to the M-CHOP arm (Arm 3) of the Phase Il portion.

The efficacy analyses in the Phase Ib dose-finding portion of the study are exploratory.
Descriptive summary statistics will be provided for all efficacy endpoints.

6.4.1 Primary Efficacy Endpoint

PET-CT CR at the primary response assessment (6—8 weeks after C6D1 or last dose of
study medication if study treatment is discontinued prior to Cycle 6) by IRC review will be
used as the primary efficacy endpoint. Patients with missing or no response
assessments will be classified as non-complete responders. The CR rate, defined as
the percentage of patients with CR,, will be estimated and the corresponding Clopper-
Pearson exact 95% CI will be constructed for each treatment arm. The difference in CR.
rates between the combination of M-CHP-pola and R-CHP-pola arms will be estimated
along with the corresponding 95% CI on the basis of normal approximation to the
binomial distribution. An exploratory comparison of CR rates between the M-CHP-pola
and R-CHP-pola arms will be conducted using the Cochran Mantel Haenszel Chi-square
test adjusted for randomization stratification factors (Agresti 2002).
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Response assessment is determined using the Lugano Response Cnteria (Cheson et al.
2014) specified in Appendix 3.

6.4.2 Secondary Efficacy Endpoints

Secondary efficacy endpoints of response rate are described below. Patients with
missing or no postbaseline tumor assessment will be considered non-responders.
Analyses of these endpoints will be identical to those described above for the primary
efficacy endpoint of CR rate at pimary response assessment measured by PET-CT
scan as determined by IRC.

* CR rate at the time of primary response assessment based on CT only, as
determined by the investigator

* ORR, defined as the percentage of patients with CR or PR at the time of pnmary
response assessment based on PET-CT, as determined by the investigator

* ORR, defined as the percentage of patients with CR or PR at the time of pnmary
response assessment based on CT only, as determined by the investigator

* Best ORR, defined as the percentage of patients with CR or PR at any time on
study, based on PET-CT or CT only, as determined by the investigator

Among patients with a best overall response of CR or PR, DOR will be defined as the
time from the first occurrence of a documented objective response to disease
progression or relapse as determined by the investigator, or death from any cause,
whichever occurs first. If a patient does not experience death or disease progression
before the end of the study, DOR will be censored on the date of the last tumor
assessment. DOR will be summarized descriptively with use of the Kaplan-Meier
method (Kaplan and Meier 1958). If analytically possible, median DOR will be
estimated, along with the comresponding 95% CI using the method of Brookmeyer and
Crowley (1982). No formal comparisons of DOR across treatment arms will be
conducted because of the non-randomized nature of this analysis population. DOR will
also be summarnized for the subgroups of patients whose best objective response is PR
and patients whose best objective response is CR.

PES is defined as the time from randomization, or first treatment for non-randomized
arms, to the first occurrence of disease progression, relapse, or death from any cause.
For patients who have not progressed, relapsed, or died at the time of analysis, PFS will
be censored on the date of last tumor assessment. For patients who do not have a
postbaseline evaluable tumor assessment, PFS will be censored at the date of
randomization, or first study treatment for non-randomized arms, plus 1 day. PFS will be
assessed per investigator, using the Lugano 2014 Response Criteria (Cheson et al.
2014). PES will be compared in an exploratory manner between the treatment arms of
M-CHP-pola versus R-CHP-pola in the Phase Il portion using the stratified log-rank test.
The hazard ratio will be estimated using a stratified Cox proportional hazards model.
The 95% CI for the hazard ratio will be provided. The stratification factors to be used will
be the same as the randomization stratification factors. Results from an unstratified
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analysis will also be provided. The Kaplan-Meier method (Kaplan and Meier 1958) will
be used to estimate the distribution of PFS, and median (if analytically possible),
6-month and 1-year PFS for each treatment arm. The Brookmeyer-Crowley method
(Brookmeyer and Crowley 1982) will be used to construct the 95% Cl for the median
PES. The Greenwood's formula will be used to provide standard errors and the
corresponding 95% Cls for 1-year PFS.

EFS, defined as the time from randomization, or first study treatment for non-randomized
arms, to the first occurrence of any treatment failure including disease progression,
relapse as determined by the investigator, initiation of new anti-lymphoma therapy
(NALT), or death. For patients who do not experience the specified event (disease
progression/relapse, death, start of an NALT), EFS will be censored at the date of last
evaluable tumor assessment. For patients who do not have a postbaseline evaluable
tumor assessment or documentation of NALT, EFS will be censored at the date of
randomization, or first study treatment for non-randomized arms, plus 1 day. EFS will be
assessed using the Lugano 2014 Response Cnrteria (Cheson et al. 2014). Analyses of
EFS will be identical to those outlined previously for PFS.

Secondary PRO endpoints for the expansion phase include time-to-deterioration in the
EORTC QLQ-C30 physical functioning and fatigue and in the FACT-Lym subscale
lymphoma symptoms. Time-to-detenoration will be compared in an exploratory manner
between the treatment arms of M-CHP-pola versus R-CHP-pola using a stratified
log-rank test. For EORTC QLQ-C30 physical functioning and fatigue, deterioration is
defined as a=10-point worsening from baseline (Osoba et al. 1998). For the FACT-Lym
subscale, deterioration is defined as = 3-point worsening from baseline (Carter et al
2008; Hlubocky et al. 2013). Analyses will be conducted with the intent-to-treat
population. The hazard ratio for deterioration will be estimated using a stratified Cox
proportional hazards model. The 95% CI for the hazard ratio will be provided.
Kaplan-Meier methodology will be used to estimate the median time to deterioration for
each treatment arm, and Kaplan-Meier curves will be produced. Patients without
occurrence of deterioration at the clinical cutoff date will be censored at the last available
assessment. Supplemental item-level analyses will be conducted with the individual
B-symptom items of the FACT-Lym subscale using a raw 1-point worsening.

6.4.3 Exploratory Efficacy Endpoints

Exploratory endpoints for the expansion phase include:

* Responder analyses examining the proportion of individuals meeting or exceeding
meaningful change thresholds for EORTC QLQ-C30 physical functioning and
fatigue and FACT-Lym subscale lymphoma symptoms will be conducted and
compared between treatment groups. A raw 1-point change will be used for the B-
symptom items of the FACT-Lym subscale.
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=  Approprate longitudinal models will be used to compare scores of EORTC
QLQ-C30 treatment-related symptoms and FACT/GOG-NTX peripheral neuropathy
over time, between the treatment arms of M-CHP-pola and R-CHP-pola.

* Descriptive summary statistics and change from baseline will be calculated at each
assessment for all scales of the EORTC QLQ-C30, FACT-Lym subscale,
FACT/GOG-NTX, and EQ-5D-5L.

All primary and secondary efficacy endpoints will also be explored in the subgroups by
stratification factors and subgroups by cell of onigin (e.g., ABC, GCB).

6.5 SAFETY ANALYSES

The safety analysis population will consist of all patients who received at least one dose
of study drug, with patients grouped according to treatment received. Safety will be
assessed through summaries of adverse events, summaries of changes from screening
assessments in laboratory test results, ECGs, and changes in vital signs. All collected
adverse event data will be summarized by phase of the study, treatment arm, and
histological subtype for the Phase Ib portion. All adverse events occurring on or after
first study treatment will be summarized by mapped term, appropriate thesaurus levels,
and NCI CTCAE v5.0 toxicity grade (or, for CRS events, per ASTCT consensus grading
criteria). All serious adverse events will be listed separately and summarized. Deaths
reported during the study treatment period and those reported during follow-up after
treatment discontinuation will be listed. DLTs and adverse events leading to treatment
discontinuation will also be separately listed. Selected laboratory data will be listed, with
values outside of normal ranges identified. Drug exposure will be summarized, including
number of cycles received, cumulative dose, and dose intensity. An IMC will be set up to
evaluate the cumulative safety data on a periodic basis (see Section 5.1.8 for details).

6.6 PHARMACOKINETIC ANALYSES

Individual and mean serum concentration of mosunetuzumab versus time data will be
tabulated and plotted by dose level. The Cha and Cpin, of mosunetuzumab will be
summarized. For patients with dense PK sampling scheme, additional PK parameters
will be calculated including AUC, drug clearance, and volume of distnbution at steady
state, as appropnate for data collected. Estimates for these parameters will be tabulated
and summarized.

Serum or plasma trough and maximum concentrations for polatuzumab vedotin analytes
(i.e., acMMAE, unconjugated MMAE, and total antibody) and rituximab, where
applicable, will be summarized, as appropriate and as data allow. Predose
obinutuzumab and rituximab concentrations will be summarized, where applicable.
Compartmental, non-compartmental, and/or population methods may be considered.
Additional PK analyses will be conducted as appropriate.
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6.7 IMMUNOGENICITY ANALYSES

Validated screening, confirmatory and titering assays will be employed to assess ADAs
before, during, and after treatment with mosunetuzumab and polatuzumab vedotin,
respectively (see Appendix 2). Given the historically low immunogenicity rate of
rituximab in patients with NHL, ADAs against this agent will not be monitored in this
study.

The immunogenicity analysis population will consist of all patients with at least one ADA
assessment. Patients are considered to have treatment-induced ADA responses if they
are ADA negative or missing data at baseline and then develop an ADA response
following study drug administration. Patients are considered to have treatment-
enhanced ADA responses if they are ADA positive at baseline and the titer of one or
more post baseline samples is at least 4-fold greater (i.e_, at least 0.60 titer unit) than the
fiter of the baseline sample. Patients are considered to be negative for ADAs if they are
ADA negative at all timepoints or if they are ADA positive at baseline but do not have
any post baseline samples with a titer that is at least 4-fold greater than the titer of the
baseline sample (treatment unaffected).

The relationship between ADA status and safety, efficacy, PK, and biomarker endpoints
may also be assessed as appropnate and reported in a descriptive manner via subgroup
analyses.

6.8 BIOMARKER ANALYSES

Exploratory analyses of biomarkers related to tumor and disease biology as well as the
mechanisms of action of M-CHP-pola and M-CHOP will be conducted. The association
between candidate biomarkers and PET-CT CR rate and other measures of efficacy and
safety, with treatment and independent of treatment, will be explored to assess potential
predictive and prognostic value, respectively. The effects of baseline prognostic
characteristics, including DLBCL subtypes (i.e., COQ or genetically determined
subtypes), on efficacy, will be evaluated using univariate and/or multivariate statistical
methods such as Cox regression and logistic regression.

Exploratory PD analyses will include assessments of biomarkers in both blood and
tumor tissue when available. Some, but not all, of the exploratory biomarkers that will be
assessed are listed in Table 17.
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Table 17 Biomarkers for Pharmacodynamic Activity and Retrospective
Exploratory Research

Sample Type

Timing

Proposed Biomarkers

Whole blood or PBMC
isolated from whole blood

Baseline, on-treatment, and
follow-up

» Lymphocyte numbers and T-cell
activation status

DNA isolated from PBMC

Baseline, on-treatment, and
follow-up

TCR repertoire
Genomic profile 2

administration

Plasma Baseline, on-treatment, and |  Inflammatory cytokines and other
follow-up circulating proteins
Serum Following tocilizumab s JL-6, soluble IL-6R, sgpl30

ctDNA isolated from
plasma

Baseline, on-treatment, end
of treatment, and follow-up

» ctDNA as a peripheral measure of
disease biology, prognosis,
subsets and treatment response

* MRD

Tumor tissue

Baseline (archival or freshly
collected prior to study)

Time of progression
(optional)

» Tumor- and immune-related
proteins

RMNA/DNA extracted from
tumor tissue

Baseline (archival or freshly
collected prior to study)

Time of progression
(optional)

= RNA-based gene expression
profile, including but not limited to
cell of origin gene signature

= Tumor genomic profile
» MRD index clone
» TCR repertoire

; ctDNA=circulating tumor DNA; MRD=minimal residual disease; NGS =next-generation
sequencing; PBMC = peripheral blood mononuclear cells; TCR=T-cell receptor.

a For patients at participating sites; see Section 4.5.11.

7. DATA COLLECTION AND MANAGEMENT
71 DATA QUALITY ASSURANCE

The Sponsor will be responsible for data management of this study, including quality
checking of the data. Data entered manually will be collected via EDC through use of
eCRFs. Sites will be responsible for data entry into the EDC system. In the event of
discrepant data, the Sponsor will request data clarification from the sites, which the sites
will resolve electronically in the EDC system.

The Sponsor will produce an EDC Study Specification document that describes the
quality checking to be performed on the data. Central laboratory data will be sent
directly to the Sponsor, using the Sponsor's standard procedures to handle and process
the electronic transfer of these data.
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eCRFs and comrection documentation will be maintained in the EDC system’s audit trail.
System backups for data stored by the Sponsor and records retention for the study data
will be consistent with the Sponsor's standard procedures.

PRO data will be collected on paper questionnaires. The data from the questionnaires
will be entered into the EDC system by site staff.

7.2 ELECTRONIC CASE REPORT FORMS

eCRFs are to be completed through use of a Sponsor-designated EDC system. Sites
will receive training and have access to a manual for appropriate eCRF completion.
eCRFs will be submitted electronically to the Sponsor and should be handled in
accordance with instructions from the Sponsor.

All eCRFs should be completed by designated, trained site staff. eCRFs should be
reviewed and electronically signed and dated by the investigator or a designee.

At the end of the study, the investigator will receive patient data for his or her site in a
readable format on a compact disc that must be kept with the study records.
Acknowledgement of receipt of the compact disc is required.

7.3 SOURCE DATA DOCUMENTATION

Study monitors will perform ongoing source data verification and review to confirm that
critical protocol data (i.e., source data) entered into the eCRFs by authonzed site
personnel are accurate, complete, and venfiable from source documents.

Source documents (paper or electronic) are those in which patient data are recorded
and documented for the first time. They include, but are not limited to, hospital records,
clinical and office charts, laboratory notes, memoranda, PROs, evaluation checklists,
pharmacy dispensing records, recorded data from automated instruments, copies of
transcrptions that are certified after venfication as being accurate and complete,
microfiche, photographic negatives, microfilm or magnetic media, X-rays, patient files,
and records kept at pharmacies, laboratories, and medico-technical departments
involved in a clinical trial.

Before study initiation, the types of source documents that are to be generated will be
clearly defined in the Tral Monitoring Plan. This includes any protocol data to be
entered directly into the eCRFs (i.e_, no prior written or electronic record of the data) and
considered source data.

Source documents that are required to verify the validity and completeness of data
entered into the eCRFs must not be obliterated or destroyed and must be retained per
the policy for retention of records described in Section 7.5.
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To facilitate source data verification and review, the investigators and institutions must
provide the Sponsor direct access to applicable source documents and reports for
tnal-related monitoring, Sponsor audits, and IRB/EC review. The study site must also
allow inspection by applicable health authonties.

7.4 USE OF COMPUTERIZED SYSTEMS

When clinical observations are entered directly into a study site’s computerized medical
record system (i.e., in lieu of original hardcopy records), the electronic record can serve
as the source document if the system has been validated in accordance with health
authority requirements pertaining to computenized systems used in clinical research.
An acceptable computerized data collection system allows preservation of the original
entry of data. If original data are modified, the system should maintain a viewable audit
trail that shows the original data as well as the reason for the change, name of the
person making the change, and date of the change.

7.5 RETENTION OF RECORDS

Records and documents pertaining to the conduct of this study and the distnbution of
IMP, including eCRFs, paper PRO data (if applicable), Informed Consent Forms,
laboratory test results, and medication inventory records, must be retained by the
Principal Investigator for 15 years after completion or discontinuation of the study or for
the length of time required by relevant national or local health authorities, whichever is
longer. After that period of time, the documents may be destroyed, subject to local
regulations.

Mo records may be disposed of without the written approval of the Sponsor. Written
notification should be provided to the Sponsor prior to transferring any records to
another party or moving them to another location.

Roche will retain study data for 25 years after the final Clinical Study Report has been
completed or for the length of time required by relevant national or local health
authorities, whichever is longer.

8. ETHICAL CONSIDERATIONS

8.1 COMPLIANCE WITH LAWS AND REGULATIONS

This study will be conducted in full conformance with the ICH E6 guideline for Good
Clinical Practice and the principles of the Declaration of Helsinki, or the applicable laws
and regulations of the country in which the research is conducted, whichever affords the
greater protection to the individual. The study will comply with the requirements of the
ICH E2A guideline {Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting). Studies conducted in the United States or undera U.S.
Investigational New Drug (IND) Application will comply with U.S. FDA regulations and
applicable local, state, and federal laws. Studies conducted in the European Union or
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European Economic Area will comply with the E.U. Clinical Trial Directive (2001/20/EC)
and applicable local, regional, and national laws.

8.2 INFORMED CONSENT

The Sponsor's sample Informed Consent Form (and ancillary sample Informed Consent
Forms such as a Child's Informed Assent Form, if applicable) will be provided to each
site. If applicable, it will be provided in a certified translation of the local language. The
Sponsor or its designee must review and approve any proposed deviations from the
Sponsor's sample Informed Consent Forms or any alternate consent forms proposed by
the site (collectively, the "Consent Forms") before IRB/EC submission. The final
IRB/EC—approved Consent Forms must be provided to the Sponsor for health authority
submission purposes according to local requirements.

If applicable, the Informed Consent Form will contain separate sections for any optional
procedures. The investigator or authorized designee will explain to each patient the
objectives, methods, and potential risks associated with each optional procedure.
Patients will be told that they are free to refuse to participate and may withdraw their
consent at any time for any reason. A separate, specific signature will be required to
document a patient's agreement to participate in optional procedures. Patients who
decline to participate will not provide a separate signature.

The Consent Forms must be signed and dated by the patient or the patient's legally
authorized representative before his or her participation in the study. The case history or
clinical records for each patient shall document the informed consent process and that
written informed consent was obtained prior to participation in the study.

The Consent Forms should be revised whenever there are changes to study procedures
or when new information becomes available that may affect the willingness of the patient
to participate. The final revised IRB/EC-approved Consent Forms must be provided to
the Sponsor for health authority submission purposes.

Patients must be re-consented to the most current version of the Consent Forms (orto a
significant new information/findings addendum in accordance with applicable laws and
IRB/EC policy) during their participation in the study. For any updated or revised
Consent Forms, the case history or clinical records for each patient shall document the
informed consent process and that written informed consent was obtained using the
updated/revised Consent Forms for continued participation in the study.

A copy of each signed Consent Form must be provided to the patient or the patient's
legally authorized representative. All signed and dated Consent Forms must remain in
each patient’s study file or in the site file and must be available for venfication by study
monitors at any time.
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For sites in the United States, each Consent Form may also include patient authonzation
to allow use and disclosure of personal health information in compliance with the U.S.
Health Insurance Portability and Accountability Act (HIPAA) of 1996. If the site utilizes a
separate Authonzation Form for patient authorization for use and disclosure of personal
health information under the HIPAA regulations, the review, approval, and other
processes outlined above apply except that IRB review and approval may not be
required per study site policies.

8.3 INSTITUTIONAL REVIEW BOARD OR ETHICS COMMITTEE

This protocol, the Informed Consent Forms, any information to be given to the patient,
and relevant supporting information must be submitted to the IRB/EC by the Principal
Investigator and reviewed and approved by the IRB/EC before the study is initiated.
In addition, any patient recruitment materials must be approved by the IRB/EC.

The Principal Investigator is responsible for providing wrtten summaries of the status of
the study to the IRB/EC annually or more frequently in accordance with the
requirements, policies, and procedures established by the IRB/EC. Investigators are
also responsible for promptly informing the IRB/EC of any protocol amendments (see
Section 9.6).

In addition to the requirements for reporting all adverse events to the Sponsaor,
investigators must comply with requirements for reporting serious adverse events to the
local health authority and IRB/EC. Investigators may receive written IND safety reports
or other safety-related communications from the Sponsor. Investigators are responsible
for ensuring that such reports are reviewed and processed in accordance with health
authority requirements and the policies and procedures established by their IRB/EC, and
archived in the site’s study file.

8.4 CONFIDENTIALITY

The Sponsor maintains confidentiality standards by coding each patient enrolled in the
study through assignment of a unique patient identification number. This means that
patient names are not included in data sets that are transmitted to any Sponsor location.

Patient medical information obtained by this study is confidential and may be disclosed
to third parties only as permitted by the Informed Consent Form (or separate
authorization for use and disclosure of personal health information) signed by the
patient, unless permitted or required by law.

Medical information may be given to a patient’s personal physician or other appropriate
medical personnel responsible for the patient’'s welfare, for treatment purposes.

Given the complexity and exploratory nature of exploratory biomarker analyses, data
derived from these analyses will generally not be provided to study investigators or
patients unless required by law. The aggregate results of any conducted research will
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be available in accordance with the effective Roche policy on study data publication
(see Section 9.5).

Data generated by this study must be available for inspection upon request by
representatives of national and local health authorities, Sponsor monitors,
representatives, and collaborators, and the IRB/EC for each study site, as appropnate.

Study data, which may include data on germline mutations, may be submitted to
government or other health research databases or shared with researchers, government
agencies, companies, or other groups that are not participating in this study. These data
may be combined with or linked to other data and used for research purposes, to
advance science and public health, or for analysis, development, and commercialization
of products to treat and diagnose disease. In addition, redacted clinical study reports
and other summary reports will be provided upon request.

8.5 FINANCIAL DISCLOSURE

Investigators will provide the Sponsor with sufficient, accurate financial information in
accordance with local regulations to allow the Sponsor to submit complete and accurate
financial certification or disclosure statements to the appropriate health authorities.
Investigators are responsible for providing information on financial interests during the
course of the study and for 1 year after completion of the study (see definition of end of
study in Section 3.2).

9. STUDY DOCUMENTATION, MONITORING, AND
ADMINISTRATION
9.1 STUDY DOCUMENTATION

The investigator must maintain adequate and accurate records to enable the conduct of
the study to be fully documented, including, but not limited to, the protocol, protocol
amendments, Informed Consent Forms, and documentation of IRB/EC and
governmental approval. In addition, at the end of the study, the investigator will receive
the patient data, including an audit trail containing a complete record of all changes to
data.

9.2 PROTOCOL DEVIATIONS

The investigator should document and explain any protocol deviations. The investigator
should promptly report any deviations that might have an impact on patient safety and
data integrity to the Sponsor and to the IRB/EC in accordance with established IRB/EC
policies and procedures. The Sponsor will review all protocol deviations and assess
whether any represent a serious breach of Good Clinical Practice guidelines and require
reporting to health authorities. As per the Sponsor's standard operating procedures,
prospective requests to deviate from the protocol, including requests to waive protocol
eligibility criteria, are not allowed.
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9.3 SITE INSPECTIONS

Site visits will be conducted by the Sponsor or an authorized representative for
inspection of study data, patients’ medical records, and eCRFs. The investigator will
permit national and local health authorities; Sponsor monitors, representatives, and
collaborators; and the IRBs/ECs to inspect facilities and records relevant to this study.

9.4 ADMINISTRATIVE STRUCTURE

This trial will be sponsored and managed by F. Hoffmann-La Roche Ltd. The Sponsor
will provide clinical operations management, data management, and medical monitoring.

Approximately 40 sites globally will participate to enroll approximately 110-160 patients.
Enrollment will occur through an IxRS.

Central facilities will be used for certain study assessments throughout the study

(e.q., specified laboratory tests, biomarker and PK analyses), as specified in Section 4.5.
Accredited local laboratories will be used for routine monitoring; local laboratory ranges
will be collected.

An IMC will be employed to monitor and evaluate patient safety during the Phase b
portion of the study, and an iIDMC during the Phase Il portion of the study. Tumor
response will be evaluated by an IRC during the Phase Il portion of the study.

9.5 PUBLICATION OF DATA AND PROTECTION OF TRADE
SECRETS

Regardless of the outcome of a trial, the Sponsor is dedicated to openly providing
information on the trial to healthcare professionals and to the public, at scientific
congresses, in clinical trial registries, and in peer-reviewed journals. The Sponsor will
comply with all requirements for publication of study results. Study data may be shared
with others who are not participating in this study (see Section 8.4 for details), and
redacted Clinical Study Reports and other summary reports will be made available upon
request, provided the requirements of Roche's global policy on data sharing have been
met. For more information, refer to the Roche Global Policy on Sharing of Clinical Trials
Data at the following web site:

www_roche_com/roche_global_policy_on_sharing_of clinical_study_information_pdf

The results of this study may be published or presented at scientific congresses. For all
clinical trials in patients involving an IMP for which a marketing authorization application
has been filed or approved in any country, the Sponsor aims to submit a journal
manuscript reporting primary clinical trial results within 6 months after the availability of
the respective Clinical Study Report. In addition, for all clinical trials in patients involving
an IMP for which a marketing authorization application has been filed or approved in any
country, the Sponsor aims to publish results from analyses of additional endpoints and
exploratory data that are clinically meaningful and statistically sound.
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The investigator must agree to submit all manuscripts or abstracts to the Sponsor prior
to submission for publication or presentation. This allows the Sponsor to protect
proprietary information and to provide comments based on information from other
studies that may not yet be available to the investigator.

In accordance with standard editorial and ethical practice, the Sponsor will generally
support publication of multicenter trials only in their entirety and not as individual center
data. In this case, a coordinating investigator will be designated by mutual agreement.

Authorship will be determined by mutual agreement and in line with Intermnational
Committee of Medical Journal Editors authorship requirements. Any formal publication
of the study in which contribution of Sponsor personnel exceeded that of conventional
monitoring will be considered as a joint publication by the investigator and the
appropriate Sponsor personnel.

Any inventions and resulting patents, improvements, and/or know-how originating from
the use of data from this study will become and remain the exclusive and unburdened
property of the Sponsor, except where agreed otherwise.

9.6 PROTOCOL AMENDMENTS

Any protocol amendments will be prepared by the Sponsor. Protocol amendments will
be submitted to the IRB/EC and to regulatory authorities in accordance with local
requlatory requirements.

Approval must be obtained from the IRB/EC and regulatory authonties (as locally
required) before implementation of any changes, except for changes necessary to
eliminate an immediate hazard to patients or changes that involve logistical or
administrative aspects only (e.g., change in Medical Monitor or contact information).
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Ap

pendix 1

Schedule of Activities

The tables below are applicable to all patients in the Phase Ib (dose finding) and Phase Il (expansion) portions of the study. For all
pharmacokinetic, immunogenicity, and biomarker samples, see Appendix 2. For assessments related to treatment with tocilizumab
(if applicable), see Appendix 14.

Screening, Cycles 14, Interim Response, and Cycles 5-6

Cycles
b b.

Screening® Cycle 1 Cycle 2b.¢ 34c¢ ntexim Cycles 5-6 ¢

(—14 days) D1 D2 D8 | D15 D1 D2 D8 D15 D1 Responsed D1
Informed consent® X
Demographic data X
General medical
history and baseline X
conditions
IP1 (Phase Il only) X
ECOG Performance
Status X X X X X
B symptoms f X
Concomitant X X X X X X X X X X X
medications ¢
Adverse eventsh X X X X X X X X X X X
Vital signs’ X X X X X X X X X X X
Height, BSA, and . . y . y
weight!
Complete physical * X
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Schedule of Activities (cont.)

Appendix 1

Cycles
Screening® Cycle 1b Cycle 2b.c 34c- Interim Cycles 5-6¢
(—14 days) D1 D2 D8 | D15 D1 D2 D& D15 D1 Responsed D1

Complete neurologic

examination ! X X X X X

Peripheral

neuropathy X X X X X X X X X

examination ™

Targgted_ph:-,rsical X X X X X X X X

examination

Single 12-lead ECG® X

PET-CTe® X X

EORTC QLQ-C30,

FACT-Lym subscale,

FACT/GOG-Nt, and X X xr xr

EQ-5D-5L (expansion

cohorts only)3

ECHO or MUGA scan X

Local Laboratory Samples

HBY, HCV, and HIV x

screening s

Peripheral blood for

EBVY and CMV titer by X X

PCR!
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Schedule of Activities (cont.)

Appendix 1

Cycles
Screening® Cycle 1b Cycle 2b.c 34c- Interim Cycles 5-6¢
(—14 days) D1 D2 | D8 | D15 D1 D2 D8 | D15 D1 Responsed D1

Flow cytometry
and/or peripheral x
blood smear Y
Hematologyv X X X X X X X X X
Chemistry (serum)™ X X X X X X X X X
C-reactive protein
and serum ferritin X X 1 X XX X X
g?a?ﬁg; If n (@PTT, X X X X X X X
Polatuzumab vedotin
specific laboratory X X X X X
tests ¥
Pregnancy test = X X X X
Total IgA, 1gG, IgM X
Study Drug Administration *
Phase Ib Group A

Mosunetuzumab x e x® | x X X X

Cyclophosphamide X X X X

Doxorubicin X X X X
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Schedule of Activities (cont.)

Appendix 1

Cycles
Screening® Cycle 1b Cycle 2b.c 34c- Interim Cycles 5-6¢
(—14 days) D1 D2 Da | D15 D1 D2 D8 D15 D1 Responsed D1

Vincristine X X X X
Prednisone
(Days 1-5) = X X X X X X
Pre-phase
corticosteroid D?ﬂyi; 7
treatment 44

Phase Ib Group B
Polatuzumab
vedotin = X X X X
Mosunetuzumab xbb | ybb X X xff x
Cyclophosphamide X X X X
Doxorubicin X X X X
Prednisone
(Days 1-5) = X X X X X X
Pre-phase
corticosteroid D;’lﬂyrs 1_?
treatment 4 -

Phase Il Group C
Mosunetuzumab X be ¥ bb X X X xF
Cyclophosphamide X X X X

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd

197/Protocol GO40515, Version 6




Schedule of Activities (cont.)

Appendix 1

Cycles
Screening® Cycle 1b Cycle 2b.c 34c- Interim Cycles 5-6¢
(—14 days) D1 D2 Da | D15 D1 D2 D8 D15 D1 Responsed D1

Doxorubicin X X X X
Vincristine X X X X
Prednisone
(Days 1-5) = X X X X X X
Pre-phase
corticosteroid D?ﬂyi; 7
treatment 44

Phase Il Arm 1
Polatuzumab
vedotin = X X X X
Mosunetuzumab x bb x bb X x xff x
Cyclophosphamide X X X X
Doxorubicin X X X X
Prednisone
(Days 1-5) = X X X X X X
Pre-phase
corticosteroid D?ﬂyi; 7
treatment 44

Phase Il Arm 2
Rituximab X X X X
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Appendix 1
Schedule of Activities (cont.)

Cycles
Screening® Cycle 1b Cycle 2b.c 34c- Interim Cycles 5-6¢
(—14 days) D1 D2 D8 | D15 D1 D2 D8 D15 D1 Responsed D1
vedolin = x x x x
Cyclophosphamide X X X X
Doxorubicin X X X X
{PI:I;S{;"S"?EE{}EW X X X X X X
E;;E-?;Seemiu Df'ﬂ"f ; !
treatment 44
Phase ll Arm 3
Mosunetuzumab ¥ b ¥ b X X X X
Cyclophosphamide X X X X
Doxorubicin X X X X
Vincristine X X X X
Prednisone
(Days 1-5) = X X X X X X
Cortiosteroid Days -1
treatment %
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Appendix 1
Schedule of Activities (cont.)

quantitative PCR sz

Cycles
b b,
Screening 2 Cycle 1 Cycle 2b.¢ 34c¢ Interim Cycles5-6¢
(—14 days) D1 D2 | D8 | D15 D1 D2 D& | D15 D1 Response ¢ D1
Central Laboratory Samples
Peripheral blood for
viral infection test by x x

Serum samples for

PK and ADA See Appendix 2.
Tumor fissue )
samples See Appendix 2.
Blood samples for )
biomarkers See Appendix 2.
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Appendix 1
Schedule of Activities (cont.)

Cycles 7-17 and Beyond through Study Drug Completion/Early Discontinuation

Follow-
Up
Cycle 8=| Cycles |SDC/ED| (Q3M)
Cycle 7 &1 ji i |gq7emuf  wm n
PRA D1 D2 D8 D15 D1 D1

ECOG Performance Status X X X X X
B symptomsf
Concomitant medications @ b X b X b X X X X
Adverse eventsh b X b X b X X X X
Vital signs’ b X b X b X X X X
Height (screening only), BSA, and weight! b X X X X X
Targeted physical examination b X X b X X X X
Complete neurologic examination ! b X X X X
Peripheral neuropathy examination ™ b X X b X X X X
Single 12-lead ECG® X
PET-CT® X
PET-CT or CT only P xP X xP
EORTC QLQ-C30, FACT—L‘]!'FI'I subscale, FACT/GOG- X Every x X
Ntx, and EQ-5D-5L (expansion cohorts only) 2 3 months
ECHO or MUGA X
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Schedule of Activities (cont.)

Appendix 1

Follow-
up
Cycle 8%| Cycles |SDC/ED| (Q3M)
Cycle 7 &1 jj i 917 ekl v nn
PRA D1 D2 D& D15 D1 D1
MNew anti-cancer therapy follow-up == X X
Local Laboratory Samples
Hematology¥ X X X X X X X X
Chemistry (serum)® X X X X X X X X
C-reactive protein and serum ferritin X X X X X X X X
Coagulation (aPTT, PT, INF) * X X X X
End of
Pregnancy test = X X X X follow-
up
Total IgA, 1gG, IgM=#r Every
& month
s
x X 77 x (collected
at closest
COMmespaon
ding visit)
FF
Phase Ib Group A
Mosunetuzumab x bb. kk x bb. kk ¥ bb. kk X kE o B
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Appendix 1
Schedule of Activities (cont.)

Follow-
Up
Cycle 8%| Cycles |SDC/ED| (Q3M)
Cycle 7 =i j i 917kl  mm nn
PRA D1 D2 D8 D15 D1 D1
Phase Ib Group B
Mosunetuzumab x bk x Bb x BB kk x B
Phase Il Group C
Mosunetuzumab X bb, k& x bb. B ] x bb. X kE
Phase Il Arm 1
Mosunetuzumab X BB, Kk xbb.kE | BB Kk X B X
Phase Il Arm 3
Mosunetuzumab X B kk X Bb. Kk X Bb. Kk X X ¥k
Central Laboratory Samples
Peripheral blood for viral infection test by
quantitative PCR * sz
Serum samples for PK and ADA See Appendix 2.
Tumor tissue samples for biomarkers See Appendix 2.
Blood, plasma, and PBMC samples for biomarkers See Appendix 2.
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Appendix 1
Schedule of Activities (cont.)

ADA=anti-drug antibody; BSA=body surface area; C=cycle; CHOP =cyclophosphamide, doxorubicin, vincristine, and prednisone;

CHP =cyclophosphamide, doxorubicin, and prednisone; CMV=cytomegalovirus; CRS=cytokine release syndrome; CT=computed tomography

(scan); D=day; DLT =dose-limiting toxicity, EBV =Epstein-Barr virus; ECHO = echocardiogram,; ECOG=Eastern Cooperative Oncology Group;

eCRF=electronic Case Report Form; EORTC QLQ-C30=European Organisation for Research and Treatment of Cancer Quality of Life—Core 30

Questionnaire; EQ-5D-5L= EuroQol 5-Dimension, 5-Level (questionnaire); FACT/GOG-Nix=Functional Assessment of Cancer

Treatment/Gynecologic Oncology Group—Meurotoxicity; FACT-Lym=Functional Assessment of Cancer Therapy-Lymphoma (subscale);

GGT=gamma-glutamyl transferase; HBcAb=hepatitis B core antibody; HBsAb=hepatitis B surface antibody; HBsAg=hepatitis B surface antigen;

HBV =hepatitis B virus; HCV =hepatitis C virus; HLH=hemophagocytic lymphohistiocytosis; IMC =Internal Monitoring Committee; |P|=Intemational

Prognostic Index; IRR =infusion-related reaction; LDH =lactate dehydrogenase; MAS =macrophage activation syndrome, MUGA = multiple-gated

acquisition (scan); PCR = polymerase chain reaction; PET =positron emission tomography (scan); PK=pharmacokinetic; PO=orally; PRA=primary

response assessment; PRO = patient-reported outcome; Q3M=every 3 months; RBR=Research Biosample Repository; SDC/ED =study drug

completion/early discontinuation; TLS =tumor lysis syndrome.

Notes: Assessments are to be taken prior to study drug infusion, unless otherwise specified. Pre-infusion laboratory samples should be drawn

0-24 hours prior to study treatment infusion.

Mosunetuzumab will be administered for up to a total of 17 cycles if applicable; polatuzumab vedaotin (if applicable) will be administered for up to

6 cycles; and rituximab will be administered for up to 6 cycles if applicable.

a2 Screening and pretreatment tests and evaluations will be performed within 14 days preceding the first dose of study treatment (except
pretreatment biopsy and radiographic tumor assessment, which may be performed up to 28 days preceding the first dose of study drug,
providing no anti-tumor therapy was administered in this period). Results of standard-of-care tests or examinations performed prior to obtaining
informed consent and within the screening window specified above may be used; these tests do not need to be repeated for screening.

® patients enrolled in Groups A, B, and C will be hospitalized for at least 24 hours after the completion of the first dose of mosunetuzumab
administration in Cycle 1. Upon review of the data by the IMC, if mosunetuzumab is considered tolerable, the requirement for hospitalization
may be reconsidered for Arms 1 and 3.

¢ For Cycle 2, study drug infusion should occur on Day 1 of the cycle but may be given +1 day from the scheduled date (with a minimum of 6 days
after the C1D15 dosing). In Cycle 3 and beyond, study drug infusions should occur on Day 1 of each 21-day cycle but may be given £2 days
from scheduled date (with a minimum of 19 days between doses) for logistic/scheduling reasons. Other study visits starting in Cycle 3 should
occur within £2 days from the scheduled date, unless otherwise noted.

4 The interim response assessment will occur between C4D15 and C4D21.
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Appendix 1
Schedule of Activities (cont.)

¢ Informed consent must be documented before any study-specific screening procedure is performed. Informed consent may be obtained 28 days
preceding the first dose of study drug.

T Unexplained weight loss > 10% over previous 6 months, fever (>38°C/100.4°F), and/or drenching night sweats.

8 Medication (e.g., prescription drugs, over-the-counter drugs, vaccines, herbal or homeopathic remedies, nutritional supplements) used by a
patient in addition to protocol-mandated treatment from 7 days prior to initiation of study drug until the study completion/discontinuation visit.

h - After informed consent has been obtained but prior to initiation of study drug, only serious adverse events caused by a protocol-mandated
intervention should be reported. After initiation of study drug, all adverse events will be reported until 30 days after the last dose of study
treatment or the initiation of another anti-cancer agent, whichever is earlier. After this period, the Sponsor should be notified if the investigator
becomes aware of any serious adverse event (if believed to be related to prior study drug treatment) that occurs after the end of the adverse
event reporting period (see Section 5.6). The investigator should follow each adverse event until the event has resolved to baseline grade or
better, the event is assessed as stable by the investigator, the patient is lost to follow-up, or the patient withdraws consent. Every effort should
be made to follow all serious adverse events considered to be related fo study drug or trial-related procedures until a final outcome can be
reported.

i For all groups/arms: Includes systolic and diastolic blood pressure, respiratory rate, pulse oximetry, pulse rate, and body temperature while the
patient is in a sitting or semi-supine position. Record abnormalities observed at baseline on the General Medical History and Baseline
Conditions eCRF. At subsequent visits, record new or worsened clinically significant abnormalities on the Adverse Event eCRF.

For hospitalized mosunetuzumab infusions; Vital signs with mosunetuzumab infusions: Check vital signs pre-infusion, every 30 (+10) minutes
during the infusion, at the end of the infusion, and then every 60 (+10) minutes until 6 hours after the end of infusion. Thereafter, vital signs
should be checked every 4 hours until hospital or dlinic discharge.

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd
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Appendix 1
Schedule of Activities (cont.)

All other Cycle 1 and Cycle 2 mosunetuzumab infusions: Check vital signs pre-infusion, every 30 (+10) minutes during the infusion, at the end of
the infusion, and 2 hours after infusion. For patients who tolerated Cycles 1 and 2 mosunetuzumab infusions without the development of IRRs,
in subsequent cycles, vital signs should be assessed pre-infusion, every 60 (+15) minutes during the infusion and for 2 hours after the end of
infusion. For patients who experienced an IRR in Cycle 1, vital signs should be assessed pre-infusion, every 30 (+10) minutes during the
infusion and for 2 hours after the end of infusion.

For polatuzumab vedotin infusions: Polatuzumab vedotin is to be administered after prednisone. During the administration of polatuzumab
vedotin, vital signs should be assessed before the start of the infusion, every 15 (£35) minutes during the infusion, at the end of the infusion, and
every 30 (+10) minutes for 90 minutes following completion of dosing at Cycle 1 and 30 (+ 10) minutes following completion of dosing in
subsequent cycles (see Section 4.3.2.2).

For rituximab infusions: During the administration of rituximab or in Cycde 1, vital signs are to be obtained before infusion of rituximab, then after
the start of the infusion, approximately every 15 (+5) minutes for 90 minutes, then every 30 (+10) minutes until 1 hour after the end of the
infusion. During administration of rituximab in subsequent cycles, vital signs are to be recorded before infusion of rituximab, then after the start
of infusion, and approximately every 30 (= 10) minutes until 1 hour after the end of infusion (see Section 4.3.2 3).

I Height and BSA are required at screening only, unless there has been > 10% change in body weight since the last BSA assessment, in which
case BSA should be recalculated and documented in the eCRF. Weight will be recorded at every indicated visit.

¥ Complete physical examination includes an evaluation of the head, eyes, ears, nose, and throat, and the cardiovascular, dermatologic,
musculoskeletal, respiratory, gastrointestinal, genitourinary, and neurologic systems. Record abnormalities observed at baseline on the General
Medical History and Baseline Conditions eCRF. At subsequent visits, record new or worsened clinically significant abnormalities on the Adverse
Event eCRF.

I A complete neurologic examination, which includes an evaluation of mental status, cranial nerves, muscle strength, sensation, and coordination
should be performed and documented in the patient chart. Record abnormalities observed at baseline on the General Medical History and
Baseline Conditions eCRF. At subsequent visits, record new or worsened clinically significant abnormalities on the Adverse Event eCRF.

m Peripheral neuropathy will be evaluated by history and physical examination at each scheduled visit and collected in a specific eCRF. This
eCRF does not take the place of adverse event reporting for peripheral neuropathy.

n Targeted physical examinations should be limited to systems of primary relevance (i.e., cardiovascular, respiratory, neurologic, and any system
that might be associated with tumor assessment, or potential drug-related toxicity). Record new or worsened clinically significant abnormalities
on the Adverse Event eCRF. For pre-infusion timepoints, targeted physical examination may be performed within 96 hours preceding study
treatment administration unless otherwise specified.

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd
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Appendix 1
Schedule of Activities (cont.)

© See Section 4.5.7 for details. Single 12-lead ECG recordings will be obtained at screening and at end of treatment. ECGs should also be
performed when clinically indicated in any patient with evidence of, or suspicion for, clinically significant signs or symptoms of cardiac
dysfunction. If a PK sample is not scheduled for that timepoint, an unscheduled PK sample should be obtained. During infusion of doxorubicin,
continuous ECG monitoring should be performed per local clinical practice.

P See Section 4.5.5 for details. Assess response using image-based evaluation using Lugano 2014 criteria (see Appendix 3). PET and
diagnostic-quality CT scans are required at screening, at the interim response assessment, and at the primary response assessment visit.
Perform CT scan with or without PET during follow-up every 6 months for 2 years after primary response assessment, or until disease
progression or study discontinuation, whichever is earlier. CT scans with or without PET obtained during Cycles 917, if eligible for continued
treatment may also serve as the scans required during the 2-year follow up after PRA. Additional scans are not required. A full tumor
assessment including radiographic assessment must be performed any time disease progression or relapse is suspected. If disease
progression or relapse is suspected before the primary response assessment, both PET and diagnostic-quality CT scans should be performed
for tumor assessment. Scans should be performed according to the guidelines in the imaging manual provided to all sites.

9 PROs will be evaluated in patients randomized in the Phase Il (Arms 1, 2, and 3) portion of the study using the EORTC QLQ-C30, FACT-Lym
subscale, FACT/GOG-Nix, and EQ-5D-5L questionnaires. The guestionnaires will be seli-administered before the patient receives any
information on disease status, prior to the performance of non-PRO assessments (except laboratory blood collections), and prior to the
administration of study freatment, unless otherwise specified.

r C4D1 and C6D1 only.

= HBsAg, HBsAb, HBcAb, HCV antibody, and HIV antibody serology are required. Patients with occult or prior hepatitis B infection (defined as
positive total hepatitis B core antibody and negative HBsAg) may be included if hepatitis B virus (HBV) DNA is undetectable at the time of
screening. These patients must be willing to undergo monthly DNA testing and appropriate antiviral therapy as indicated. Patients who are
positive for HCV antibody must be negative for HCV by PCR to be eligible for study participation.

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd
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Appendix 1
Schedule of Activities (cont.)

! Quantitative PCR for detection of active EBV and CMV should be performed at screening, C2D1, and when clinically indicated on a peripheral
blood sample per local lab requirements. Paired samples should also be collected for cenfral lab assessments at the same timepoints (see
footnote 5 for sample types required for ceniral lab assessments). If local laboratory assessments are not available for quantitative PCR
detection of active EBV and CMV, local laboratory collections may be waived only if sample is collected for central lab assessments of viral
infections. If EBV or CMV levels are detected (positive), contact the Medical Monitor for additional recommendations, and repeat quantitative
PCR monitoring weekly until DNA levels decrease, and then confinue fo monitor by quantitative PCR at every cycle until two consecutive
negative (undetectable) results.

« Flow cytometry (preferved) andfor a peripheral blood smear s required at screening (if not done as part of standard-of-care tests) to detect
malignant andfor atypical cells. If malignant cells or atypical cells are detected, the results must be discussed with the Medical Monitor.

¥ Hematology includes CBC (including hemoglobin, hematocrit, RBC, WBC), platelet count, ANC, absolute lymphocyte count, and other cells.

" Chemistry panel (serum) includes sodium, potassium, chloride, bicarbonate or total carbon dioxide (if considered standard of care for the
region), glucose, BUN or urea, creatinine, calcium, magnesium, phosphorous, total and direct bilirubin, total protein, albumin, ALT, AST, ALP,
GGT, LDH, and uric acid.

* Fibrinogen will be collected when monitoring systemic immune activation events (e.g., MAS/HLH, severe CRS).

¥ In addition to the other listed laboratory tests, polatuzumab vedotin—specific laboratory tests include amylase, lipase, and hemoglobin Alc (see
Section 4.5.6).

z All women of childbearing potential will have a serum pregnancy test at screening within 7 days before C1D1 of study treatment. Urine or serum
pregnancy tests will be performed on Day 1 of each cycle of therapy for all women of childbearing potential. If a urine pregnancy test is positive,
it must be confirmed by a serum pregnancy test.

3 See Sections 4.3.3.2-4 3.3 4 for study treatment regimens and dosing. See Figure 3, Figure 4, and Figure & for order of administration of study
treatments.

B |f the combination of the step-up dosing of mosunetuzumab plus other study treatments is not tolerated because of DLTs occurring prior to the
administration of the C1D15 mosunetuzumab dose, then altemative regimens may be assessed (see Sections 3.1.1.1and 3.1.1.2).

= Prednisone 100 mg/day PO is given on Days 1-5 for each cycle when CHOP or CHP is administered. On days when mosunetuzumab IV
corticosteroid premedication overlaps with the prednisone 100 mg dose, the IV corticosteroid premedication should be omitted.

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd
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Appendix 1
Schedule of Activities (cont.)

Days —7 to —1. Administration of an approximate 7 days of pre-phase treatment (consisting of prednisone/prednisolone 100 mg PO daily)
between Days —7 to —1, may be given at the discretion of the treating study investigator in patients with previously untreated TLS or patients
considered to be at high risk for TLS or acute toxicity with the first cycle of study treatment. This may be added for all patients based on review
of safety data (see Section 4.3.3.1).

If CHP-pola is not tolerable, an altemative regimen of CHOP without polatuzumab vedotin will be substituted (see Sections 3.1.1.2 and 3.1.2.2).
If patients tolerate both the polatuzumab vedotin and mosunetuzumab infusions well in Cycles 1 and 2, they may be given on the same day for
future subsequent cycles of freatment (see Section 3.3.2).

For quantitative PCR. detection of viral infection, which may include but is not limited to EBV and CMV. At screening; C2D1 pre-dose; at
other timepoints when clinically indicated; paired peripheral blood samples should be sent for central laboratory assessments, in additional to
local laboratory assessments (see footnotet ).

Primary response assessment will occur 6-8 weeks after C6D1 or last study treatment, whichever is earlier.

Patients who receive mosunetuzumab more than 6 weeks after their last dose of mosunetuzumab, will need to follow the step-up dosing
schedule (i.e., mosunetuzumab 1 mg on C7D1, 2 mg C7D8, and test dose on C7D15, followed by the test dose on Day 1 of subsequent cycles
given every 21 days) (see Appendix 2). Routine hospitalization with re-starting mosunetuzumab treatment after more than 6 weeks of treatment
break is not required, but allowed if the investigator considers this to be clinically indicated.

Cycle 7 will occur approximately 6-8 weeks after Cycle 6 for eligible patients receiving mosunefuzumab (see Section 3.1.2.5).

Patients eligible for extended treatment with mosunetuzumab (see Sections 4.3 3.2 and 4.3.3.3) may receive up to a total of 17 cycles of
mosunetuzumab.

Assessments are to be taken prior to each dose of study drug, unless otherwise specified. Pre-infusion laboratory samples should be drawn
0-24 hours prior to study treatment infusion.

== Patients who complete the treatment period will return to the clinic for a study drug completion visit 4-8 weeks after the last dose of study drug.

Patients who discontinue study drug prematurely will return to the clinic for a treatment discontinuation visit (early discontinuation) within

4-8 weeks after the last dose of study drug. The visit at which response assessment shows progressive disease may be used as the treatment
discontinuation visit.

The follow-up period of 2 years starts after primary response assessment, though patients may continue on single-agent treatment if applicable
to their assigned group or am. If a patient discontinues the study prior to the PRA, then the 2-year follow-up period will begin at the time of
study drug discontinuation. Patients will return to the clinic every 3 months for the first 6 months, and then every 6 months for laboratory

assessments.
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Appendix 1
Schedule of Activities (cont.)

== When completed/discontinued from treatment, patients should be followed for first new anti-cancer therapy via telephone calls and patient
medical records every 3 months and/or clinic visits every 3 months for the first 6 months, then every 6 months thereafter, until approximately
2 years following the primary response assessment (unless death, loss to follow-up, the patient withdraws consent or the Sponsor terminates the
study, whichever occurs first). The date of when the first subsequent anti-cancer therapy was initiated will be collected.

7 1gG, IgA, and IgM will be collected every 6 months from screening sample (e.g., at screening, approximately Cycle 8, Cycle 16, study drug
completion/early discontinuation, and, if applicable, during follow-up).

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments

Table 1: M-CHOP Treatment Groups (Phase Ib Group A, Phase Il Group C, Phase Il Arm 3)

PRAJ| PT
Cycle 1 Cycles 2-6 Cycles 7170 ED © Follow-1Jj
D1
(also on CYDE and C7TD15, if
step -up dosing
Timepoint 2| Scr. D1 D2 Da D15 D1 regimen used) @
2hr 2hr 2hr 2hr 2hr
Pre- | EOl | Post Pre- | EOF | Post- | Pre- | EOF | Post- | Pre- | EOI- | Post- | Pre- | EOI- | Post-
Chemo® MOST| MOST |24 hr'|MOS e MOS T MOST |MOSE|MOST| MOS T |Chemo 8| MOST| MOST|MOSE| MOST| MOST |24 hr'

Plasma for biomarkers 9 X X X X X X X X xh ¥ x! X! %! x!
Blood for TBNK X X x ! x! x! x! X"
Blood for flow cytometry X X x ! x! x! x!
PBEMCs for biomarkers X x! x! X xm
Blood for molecular analysis

X X X X xe XF ¥ xa
for MRD "
Blood for RBR (optional) r (x)
Fresh {or archival) tumor X )
fissue sample #
Serum for mosunetuzumab a d

X X X ¥ X X ¥ X ¥ X X X xl ¥ u X ¥ Xe
PK (dense) ¢
Serum for mosunetuzumab

X X X X X X X X ¥u x4 X Xe
PK (sparse) ¢
Serum for mosunetuzumab
ADAs » X X X ¥
Serum for obinutuzumab PK = X
Serum for rituximab PK = X
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Appendix 2

Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

ADA =anti-drug antibody; C=Cycle; chemo=chemotherapy; CHOP = cyclophosphamide, doxorubicin, vincristine, and prednisone;
CHP=cyclophosphamide, doxorubicin, and prednisone; CR=complete response; CT=computed tomography; D=Day; ED=early discontinuation;
EOl=end of infusion; M-CHOP =mosunetuzumab plus cyclophosphamide, doxorubicin, vincristine, and prednisone; MOS =mosunetuzumab;

MRD =minimal residual disease; PBMC = peripheral blood mononuclear cells; PET = positron emission tomography; PK =pharmacokinetic;
PR=partial response; PRA=primary response assessment; Pre=predose; PT=post-treatment; RBR=Research Biosample Repository;
Scr.=screening; SD=stable disease; SDC=study drug completion; TBNK=T, B, and natural killer cells; WES =whole exome sequencing;

WGS =whole genome sequencing; (x)=conditional/optional (refer to footnote).

a
b

[+

Timepoints listed are relative to the end of mosunetuzumab infusion for each cycle, unless otherwise noted.
Samples to be collected only for SD/PR patients at end of Cycle 6 that opt to continue treatment with mosunetuzumab for 11 additional cycles.

Perform within 6-8 weeks after the last infusion of mosunetuzumab, to coincide with PET-CT assessment. For patients who discontinue the
study drug prematurely (early discontinuation), perform within 4-8 weeks after the last dose of study drug.

In Cycle 7, if step -up dosing regimen is implemented, serum mosunetuzumab PK samples will be collected at predose (0—4 hours prior to the
infusion of mosunetuzumab) on Days 1, 8 and 15 and within 30 minutes after completion of mosunetuzumab infusion on C7D1. Additional
predose samples will be collected in Cycles 8 and 16 (see footnote «).

Draw predose laboratory samples 0—4 hours prior to infusion of the first drug: chemotherapy on Day 1 of Cycles 1-6 and mosunetuzumab on
Days 8 and 15 of Cycle 1 and Day 1 of Cycles 7-17.

Perform EOl mosunetuzumab assessments within 30 minutes after completion of mosunetuzumab infusion. "2 hr post-MOS" corresponds to
2 hours (+ 30 minutes) after completion of mosunetuzumab infusion; "24 hr" comesponds to 24 hours (+ 4 hours) from beginning of
mosunetuzumab infusion.

For patients receiving tocilizumab, additional samples should be collected pre- and post-tocilizumab (6, 24, 48, and 72 hours, and Day 8)
administration. Please refer to Appendix 14.

Cycles 2, 3, and 5 only.

Cycle 7, Day 1 only.

Cycles 2 and 5 only.

For CR patients at end of Cyde 6.

Cycles 7 and 16, Day 1 only.

Collect 6 months after SDC for patients that are CR after 6 cycles.
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

Samples for MRD monitoring should be drawn as scheduled for all patients, but MRD analysis may only be done in selected patients. Baseline
samples from patients at participating sites will also be analyzed by WES/WGS (see Section 4.5.11).

Cycles 2, 4and 6 only

Cycles 7, 11, and 16, Day 1 only.

Collect during follow-up visits as described in Appendix 1, footnote “nn™ starting from either PRA or discontinuation, collect every 3 months for
6 months and then every 6 months until 2 years have elapsed.

With consent to optional research, a blood sample will be requested at baseline for collection and storage at the RBR.

Baseline tissue sample is mandatory and availability of archival or freshly biopsied fumor tissue samples should be confirmed at screening.
Tumor fissue samples should consist of representative tumor specimens in paraffin blocks (preferred) or at least 20 unstained slides, with an
associated pathology report, obtained at any time before study entry. If available, slides from bone marmow biopsies performed prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treatment initiation is
preferred between C1D15 and C2D8, but may be performed at any time per investigator’s discretion. Tissue biopsy at the time of tumor
progression is optional. Additional biopsies may be performed at the investigator's discretion (e_g., to confirm disease recurrence or progression
or to confirm an altemate histologic diagnosis). Where possible, tissue from these biopsies should be provided to the Sponsor for exploratory
analysis. All tissue must have an associated pathology report.

The dense PK sampling for mosunetuzumab applies to all patients in the dose-escalation cohorts in Group A and in the Group C safety cohort
(if M-CHOP regimen is used). The sparse PK sampling for mosunetuzumab applies to all patients in the expansion cohoris in Group A and for
patients in Arm 3 (M-CHOP regimen) of the Phase |l dose-expansion cohorts.

Cycles 7, 8, and 16 only.

During the post-treatment follow-up at>90 days after last mosunetuzumab administration.

Predose serum ADA for mosunetuzumab will be collected in Cycles 1, 2, 6, 16, and ED or PRA.

Predose serum rituximab or obinutuzumab PK is required for patients who have received prior treatment with rituximab or obinutuzumab only.
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

[Fable 2: M-CHP-Pola Treatment Groups (Phase Ib Group B)

PT
PRAFollow-
Cycle 1 Cycles 2—§ Cyeles 7170 ED Up
D1
{also on CTDS and
CTDS, i step-up dosing
Timepoint ® [Scr. [0} D2 D3 Da D5 D1 D1/D2d reqimean used) ©
2 hr (24 hr 2 hr 2hr Zhr Zhr |24 br
Pre- Pre- |EOI- [Post- |(Post- ECH- |Post-| Pre- |[EQI- Post-| Pre- Pre- |[EOI- |Post- ECI- Post-|Post-
IChemo [EOQI-[MOS MOS MOS MOS)| Pre- [MOS MOS [MOS POS IMOS [Chemo [EOI- MOS [MOS MOS] Pre- [MOS MOS MOS)
P o ola| f | s | ° | @ MOST| @ | = | F e |9 " JPola| | @ | @ MOST| = [ 9 | @
Plasma for bicmarkers " X x| x| x X % % | ox ! x 'l s | wE | mE | x¥
Blocd for TENK X x x ! wil wl | xx nk Hm
Blood for flow eytometry X bt b ®! ®r! Wil wk Wk
PEMCs for biomarkers X wl X® X xe
Blood for maolecular analysis X « | x « - " « | xs
for MED r
Blood for RBR (optional) ! (%)
Fresh (or archival) tumor . (x)
fissue sample ¥
Serum for mosunstuzumab X x ” X . . x . . , . y i | xow | yo X XX
PK (dense) ¥
Serum for mosunetuzumab
X X X X X X X X KEW | w® X K
PK (sparse) ¥
Serum for mosunetuzumab y ¥ ¥ ¥
ADAsY
Serum for obinutuzumab PK © X
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

Table 2: M-CHP-Pola Treatment Groups (Phase Ib Group B)

PT
PRA/Follow-
Cycle 1 Cycles 2-6 Cycles 7-17" ED®| Up
D1
(also on C7DA and
[CTD15, if step-up dosing
Timepoint 2 (Scr, D1 D2 D3 D8 D15 O D1/m2d regimen used) ®
2hr |24 hr 2hr 2hr 2hr 2hr |24 hr
Pre- Pre- |EOI- |Post-fPost- EQI- |Post-| Pre- |EOI- |Post-| Pre- Pre- [EOI- Post- EQI- Post-|(Post-
Chemo EOI-MOSMOS|MOS MOS) | Pre- [MOS MOSMOSIMOSIMOS [Chemo|EOCH-MOS MOS MOS | Pre- [MOS MOS MOS)
" JPola] T 9 9 9 |[wmosT 9 9 T 9 9 T JPola| T 9 9 |MOST| 9 9 9
Serum for rituximab
PK 2 X
Plasma polatuzumab vedotin
PK for acMMAE and x X x x X x X X W x x
unconjugated MMAE (dense)
|
Plasma polatuzumab vedotin
PK for acMMAE and x X x X x X X W x x
unconjugated MMAE (sparse)
|
Serum polatuzumab vedotin
PK for total antibody " X * X
Serum for polatuzumab
vedotin ADAs ¥ X * X

acMMAE =antibody-conjugated monomethyl auristatin E; ADA =anti-drug antibody; C =Cycle; chemo =chemotherapy; CHOP =
cyclophosphamide, doxorubicin, vincristine, and prednisone; CHP =cyclophosphamide, doxorubicin, and prednisone; CR =complete response; CT
=computed tomography; D =Day; ED =early discontinuation; EOI =end of infusion; IMC =Internal Monitoring Committee; MMAE =monomethyl

auristatin E;
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Appendix 2

Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

M-CHP-pola=mosunetuzumab plus cyclophosphamide, doxorubicin, prednisone, and polatuzumab vedotin; MOS =mosunetuzumab;

MRD =minimal residual disease; PEMC =peripheral blood mononuclear cells; PET =positron emission tomography; PK =pharmacokinetic;
pola=polatuzumab vedotin; PR =partial response; PRA=primary response assessment; Pre =predose; PT = post-ireatment; RBR=Research
Biosample Repository; Scr. =screening, SD = stable disease; SDC=study drug completion; TBD =T-cell-dependent bispecific (antibody); TENK=T,
E, and natural killer cells; WES =whole exome sequencing; WGS =whole genome sequencing; (x)=conditional/optional (refer to footnote).

a
b
c

d

&

Timepoints listed are relative to the end of polatuzumab or mosunetuzumab infusion for each cycle, unless otherwise noted.
Samples to be collected only for SD/PR patients at end of Cycle 6 that opt to continue treatment with mosunetuzumab for 11 additional cycles.
Perform within -8 weeks after the last infusion of mosunetuzumab to coincide with PET-CT assessment.

In Cycle 2, mosunetuzumab will be administered on Day 2 when combined with CHP-Pola in Phase I Group B. In Cycles 3—6, mosunetuzumab
will be administered on either Day 1 or Day 2, depending on each patient's ability to tolerate the mosunetuzumab plus polatuzumab vedotin
combination during the first 2 cycles.

In Cycle 7, if step-up dosing regimen is implemented, serum mosunetuzumab PK samples will be collected at predose (0—4 hours prior to the
infusion of mosunetuzumab) on Days 1, 8 and 15 and within 30 minutes after completion of mosunetuzumab infusion on C7D1. Additional
predose samples will be collected in Cycles 8 and 16 (see footnote ¥).

Draw predose laboratory samples 04 hours prior to infusion of the first drug: chemotherapy on Day 1 of Cycles 1-6 and mosunetuzumab on
Days 2, 8, and 15 of Cycle 1, Day 2 of Cycle 2, either Day 1 or 2 of Cycles 3-8, and Day 1 of Cycles 7-17.

Perform EQI assessments within 30 minutes after completion of polatuzumab or mosunetuzumab infusion. "2 hr post-MOS" corresponds to
2 hours (£30 minutes) after completion of polatuzumab or mosunetuzumab infusion; "24 hr" corresponds to 24 hours (=4 hours) from beginning
of mosunetuzumab infusion.

For patients receiving tocilizumab, additional samples should be collected pre- and post-tocilizumab (6, 24, 48, and 72 hours, and Day 8)
administration. Please refer to Appendix 14.

Cycles 2, 3, and 5 only.

For Cycles 3 and 5, collect only if mosunetuzumab is given on Day 2,
Cyele 7, Day 1 only.

Cyeles 2 and 5 only.

For CR patients at end of Cycle 6.

Cycles 7 and 18, Day 1 only.

Collect 6 months after SDC for patients that have a CR after § cycles.

Mosunetuzumab and Polatuzumab Vedotin—F. Hoffmann-La Roche Ltd
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

Samples for MRD monitoring should be drawn as scheduled for all patients, but MRD analysis may only be done in selected patients. Baseline
samples from patients at participating sites will also be analyzed by WES/WGS (see Section 4.5.11).

Cycles 2, 4 and 6 only

Cycles 7, 11, and 16, Day 1 only.

Collect during follow-up visits as described in Appendix 1, footnote “nn™ starting from either PRA or discontinuation, collect every 3 months for
6 months and then every 6 months until 2 years have elapsed.

With consent to optional research, a blood sample will be requested at baseline for collection and storage at the RBR.

Baseline tissue sample is mandatory and availability of archival or freshly biopsied fumor tissue samples should be confirmed at screening.
Tumor fissue samples should consist of representative tumor specimens in paraffin blocks (preferred) or at least 20 unstained slides, with an
associated pathology report, obtained at any time before study entry. If available, slides from bone marmow biopsies performed prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treatment initiation is
preferred between C1D15 and C2D8, but may be performed at any time per investigator’s discretion. Tissue biopsy at the time of tumor
progression is optional. Additional biopsies may be performed at the investigator's discretion (e_g., to confirm disease recurrence or progression
or to confirm an alternate histologic diagnosis), and between C1D15 and C2D8. Where possible, tissue from these biopsies should be provided
to the Sponsor for exploratory analysis. All tissue must have an associated pathology report.

The dense PK sampling for mosunetuzumab applies to all patients in the dose-escalation cohorts in Group B and in the Group C safety cohort
(if M-CHP-pola is used). The sparse PK sampling for mosunetuzumab applies to all patients in the expansion cohorts in Group B.

Cycles 7, 8, and 16 only for mosunetuzumab serum PK. Cycle 8 only for polatuzumab vedotin plasma PK._

During the post-treatment follow-up at =90 days after last mosunetuzumab administration.

Predose serum ADA for mosunetuzumab will be collected in Cycles 1, 2, 6, 16, and ED or PRA. Predose serum ADA for polatuzumab vedotin
will be collected in Cycles 1, 2, 6, and ED or PRA.

Predose serum rituximab or obinutuzumab PK is required for patients who have received prior treatment with rituximab or obinutuzumab only.

aa The plasma sample will be split into two samples for analyses of acMMAE and unconjugated MMAE concentrations. The dense plasma PK

sampling scheme for polatuzumab vedotin applies to all patients in Group B (dose-escalation and expansion cohorts).

% Serum polatuzumab vedotin PK for total antibody will be collected at predose (0—4 hours prior to the infusion of polatuzumab vedotin) in

Cycles 1, 2, 6, and ED or PRA.
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Appendix 2

Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

Cable 3: M-CHP-FPola Treatment Group (Phase I Arm 1)

tissue sample @

FT
PRA/|Falloir-
Cycle 1 Cycles 2 Cycles 717 & ED | Up
Di
(also on C7D8 and
D1 C7D15, if step-up
Timepoint = |Scr. D2 D& D15 D1 dosing regimen used) 4
2 hr |24 hr 2 hr 2 hr 2 hr 2 hr |24 hr
Pre- Pre- |EQI-|Post- |(Post-| Pre- |EQI- |Post- | Pre- |[EQT- |Post-| Pre- FPre- |[EOI- [Post- | Pre- |[EOTI- [Post- [(Posi-
Chento [EQI-MOS [MOS|MOS MOSHMOS MOS MOS MOSIMOS IMOS [Chemo [EOT- MO S MOS MOS MOSIMOS MO S MOS)
¢ Pola| = ¥ f f # f f L f f @ Pola| ¢ f f ¢ f f f
Pl
.M”mffm x X X X X X X X ¥ xh xhopoat ) oxt ) ox! i
biomarkers £
Elood for TENK T X I xf xi | x¢ xt Xk
Blood for flow . . . i P i
cytometry
PBMCs far .
) x xr xt X rm
biomarkers
Blaod for
molectular . . . . oy - . .
analysis for MRD ' ' : :
H
Blood for RER
(opti fo (x)
opfional)
Fresh (or
archival) tumor X (x) =
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

Cable 3: M-CHP-FPola Treatment Group (Phase I Arm 1)

FT
PRA/|Falloir-
Cycle 1 Cycles 2 Cycles 717 & ED | Up
Di
(also on C7D8 and
D1 C7D15, if step-up
Timepoint = |Scr. D2 D& D15 D1 dosing regimen used) 4
2 hr |24 hr 2 hr 2 hr 2 hr 2 hr |24 hr
Pre- Pre- |EQT-[Post-|(Post-| Pre- \[EQI- |Post-| Pre- |EOI- [Fost-| Pre- Pre- |[EOQI- |Post- | Pre- |[EQI- |Post- (Posi-
Chemo |[EOI-MOS|MOSIMOSMOS)MOS MOS MO S MOSIMOS IMOS |Chemo [EOT-MOS MOS MOS MOSIMOS MOS MOS)
¢ |Pola| = ¥ f f # f f L f f @ Pola| ¢ f f ¢ f f f
Serum for
mosunetuzumal X X X X x X X X X rdt] yd X xu
PE
Serum for
mosunefuzumab x xX X xX
ADAs *
FPlasma
polatuzumab
vedotin PE for . ; v x x X ¥ X Xt X T
arMMAE and ’ i ’ i i i i l
unconjugated
MMAE =
Sertm
polatuzumab . N X
vedotin PE for
total antibody «
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

Table 3: M-CHP-Pola Treatment Group (Phase II Arm 1)

PT
PRA/|Follow-
Cycle 1 Cycles 26 Cycles 7-17 ¥ ED | Up
D1
{also on C7DE and
D1 C7D15, if step-up
Timepoint @ |Scr. D2 D& D15 D1 dosing regimen used) 4
2 hr |24 hr 2 hr 2 hr 2 hr 2 hr |24 hr
Pre- Pre- |EQI- |Post-|(Post- | Pre- |[EOI- |Post- | Pre- (EOI- |Post-| Pre- Pre- |[EQI- [Post- | Pre- |EQI- |Post- [(Post-
iCheme EQT-MOSMOS MOSMOS) MOSIMOSMOS MOS MO S MO S [Chemo [ECI-MOSMOS MOS MOSIMOSMOS MO S)
e |Pola| = f f f e f f e f f e |Pola| = f f e f f f
Serum for
polatuzumab x x X
vedotin ADAs ®

acMMAE =antibody-conjugated monomethyl auristatin E; ADA =anti«irug antibody; C =Cycle; chemo =chemotherapy;
CHOFP =yclophosphamide, doxorubicin, vincristine, and prednisone; CHF =cyclophosphamide, doxorubicin, and prednisone; CR =
complete response; CT =computed tomography; D Day; ED =arly discontinuation; EOI =end of infusion; IMC =Internal Monitoring
Committee; MMAE =snonomethyl auristatin E; M-CHP-pola =mosunctuzumab plus cyclophosphamide, doxorubicin, prednisone, and
polatuzumab vedoting MOS =mosunctuzumab; MRD =minimal residual disease; PBMC =peripheral blood mononuclear cells; PET =
positron emission tomography; PK =pharmacokinetic; pola =polatuzumab vedotin; PR =partial response; PRA =primary response

assessment; Pre =predose; PT =post-treatment; RBR. =Resecarch Biosample Repository; Scr. =screening; 5D =stable disease; SDC  =study

drug completion;

TBD =TI-cell<lependent bispecific (antibody); TBNEK =I, B, and natural killer cells; WES =whole exome sequencing; WG5S =whole genome
sequencing; (x) =conditionalfoptional (refer to footnote).
3 Timepoints listed are relative to the end of polatuzumab or mosunetuzumab infusion for each cycle, unless otherwise noted.
b Samples to be collected only for SD/FPR patients at end of Cycle 6 that opt to continue treatment with mosunetuzumab for 11 additional

cycles.

& Perform within 6 -8 weeks after the last infusion of mosunetuzumab to coincide with PET-CT assessment.
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

d In Cycle 7, if step-up dosing regimen ts implemented, serum mosunetuzumab PE samples will be collected at predose (0—4 hours prior to the
mfusion of mosunetuzunmab) on Days 1, 8 and 15 and within 30 minutes after completion of mosunetuzumab mfusion on C/7D1. Additional
predose samples will be collected in Cycles 8 and 16 (see feotnote w).

® Draw predose laboratory samples 0—4 hours prior to infusion of the first drug: chemotherapy on Day 1 of Cycles 1-6 and mosunetuzumab on
Days 1, 8, and 15 of Cyfie 1, Day 1 of Cycles 2, —, and Day 1 of Ct;ffes =17

' Perform EOI assessments within 30 minutes after completion of polatuzumab or mosunetuzumab mfusion. "2 hr post-MOS" corresponds to
2 hours (# 30 mmutes) after completion of polatuzumab or mosunetuzumab mfusion; " 24 hr" f'r:r”espm::fs to 24 hours (+4 hours) from
beginning of mosunetuzumab infusion.

9 For patients recerming tocilizumab, additional samples should be collected pre- and post-toctlizumab (6, 24, 48, and 72 hours, and Day 8)
administration. Please refer to Appendix 14.

h Cycles 2, 3, and 5 only.

' Cycle 7, Day 1 only.

I Cycles 2 and 5 only.

¥ For CR patients at end of Cycle 6

' Cycles 7 and 16, Day 1 only.

™ Collect & months after SDC for patients that have a CR after 6 cycles.

N Samples for MRD monttormg should be drawn as scheduled for all patients, but MED analysis may only be done i selected patients.
Baseline samples from patients at participating sites will also be analyzed by WES/WGS (see Section 4.5.11).

@ Cycles 2, 4 and 6 only.

P Cycles 7, 11, and 16, Day 1 only.

9 Collect during follow-up visits as described mn Appendix 1, footnete “nn”: starting from either PRA or disconbinuation, collect every
3 moitths for 6 months and then every 6 months until 2 years have elapsed.

* With consent to optional research, a blood sample will be requested at baseline for collection and storage at the RBR.

Baseline tissue sample is mandatory and availability of archival or freshly biopsied tumor tissue samples should be confirmed at screening.
Twmor tissue sanples should consist of representative tumor specimens in paraffin blocks (preferved) or at least 20 unstained slides, with an
associated pathelogy report, obtained at any time before study entry. If available, shdes from bone marrow biopsies performed prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treatment initiation is
preferred between CI1D15 and C2D8, but may be performed at any tume per investigator’s discretion. Tissue bropsy at the time of tumor
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

progression is optional. Additional biopsies may be perfermed at the investigator's discretion (e.g., to confirm disease recurrence or
progression or to confirm an alternate histelogic diagnosis), and between CID15 and C2D8. Where possible, tissue from these biopsies
should be provided to the Sponsor for exploratory analysis. All tissue must have an associated pathology report.

' Cycles 7, 8, and 16 only for mosunetuzumab serum PK. Cycle 8 only for polatuzumab vedotin plasma PK.

U During the post-treatment follow-up at =90 days after last mosunetuzumab administration.

¥ Predose serum ADA for mosunetuzumab will be collected in Cycles 1, 2, 6, 16, and ED or PRA. Predose serum ADA for polatuzumab
vedetin will be collected in Cycles 1, 2, 6, and ED or PRA,

W The plasma sample will be split into two samples for analyses of acMMAE and unconjugated MMAE concentrations.

* Serum polatuzumab vedotin PK for total antibody will be collected at predese (0—4 hours prior to the infusion of polatuzumab vedotin) in
Cycles 1, 2, 6, and ED or PRA.
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

Table 4: Control Treatment Group {R-CHP-Pola, Phase Il Arm 2)
Cycle 1 Cycles 2-8 PRA/ PT
Timepoint ® | Scr. 0o Dz D& D15 01 ED " | Follow-Up
2 hr 2hr 2hr 2 hr
Pre- Post- Post- Post- Pre- Post-
Chemo®| EOIY | EOI? |24 hr *| Pre® | EOIY | EOIY| Pre® | ECI® | EOI? [Chemo®| EOIY | EOIY
Plasma far biomarkers ® X X X X % X ' x'
Blood for TBMNK X X %9 %9 ¥
Blood for flow cytometry X X x 9 x 9
FEMCs for biomarkers X x 9 " X"
Blocd for molecular x X x ¥ w! ® b
analysis for MRD
Elood for RER (optional) ! (%)
Fresh {(or archival) turnor . (x)m
tissue sample =
Serum for rituximak PK = X X X X X x
Flasma polatuzumab . . y X x X
vedotin PK for MMAE = ¢
Serum polatuzumab PK for . .
total antibody * *
Serum for polatuzumab . , <
vedotin ADAs »
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

acMMAE =antibody-conjugated monomethyl auristatin E; ADA=anti-drug antibody; C=Cycle; chemo=chemotherapy; CT=computed tomography;

D =Day, ED =early discontinuation; EQl=end of infusion; MMAE = monomethyl auristatin E;: MRD =minimal residual disease; FEMC =penpheral blocd

mononuclear cells; PET = positron emission tomography; PK=pharmacokinetic;: PRA=primary response assessment; Pre=predose;

PT =post-treatment, RER=Research Biosample Repository; R-CHOP =rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone;

R-CHP =rituximab plus cyclophosphamide, doxorubicin, and prednisone; Scr. =screening; SDC =study drug completion; TENK =T, B, and natural

killer cells; WES=whole exome sequencing; WGS=whole genome sequencing; (x)=conditional/optional (refer to footnote).

2 Timepoints listed are relative to the end of chemotherapy infusion for each cycle, unless otherwise noted.

b Perform within 6-8 weeks after the last infusion of mosunetuzumab to coincide with PET-CT assessment.

¢ Draw predose laboratory samples 0—4 hours pricr to infusion of the first drug (chemotherapy) on Day 1.

4 Perform EQIl assessments within 30 minutes after completion of chemotherapy (for R-CHOP) or polatuzumab vedotin (for R-CHP-pola) infusion.
"2 hr Post-EQI" comespends to 2 hours (+30 minutes) post-EOI;, "24 hr" corresponds to 24 hours (+4 hours) from beginning of chemotherapy
infusion.

& For patients receiving tocilizumab, additional samples should be collected pre- and post-tocilizumab (6, 24, 48, and 72 hours, and Day &)
administration.

I Cycles 2, 3, and 5 only.

9 Cycles 2 and 5 only.

h Collect 6 months after SDC.

i Samples for MRD monitoring should be drawn as scheduled for all patients, but MRD analysis may only be done in selected patients. Baseline
samples from patients at participating sites will also be analyzed by WES/WGS (see Section 4.5.11).

I Cycles 2, 4 and 6 only

¥ Collect during follow-up visits as described in Appendix 1, footnote “un”™ starting from either PRA or discontinuation, collect every 3 months for
6 months and then every 6 months until 2 years have elapsed.

t With consent to optional research, a blood sample will be requested at screening for collection and storage at the RER.

= Baseline tissue sample is mandatory and availability of archival or freshly biopsied tumor tissue samples should be confirmed at screening.
Tumor tissue samples should consist of representative tumor specimens in paraffin blocks (preferred) or at least 20 unstained slides, with an
associated pathology report, obtained at any time before study entry. If available, slides from bone marrow biopsies performed prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treabment mibiabion 1s
preferved between CID15 and C2D8, but may be perfornied at any time per investigator’s discretion. Tissue biopsy at the time of tumor
progression is optional. Additional biopsies may be performed at the investigator's discretion (e.g., to confirm disease recurrence or progression
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Appendix 2
Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody Assessments (cont.)

or to confirm an alternate histologic diagnosis) and between Cycle 1 Day 15 and Cycle 2 Day 5. Where possible, tissue from these biopsies
should be provided to the Sponsor for exploratory analysis. All tissue must have an associated pathology report.

» Plasma polatuzumab PK and rituximab PK samples will be collected at the specified timepoints in Cycles 1, 2, 4, 6, ED or PRA, and =90 days
after the last dose of the respective agent.

e The plasma sample will be split into two samples for analyses of acMMAE and unconjugated MMAE concentrations.
r Serum total polatuzumab vedotin PK and ADA samples will be collected at predose in Cycles 1, 2, 6 and ED or PRA.
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Appendix 3
Lugano Response Criteria for Malignant Lymphoma
(Cheson et al. 2014)

Target and Non-Target Lesions

Up to six of the largest target nodes, nodal masses, or other lymphomatous lesions that are measurable in two diameters should be
identified from different body regions representative of the patient's overall disease burden and include mediastinal and retropentoneal
disease, if involved. At baseline, a measurable node must be greater than 15 mm in longest diameter (LDi). Measurable extranodal
disease may be included in the six representative, measured lesions. At baseline, measurable extranodal lesions should be greater
than 10 mm LDi.

All other lesions (including nodal, extranodal, and assessable disease) should be followed as nonmeasured disease as non-target
lesions (e.g. cutaneous, Gl, bone, spleen, liver, kidneys, pleural or pericardial effusions, ascites, bone, bone marrow).

Split Lesions and Confluent Lesions

Lesions may split or may become confluent over time. In the case of split lesions, the individual product of the perpendicular diameters
(PPDs) of the nodes should be summed together to represent the PPD of the spilit lesion; this PPD is added to the sum of the PPDs of
the remaining lesions to measure response. If subsequent growth of any or all of these discrete nodes occurs, the nadir of each
individual node is used to determine progression. In the case of confluent lesions, the PPD of the confluent mass should be compared
with the sum of the PPDs of the individual nodes, with more than 50% increase in PPD of the confluent mass compared with the sum
of individual nodes necessary to indicate progressive disease. The LDi and smallest diameter (SDi) are no longer needed to
determine progression.
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Appendix 3

Lugano Response Criteria for Malignant Lymphoma
(Cheson et al. 2014) (cont.)

Revised Criteria for Response Assessment

Response and Site

PET-CT-Based Response

CT-Based Response

Complets

Lymph nodes and
extralymphatic sites

Mon-measured lesion

Organ enlargement

New lesions

Bone marrow

Complete metabolic response

Score 1, 2, or 33 with or without a residual mass on SPSH

It is recognized that in VWaldeyer's ring or extranodal sites
with high physiolagic uptake or with activation within
spleen or mamow (e.g.. with chemotherapy or myeloid
coleny-stimulating factors), uptake may be greater than
normal mediastinum and'or liver. In this circumstance,
complete metabolic response may be inferred if uptake
at sites of initial invelvement is no greater than
surrcunding normal tissue even If the tissue has high
physiclogic uptake.

Mot applicable
Mot applicable
Mone

Mo evidence of FDG-avid disease in marrow

Complete radiclogic response (all of the following)

Target nodes/nodal masses must regress to <1.5cmin
LDi

Mo exfralymphatic sites of dissase

Absent

Regress to normal
Mone

MNaormal by morpheolagy: if indeterminate, IHC negative
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Appendix 3

Lugano Response Criteria for Malignant Lymphoma
(Cheson et al. 2014) (cont.)

Revised Criteria for Response Assessment

Mon-measured lesion

Organ enlargemeant

Mew lesions

Bone marrow

At interim, these findings suggest responding disease

At end of treatment, these findings indicate rasidual
disease

Mot applicable
Mot applicable

Mone

Residual uptake higher than uptake in normal marrow but
reduced compared with baseline (diffuse uptake
compatible with reactive changes from chemotherapy
allowed). If there are persistent focal changes in the
marrow in the comtext of a nodal response, consideration
should be given to further avaluation with MR or biopsy
or an interval scan.

Response and Site PET-CT-Eased Response CT-Based Response
Partial Partial metabolic response Partial remission (all of the following)
Lymph nodes and Score 4 or 5P with reduced uptake compared with baseline =50% decrease in SPD of up to 6 target measurable nodes
extralymphatic sites and residual mass(es) of any size and extranodal sites

When a lesion is too small to measure on CT, assign
5 mm x5 mm as the default value

When no longer visible, 00 mm

For a node - 5 mm = 5 mm, but smaller than normal, use
actual measurement for calculation

Absent/normal, regressed, but no increase

Spleen must have regressed by > 50% in length beyond
noarmal

Mone

MNat applicable
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Appendix 3
Lugano Response Criteria for Malignant Lymphoma
(Cheson et al. 2014) (cont.)

Revised Criteria for Response Assessment

MNon-measured lesion
Organ enlargamant

Mew lesions

Bone marrow

Response and Site PET-CT-Based Response CT-Based Response
Mo response or stable disease Mo metabelic responss Stable disease
Target nodes/nodal masses, Score 4 or 5 with no significant change in FD'G uptake < 560% decrease from baseling in SPD of up to & dominant,
extranodal lesions from baseline at interim or end of treatment measurable nodes and extranodal sites; no criteria for

progressive disease are met

Mot applicable Mo increase consistent with progression
Mot applicable Mo increase consistent with progression
MNone Mone

Mo change from baseline Mot applicable
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Appendix 3

Lugano Response Criteria for Malignant Lymphoma
(Cheson et al. 2014) (cont.)

Revised Criteria for Response Assessment

end-of-treatment assessment

MNew lesions MNew FDG-avid foci consistent with lymphoma rather than
another eticlogy (e.g.. infection, inflammation); if
uncertain regarding eficlogy of new lesions, biopsy or
interval scan may be considered

Bone marrow Mew or recurrent FDG-avid focl

Response and Site PET-CT-Based Response CT-Based Response
Progressive disease Progressive metabolic disease Progressive disease requires at least 1 of the following
Individual target nodes/nodal Score 4 or 5" with an increase in intensity of uptake from  PPD progression:
masses baseline and/or
Extrancdal lesions MNew FDG-avid focl consistent with lymphoma at interim or  An individual node/lesion must be abnormal with:

LDi =1.5 cm and

Increase by = 50% from PPD nadir and
An increase in LDI or SDi from nadir
0.5 em for lesicns <2 em

1.0 em for lesions =2 cm

In the setting of splencmegaly (= 13 cm). the splenic length
must increase by = 50% of the extent of its prior increase
beyond baseline (e.g., a 15-cm spleen must increase
to =16 cm). If no pricr splenomegaly, must increase by at
least 2 cm from baseline.

Mew or recurrent splenomegaly

New or clear progression of preexisting non-measured lesions

Regrowth of previously resclved lesions
A new node = 1.5 cm in any axis

A new exiranodal site =1.0 em in any axis; if <1.0 cm in any
axis, its presence must be unequivocal and must be
attributable to lymphoma

Assessable disease of any size unequivocally attributable to
lymphoma

Mew or recurrent involvement
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Appendix 3
Lugano Response Criteria for Malignant Lymphoma
(Cheson et al. 2014) (cont.)

5PS =5-point scale; CCT =computed tomography; FDG =fluorodeoxyglucose; IHC =immunahistochemistry; LDi=longest transverse diamster of a lesion;
MRI=magnetic resonance imaging; PET =positron emission tomography; PPD=cross product of the LDi and perpendicular diameter; SDi=shortest axis
perpendicular to the LDi; SPD=sum of the product of the perpendicular diameters for multiple lesions.

@ A score of 3 in many patients indicates a good prognosis with standard freatment, especially if at the time of an interim scan. However, in trials invelving PET
where de-escalation is investigated, it may be preferable to consider a score of 3 as inadequate response (to avoid under treatment). Measured dominant
lesions: Up to six of the largest dominant nodes, nodal masses, and exfranodal lesions selected to be clearly measurable in two diameters. Nodes should
preferably be from disparate regions of the body and should include, where applicable, mediastinal and retroperitoneal areas. MNon-nodal lesions include thoss
in solid organs (e.g., liver, spleen, kidneys, lungs), gastrointestinal involvement, cutaneous lesions, or those noted on palpation. MNon-measured lesions: Any
disease not selected as measured; dominant disease and truly assessable disease should be considered not measured. These sites include any nodes, nodal
masses, and extranodal sites not selected as dominant or measurable or that do not meet the requirements for measurability but are still considered abnormal,
as well as truly assessable disease, which is any site of suspected disease that would be difficult to follow quantitatively with measurement, including pleural
effusions, ascites, bone lesions, leptomeningeal disease, abdominal masses, and other lesions that cannot be confirmed and followed by imaging. In Waldeyer's
ring or in extrancdal sites (2.9., Gl tract, liver, bone marrow), FOG uptake may be greater than in the mediastinum with complete metabolic response, but should
be no higher than surrounding normal physiclogic uptake (e.g., with marrow activation as a result of chemotherapy or myeloid growth factors).

PET 5PS: 1=no uptake above background: 2=uptake <mediastinum; 3 =uptake >mediastinum but <liver; 4 =uptake moderately = liver, 5=uptake markedly
higher than liver and/or new lesions: X=new areas of uptake unlikely to be related to lymphoma.
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Appendix 4
International Prognostic Index

International Prognostic Index (IPI)
Risk Factors
Ann-Arbor Stage Il or IV
Age =60 years
Serum LDH >1xULN
ECOG Performance Status =2
Extranodal involvement =2
IP1 Risk Group Number of IPl Risk Factors
Low Oor1
Low-intermediate 2
High-intermediate 3
High 40r5

ECOG=Eastern Cooperative Oncology Group; IP1=International Prognostic Index;
ULN=upper limit of normal.

The results of FDG-PET should not be taken into account for calculation of 1P as this
prognostic score was established without FDG-PET.

Adapted from: Shipp et al. 1993.

REFERENCES

Shipp MA, Hamington DP, Anderson JR, et al. A predictive model for aggressive
Non-Hodgkin's Lymphoma. N Engl J Med 1993;329:987-94.
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Appendix 5

Examples of Sensitive In Vivo CYP Substrates and CYP
Substrates with Narrow Therapeutic Range

Substrates with Narrow

CYP Enzymes? Sensitive Substrates® Therapeutic Range ®

CYP1A2 Alosetron, caffeine, duloxetine, melatonin, Theophylline, tizanidine
ramelteon, tacrine, tizanidine

CYP2B&¢ Bupropion, efavirenz

CYP2C8 Repaglinide ® Paclitaxel

CYP2C9 Celecoxib Warfarin, phenytoin

CYP2C19 Lansoprazole, omeprazole, S-mephenytoin S-mephenytoin

CYP3Af Alfentanil, aprepitant, budesonide, buspirone, Alfentanil, astemizole g,
conivaptan, darifenacin, darunavir, dasatinib, cisapride 8, cyclosporine,
dronedarone, eletriptan, eplerenone, dihydroergotamine,
everolimus, felodipine, indinavir, fluticasone, ergotamine, fentanyl,
lopinavir, lovastatin, lurasidone, maraviroc, pimozide, quinidine,
midazolam, nisoldipine, quetiapine, saquinavir, | sirolimus, tacrolimus,
sildenafil, simvastatin, sirolimus, tolvaptan, terfenadine @
tipranavir, triazolam, vardenafil

CYP2D6 Atomoxetine, desipramine, dextromethorphan, | Thioridazine

metoprolol, nebivolol, perphenazine,
tolterodine, venlafaxine

AUC=area under the concentration-time curve; CYP =cytochrome P450 enzymes.

a Note that this is not an exhaustive list. For an updated list, see the following ink:
https://iwww_fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/Druginterac
tionsLabeling/ucm080499_htm.

b Sensitive CYP substrates refer to drugs whose plasma AUC values have been shown to
increase 5-fold or higher when co-administered with a known CYP inhibitor.

¢ CYP substrates with narrow therapeutic range refers to drugs whose exposure-response
relationship indicates that small increases in their exposure levels by the concomitant use of
CYP inhibitors may lead to serious safety concems (e.g., torsades de pointes).

d The AUC of these substrates were not increased by 5-fold or more with a CYP2B6 inhibitor,
but they represent the most sensitive substrates studied with available inhibitors evaluated to

date.

® Repaglinide is also a substrate for OATP1B1, and it is only suitable as a CYP2CS substrate if
the inhibition of OATP1B1 by the investigational drug has been ruled out.

f Because a number of CYP3A substrates (e.g., darunavir, maraviroc) are also substrates of
P-gp, the observed increase in exposure could be due to inhibition of both CYP3A and P-gp.

g Withdrawn from the U.S. market because of safety reason.
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Appendix 6

Sample List of Cautionary Medications

(A) Inhibitors

Strong Inhibitors

Moderate Inhibitors

Weak Inhibitors

CYP3A

boceprevir,
clarithromycin,
cobicistat, conivaptan,
danoprevir/ritonavir,
elvitegravir/ritonavir,
idelalisib,* indinavir,
itraconazole,
ketoconazole,
mibefradil,
lopinavir/ritonavir,
nefazodone, nelfinavir,
pantaprevir/ritonavir
combinations, ritonavir,
posaconazole,
saquinavir, telaprevir,
telithromycin,
tipranavir/ritonavir,
troleandomycin,
voriconazole

amprenavir, aprepitant,
atazanavir, cimetidine,
ciprofloxacin,
clotrimazole,
crizotinib,*
cyclosporine,*
darunavir/ritonavir,
diltiazem,
dronedarone,
erythromycin,
fluconazole,
fluvoxamine,
fosamprenavir,
imatinib,*
isavuconazole,
tofisopam, verapamil

chlorzoxazone,
cilostazol,
fosaprepitant,
istradefylline, ivacaftor,
lomitapide, ranitidine,
ranolazine, tacrolimus,
ticagrelor

* These are the anticancer agents; contact medical monitor before use.

(B) Inducers
Strong Inducers Moderate Inducers Weak Inducers
avasimibe,
carbamazepine, bosentan, efavirenz,
CYP3A | enzalutamide, mitotane, | etravirine, modafinil, | armodafinil, rufinamide
phenytoin, rifampin, nafcillin
5t. John’s wort

Source: U.S. Food and Drug Administration. Drug Development and Drug Interactions:
Table of Substrates, Inhibitors and Inducers [resource on the Internet]. 2017 [cited
18 April 2018]. Available from:

https:/iwww _fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/Drugl

nteractionsLabeling/ucm093664 _htm.
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Appendix 7

ASTCT Cytokine Release Syndrome Consensus Grading

CRS Grade 5
Parameter Grade 1 Grade 2 Grade 3 Grade 4
Fever 2 Temperature Temperature = 38°C Temperature =38°C Temperature = 38°C
=38°C
with
Hypotension | None Mot requiring Requiring a vasopressor with | Requiring multiple vasopressors (excluding
Vasopressors or without vasopressin vasopressin}
and/or b
Hypoxia None Requiring low-flow nasal | Requiring high-flow nasal Requiring positive pressure (e.g., CPAP,
cannula © or blow-by cannula, facemask, BiPAP, intubation and mechanical ventilation)
nonrebreather mask or
Venturi mask
Death ¢

ASTCT=American Society for Transplantation and Cellular Therapy; BiPAP =bilevel positive airway pressure; CPAP = continuous positive

airway pressure; CRS=cytokine release syndrome; CTCAE=Common Terminology Criteria for Adverse Events.
Organ toxicities associated with CRS may be graded according to CTCAE v5.0 but they do not influence CRS grading.

a Fever is defined as a temperature >38°C not attributable to any other cause. In patients who have CRS then receive antipyretic or
anticytokine therapy such as tocilizumab or steroids, fever is no longer required to grade subsequent CRS severity. In this case, CRS
grading is determined by hypotension and/or hypoxia.

b CRS grade is determined by the more severe event, hypotension or hypoxia not attributable to any other cause. For example, a patient
with temperature of 39.5 °C, hypotension requiring 1 vasopressor, and hypoxia requiring low-flow nasal cannula is classified as Grade 3

CRS.

¢ Low-flow nasal cannula is defined as oxygen delivered at <6 L/minute. Low flow also includes blow-by oxygen delivery, sometimes
used in pediatrics. High-flow nasal cannula is defined as oxygen delivered at > 6 L/iminute.
¢ Grade 5 CRS is defined as death due to CRS.
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Appendix 8
Recommended Anaphylaxis Management

The following equipment is needed in the event of a suspected anaphylactic
reaction during study drug administration:

*  Appropriate monitors (electrocardiogram, blood pressure, pulse oximetry)
* Oxygen and masks for oxygen delivery
* Airway management devices per SOC

= Epinephrine for intravenous, intramuscular, and/or endotracheal administration
in accordance with institutional guidelines

« Salbutamol (or albuterol or equivalent)
= Antihistamines (H1 and H2 blockers)
 Corticosteroids

* [V infusion solutions, tubing, catheters, and tape

The following are the procedures to follow in the event of a suspected
anaphylactic reaction during study drug administration:

= Stop the study drug administration.
= Call for additional assistance.

« Maintain an adequate airway.

* Provide oxygen.

= Ensure that appropriate monitoring is in place, with continuous electrocardiogram
and pulse oximetry monitoring, if possible.

*  Administer epinephrine first, followed by antihistamines, albuterol, or other
medications as required by patient status and directed by the physician in charge.

= Continue to observe the patient and document observations.
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Appendix 9
ECOG Performance Status Scale

Grade Description

0 Fully active; able to carry on all pre-disease performance without
restriction.

1 Restricted in physically strenuous activity but ambulatory and able to carry
out work of a light or sedentary nature (e.g., light housework or office
work).

2 Ambulatory and capable of all self-care but unable to carry out any work
activities. Up and about >50% of waking hours.

3 Capable of only limited self-care; confined to a bed or chair >50% of
waking hours.

4 Completely disabled. Cannot carry on any self-care. Totally confined to
bed or chair.

5 Dead.
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Appendix 10
European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire Core 30 (EORTC QLQ-C30)

EORTC QLQ-C30 (version 3)

We are interested in some things about you and your health. Please answer all of the guestions
yourself by cireling the number that best applies to you. There are no "right” or "wrong” answers.
The information that you provide will remain sirictly confidential.

Mot at A Quite Very
Al Little _aBit  Much

1 Do you have any trouble doing strenuous activities,

like carrying a heavy shopping bag or a suitcase? 1 2 3 4
2. Doyouhave any troutle taking a long walk? 1 2 3 4
3. Doyou have any troukble taking a short walk outeide of the house? 1 2 3 4
4.  Dovyouneed to stay in bed or a chair during the day? 1 2 3 4
=] Do you need nelp with eating, dressing, wasning

yourself or using the tcilet? 1 2 3 4
During the past week: Not at A Quite Very

Al Litle aBit Much

8. Were you limited in deing either your work or other daily activities? 1 2 3 4
7o Wvere you limited in pursuing your hobbies or ather

ledzure time activities? 1 2 3 4
8. W\ere you short of breath? 1 2 3 4
9. Have you had pain? 1 2 3 4
10. Didyou need to rest? 1 2 3 4
11. Have you had trouble sleeping? 1 2 3 4
12. Have you felt weak? 1 2 3 4
13, Have you lacked appetita? 1 2 3 4
14. Have you felt nauseated? 1 2 3 4
15, Have you vomited? 1 2 3 4
16. Have you been constipated? 1 2 3 4
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Appendix 10
European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire Core 30 (EORTC QLQ-C30) (cont.)

During the past week: Mot at A Quite Very
All___ Little __aBit __ Much

17. Have you had diarrhea? 1 e 3 4
18, WWere you tired? 1 i 3 4
18, Did pain interfere with your daily activities? 1 2 3 4
20. Have you had difficulty in concentrating on things,

like: reading a newspaper of watching television? 1 2 3 4
21.  Did you feel tense? 1 2 3 4
22, Did you worry? 1 2 3 4
23, Did you feel iritable? 1 2 3 4
24, Didyou feel depressed? 1 p 3 4
25 Have you had difficulty remembering things? 1 3 3 4

268. Has your physical condtion or medical trestment
interfered with your family life® 1 2 3 4

27.  Hasyour physical condtion or medical treatment
interferad with your social activitiesy 1 2 3 4

28,  Has your physicel condtion or medical trestment
caused yvou financial difficulties? 1 p 3 4

For the following quastions please circle the number between 1 and 7 that
best applies to you

29, How would you rate your overall health during the past weesk?

1 2 3 4 5 G 7
Very poor Excellent
30, How would you rate your overall guality of life during the past wesk?

1 2 3 4 5 ] 7

Very poor Excellent
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Appendix 11
Functional Assessment of Cancer Therapy-Lymphoma
Lymphoma (FACT-Lym) Subscale

FACT-Lym (Version 4)

Please cirele or mark one number per line to indicate your response as it applies to the past 7
davs.

ADDITIONAL CONCERNS Mot Alittle Some-  Quite  Very
at all it what a hit  much

i | have certain parts of my body where [ experience pain... 1 2 3 4

Sxl I am bethered by lumps or swelling in certain parts of
my body (&g, neck, armpits, or Zroln} e e e 0 1 2 3 4

Ena | | am bothered by Tevers (episodes of high body

EMpPeraiire) ... 4 R LR i A A S AR 8 B A ST 0 1 z 3 4

ES3 Thavenight EWeatE., cucs: civisswins sisias svssrsssissssissssrassms snssmanrmi i} 1 2 3 4

Ll T am bothered by SCRINE .. oo s ssnms: e seew s 0 1 2 3 4
mal|  [have trovble sleeping at night ... 800 BP0 1 2 3 4
m— I ot ired ol i N I . oo ( 1 2 3 4
® I am losing wenphi {] 1 2 1 4

s | have a loss of appetile. . e con et 1 2 3 4

I have trouble concemtratingy, . 40 e v ene s 0 | z 3 4

i I worry about getting infEetions.....c..coown R 0 1 2 3 4

LEI I worry that T might get new symptoms of my illness.._.... ] 1 z K 4

LE | feel isolated from others because of my illness or
TSRO RIITID . i s i 8 S A AT ] 1 z 3 4

e | | have emotional ups and downs ..ccmmeoon e e 0 1 2 3 4

e | Because of my illness. Thave difficulty planning for the

T i i A A BB A A AR AL 0 1 2 3 4
Enpksh Mirde sl 14 Kiywarnb e 1007
Copyrght |97, 1997 Paps3ol3
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Appendix 12
Functional Assessment of Cancer Treatment/Gynecologic
Oncology Group — Neurotoxicity (FACT/GOG-Ntx)

FACT/GOG-NTX (Version 4)

Please circle or mark one number per line to indicate your response as it applies to the past 7

days.
ADDITIONAL CONCERNS Notat Alittle Some- Quite Very
all bit what abit much
i I have oumbness or tingling in my hands............ccccevenneneee 0 1 2 : ] 4
- I have mumbness or tingling inmy feet..........oiiinne 0 1 2 3 4
¥ | Ifeel discomfort in my hands 0 1 2z 3 +
e Tfeel discomfortinmy feet 0 1 2 3 4
¥ | Thave joint pain or muscle cTamps ... ... 0 1 2 3 -
i | Tfesl weak Al OVEL ... el .. 0 () 1 2 3 4
e Thave trouble hearing............cccooivoviviocec Bl ool cerces W 1 2 3 4
L I get a ringing or buZzing 10 MV Sars... b b eeeee O 1 2 3 4
b Thave trouble buttoning buttons S, ... 0. ... O 1 2 3 4
¥m | Thave trouble feehng the shape of small objects when
they are in my hand .. 5 ; toies M) 1 2 3 4
had T have mouDICaREng ... B . e e 0 1 2 3 4
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Appendix 13
EuroQol 5-Dimension, 5-Level (EQ-5D-5L) Questionnaire

( EQ-5D-5L

Health Questionnaire

English version for the UK

L [Erglsh) & 1008 EwpQol Growgy EQ-50™ i & teede mevk of e Eurpdo! Group
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Appendix 13
EuroQol 5-Dimension, 5-Level (EQ-5D-5L) Questionnaire (cont.)

Under each heading, please tick the ONE box that best describes your health TODAY .
MOBILITY

| have no problems in walking aboul

I have slight problems in walking ebout

| have moderate problems in walking about
| have severe problems in walking about

UoOooo

I am unable to walk about

SELF-CARE

I have no problems washing or dressing myself

| have slight problems washing or dressing myself

| have moderate problems washing or dressing myself
| have severe problems washing or dressing myself

ocooLCo

| arm unable to wash or dress mysalf

USUAL ACTIVITIES (e.g. work, siudy, housework, family or
leisure activities)

| have no problems doing my usual activities

I have slight problems doing my usual activities

I have moderate problems doing my usual activities

| have severe problems doing my usual activities

CooCQd

I arn unable to do my usual activities

PAIN /| DISCOMFORT

| have no pain or discomfort

I have slight pain or discomfort

| have moderate pain or discomfort

| have severe pain or discomfort

CODDODO

| have extreme pain or discomfort

ANXIETY / DEPRESSION

| am not anxious or depressed

I am slightly anxious or depressed

| am moderately anxious or depressed
| am severely anxious or depressed

I am extremezly anxious or depressed

DCoooDo
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Appendix 13
EuroQol 5-Dimension, 5-Level (EQ-5D-5L) Questionnaire (cont.)

The best health
yau can imagine

« ‘We would like to know how good or bad your health is TODAY . 100

» This scale is numbered from 0 to 100. 95

« 100 means the best health you can imagine. %0

0 means the worst health you can imagine. a5

« Mark an X on the scale to indicate how your health is TODAY. BO

» Mow, please write the number you marked on the scale in the box
below.

5

7o

65

&0

55

YOUR HEALTH TODAY =

50

45

40

35

30

25

20

13

10

5

II.II|.|lJIl|lJl!JI:IJI.IJlIIJIIJIIJI||.|JJJIIIlII|II|||iIlIlIII.I|JIII|.IIJJ|IjIJ|JIII|=IIIJlIlI |J|1I|||||

o]
The worst health
YOU CAN imagine
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Appendix 14
Schedule for Tocilizumab Treatment of Severe or Life-Threatening Cytokine Release Syndrome

F’FE-;TCZ Post-TCZ Treatment b- ¢
X
(within TCZ
Assessment/Procedure 2 24 hours) | Admin. | & hours 1 day 2 days 3 days 8 days 8 weeks
TCZ administration (8 mg/kg for
patients =30 kg; 12 mg/kg for
patients <30 kg; doses exceeding X
800 mg per infusion are not
recommended)
Vital signs @ xe Measure at least every 6 hours until resolution to baseline, then
9 every 12 hours until end of hospitalization =
Pressor documentation x® Record at least every 6 hours until pressors are discontinued ®
FiOz xe Record at least every 6 hours until patient on room air ©
Pulse oximetry, resting xe Measure at least every 6 hours until resolution to baseline, and

then every 12 hours until end of hospitalization

Local Laboratory Assessments

Hematology X X X X X X
Liver function tests (AST, ALT, total

bilirubin) X X X X X X
Serum chemistry and creatinine 2 X X X X X X
CRP, LDH, and serum ferritin X X X X X X
Coagulation (aPTT, PT/INR,

fibrinogen) X X X X X X
Infection workup " X

Central Laboratory Assessments

Serum cytokines X x X X X X X
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Appendix 14

Schedule for Tocilizumab Treatment of Severe or Life-Threatening Cytokine Release Syndrome

(cont.)
Pfﬂ_l'_l'_cz Post-TCZ Treatment b. ¢
(within | TCZ
Assessment/Procedure ? 24 hours) | Admin. | & hours 1 day 2 days 3 days & days 8 weeks
Serum IL-6 PD markers | % xl x ¥ X X ¥
Serum TCZ pharmacokinetics b xhk ® X b ® X
Serum TCZ ADA X X

ADA = anti-drug antibodies; Admin. =administration; CRP = C-reactive protein; EBV = Epstein-Barr virus; eCRF=electronic Case Report Form;
IL-6=interleukin 6; LDH =lactate dehydrogenase; PD=pharmacodynamic; TCZ=tocilizumab; Tx=treatment.
Note: Record abnormalities or worsened clinically significant abnormalities on the Adverse Event eCRF.

=]

b
c

An assessment/procedurs may be waived by the Medical Monitor if a patient is hospitalized at a facility that does not have the capacity to
perform study the assessment. Hospitalization should not be prolonged to perform study assessments in this schedule of assessments,
If TCZ dose is repeated, follow schedule following the second TCZ dose.

For post-TCZ treatment timepoints: & hours (+30 minutes), 1 day (24 +4 hours), 2 days (48 +4 hours), 3 days (72 +4 hours), 8 days
(192 £4 hours), and 8 wecks (56 days £ 48 hours) after completion of TCZ infusion.

Includes respiratory rate, pulse rate, and systolic and diastolic blood pressure while the patient is in a seated or supine position, and
temperature.

The maximum and minimum values for any 24-hour period should be recorded in the clinical database.

Document vasopressor type and dose in the concomitant medication eCRF.

Includes sodium, potassium, chloride, bicarbonate or total carbon dioxide (if considered standard of care for the region), glucose, and
BUN.

Includes assessment for bacterial, fungal, and viral infections: cultures, serologies and molecular diagnostic tests. Assessment of
pretreatment and on-treatment EBY status should be conducted, including enumeration of EBY viral load in PBMC and plasma, and
evaluation of EBY encoded ribonucleotides (EBER) or EBVY nuclear antigen (EBMA) with T/B/NK cell markers.

Includes IL-B, soluble IL-B6R, sgp130.
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Appendix 14
Schedule for Tocilizumab Treatment of Severe or Life-Threatening Cytokine Release Syndrome
(cont.)

j Blood draws for serum TCZ PK and serum IL-6 PD markers will be performed within 15 minutes post-end of TCZ infusion and will be drawn
from the arm that was not used to administer TCZ.

k For patients experiencing anaphylaxis or hypersensitivity to TCZ leading to TCZ infusion interruption/termination, obtain sample at time of
event and at least 8 weeks thereafter (to allow for washout of TCZ).
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Appendix 15
Alternate Schedule of Activities

The tables below are applicable to all patients in the Phase Ib (dose finding) and Phase Il (expansion) portions of the study. For all
pharmacokinetic, immunogenicity, and biomarker samples, see Appendix 16. For assessments related to treatment with tocilizumab
(if applicable), see Appendix 14.

Screening, Cycles 1-4, Interim Response, and Cycles 5-6

Interim Cycles
Screening 2 Cycle 1t Cycle 2b.c Cycles 3-4 = | Responsed 5-6
(—14 days)| D1 D2 Da D15 D1 D2 D8 D15 D1 D1
Informed consent = X
Demographic data X
General medical history x
and baseline conditions
IP1 (Phase Il only) X
Egﬁg Performance x x x X x
B symptoms f X
Concomitant medications 9 X X X X X X X X X X X
Adverse eventsh X X X X X X X X X X X
Vital signs’ X X X X X X X X X X X
Height, BSA, and weighti X X X X X
Complete physical * X
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Appendix 15
Alternate Schedule of Activities (cont.)

Interim Cycles
Screening ® Cycle 1® Cycle 25« Cycles 34 = | Response ? 56
(—14 days)| D1 D2 D& D15 D1 D2 D& D15 D01 D1
Peripheral neuropathy
examination ™ X X X X X X X X x
Targe_ted_physical X x x x ® X X X
examination
Single 12-lead ECG® X
PET-CTr X X

EORTC QLQ-C30,
FACT-Lym subscale,
FACT/GOG-Ntx, and X X x' %'
EQ-5D-5L (expansion
cohorts only) @

ECHO or MUGA b

Local Laboratory Samples

HBV, HCV, and HIV

. X
screening ®
Peripheral blood for EBY X X
and CMV titer by PCRt
Flow cylometry and/or X x
peripheral blood smear "
Hematology ¥ X b ® ® ® ® ® X ®
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Alternate Schedule of Activities (cont.)

App

endix 15

Screening ®
(—14 days)

Cycle 1®

Cycle 2 b«

Cycles 3-4-¢

Interim
Response

Cycles

D1

D2 D&

D15

D1 D2

D8

D15

D1

Chemistry (serum)*

X

X

X

X

C-reactive protein and
serum ferritin

X

X

X

X

Coagulation (aPTT, PT,
INR) *

Polatuzumab vedotin
specific laboratory tests ¥

Pregnancy test 2

Total IgA, 1gG, IgM

Study Drug Administration

Phase Ib Group A

Mosunetuzumab

Cyclophosphamide

Doxorubicin

Vincristine

Prednisone (Days 1-5)

F A - -

oA A A

E O T T T

Pre-phase corticosteroid
treatment 9

Days -7
to -1
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Appendix 15
Alternate Schedule of Activities (cont.)

Interim Cycles
Screening ® Cycle 1® Cycle 25« Cycles 34 = | Response ? 56
(—14 days)| D1 D2 D& D15 D1 D2 D& D15 D01 D1

Phase Ib Group B

Polatuzumab vedotin == X x X X
Mosunetuzumakb ¥ bb ¥ bb ¥ bb x x ff
Cyclophosphamide X X X ®
Doxorubicin X X X X
Prednisone (Days 1-5) = b ® ® ® X ®
Pre-phase corticosteroid | Days -7

treatment dd to -1

Phase Il Group C

Mosunetuzumab X bk X bb X bb x x fi
Cyclophosphamide b b X X
Doxorubicin b b X X
Yincristine X X X X
Prednisone (Days 1-5) = b ® ® ® X X
Pre-phase corticosteroid | Days —7

treatment 94 to -1

Phase Il Arm 1

Polatuzumab vedotin @ X X X X
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Appendix 15
Alternate Schedule of Activities (cont.)
Interim Cycles
Screening ® Cycle 1® Cycle 25« Cycles 34 = | Response ? 56
(—14 days)| D1 02 08 D15 o1 02 D8 015 1 b1

Mosunetuzumab % b % b % b % xf
Cyclophosphamide x ® X ®
Doxorubicin X X X X
Prednisone (Days 1-5) & X X X X X X
Pre-phase corticosteroid | Days -7

treatment dd to -1

Phase Il Arm 2

Rituximab X ® X X
Polatuzumab vedotin & X X X X
Cyclophosphamide X x X X
Doxorubicin X X X X
Prednisone (Days 1-5) <« X X X X X X
Pre-phase corticosteroid | Days -7

treatment 44 to -1
Phase Il Arm 3

Mosunetuzumab  bb ¥ bb  bb x ¥ xf
Cyclophosphamide X X X X
Doxorubicin X X X X
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Appendix 15
Alternate Schedule of Activities (cont.)

Interim Cycles
b b, d -
Screening ® Cycle 1 Cycle 25« Cycles 34 = | Response 56
(—14 days)| D1 D2 D8 D15 b1 D2 Da D15 b1 b1
Vincristine 4 X %
Prednisone (Days 1-5) = x ® ® ® X ®
Pre-phase corticosteroid | Days -7
treatment dd to -1

Central Laborafory Samples

Peripheral blood for
viral tnfechion test by x
quantitative PCR 2t

Serum samples for PK

and ADA See Appendix 16,
Tumer tissue samples .
for biomarkers See Appendix 16.

Blood, plasma, and

PBMC samples for

See Appendix 16.
biomarkers
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pendix 15

Alternate Schedule of Activities (cont.)

Cycles 7-17 and Beyond through Study Drug Completion/Early Discontinuation

Cycles 917 =& | SDC/ED Follow-Up
Cycle 7 . i Cycle 8« n i (Q3M) ==
PRA, & D1 D2 D8 D15 D1 D1
ECOG Performance
Status X X X X X
B symptoms
Concomitant medications 2 % X X X X X
Adverse eventsh b X x X X X
Vital signs’ * x ® x ® ®
Height {screening only),
BSA, and weight! X X X X X X
Targe-_ted Iph},rsical x x x y < <
examination "
Completel neurologic , y X X ” ”
examination !
Peripheral neuropathy
examination ™ X X X X X X
Single 12-lead ECG® X
PET-CT® X
PET-CT or CT only r XP X XF
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Appendix 15
Alternate Schedule of Activities (cont.)
Cycles 917 =& | SDC/ED Follow-Up
Cycle 7 =i i Cycle g = # H e (Q3M) =
PRA u# b1 D2 ] D15 DA D1
EORTC QLQ-C30,
FACT-Lym subscale,
FACT/GOG-Ntx, and X Every 3 months X X
EQ-5D-5L (expansion
cohorts only)d
ECHO or MUGA, X
New anti-cancer therapy b b
follow-up =
Local Laboratory Samples
Hematology ¥ b X X ® ® b X X
Chemistry (serum)® X X X X X X X X
C-reactive protein and
serum ferritin X X X X X X X X
Pregnancy test 2 End of
X X X X follow-up
Total IgA, 1gG, IgM#p Every 6 months
(collected at
X X FF X closest
corresponding
visit) =
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pendix 15

Alternate Schedule of Activities (cont.)

Cycles 917 =& | SDC/ED Follow-Up
Cycle 7 =i i Cycle g = # H e (Q3M) =
PRA u# b1 D2 ] D15 DA D1
Study Drug Administration
Phase Ib Group A
Mosunetuzumab ¥ Kk X X K X kE X K
FPhase Ib Group B
Mosunetuzumab ¥ K X Kk x Bk X FE ¥ kE
Phase Il Group C
Mosunetuzumab ¥ R ¥ kk ¥ ¥R W
Phase Il Arm 1
Mosunetuzumab ¥ Bk ¥ R X ik X ¥
FPhase I Arm 3
Mosunetuzumab X ki ¥ X kE X Kk X kk
Central Laboratory Samples
FPeripheral blood for
viral infection test by
quantitative PCE ® &2
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Appendix 15
Alternate Schedule of Activities (cont.)

Cycles 917 =& | SDC/ED Follow-Up
Cyde ri: i, §j Cyde B oo 1 T {QaMJ A%
PRAR D1 D2 D8 D15 D1 D1
Serum SEiIT‘IpIES for PK and See Appendix 16.
ADA
Tumor tissue S.amples for See Appendix 16.
biomarkers
Blood, plasma, and PBMC See Appendix 16.
SEIIT‘IDIES for biomarkers

ADA =anti-drug antibody; BSA =body surface area; C =cycle; CHOP =cyclophosphamide, doxorubicin, vincristine, and prednisone;

CHP =cyclophosphamide, doxorubicin, and prednisone; CMV =cytomegalovirus; CRS =cytokine release syndrome; CT =computed tomography
(scan); D =day; DLT =dose-limiting toxicity; EBVY =Epstein-Barr virus; ECHO = echocardiogram; ECOG =Eastern Cooperative Oncology Group;
eCRF =electronic Case Report Form; ED =early discontinuation; EORTC QLQ-C30 =European Organisation for Research and Treatment of
Cancer Quality of Life—Core 30 Questionnaire; EQ-5D-5L =EuroQol 5-Dimension, 5-Level (questionnaire); FACT/GOG-Ntx =Functional
Assessment of Cancer Treatment/Gynecologic Oncology Group—MNeurotoxicity; FACT-Lym =Functional Assessment of Cancer
Therapy—Lymphoma (subscale); GGT =gamma-glutamyl transferase; HBcAb =hepatitis B core antibody, HBsAb =hepatitis B surface antibody;
HBsAg =hepatitis B surface antigen; HBV =hepatitis B virus; HCV =hepatitis C virus; HLH =hemophagocytic lymphohistiocytosis; IMC =Intemnal
Monitoring Committee; IPI =International Prognostic Index; IRR =infusion-related reaction; LDH =lactate dehydrogenase; MAS =macrophage
activation syndrome, MRl =magnetic resonance imaging; MUGA = multiple-gated acquisition (scan); PCR =polymerase chain reaction;

PET =positron emission tomography (scan);, PK =pharmacokinetic; PO =orally; PRA =primary response assessment; PRO =patient-reported
outcome; Q3M =every 3 months; RBR =Research Biosample Repository; SDC =study drug completion.

MNotes: Assessments are to be taken prior to study drug infusion, unless otherwise specified. Pre-infusion laboratory samples should be drawn
0-24 hours prior to study treatment infusion.

Mosunetuzumab will be administered for up to a total of 17 cycles if applicable; polatuzumab vedotin (if applicable) will be administered for up to 6

cycles; and rituximab will be administered for up to 6 cycles, if applicable.

a  Screening and pretreatment tests and evaluations will be performed within 14 days preceding the first dose of study treatment (except
pretreatment biopsy and radiographic tumor assessment which may be performed up to 28 days preceding the first dose of study drug, providing
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Appendix 15
Alternate Schedule of Activities (cont.)

no anti-tumor therapy was administered in this period). Results of standard-of-care tests or examinations performed prior to obtaining informed
consent and within the screening window specified above may be used; these tests do not need to be repeated for screening.

b Patients enrolled in Groups A, B, and C dose escalation will be hospitalized for at least 24 hours after the completion of the first dose of
mosunetuzumab administration in Cycle 1. Upon review of the data by the IMC, if mosunetuzumab is considered tolerable, the requirement for
hospitalization may be reconsidered for Arms 1 and 3.

¢ For Cycle 2, study drug infusion should occur on Day 1 of the cycle but may be given +1 day from the scheduled date (with a minimum of 6 days
after the C1015 dosing). In Cycles 3 and beyond, study drug infusions should occur on Day 1 of each 21-day cycle but may be given +2 days
from scheduled date (with a minimum of 19 days between doses) for logistic/scheduling reasons. Other study visits starting in Cycle 3 should
occur within + 2 days from the scheduled date, unless otherwise noted.

4 The interim response assessment will occur between C4D15 and C4D21.

® Informed consent must be documented before any study-specific screening procedure is performed. Informed consent may be obtained 28 days
preceding the first dose of study drug.

f Unexplained weight loss > 10% over previous 6 months, fever (> 38°C/100.4°F), and/or drenching night sweats.

9 Medication (e.g., prescription drugs, over-the-counter drugs, vaccines, herbal or homeopathic remedies, nutritional supplements) used by a
patient in addition to protocol-mandated treatment from 7 days prior to initiation of study drug until the study completion/discontinuation visit.

h After informed consent has been obtained but prior to initiation of study drug, only serious adverse events caused by a protocol-mandated
intervention should be reported. After initiation of study drug, all adverse events will be reported until 30 days after the last dose of study
treatment or the initiation of another anti-cancer agent, whichever is earlier. After this period, the Sponsor should be notified if the investigator
becomes aware of any serious adverse event (if believed to be related to prior study drug treatment) that occurs after the end of the adverse
event reporting period (see Section 5.6). The investigator should follow each adverse event until the event has resolved to baseline grade or
better, the event is assessed as stable by the investigator, the patient is lost to follow-up, or the patient withdraws consent. Every effort should
be made to follow all serious adverse events considered to be related to study drug or trial-related procedures until a final outcome can be
reported.
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Appendix 15
Alternate Schedule of Activities (cont.)

i For all groupsiarms: Includes systolic and diastolic blood pressure, respiratory rate, pulse oximetry, pulse rate, and body temperature while the
patient is in a sitting or semi-supine position. Record abnormalities observed at baseline on the General Medical History and Baseline
Conditions eCRF. At subsequent visits, record new or worsened clinically significant abnormalities on the Adverse Event eCRF.

For hospitalized mosunstuzumab infusions: Vital signs with mosunetuzumab infusions: Check vital signs pre-infusion, every 30 (£10) minutes
during the infusion, at the end of the infusion, and then every 60 (+10) minutes until 6 hours after the end of infusion. Thereafter, vital signs
should be checked every 4 hours until hospital or clinic discharge.

All other Cvele 1 and 2 mosunetuzumab infusions: Check vital signs pre-infusion, every 30 (£10) minutes during the infusion, at the end of the
infusion, and 2 hours after infusion. For patients who tolerated Cycle 1 and 2 mosunetuzumab infusions without the development of IRRs, in
subsequent cycles, vital signs should be assessed pre-infusion, every 60 (+15) minutes during the infusion and for 2 hours after the end of
infusion. For patients who experienced an IRR in Cycle 1, vital signs should be assessed pre-infusion, every 30 (x10) minutes during the
infusion and for 2 hours after the end of infusion.
For polatuzumab vedotin infusions: Polatuzumab vedotin is to be administered after prednisone. During the administration of polatuzumab
vedotin, vital signs should be assessed before the start of the infusion, every 15 (£5) minutes during the infusion, at the end of the infusion, and
every 30 (+ 10} minutes for 90 minutes following completion of dosing at Cycle 1 and 30 (+10) minutes following completion of dosing in
subsequent cycles (see Section 4.3.2.2).
Eor rituximab infusions: During the administration of rituximab or in Cyele 1, vital signs are to be obtained before infusion of rituximab, then after
the start of the infusion, approximately every 15 (+5) minutes for 90 minutes, and then every 30 (+10) minutes until 1 hour after the end of the
infusion. During administration of rituximab in subsequent cycles, vital signs are to be recorded before infusion of rituximab, then after the start
of infusion, and approximately every 30 (£ 10) minutes until 1 hour after the end of infusion. See Section 4.3.2.3.

i Height and BSA are required at screening only, unless there has been = 10% change in body weight since the last BSA assessment, in which
case BSA should be recalculated and documented in the eCRF. Weight will be recorded at every indicated visit.

Complete physical examination includes an evaluation of the head, eyes, ears, nose, and throat, and the cardiovascular, dermatologic,
musculoskeletal, respiratory, gastrointestinal, genitourinary, and neurologic systems. Record abnormalities observed at baseline on the General

Medical History and Baseline Conditions eCRF. At subsequent visits, record new or worsened clinically significant abnormalities on the Adverse
Event eCRF.

I A complete neurologic examination, which includes an evaluation of mental status, cranial nerves, muscle strength, sensation, and coordination,
should be performed and documented in the patient chart. Record abnormalities cbserved at baseline on the General Medical History and
Baseline Conditions e CRF. At subsequent visits, record new or worsened clinically significant abnormalities on the Adverse Event eCRF.
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Appendix 15
Alternate Schedule of Activities (cont.)

Peripheral neuropathy will be evaluated by history and physical examination at each scheduled visit and collected in a specific eCRF. This
eCRF does not take the place of adverse event reporting for peripheral neuropathy.

Targeted physical examinations should be limited to systems of primary relevance (i.e., cardiovascular, respiratory, neurclegic, and any system
that might be associated with tumor assessment, or potential drug-related toxicity). Record new or worsened clinically significant abnormalities
on the Adverse Event eCRF. For pre-infusion timepoints, targeted physical examination may be performed within 96 hours preceding study
treatment administration unless otherwise specified.

See Section 4.5.7 for details. Single 12-lead ECG recordings will be obtained at screening and at end of treatment. ECGs should also be
performed when clinically indicated in any patient with evidence of, or suspicion for, clinically significant signs or symptoms of cardiac
dysfunction. If a PK sample is not scheduled for that timepoint, an unscheduled PK sample should be obtained. During infusion of doxorubicin,
continuous ECG monitoring should be performed per local clinical practice.

See Section 4.5.5 for details. Assess response using image based evaluation, using Lugano 2014 criteria (see Appendix 3). PET and
diagnostic-quality CT scans are required at screening, at the interim response assessment, and at the primary response assessment visit.
Perform CT scan with or without PET during follow up every 6 months for 2 years after primary response assessment, or until disease
progression or study discontinuation, whichever is earlier. CT scans with or without PET obtained during Cycles 9-17 if eligible for continued
treatment may also serve as the scans required during the 2-year follow up after PRA. Additional scans are not required. A full tumor
assessment including radiographic assessment must be performed any time disease progression or relapse is suspected. If disease
progression or relapse is suspected before the primary response assessment, both PET and diagnostic-quality CT scans should be performed
far tumor assessment. Scans should be performed according to the guidelines in the imaging manual provided to all sites.

FROs will be evaluated in patients randomized in the Phase Il (Arms 1, 2, and 3) portion of the study using the EORTC QLQ-C30, FACT-Lym
subscale, FACT/GOG-Ntx, and EQ-5D-5L guestionnaires. The questionnaires will be self-administered before the patient receives any
information on disease status, prior to the performance of non-PRO assessments (except laboratory blood collections), and pricr to the
administration of study treatment, unless otherwise specified.

For C4D1 and CED1 only.

HBsAq, HBsAb, HBcAb, HCV antibody, and HIV antibody serology are required. Patients with occult or prior hepatitis B infection (defined as
positive total hepatitis B core antibody and negative HEsAg) may be included if HBY DNA is undetectable at the time of screening. These
patients must be willing to undergo monthly DMA testing and appropriate antiviral therapy as indicated. Patients who are positive for HCV
antibody must be negative for HCV by PCR to be eligible for study participation.
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Alternate Schedule of Activities (cont.)

Quantitative PCR for detection of active EBV and CMV should be performed at screening, C201, and when clinically indicated on a peripheral
blood sample per local laboratory requirements. Paired samples should also be collected for central laboratory assessments at the same
timepoints (see footnote = for sample fypes required for central laboratory assessments). If local laboratory assessments are not available for
quantitative PCR detection of active EBV and CMV, local laboratory collections may be waived only if sample is collected for central laboratory
assessments of viral infections. If EBV or CMV DNA levels are detected (positive), contact the Medical Monitor for additional recommendations,
and repeat quantitative PCR. monitoring weekly until DMA levels decrease, and then continue to monitor by quantitative PCR at every cycle until
two consecutive negative (undetectable) results.

Flow cytemetry (preferred) and/or a peripheral blood smear is required at screeming (if not done as part of standard-of-care tests) to detect
mealignant and/or atypical cells. If malignant cells or atypical cells are detected, the results must be discussed with the Medical Monitor.

Hematology includes CBC (including hemoglobin, hematocrit, REC, WBC), platelet count, ANC, absolute lymphocyte count, and other cells.

Chemistry panel (serum) includes sodium, potassium, chloride, bicarbonate (or total carbon dioxide (if considered standard of care for the
region), glucose, BUN or urea, creatinine, caleium, magnesium, phosphorous, total and direct bilirubin, total protein, albumin, ALT, AST, ALP,
GGT LDOH, and uric acid.

Fibrinogen will be collected when monitoring systemic immune activation events (e.g., MAS/HLH, severe CRS).

In addition to the cther listed laboratory tests, polatuzumab vedotin—specific laboratory tests include amylase, lipase, and hemoglobin Alc (see
Section 4.5.6).

All women of childbearing potential will have a serum pregnancy test at screening within 7 days before C101 of study treatment. Urine or serum
pregnancy tests will be performed on Day 1 of each cycle of therapy for all women of childbearing potential. If a urine pregnancy test is positive,
it must be confirmed by a serum pregnancy test.

See Sections 4.3.3.2-4 3.3 4 for study treatment regimens and dosing. See Figure 3, Figure 4, and Figure € for order of administration of study
treatments.

If the combination of the step-up dosing of mosunetuzumab plus other study treatments is not tolerated because of DLTs occurring prior to the
administration of the C1D15 mosunetuzumab dose, then alternative regimens may be assessed. The C101 mosunetuzumab dose would be
omitted. The C108 mesunetuzumab dose would consist of 1 mg and the C1015 dose would consist of 2 mg. The C2D1 or C202
mosunetuzumab administration would be the first full test dose. Mosunetuzumab is given on Day 2 of Cyele 2 when combined with CHP-pola.
This DLT window would be 36 days in length. See Sections 3.1.1.1 and 3.1.1.2.
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Alternate Schedule of Activities (cont.)

e Prednisone 100 mg/day PO is given on Days 1-5 for each cycle when CHOP or CHP is administered. On days when mosunstuzumab IV
corticosteroid premedication overlaps with the predniscne 100 mg dose, the IV corticosteroid premedication should be omitted.

dd Days -7 to —1. Administration of an approximate 7 days of pre-phase treatment (consisting of prednisone/prednisclone 100 mg PO daily)

between Days —7 to —1 may be given at the discretion of the treating study investigator in patients with previously untreated TLS or patients

considered to be at high risk for TLS or acute toxicity with the first cycle of study treatment. This may be added for all patients based on review
of the safety data (see Section 4.3.3.1).

If CHP-pola is not tolerable, an alternative regimen of CHOP without polatuzumab vedotin will be substituted. See Sections 3.1.1.2 and 3.1.2.2.

If patients tolerate both the polatuzumab vedotin and mosunetuzumab infusions well in Cycles 1 and 2, they may be given on the same day for

future subsequent cycles of treatment. See Section 3.3.2.

g2 For quantitabive PCR detection of viral nfection, which may include, but ts not himited to, EBV and CMV. Al screening; C2D1 predose; at
other timepoints when clinically indicated; paired peripheral blood samples should be sent for central laboratory assessments, in additional to
local laboratory assessments (see footnote *).

mi PRA will occur 6-8 weeks after CBD1 or last study treatment, whichever is earlier.

' Patients who receive mosunetuzumab more than 8 weeks after their last dose of mosunetuzumab, will need to follow the step-up dosing
schedule (i.e., mosunetuzumab 1 mg on C7D1, 2 mg CTDE, and test dose on C7D15, followed by the test dose on Day 1 of subsequent cycles
given every 21 days) (see Appendix 2). Routine hospitalization with re-starting mosunetuzumakb treatment after more than 6 weeks of treatment
break is not required, but it is allowed if the investigator considers this to be clinically indicated.

i Cyele 7 will occur approximately 6-8 weeks after Cycle 6 for eligible patients receiving mosunetuzumab. See Section 3.1.2.5.

ki Patients eligible for extended treatment with mosunetuzumab (see Sections 4.3.3.2 and 4.3.3.3) may receive up to a total of 17 cycles of
mosunetuzumab.

i Assessments are to be taken prior to each dose of study drug, unless otherwise specified. Pre-infusion laboratory samples should be drawn
0-24 hours prior to study treatment infusion.

mm Patients who complete the treatment period will retumn to the clinic for a SDC visit 4—8 weeks after the last dose of study drug. Patients who
discontinue study drug prematurely will return to the clinic for a treatment discontinuation visit (ED) within 4-8 weeks after the last dose of study
drug. The visit at which response assessment shows progressive disease may be used as the treatment discontinuation visit.

nn The follow-up period of 2 years starts after PRA, though patients may continue on single agent mosunetuzumab if applicable to the assigned
group or arm. If a patient discontinues the study prior to the PRA, then the 2-year follow-up period will begin at the time of study drug

=

—
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Appendix 15
Alternate Schedule of Activities (cont.)

discontinuation. Patients will return to the clinic every 3 months for the first 6§ months and then every 6 months for laboratory assessments and
targeted physical examinations.

*» When completed/discontinued from treatment, patients should be followed for first new anti-cancer therapy via telephone calls and patient
medical records every 3 months and/or clinic visits every 3 months for the first & months, then every 6 months thereafter, until approximately
2 years following the primary response assessment (unless death, loss to follow-up, the patient withdraws consent or the Sponscr terminates the
study, whichever occurs first). The date of when the first subsequent anti-cancer therapy was initiated will be collected.

re lgG, lgA, and lgM will be collected every 6§ months from screening sample (2.g., at screening, approximately Cycle 8, Cycle 16, study drug
completion/early discontinuation, and, if applicable, during follow-up).
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Appendix 16

Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody

Assessments
Table 1: M-CHOP Treatment Groups (Phase Ib Group A, Group C; Phase Il Arm 3)
Cycle 1 Cycles 2-6 Cycles 7-17¢ F'R.Ml PT
ED ¢ Follow
(1) Up
{Also on CTDE and CTD15,
if step -up dosing regimen
D1 D2 D& D9 D15 D1 D1/D2 4 used)*
2ir 2hr 2hr 2ir 2hr 2hr
Pe- | EOF | Post Pre- | EOL | Post Pre- | EOF |Post | Pe- | BEOF | Post- | Pre- | EOF | Post | Pre- | EOF | Post
Timepoint« | Scr. |Chemofjcheme: [ochemos | 24 bre | MOSY | MOSe | MOS2 |24 hre | MOS? | MOS: |MOS: [Chemo’ Ehemos|Chemos| MOS! | MOS: | MOS: | MOSF | MOS: | MOS: | 24 hre
Plasma for
) h X X X X X X X X x! Xt xU| x® | x® | x® | x*®
biomarkers
Blood for TENK X X X x! xh! x! Xk xk xm
Blood for flow
X x X ® I ¥ k1 X | X K X K
cytometry
PBMCs for
X x! xn X X0
biomarkers
Blood for molecular
i X X X X x4 xr ¥ ¥ s
analysis for MRD P
Blood for (x)
RBR (optional)
Fresh {or archival)
tumor tissue X [x) u
sample =
Serum for X©
mosunetuzumab X X X X X X X X x! w ¥ © X KT
PK (dense) r
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Appendix 16

Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody

Assessments (cont.)

Table 1: M-CHOP Treatment Groups (Phase Ib Group A, Group C; Phase Il Arm 3)

Cycle 1 Cycles 2-6 Cycles 7-17# F'RNl PT
ED - |Follow
D1 -Up
{Also on CTDE and CTD15,
if step -up dosing regimen
D1 D2 D8 D9 D15 D1 D1/D2 4 used)*
2hr 2hr 2hr 2hr 2hr 2hr
Pe- | BEOL | Post Pre- | BEOL | Post Pre- | EO- | Post EOL | Post- | Pre- | EO- | Post | Pre- | EOK | Post
Timepoint® | Scr. |Chemo/|chemoe [Chemoe | 24 hee | MOSY | MOSe | MOS: |24 hre | MOST | MOS: | MOS: FhemosfChemos| MOS! | MOS: | MOS: | MOSF | MOS: | MOS: | 24 hre
Serum for c
mosunetuzumab X X X X X X xm % & X X
PK (sparse) »
Serum for
mosunetuzumab X X X X
ADAsY
Serum for

obinutuzumab PK =

Serum for rituximab
PK =

X

ADA =anti-drug antibody; C =Cycle; chemo =chemotherapy; CHOP =cyclophosphamide, doxorubicin, vincristine, and prednisone;
CHP =cyclophosphamide, doxorubicin, and prednisone; CR =complete response; CT =computed tomography; D =Day; ED =early discontinuation;
EOI =end of infusion; M-CHOP =mosunetuzumab plus cyclophosphamide, doxorubicin, vincristine, and prednisone; MOS =mosunetuzumab;

MRD =minimal residual disease; PBMC =peripheral blood mononuclear cells; PET =positron emission tomography; PK =pharmacokinetic;

PR =partial response; PRA =primary response assessment; Pre =predose; PT =post-treatment; RBR =Research Biosample Repository;

Scr. =screening; SD =stable disease; SDC =study drug completion; TBNK =T, B, and natural killer cells; WES =whole exome sequencing;

WGS =whole genome sequencing; (x) =conditional/optional (refer to footnote).
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Timepoints listed are relative to the end of chemotherapy or mosunetuzumab infusion for each cycle.

Samples to be collected only for patients with SD/PR at end of Cycle 6 that opt to continue treatment with mosunetuzumab for 11 additional
cycles.

Perform within 6-8 weeks after the last infusion of mosunetuzumab to coincide with PET-CT assessment. For patients who discontinue the
study drug prematurely (early discontinuation), perform within 4-8 weeks after the last dose of study drug.

When combined with CHP-pola, mosunetuzumab will be administered on C2D2_ If a patient tolerates the treatment well in Cycles 1 and 2,
starting in Cycle 3, patients may receive mosunetuzumab on Day 1 of Cycles 3-6.

In Cycle 7, if step-up dosing regimen is implemented, serum mosunetuzumab PK samples will be collected at predose (0—4 hours prior to the
infusion of mosunetuzumab) on Days 1, 8, and 15 and within 30 minutes after completion of mosunetuzumab infusion on C7D1. Additional
predose samples will be collected in Cycles 8 and 16 (see footnote v).

Draw predose laboratory samples 0—4 hours prior to infusion of the first drug: chemotherapy on Day 1 of Cycles 1-6 and mosunetuzumab on
Days 8 and 15 of Cycle 1, Day 2 of Cycle 2, and Day 1 of Cycles 7-17.

Perform EOI assessments within 30 minutes after completion of chemotherapy or mosunetuzumab infusion. "2 hr Post-MOS" corresponds to
2 hours (+30 minutes) post-EOI of mosunetuzumab; "24 hr" corresponds to 24 hours (+ 4 hours) from beginning of chemotherapy or
mosunetuzumab infusion.

For patients receiving tocilizumab, additional samples should be collected pre- and post-tocilizumab (6, 24, 48, and 72 hours, and Day 8)
administration. Please refer to Appendix 14.

Cycles 2, 3, and 5 only.

For Cycles 3 and 5, collect only if mosunetuzumab is given on Day 2.
Cycle 7, Day 1 only.

Cycles 2 and 5 only.

For patients with CR at end of Cycle 6.

Cycles 7 and 16, Day 1 only.

Collect 6 months after SDC for patients with CR after 6 cycles.

Samples for MRD monitoring should be drawn as scheduled for all patients, but MRD analysis may only be done in selected patients. Baseline
samples from patients at participating sites will also be analyzed by WES/WGS (see Section 4.5.11).
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Cycles 2, 4 and 6 only

Cyeles 7,11, and 16, Day 1 only.

Collect during follow-up visits as described in Appendix 15, footnote *ni™: starting from either PRA or discontinuation, collect every 3 months for
& months and then every & months until 2 years have elapsed.

With consent to optional research, a blood sample will be requested at baseline for collection and storage at the RER,

Baseline tissue sample is mandatory and availability of archival or freshly biopsied tumor tissue samples should be confirmed at screening.
Tumor tissue samples should consist of representative tumor specimens in paraffin blocks (preferred) or at least 20 unstained slides, with an
associated pathology report, obtained at any time before study entry. If available, slides from bone marrow biopsies performed prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treatment initiation is
preferred between CID15 and C2D8, but may be perforned at any time per investigator’s discretion. Tissue biopsy at the time of tumor
progression is optional. Additional biopsies may be performed at the investigator's discretion (e.g., to confirm disease recurrence or progression
or to confirm an alternate histologic diagnosis). Where possible, tissue from these biopsies should be provided to the Sponsor for exploratory
analysis. All tissue must have an associated pathology repert.

The dense PK sampling for mosunetuzumab applies to all patients in the dose-escalation cohorts in Group A and in the Group C safety cohort
(M-CHOP regimen). The sparse PK sampling for mosunetuzumab applies to all patients in the expansion cohorts in Group A and for patients in
Arm 3 (M-CHOP regimen) of the Phase Il dose-expansion cohorts.

Cycles 7, 8, and 16 only.

During the post-treatment follow-up at =80 days after last mosunetuzumab administration.

Predose serum ADA for mosunetuzumab will be collected in Cycles 1, 2, 6, 16, and ED or PRA.
Predose serum rituximab or obinutuzumab PK is required for patients who have received prior treatment with rituximab or obinutuzumab only.
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Table 2: M-CHP-Pola Treatment Groups (Phase |b Group B)

- les T—17% PT
Cycle 1 Cycles 2-6 Cycles T-17 PRA/ |FO“M
0 ED = -Up
(Also on CTDE and CTD15,
|f - dosing regimen used)
o1 D2 D& 0o D15 o1 DDz € £
2hr 2 hr 2hr 2hr 2hr 2hr
Pe- | EOI- | Post- Pre- | EQI- | Post- FPre- | EQI- | Post- | Pe- | EQI- | Post-| Pra- | EQL- | Post-| Pre- | EOI- | Post-
Timepaoint = | Scr. Chemod Polar | Polaz |24 hrz| MOS AMOS | MOS 2[24 hre] MOS AMOS 2| MOS # [Chemod| Pola ¢ | Pola 2| MOS AMOS 2| MOS ¢ MOS f|MOS 2| MOS #|24 hr 4
Plasma for i i i K K " k
h X X X o X X X X X X i X X X X X

biomarkers
Blood for TBMK % X X %! ¥ x| x* w H P
Blood for flow . . . g ¥ X! b n
cytometry ]
FBEMCs for |

X X L X X
biomarkers
Blood for
molecular analysis X X bt X X9 wr X X f
for MED r
Blood for )
RBR (optional) '
Fresh {or archival)
tumor tissue b (x)
sample ¥
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Table 2: M-CHP-Pola Treatment Groups (Phase Ib Group B)
Cycle 1 Cycles 2-6 Cycles 7-17 PRNl PT
o1 ED ¢ Follow|
-Up
(Also on CTD8 and CTDA5,
if -up dosing regimen used)
D1 D2 D8 D9 D15 D1 D1/D2 4 e
2 hr 2 hr 2hr 2hr 2 hr 2hr
Pre- | ECI- | Post- Pre- | EOI- | Post- Pre- | EQI- | Post-| Pre- | EQI- | Post-| Pre- | EQI- | Post-| Pre- | EQI- | Post-
Timepoint ¢ | Scr. Chemo] Polas | Pola |24 hre| MOS|MOS :|MOS £) 24 hrt| MOS IMOS £|MOS sfhemof| Pola ¢ | Pola | MOS AMOS (| MOS {| MOS AMOS :|MOS £|24 hr
Serum for
mosunetuzumab X X X X X X X X X | xew ] xe X xE
PK (dense) ¥
Serum for
mosunetuzumab X X X X X X xeW | xe X ¥
PK (sparse) ¥
Serum for
mosunetuzumab X X X X
ADAsY
Serum for X
riuximab PK =
Serum for X
obinutuzumab PK?
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Table 2: M-CHP-Pola Treatment Groups (Phase |b Group B)
_{T* PT

Cycle 1 Cycles 2-6 Cycles 7-17 FI;IE*'-":' Folion

Ky Up

(Also on CTDE and CTD15,

|f - dosing regimen used)

o1 02 D& oA D15 )| D102 4 v

2 hr 2hr 2 hr 2hr 2hr 2hr

Pe | EOI- | Post- Pre- | EOI- | Post- Pra- | EQN- | Post- | Pe- | EOL- | Post-| Pra- | EOI- | Post- | Pre- | EOI- | Post-

Timepoint = | Scr. Chemod| Polar | Pola |24 hre| MOS AMOS ¢|MOS 2|24 hre| MOS AMOS ¢ MOS @ Chemod| Pola ¢ | Polaz | MOS A{MOS 2| MOS ¢|MOS F[MOS 2 [MOS 224 hr f

Plasma
polatuzumakb
vedotin PK for
acMMAE and
unconjugated
MMAE (dense) #
Flasma
polatuzumab
vedotin PK for
acMMAE and
unconjugated
MMAE (sparse)®
Serum
polatuzumakb
vedotin PK for
total antibody 20
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Table 2: M-CHP-Pola Treatment Groups (Phase |b Group B)

Cycle 1 Cycles 2-6 Cycles T-17¢ PRa/|_PT
Ep - |Follow]
D1 _Up

(Also on CTDE and CTD15,
|f - dosing regimen used)
o1 D2 D& 0o D15 o1 DDz € £
2 hr 2hr 2 hr 2hr 2hr 2hr
Pe- | EOI- | Post- Pre- | EQI- | Post- FPre- | EQI- | Post- | Pe- | EQI- | Post-| Pra- | EQL- | Post-| Pre- | EOI- | Post-
Timepoint = | Scr. Chemod| Polar | Pola |24 hre| MOS AMOS ¢|MOS 2|24 hre| MOS AMOS ¢ MOS @ Chemod| Pola ¢ | Polaz | MOS A{MOS 2| MOS ¢|MOS F[MOS 2 [MOS 224 hr f
Serum for
polatuzumakb X X X
vedotin ADAs ¥

acMMAE = antibody-conjugated monomethy| auristatin E; ADA =anti-drug antibody; C =Cycle; chemo=chemotherapy; CHOP =cyclophosphamide,
doxorubicin, vincristine, and prednisone; CHF = cyclophosphamide, doxorubicin, and prednisone; CR =complete response: CT =computed
tomography; D = Day; ED =early discontinuation; ECl=end of infusion; IMC =Internal Monitoring Committee; M-CHP-pola=maosunetuzumab plus
cyclophosphamide, doxorubicin, prednisone, and polatuzumab vedotin; MMAE = monomethyl auristatin E; MOS =mosunetuzumab; MRD =minimal
residual disease; PBMC = peripheral blood mononuclear cells: PET = positron emission tomography; PK = pharmacokinetic; Pola= polatuzumab
vedotin; PR=partial response; PRA=primary response assessment; Pre=predose; PT=post-treatment; RER=Research Biosample Repository;
Scr. =screening; SD=stable disease; SDC =study drug completion; TENK=T, B, and natural killer cells; WES =whole exome sequencing;

WGS =whole genome sequencing: (x)=conditionalioptional (refer to footnote).
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Timepoints listed are relative to the end of polatuzumab vedotin or mosunetuzumab infusion for each cycle.
Samples to be collected only for patients with SO/PR at end of Cycle 6 who opt to continue treatment with mosunetuzumab for 11 additional
cycles.

Perform within 68 weeks after the last infusion of mosunetuzumab to coincide with PET-CT assessment.

In Cycle 2, mosunetuzumab will be administered on Day 2 when combined with CHP-pola in Phase I Group B. In Cycles 3-6, mosunetuzumab
will be administered on either Day 1 or 2, depending on each patient’s ability to tolerate the mosunetuzumab plus polatuzumab vedotin
combination during the first 2 cycles.

In Cycle 7, if step-up dosing regimen is implemented, serum mosunetuzumab PK samples will be collected at predose (0—4 hours prior to the
infusion of mosunetuzumab) on Days 1, 8, and 15 and within 30 minutes after completion of mosunetuzumab infusion on C7D1. Additional
predose samples will be collected in Cycles 8 and 16 (see footnote ).

Draw predose laboratory samples 0—4 hours prior to infusion of the first drug: chemotherapy on Day 1 of Cycles 1-6 and mosunetuzumab on
Days 8 and 15 of Cycle 1, Day 2 of Cycle 2, either Day 1 or 2 of Cycles 3-6, and Day 1 of Cycles 7-17.

Perform EOI assessments within 30 minutes after completion of polatuzumab vedotin or mosunetuzumab infusion. “2 hr Post” corresponds to

2 hours (+30 minutes) post-EOI; "24 hr" corresponds to 24 hours (+4 hours) from beginning of polatuzumab vedotin or mosunetuzumab infusion.

For patients receiving tocilizumab, additional samples should be collected pre- and post-tocilizumab (6, 24, 48, and 72 hours, and Day 8)
administration. Please refer to Appendix 14.

Cycles 2, 3, and 5 only.

For Cycles 3 and 5, collect only if mosunetuzumab is given on Day 2.
Cycle 7, Day 1 only.

Cycles 2 and 5 only.

For patients with CR at end of Cycle 6.

Cycles 7 and 16, Day 1 only.

Collect 6 months after SDC for patients with CR after 6 cycles.

Samples for MRD monitoring should be drawn as scheduled for all patients, but MRD analysis may only be done in selected patients. Baseline
samples from patients at participating sites will also be analyzed by WES/WGS (see Section 4.5.11).

Cycles 2, 4, and 6 only.
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Cycles 7, 11, and 16, Day 1 only.

Collect during follow-up visits as described in Appendix 15, footnote *ni™: starting from either PRA or discontinuation, collect every 3 months for
& months and then every & months until 2 years have elapsed.

With consent to optional research, a blood sample will be requested at baseline for collection and storage at the RBR,

Baseline tissue sample is mandatory and availability of archival or freshly biopsied tumor tissue samples should be confirmed at screening.
Tumor tissue samples should consist of representative tumor specimens in paraffin blocks (preferred) or at least 20 unstained slides, with an
associated pathology report, obtained at any time before study entry. If available, slides from bone marrow biopsies performed prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treatment initiation is
preferred between CID15 and C2D8, but may be performed at any time per investigator’s discretion. Tissue biopsy at the time of tumor
progression is optional. Additional biopsies may be performed at the investigator's discretion (e.g., to confirm disease recurrence or progression
or to confirm an alternate histologic diagnosis). Where possible, tissue from these biopsies should be provided to the Sponsor for exploratory
analysis. All tissue must have an associated pathology report.

The dense PK sampling for mosunetuzumab applies to all patients in the dose-escalation cohorts in Group B and in the Group C safety cohort
(if M-CHP-pola is used). The sparse PK sampling for mosunetuzumab applies to all patients in the expansion cohorts in Group B.

Cycles 7, 8 and 16 only.

During the post-treatment follow-up at=90 days after last mosunetuzumab administration.

Predose serum ADA for mosunetuzumab will be collected in Cycles 1, 2, 6, 16, EOT, and ED or PRA. Predose serum ADA for polatuzumab
vedotin will be collected in Cycles 1, 2, 6, and ED or PRA.

Predose serum rituximab or obinutuzumab PK is required for patients who have received prior treatment with rituximab or obinutuzumab only.

@ The plasma sample will be split into two samples for analyses of antibody-conjugated MMAE and unconjugated MMAE concentrations. The

dense plasma PK sampling scheme for polatuzumab vedotin applies to all patients in Group B (dose-escalation and expansion cohorts/

b Serum polatuzumab vedotin PK for total antibody will be collected at predose (04 hours prior to the infusion of polatuzumab vedotin) in

Cycles 1, 2, 8, and ED or PRA. Polatuzumab vedotin total antibody PK and ADA will not be collected if mosunetuzumab + CHOP is selected as a
regimen.
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Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Il'niﬂf 3: M-CHP-Pola Treatment Group (Phase IT Arur 1)

PT
PRA/|Follow-
Cyele 1 Cycles 26 Cycles 717 "1 EDE| Up
D1
(alse on C7DE and
C7D15, tf step-up
Timepaint *|Scr D1 D2 D& D15 D1 dosing regimen used) °
Ehr 24 hr 2 hr 2 hr 2 hr Ehr 24 hr
Pre- Pre- |[EOI- |Post- [(Post- | Pre- |EOI- [Post- | Pre- |EOI- |Post-] Pre- Pre- [EOI- |Post- | Pre- |[EOI- |Post- | Post-
Cheme [EOI- [MOS [MOS IMOS MOS) MOS MOS MOS MOS MOS MOS Cheme [EOT- MOS MOS MOS OS5 ROS MOS MOS)
e Pola - f f f L] f f 13 f f 13 Pola [ f f [ f f f
Plasma for hiomarkers 9 x X X x X x X x x xh Ll I IE LU B
Blood for TENK x x x x! E x! LK
Blood for flow cytometry X x T ! LI i gl
PBMCs for biomarkers X xl x! x xM
Elood for melecular
mmiIfSJ: for MED " ’ * * 8 x° x” 8 xe
Blood for RER {optional) © (x)
F.?'ﬂ.ifl {or archival) tumor . (1) ®
tissue sample *
Serum for
musuninzumrzb FPE * x * * * * * x X S * vt
Serum for
mosunetuziumab x X x x
ADAs®
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Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody

Appendix 16

Assessments (cont.)

Table 3: M-CHP-Pola Treatment Group (Phase IT Arm 1)

pedotin ADAs Y

FT
FPRA/|Follow-
Cycle 1 Cycles 26 Cycles 717 ® ED®| Up
D1
{also on C7DE and
C7D15, if step-up
Timepoint ®|Scr. D1 D2 Ds D15 D1 dosing regimen used) 9
Ehr 24 hr Ehr 2 hr Ehr 2hr |24 hr
Pre- Pre- |[EQI- |Post-|(Post-| Pre- |[ECQI- |Post- | Pre- |[EQI- |Post-| Pre- Pre- |[EQI- |Post- | Pre- |[EOI- |Post- |(Post-
Chemo [EOI- MO S MOS MOS MOS) MOSs Mo s Mo s pMos MOs Mo s |Chemo [ECI- WMOS MO S MO S MOS MOS MO S [MOS)
¢ |polal = f f r e f f e f r e |pola| = f f e f r f
Plasma polatuzumab
vedotin PE for acMMAE x . . . . x . . ot . LU
and unconjugated MMAE
L
Serum polatuzumab
vedotin PE for total X x x
antibody *
Serum for polatuzumab x . .

acMMAE=antibody-conjugated monomethyl auristatin E; ADA=anti-drug antibody; COCycle; chemo=chemotherapy;
CHOP=cyclophosphamide, doxorubicin, vincristine, and prednisone; CHP=cyclophosphamide, doxorubicin, and prednisone; CR=complecte
response; CT=computed tomography; D=Day; ED=arly discontinuation; EQI=end of infusion; IMC=Internal Monitoring Committee;
MMAE=monomethyl auristatin E; M-CHP-pola=mosunetuzumab plus cyclophosphamide, doxorubicin, prednisone, and polatuzumab vedotin,
MOS=mosunetuzumab; MRD =minimal residual disease; PEMC=peripheral blood mononuclear cells; PET=positron emission tomography;
PE=pharmacokinetic; pola=polatuzumab vedotin; PR=partial response; PRA=primary response assessment; Pre=predose; PT=post-treatment;
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

RBR=Research Biosample Repository; Scr.=screening; 5D=stable disease; SDC=study drug completion; TBD =T-cell <dependent bispecific
(antibody); TENK=I, B, and natural killer cells; WES=whole exome sequencing; WGS5=whole genome sequencing; (x)=conditionalfoptional
(refer to footnote).

b

Timepoints listed are relative to the end of polatuzumab or mosunctuzumab infusion for each cycle, unless otherwise noted.
Samples to be collected only for SD/FR patients at end of Cycle 6 that opt to continue treatment with mosunetuzumab for 11 additional

cycles.
Perform within 68 weeks after the last infusion of mosunetuzumab to coincide with PET-CT assessment.

In Cycle 7, if step-up dosing regimen is implemented, serum mosunetuzumab PK samples will be collected at predose (04 hours prior to the
infusion of mosunetuzumab) on Days 1, 8 and 15 and within 30 minutes after completion of mosunctuzumab infusion on C7D1. Additional
predose samples will be collected in Cycles 8 and 16 (see footnote w).

Draw predose laboratory samples 0—4 hours prior to infusion of the first drug: chemotherapy on Day 1 of Cycles 16 and mosunetuzumab on
Days 1, 8, and 15 of Cycle 1, Day 1 of Cycles 2, -6, and Day 1 of Cycles 7-17.

Perform EOQI assessments within 30 minutes after completion of polatuzumab or mosunectuzumab infusion. "2 hr post-MOS" corresponds to
2 hours (30 minutes) after completion of polatuzumab or mosunetuzumab infusion; "24 hr" corresponds to 24 hours (£ 4 hours) from
beginning of mosunetuzumab infusion.

For patients receiving tocilizumab, additional samples should be collected pre- and post-tocilizumab (6, 24, 48, and 72 hours, and Day §)
administration. Please refer to Appendix 14,

Cycles 2, 3, and 5 only.

Cycle 7, Day 1 only.

Cycles 2 and 5 only.

For CR patients at end of Cycle 6.

Cycles 7 and 16, Day 1 only.

Collect 6 months after SDC for patients that have a CR after 6 cycles.

Samples for MRD monitoring should be drawn as scheduled for all patients, but MRD analysis may only be done in selected patients.
Baseline samples from patients at participating sites will alse be analyzed by WES/WGS (see Section 4.5.11).

Cycles 2, 4 and 6 only
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

P Cycles 7, 11, and 16, Day 1 only.

9 Collect during follow-up visits as described in Appendix 1, footnete "nn”: starting from erther PRA or disconbinuation, collect every
3 months for 6 months and then every 6 months until 2 years have elapsed.

* With consent to optional research, a blood sample will be requested at baseline for collection and sterage at the RBR.

® Baseline tissue sample is mandatory and availability of archival or freshly biopsied tumeor tissue samples should be confirmed at screening.
Tumor fissue samples should cemsist of representative tumor spectmens in pavaffin blocks (preferred) or at least 20 unstamed shdes, rmHi an
associated pathelogy report, obtained at any time befove study entry. If available, slides from bone marrow biopsies perforined prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treatment inttiation is
preferred between CID15 and C2D8, but may be performed at any time per investigator’s discretion. Tissue bropsy at the time of tumor
progression is optional. Additional biopsies may be performed at the investigator’s discretion (e.g., to confirm disease recurrence or
progression or to confirm an alternate histologic diagnosts), and between C1D15 and C2D8. Where possible, tissue from these biopsies should
be prowided to the Sponsor for explovatory analysis. All tissue must have an associated pathology report.

U Cycles 7, 8, and 16 only for mosunetuzumab serum PE. Cycle 8 only for polatuzumab vedotin plasma PE.

U During the post-treatment follow-up at =90 days after last mosunetuzumab administration.

¥ Predose serum ADA for mosunetuzumab will be collected tn Cycles 1, 2, 6, 16, and ED or PRA. Predose serum ADA for polatuzumab
vedetin will be collected i Cycles 1, 2, &, and ED or PRA.

W The plasma sample will be split into two samples for analyses of acMMAE and unconjugated MMAE concentrations.

* Serum polatuzumab vedotin PK for total antibody will be collected at predose (0— hours prier te the infusion of polatuzumab vedetin) in
Cyeles 1, 2, 6, and ED ov PRA.
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Table 4: Control Treatment Groups (R-CHP-Pola, Phase Il Arm 2)
Cycle 1 Cycles 2-6 PRAS PT
D1 D2 D& D15 D1 Eps |Follow-Up
2hr 2hr 2hr 2hr
Pre Post- Post- Post- | Pre« Post-
Timepoint 2 |Scr.|{Chemo)| EOl¢ | EOlI4 |24 hrd| Prec | EQlI¢ | EOI4 | Pres | EOI4 | EOIZ |{Chemo) EOQIZ | EOIS
Plasma for biomarkers © X X X X X X % ¥4
Blood for TBENK X X xh xh X
Blood for flow cytometry X X ¥ xh
PBEMCs for biomarkers X xh X X!
Blood for molecular X X x x - X Xl
analysis for MRD |
Blood for RBR (optional) ™ (x)
Fresh {or archival) fumor
) X (x)m=
tissue sample =
Serum for rituximab PK = X X X X X X
Plasma polatuzumab X X X X X x
vedotin PK for MMAE @ r
Serum polatuzumab
vedotin PK for total X X X
antibody «
Serum for polatuzumab X X X
vedotin ADAs 1

acMMAE=antibody-conjugated monomethyl auristatin E; ADA=anti-drug antibody; C=Cycle; chemo=chemotherapy; CT=computed tomography;
D=Day; ED=early discontinuation; EOl=end of infusion; MMAE=monomethyl auristatin E; MRD=minimal residual disease; PBMC=peripheral blood
mononuclear cells; PE=positron emission tomography; PK=pharmacokinetic; PR=partial response; PRA=primary response assessment;
Pre=predose; PT=post-treatment; RBR=Research Biosample Repository; R-CHOP=rituximab plus cyclophosphamide, doxorubicin, vincristine,
and prednisone; R-CHP=rituximab plus cyclophosphamide, doxorubicin, and prednisone; Scr.=screening; SDC=study drug completion; TBNK=T,
B, and natural killer cells; WES=whole exome sequencing; WGS=whole genome sequencing; (x)= conditional/optional (refer to footnote).
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Appendix 16
Alternate Schedule of Samples for Biomarker, Pharmacokinetic, and Anti-Drug Antibody
Assessments (cont.)

Timepoints listed are relative to the end of chemotherapy infusion for each cycle, unless otherwise noted.

Perform within 6-8 weeks after the last infusion of mosunetuzumab, to coincide with PET-CT assessment.

Draw predose laboratory samples 0—4 hours prior to infusion of the first drug (chemotherapy) on Day 1.

Perform EOI assessments within 30 minutes after completion of chemotherapy (for R-CHOP) or polatuzumab vedotin (for R-CHP-pola) infusion;
"2 hr Post-EOI" comresponds to 2 hours (230 minutes) post-EOI; "24 hr" comesponds to 24 hours (=4 hours) from beginning of chemotherapy
infusion.

For patients receiving tocilizumab, additional samples should be collected pre- and post-tocilizumab (6, 24, 48, and 72 hours, and Day 8)
administration.

Cycles 2, 3, and 5 only.

Cycle 2 only.

Cycles 2 and 5 only.

Collect & months after SDC.

Samples for MRD monitoring should be drawn as scheduled for all patients, but MRD analysis may only be done in selected patients. Baseline
samples from patients at participating sites will also be analyzed by WES/WGS (see Section 4.5.11).

Cycles 2, 4, and 6 only.

Collect during follow-up visits as described in Appendix 13, footnote “nn”. starting from either PRA or discontinuation, collect every 3 months for
& months and then every 6 months until 2 years have elapsed.

With consent to optional research, a blood sample will be requested at screening for collection and storage at the RBR.

Baseline tissue sample is mandatory and availability of archival or freshly biopsied tumor tissue samples should be confirmed at screening.
Tumor fissue samples should consist of representative tumor specimens in paraffin blocks (prefemed) or at least 20 unstained slides, with an
associated pathology report, obtained at any time before study entry. If available, slides from bone marrow biopsies performed prior to study
entry should also be provided in addition to (but cannot be in place of) the primary tumor. Optional tissue biopsy after treatment initiation is
preferred between C1D15 and C2D8, but may be performed at any time per investigator’s discretion. Tissue biopsy at the time of tumor
progression is optional. Additional biopsies may be performed at the investigator's discretion (e.g., to confirm disease recurrence or progression
or to confirm an altemnate histologic diagnosis) and between Cycle 1 Day 15 and Cycle 2 Day 8. Where possible, tissue from these biopsies
should be provided to the Sponsor for exploratory analysis. All tissue must have an associated pathology report.

Plasma polatuzumab vedotin PK and rituximab PK samples will be collected at the specified timepoints in Cycles 1, 2, 4, 6, ED or PRA,
and>90 days after the last dose of the respective agent.

The plasma sample will be split into two samples for analyses of acMMAE and unconjugated MMAE concentrations.

Serum polatuzumab vedotin PK and ADA samples will be collected at predose in Cycles 1, 2, 6, and ED or PRA.
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Appendix 17
Neurologic Adverse Events that May Affect Driving

Patients should be advised by the study investigator of potential neurologic toxicity,
which may include seizures and alterations of consciousness.

MNeurologic adverse events with the potential to impact cognition or consciousness that
may affect driving (driving-impacting cognition or consciousness neurologic events
[DI-CCNAE]) include, but are not limited to: amnesia, aphasia, confusional state,
delirium, depressed level of consciousness, disturbance in attention, encephalopathy,
hallucination, hepatic encephalopathy, insomnia, memory impairment, seizure, visual
hallucination, and vertigo.

MNeurologic adverse events with the potential to impact cognition or consciousness
(cognition or consciousness neurologic events [CCNAE]) may include, but are not limited
to: dizziness, insomnia, postural dizziness, and tremor. Patients with CCNAEs or
Grade =3 neurclogic adverse events should be assessed by neurologic examination to
evaluate risk of impairment for driving or engaging in hazardous occupations or
activities. When necessary, consult the Medical Monitor and obtain neurology
consultation for evaluation of neurologic events that have the potential to impact
cognition or consciousness.
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Appendix 18
Definitions of Laboratory and Clinical Tumor Lysis Syndrome.

Table 1. Definitions of Laboratory and Clinical Tumer Lysis Syndrome.*

Metabolic Criteria for Classification of Laboratory Criteria for Classification of Clinical
Abnormality Tumor Lysis Syndrome Tumaor Lysis Syndrome
Hyperuricemia Uric acid =8.0 mgfdl {475.8 pmol /liter)

in adults or above the upper limit of the
normal range for age in children

Hyperphosphatemia Phosphorus =4.5 mg/dl (1.5 mmel/liter)
in adults or >6.5 mg/dl {2.1 mmeolfliter)

in children
Hyperkalemia Potassium =6.0 mmol/liter Cardiac dysrhythmia or sudden death probably
or definitely caused by hyperkalemia
Hypocalcemia Corrected calcium <7.0 mg/dl (1.75 mmolfliter) Cardiac dysrhythmia, sudden death, seizure,
or ionized calcium <4.5 mg/dl (1.12 mmol/ neuromuscular irritability (tetamy, pares-
liter) thesias, muscle twitching, carpopedal
spasm, Trousseau's sign, Chvostek’s sign,
laryngospasm, or bronchospasmy), hypo-
tension, or heart failure probably or defi-
nitely caused by hypocalcemia
Acute kidney injuryf Mot applicable Increase in the serum creatinine level of

0.3 mg/dl (26.5 pmolfliter) (or a single val-
ue >1.5 times the upper limit of the age-
appropriate normal range if no baseline
creatinine measurement is available) or
the presence of oliguria, defined as an
average urine output of <0.5 mifkgfhr

for 6 hr

* In laboratory tumear lysis syndrome, two or more metabolic abnormalities must be present during the same 24-hour
period within 3 days before the start of therapy or up to 7 days afterward. Clinical tumor lysis syndrome requires the
presence of laboratory tumor lysis syndrome plus an increased creatinine level, seizures, cardiac dysrhythmia, or death.

1 The corrected calcium level in milligrams per deciliter= measured calciumn level in milligrams per deciliter 0.8 (4- albumnin
in grams per deciliter].

1 Acute kidney injury is defined as an increase in the creatinine level of at least 0.3 mg per deciliter (26.5 pmol per liter)
or a period of oliguria lasting 6 hours or more. By definition, if acute kidney injury is present, the patient has clinical
tumor lysis syndrome. Data about acute kidney injury are from Levin et al."

Adapted from: Howard et al. 2011.

Note: Tumeor lysis syndrome should be graded according to National Cancer Institute Common
Terminology Criterta for Adverse Events, Version 4.0.
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Appendix 19
Management of Hemophagocytic Lymphohistiocytosis

HEMOPHAGOCYTIC LYMPHOHISTIOCYTOSIS

The supportive management of hemophagocytic lymphohistiocytosis (HLH) is generally
similar to that of cytokine-release syndrome (see Table 10) Specific diagnostic,
monitoring and management guidelines for HLH are described below.

Patients with suspected HLH should be diagnosed according to published criteria by
McClain and Eckstein (2014). A patient should be classified as having HLH if five of
the following eight criteria are met:

o  Fever 238.5°C

s  Splenomegaly

»  Peripheral blood cytopenia consisting of at least two of the following:

» Hemoglobin <90 g/L (9 g/dL) (<100 g/L [10 g/dL] for infants <4 weeks old)
*  Platelet count <100x10%L (100,000/uL)

e ANC <1.0x10%/L (1000/uL)

»  Fasting triglycerides >2.992 mmol/L (265 mg/dL) and/or fibrinogen <1.5 g/L
(150 mg/dL)

»  Hemophagocytosis in bone marrow, spleen, lymph node, or liver
»  Low or absent natural killer cell activity
s  Ferritin >500 mg/L (500 ng/mL)

»  Soluble interleukin 2 (IL-2) receptor (soluble CD25) elevated =2 standard
deviations above age-adjusted laboratory-specific norms

In all cases of suspected HLH, the Medical Monitor should be immediately notified.
Patients should be hospitalized with the following diagnostic and monitoring measures
initiated:

»  Frequent (e.g., every 4 hours) vital signs and physical examination including
evaluation for splenomegaly;

»  Serial (at least daily) monitoring of serum chemistries, complete blood counts, liver
function tests (LFTs), ferritin, PT/PTT, fibrinogen, D-dimer and triglycerides;

»  Consideration of bone marrow and/or lymph node biopsy to assess for
hemophagocytosis and active infection, including assessment of EBV protein
localization in T/B/NK cells;

»  Complete infectious disease work-up including:
—  Blood cultures (bacterial and fungal)

—  Urine cultures and urinalysis
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Appendix 19
Management of Hemophagocytic Lymphohistiocytosis (cont)

—  Radiographic assessments (e.g., chest X-ray or CT scan)
—  Assessment for active viral infections, including but not limited to EBV and CMV
» If available, assessment for soluble CD25 and assessment of NK cell function

» DNA for exploratory genetic testing of mutations potentially associated with HLH,
e.g., PRF1, MUNC13-4, STXBP2 should be considered (Zhang et al. 2011)

Patients with suspected HLH should be treated according to the guidelines in Table 1.
In the case of confirmed HLH, permanently discontinue study treatment.

Tablel Management Guidelines for Suspected Hemophagocytic
Lymphohistiocytosis

Event Management

Suspected HLH |«  Withhold study treatment and contact Medical Monitor.

*  Consider patient referral to hematologist,

o  Initiate supportive care, including intensive care monitoring if
indicated per institutional guidelines.

*  Consider treatment for HLH with appropriate therapy

Confirmed HLH |*  Permanently discontinue study treatment and contact the
Medical Monitor.

s  Refer patient to a hematologist

s Institute appropriate supportive care, including intensive care
monitoring, if indicated per the institutional guidelines

s Treat with appropriate HLH therapy according to institutional
standards or published references (Schram and Berliner 2015)

HLH =hemophagocytic lymphohistiocytosis.
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