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Version History

Version 5.0, 03 Apr 2024

Section

Summary of change

At planned DCO of

03Jan2024 for the interim analysis, the study has reached the primary objective. this

amendment is mainly for adapting change after final analysis.

Table 1.2.3
footnotes, section
8.1.1,section
8.1.2.section 8.1.3.
table 11 footnote

c. section 8.1.5

Updated assessment description of HEV PCR, ]'\-TRD,-, hematology
serum imannnoglobulins, f2-macroglobuling and TBNE, the testings will be performed
locally after final analysis.

Section 1.1, figure
1

Updated study estimated date of last patient completed to Q4 2024;
Updated the duration of study to approzimately 54 months:
Updated subject can crosover with investigator-assessed PD with agreement from

medical/monitor/study physician after Amendment 5.0.

Updated the interim analysis at the planned DCO of 03 Jan 2024

Tabled Corrected typo error of secondary objectives.

Table 2, figure 1 Updated eligibility assessment for crossover

Section 4.1,

section 6.7

Section 4.4 Updated description of end of study definition

Section 7.1.2 Updated the frequency of survival follow up from every 12 weeks to 24 weeks
Table 10 Corrected typo error of ALC-PD definition

Section 8.1.5 Speciﬁed- are no longer needed after final analysis and Amendment 5.0
Appendix I Editorial update and correction

Yersion 4.0, 14 Ma

r 2023

Section

Summary of change

This amendment is mainly for CSP TransCelerate leﬂq)late_ update.

Section 1.1. Table
2. foolnote 1;

Section 8.1.3

Updated assessment description of cytogenetic and genetic molecular prognostic
molecules and FISH evaluation to clarify assessment schedule.

Section 4.4 Updated the duration of final analysis to be consistent across the protocol.

Section 6.1.2 Updated for typo emor.

Section 4.4 Added Drug Abuse and Dimg Misusze definition

Appendix Al Updated “Regulatory and Ethical Considerations”, added sub-heading “Regnlatory
Reporting Requirements for SAF<" and “Regulatory Reporting Requirements for
Serious Breaches” and related details.

Appendix B8 Added detailed Dmg Abuse and Drug Misuse definition and examples

Version 3.0, 16 May 2022
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Section Summary of change
All IRC changed to BICE.
All ‘Congenital abnormality” changed to “Congenital anomaly’
Section 1.1, Table | Revise footnote to clarify EOT visit schedule, and update in section 7.1.1
1, Table 2, Table 3
Section 1.2 Updated statistical methods section to reflect study design update
Section2 23 Updated acalabrutinib clinical studies results based on IB version 11.0
Section2 3.1 Updated acalabrutinib safety profile based on IB version 11.0
Section4.1.1 Added instruction for study conduct mitigation during study dismuptions due to cases of
civil crisis, natural disaster, or public health crisis
Section 5.1 Updated inclusion criteria 10 to change male contraception duration after the last dose of
rituximab or chlorambucil from 12 months™ to *00 days’ to shorten the unnecessary long
contraception.
Section 6.1.2 Added to describe Arm B freatment
Section 6.5.2 Updated Table 7 for “instructions for coadministration of mild CYP3 A inhibitor and
Table 7 strong CYP3A inducer of drugs with Acalabrutimb coadministered drug”
Section 7.1.1 Updated description of EOT wvisit schedule
Section 7.1.2 Updated definition of subjects who should enter post-treatment disease follow up period
Section 822 » Updated "The nervous system examination will include attention to neurologic
signs and symptoms of PML’
*  Added recording and reporting requirements for ‘changes from baseline
abnormalities” and “new or worsened climically significant abnormalities’
Section 8.2.3 s  Updated vital signs collection requirement
*  Added recording and reporting requirements for ‘changes from baseline
abnormalities” and “new or worsened climically significant abnormalities’
Section 831 and | Updated time period and frequency for collecting AF and SAF information for clarity
Table 13 and change in reportability for AFs of concern post-30 days last dose.
Section 8.3.10 Updated requirements for AFSI reporting
Section 8422 Updated male contraception or donating or banking sperm requirement for non-sterilised
male subjects to 90 days after the last dose of rifimab or chlorambucil to reflect
changes made to section 5.1.
Section 9 2 Updates to trial design as follows: edits to hazard ratio, update to interim and final
analyses to accommodate expectation of the hazard ratio given latest acalabrutinib data,
related updates in section 9 5.6 and section 9 6.
Section 9 3, Update description of outcome vanable for efficacy data.
Table 16
Section 9.5.6 Updates to trial design as follows: edits to hazard ratio, update to interim and final
analyses to accommodate expectation of the hazard ratio given latest acalabrutinib data
Section 9.6 Updates to trial design as follows: edits to hazard ratio, update to interim and final
analyses to accommodate expectation of the hazard ratio given latest acalabrutinib data
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Section 11

Added Appendix J and move Abbreviations to Appendix K.

Appendix T

Added appendix J to give guidance for implementing changes during study dismptions
due to any of or a combination of civil crisis. natural disaster, or public health crisis

Yersion 2.0, 21 October 2020

Section

Summary of change

All

e ‘Medical Monitor’ changed to ‘Study Physician®
s CIVRS/IWERS® changed to ‘IRT/RTSM’

A

Section 1.1, Table

Added footnote to clarify MRD assessment schedule

Section 1.2

Updated the study timeline under statistical methods part

Sechon 2.3.1

Updated acalabmtinib safety profile based on IB version 8.1

Section 3 Clarified definition of overall response rate
Section 4.1 Removed description of crossover procedure, and added a separate section in 6.8
Section 5 ¢  (lanfied inclusion criteria &
#  Updated inclusion criteria 10 for highly effective methods of contraception
»  Updated the inclusion criteria for total bilirubin <2 0=ULN to keep consistency
with other similar sdies,
*  Rephrased the inclusion criteria of reproduction for female subject to be more
understandable
Section 6.5.1 Moved permitted therapy of short course use of steroids (=2 weeks) =20 mg/day from

*6.5.2 Prohibited concomitant therapy™ to #6.5.1 Permitted concomitant therapy™

Section 65.5.2

*  Updated the management of subject who develop a second primary malignancy

while on trial

e Added dosing modification gnideline for use of moderate/strong inhibitors/
inducers of CYP3A

*  Clarified use of proton-pump inhibitors, H2 receptor antagonisis or antacids
while taking acalabrutinib

*  [Ipdated prohibited medication

Sechon 6.6

Corrected acalabrutinib dose modification in Table 7
Clarifying edits on rihoaimab dose modification

Sechon 6.6.1

Rephrased the dose delay and modification section of Acalabrutinib to be more
understandable

Section 6.6.2

Rephirased the dose delay and modification section of Rituximab and chlorambucil to be
maore understandable

Section 6.8 Added the section 1o clarify the procedure for crossover

Section 8.0 Adjusted sections’ order and add more required information regarding AF/SAFE
collection

Section 8.1.1 * Correction on target lesion selection

Added nPR definition
Added clarification on the process of BICR confirmation of investigator-
assessed disease progression

= Added clarification on investigator assessment of the overall response with
blood Iymphoeyte count
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Section 8.3.2 *  Updated AE/SAE reporting requirement after a subject’s last visit
*  Added wording regarding how to follow the CTCAE
Section 8.3.5 Clarified the definition of AEs based on examinations and tests
Section 8.3.8 * Removed new cancer section and combined the related wording with second
primary malizgnancies
*  Added second primary malignancies
Section 8.3.9 Clarified death handling when death occur after the protocol-defined follow-up period

Section 8.3.11

Added that safety data to be collected following the final data cutoff of the stady

Section 5.4.2.2

Added the data collection regarding pregnancy of the participant’s partner

Section §.4.3 Added the overdose handling regarding SoC

Section 9.2 Updated stdy timeline for the final PFS analysis prediction based on study update
timeline

Section 9.4 & (Clarified on PFS censor

*  Added nPR category for the overall response rate

Section 9.5.1.2

Added nPR category for the overall response rate

Section 9.6 Updated anticipated Interim analyses tineline based on study update timeline and TDMC
responsibilicy
Appendix B *  Added a header for the examples of important medical events in section BS
* Rephrased content in section B7
* Removed AE for malignant tunours which is not applicable for study
Appendix D *  Section D4.2, added clarification that investigator should determine PHL
criteria were met for the subject
= Section D6, added for actions required when potential Hy's law criteria are met
before and after starting smdy treatment
s  Section D6, added for actions required for repeat episodes of potential Hy's law
Appendix H Updated examples of co-administered drugs that need additional consideration
Appendix 1 Added appendix I to give guidelines for defining tumours lysis syndrome

Version 1.0, 11 July 2019

Initial creation

This Clinical Study Protocol has been subject to a peer review according to AstraZeneca
Standard procedures. The Clinical Study Protocol 1s publicly registered, and the results are
disclosed and/or published according to the AstraZeneca Global Policy on Bioethics and in

comphance with prevailing laws and regulations.
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1 PROTOCOL SUMMARY

1.1 Schedule of assessments (SoA)
The schedule of assessments (SoA) for Arm A 1s presented in Table 1.

The SoA for Arm B 1s presented i Table 2.

The SoA for the crossover arm 1s presented in Table 3.
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Table 1 Schedule of Assessments: Treatment Arm A (Acalabrutinib)

Screenin a . b EoT/SFU | Survival Details in
g Treatment * and Post-treatment Disease Follow-up Phase Visit© Followup | Section
_ Response
qr?_:;”ki evaluation
Cycles 3-7 |S1arting a assessed
Days Cycle 1 Cycle 2 (28-day Cycle 10 Cycle 1-25: ?24 weeks
(28-day cvele) (25-day cyele) (‘T{‘li"i]. (e.g., q12 wks
S Cyeles 10, 13,
9 After C25:
q24 wks?
1 | 8 | 15| 2| 1| 8 | 15 1
Visit window —28 days =3 days =+3 days +3 days =3 days =+14 days +7 days =7 days
Study drug administration
< | Acalabrutinib 431
€ | 100 mg BID Continmous twice daily dosing
= | PO
Dispense/retum of X X X X 6.4.1
diug
Drug X X X X X X X X X 6.2.64
accountability
Routine clinical procedures
Informed consent 5.1,A3
Confirm ehglbl]ll}r 115 63
and randomize
Medical history x g
{incl. Rai stage)
CIRS Appendix
X F

Physical exam X X X X X X X 8.2.2
Wital signs X X X X X X X X X X X B.2.3
Weight X b4 X X X X .22
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Screenin Treatment * and Post-treatment Disease Follow-up Phase® E,(.]T c Survival Detallls m
z Visit Followup |Section
i Response
gﬁi:ﬂfﬁ evaluation
Cycle 1 Cycle 2 Cycles 3-7 | - ccle 10 assessed Q24 weeks
Days (28-day . Cycle 1-25: by
(28-day cycle) (28-day cvcle) cles) (e.g., ql2 wks
cycles) Cycles 10, 13, i
16) After C25:
q24 wks?
1 | s 15| 2] 1] 8|15 1
Visit window —28 days +3 days +3 days =3 days +3 days +14 days +7 days =7 days
Concomitant . .
medications N ? X 6.5
ECOG PS x | | | | x | | | x X X 825
Routine safety measurements
ECG X 824
Hepatitis serology ® X 52,813
Adverse events® X € > X SAEsonly | 83 84
E
Pregnancy test X X As clinically indicated X i
HBV PCR ™+ X X QM Q3M= Q3M* 813
HCV PCR! X 813
Clinical chemistry X X X X X X X X 813
Efficacy measurements
CT scans® Every
X! Cyes 4.7 24 weeks after 811
y Cycle 7
Overall response X 3,0412
assessment
Bone marrow xm To confirm 811
biopsy and aspirate CR*® o
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— SFU | Surviv p_—
Screenin Treatment * and Post-treatment Disease Follow-up Phase® E,'.]T c Survival Detallls m
z Visit Followup |Section
i Response
?éi;:':];i evaluation
Cycle 1 Cycle 2 Cycles3-7 | cvcle 10 assessed ' Q24 weeks
Days (28-day . Cycle 1-25: by
(28-day cycle) (28-day cvcle) g (e.g., 12 wks
cycles) ; qQi-w
Cycles 10, 13, _
16) After C25:
q24 wks?
1 | s 15| 2] 1] 8|15 1
Visit window —28 days +3 days +3 days =3 days +3 days +14 days +7 days =7 days
MRD Yo At PR, CR, X
assessment °* (PB and qrc;ajﬂlonl}' and CRi (PB and 812
BM) ®Bonly) | pRandBM) | BM)

Disease-related
symptoms X X X X X 514
Hematology ™ ANC, ALC,
. PLT, Hgb
J -
X X X X X X X X X (within CT X 813
+7days) *
Survival status and
new anticancer X 712
therapy
Other assessments
Cytogenetics and
genetic molecular X EoT or 813
prognostic SFU o
molecules*
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Screenin Treatment * and Post-treatment Disease Follow-up Phase® E,(.]T c Survival De“.]ls m
z Visit Followup |Section
i Response
'sltﬁ:ne?z\ft evaluation
Cycle 1 Cycle 2 Cycles 37 | cvete 10 assessed ' Q24 weeks
Davs (28-day . Cycle 1-25:
) (28-day cycle) (28-day cvcle) o (e.g., 12 wks *
cycles) ; qizw
d Cycles 10, 13, =
16) After C25:
q24 wks?
1 | s 15| 2] 1] 8|15 1
Visit window —28 days +3 days +3 days =3 days +3 days +14 days +7 days =7 days
Serum Every
immumoglobulins, Xi Cycle 7 24 weeks (e.g., 813
B2-microglobulin, only Cycles 13, o
T/B/NKE counts ™* 19)a=
PE sample
collection® X 85
FISH panel* cle 7 EoT or
’ X ?ﬂl}r"' SFU* 813

Abbreviations: ALC=absolute lymphocyte count; ANC=absolute neutrophil count; BID=twice daily; BM=bone marrow; CIE.S=Cumulative Illness Rating Scale; CR=complete remission
(response); CT=computed tomography; ECG=electrocardiogram; ECOG P5=Eastern Cooperative Oncology Group performance status; EoT=end of treatment; FISH=fluorescence in situ
hybndization; HBc=hepatitis B core antibody; HBs=hepatitis B surface antibody; HBsAg=hepatitis B surface antigen; HBV=hepatitis B virus; HCV=hepatitis C vims; Hgb=hemoglobin
level: IVIG=intravenous immunoglobulns; MED=minimal residual disease; PE=penpheral blood; PCE=polymerase chain reaction; PK—pharmac:ukmfhcs PLT—platelet count; PO=oral;

*As of Amendment 5.0
a. There is no restriction on maxinmum treatment allowed with acalabnutinib.
b. For subjects who discontinue study dmg due to reasons other than disease progression. If disease progression has not occurred at the time of the 30-day SFU wvisit, post treatment

disease follow-up visits should occur approximately every 12 weeks or 24 weeks from the date of last disease evaluation until disease progression, regardless of whether the
subject receives a new anticancer therapy.
c. An end of treatment visit will be done within 7 days for subjects who permanently discontinue study drug early for any reason (except for death, lost to follow-up, or withdrawal of
consent), incloding disease progression. See detail in Section 7.1.1. A safety follow-up visit is conducted 30 days (+7 days) after the last acalabrutinib dose, regardless of whether
the subject receives a new anticancer therapy or demonstrates disease progression within this timeframe._ If the safety follow-up visit is within =7 days of a regularly scheduled visit
during the post-treatment phase, the visits may be combined into a single visit.
d. Response evaluations will be done every 12 weeks (14 days) with the first on-treatment assessment occurming on Cycle 4 Day 1, the second on Cycle 7 Day 1. and so on through
Cycle 25, After Cycle 25 response evaluations will be done every 24 weeks (%14 days) thereafter, until disease progression. For additional details on the confirmatory bone

marrow biopsy for subjects in Arm A, see Minimal Fesidual Disease/Response Evaluation in Section 8.1.2.

CONFIDENTIAL AND PROPRIETARY
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Hepatitis serology must mclude hepatitis B surface antigen (HBsAg), hepatitis B surface antibody (anti-HBs), hepatitis B core antibody (anti-HBc), and hepatitis C (HCV)
antibody.

After the end of the protocol-defined adverse event reporting period (Section 8.3.1), only serious adverse events considered related to study dmg(s) or study procedures are
required to be collected.

. Women of childbearing potential only. A urine or serum pregnancy test is acceptable. Pregnancy testing can be done more frequently than the protocol-defined schedule.

. Subjects who are anti-HBc positive should have a quantitative PCE. test for HBV DNA performed during screening and every 3 months thereafter. Monitoring every 3 months
should continue until 12 months after last dose of study dmg(s). Any subject with a rising viral load (above lower limit of detection) should discontinue study dmg and have

antiviral therapy instituted and a consultation with a physician with expertize in managing HBV. As intravenous immunoglobulins (IVIG) may canse false-positive hepatitis

serology, monthly PCE. testing is not required in subjects who are currently receiving or who have received prophylactic IVIG within 3 months before study enrcllment and have a

documented negative anti-HBc test before the imtiation of IVIG therapy. PCE. testing should be performed when clinically indicated (e.g., in the setting of nising transaminase

levels).

Subjects with a known history of hepatitis C or who are HCV antibody positive should have gquantitative PCE. testing for HCV ENA performed during screening. No further testing

1s necessary if the PCR. results are negative at screening.

The indicated samples at this timepoint (Cycle 1 Day 1) must be drawn predose. If screening assessments chemistry and hematology are performed within 5 days prior to Cycle 1

Day 1, they do not need to be repeated at Cycle 1 Day 1.

. CT scan can be performed up to 7 days before response evaluation.

Subjects who have standard of care CT/MEI results may use these results in lien of the Screening CT/MRI required for this study, provided the CT/MEI was done within 28 days

of first dose and was acquired in accordance with the guidelines outlined in Section 8.1.1.

Bone marrow aspiration and biopsy will be done at screening or within 60 days before the first dose of study dmg per clinical guidelines. Bone marrow biopsy and aspirate, MED

assessment can be tested on Cycle 1 Day 1 pre-dose if not performed during screening.

. If the subject’s physical examination findings, laboratory evaluations, and radiographic evaluations suggest that CE. has been achieved, a confirmatory bone marrow

aspirate/biopsy must be obtained to confirm the CE.

. If the subject’s physical examination findings, laboratory evaluations, and radiographic evaluations suggest that PR, CE, or CEi has been achieved, a peripheral blood (PB) and

bone marrow (BM) sample to evaluate MED status (flow based) should be done between 3-12 weeks from the time of supportive clinical assessments, including CT imaging of

suspected PR, CE, or CRi. If MED samples are not taken at EoT wisit, the samples can be drawn at SFU wisit. After final analysis(FA) and per Amendment 5.0, MED tests are not

mandatory and will be locally performed per clinical practice.

. After Cycle 7 Day 1, serum immuncglobuling, B2-microglobuling and T/B/NE counts should be collected every 24 weeks, beginning with Cycle 13. After FA
and per Amendment 3.0, are not required, laboratory assessments including serum immunoglobuling, f2-microglobuling and T/B/NK are not required and will be
locally performed if necessary per cretion of Investigator.

Hematology assessments also conducted as part of safety activities. After FA and per Amendment 5.0, hematology testing will be performed locally.

Blood sample for Cytogenetics and genetic molecular prognostic molecules, FISH evaluation will also be drawn when a subject has a disease-progression, at the end of treatment

visit or a safety follow-up visit. After FA and per Amendment 5.0, Cytogenetics and genetic molecular prognostic molecules and FISH are not required and will be locally

performed per the discretion of investigator.

p2-microglobulin and T/B/NK to be analyzed by central laboratory. After FA and per Amendment 5.0, f2-microglobulin and T/B/NK are not required and will be locally

performed per the discretion of investigator.

. Sparse PK sampling will occur on Cycle 2 Day 1. For subjects where in PK sampling could not be done on Cycle 2 Day 1 and can be done on Cycle 3 Day 1 instead. On the day
of sampling, the subject will not take a dose before armival at the clinic. The dose will be observed by clinic staff and the time of dose will be recorded. PE samples will be

collected predose (within 30 mimites before the moming dosing) and post-dose at the following timepoints: 1 hour (£ 15 minutes) post-dose, 2 hours (15 minutes) post-dose, and

4 hours (= 30 minutes) post-dose.

. If these samples are damaged during collection or shipment, they should be redrawn at any subsequent visit.
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Table 2 Schedule of Assessments: Treatment Arm B (Rituximab and Chlorambucil)
Treatment
and Post- EoT/
Screening | Treatment Phase Post-treatment Disease ireatment SFU Survival |Details in
= Follow-up Phase? Disease 1‘ .. p |Followup |Section
) isit
Follow-up
Phase
) . Response
Davs Cycle 1 {i;c::: ;1'1:1::;';’1 evaluation
\ e 9 — -day assessed
(28-day cycle) (28-day cycle) cycle) 53;19 10 Cycle 1.25: Q24 weeks
" ol
128152 1 |Cycles10,13, |27
16) After C25:
q24 wks ©
Visit window —28 days =3 days =3 days =3 days =14 days |+7days| =7days
Study drug adminisiration
Rituximab IV
o 375 mgnn® X 432
= | Rituximab IV 432
E 500 mg/m? T
Chlorambucil
0.5 me/ke PO X X 433
Dispense/return of X X 6.4
drug
Dmg X X 6.2, 6.4
accountability
clinical procedures
Informed consent 51.A73
Confirm eligibility
and randomize 4.1.5.63
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Treatment
and Post- EoT/
Screening | Treatment Phase Post-treatment Disease ireatment SFU Survival |Details in
= Follow-up Phase? Disease 1‘ .. p |Followup |Section
) isit
Follow-up
Phase
Cycles ) . Response
Davs Cycle 1 Cycle 2 3-6 {?;;7 gaﬁ:ti evaluation
J -day =
(28-day cycle) (28-day cvcle) | (28-day cycle) : Cycle 10 “Ff““d )= Q24 weeks
cycles) . (eg. “:1":1'9 1-25: %
128 nl1[s]is|1]s 1 |Crdes10,13, |B2VEs
16) After C25:
q24 wks ©
Visit window —28 days =3 days +3 days +3days | +£3 days +3 days =14 days | +7days| =7 days
Medical history X 8
(incl Rai stage)
CIRS X Appendix
F
Physical exam X X X X X X X X 822
Vital signs X X | X | X X1 X| XXX X X X 823
Weight X X X X1X | X X X X 822
Concomitant .,
medications . > x 6.5
ECOGPS X X X X X X X 825
Routine safety measurements
ECG X 824
Hepatitis serology ¢ X 52,813
Adverse events® X € > X SAFsonly | 83 84
£
Pregnancy test x |x As clinically indicated X s
HBV PCRE X X QM X QM QM 813
HCV PCR*® X 813
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Treatment
and Posi- EoT/
. Post-treatment Disease ireatment Survival |Details in
Screening | Treatment Phase ) a . SFU ,
= Follow-up Phase Disease Visit® Follow up | Section
) isit
Follow-up
Phase
Cycles ) . Response
Davs Cycle 1 Crycle 2 3-6 ;:11‘;(;? ?éﬁ:l;i evaluation
J -day =
(28-day cycle) (28-day cycle) |(28-day | "W | Cycle10 assessed Q24 weeks
cycles) ; (eg. “:3:19 1-25: *
1 2]sfis[22]l1]s]is|1]1s 1 Cycles 10,13, |32 WES
16) After C25:
q24 wks ©
Visit window —28 days =3 days +3 days +3 days =3 days +3 days =14 days | +7days| =7 days
Clinical chemistry X Xi| X X X X1X X X X 813
Efficacy measurements
CT scans/ Cycl Every
Xk ed X 24 weeks 811
only after Cycle 7
Overall response X 3.9412
assessment
Bone marrow x! To confirm 211
biopsy and aspirate CR™ o
MED X! At PR, CE,
assessment ™+ (PB and Cycle 9;111}?“ CR1 812
BM) (PBonly) | pg and BM)
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Treatment
and Post- EoT/
Screening | Treatment Phase Post-treatment Disease ireatment SFU Survival |Details in
= Follow-up Phase? Disease '.'F.'isi (o Follow up | Section
Follow-up
Phase
Cycles ) . Response
Davs Cycle 1 Cycle 2 3-6 {i;c::: gﬁﬁ:lﬁ evaluation
o A\ g
) (28-day cycle) (28-day cvcle) | (28-day L ) assessed eal
oycles) |l E_?:l‘-‘ 10 Cycle 1-25: Q24 weeks
3 ., o
128 nl1[s]is|1]s 1 |Crdes10,13, |B2VEs
16) Afiter C25:
q24 wks ©
Visit window —28 days =3 days +3 day: +3days | +£3 days +3 days =14 days | +7days| =7 days
Hematology %* ANC. ALC,
: PLT, Hgb
X X X X1 X|X X X X ’ X 813
(within CT=
7 days) *
Survival status and
new anticancer X 712
therapy
Other assessments
Cytogenetics and
genetic molecular X EoT or 213
prognostic SFU* o
molecules*
Serum Every 24 weeks
immmoglobulins, _ from Cycle 7
p2-microglobulin ®, X X (eg. 813
T/B/NEK counts ** Cycles 13,
10) P+
FISH panel* Cycle 7 EoT or
P X gﬂl}rt SFU 8.1.3

Abbreviations: ALC=absolute lymphocyte count; ANC=absolute neutrophil count; CR=complete remission (Tesponse); CT=computed tomography; ECG=electrocardiogram;
ECOG P5=Eastermn Cooperative Oncology Group performance status; EoT=end of treatment; FISH=fluorescence in situ hybndization; HBc=hepatitis B core antibody; HBs=hepatitis B
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surface antibody; HBsAg=hepatitis B surface antigen; HBV=hepatitis B virus; HCV=hepatitis C wrusi Hib=]umm ﬁbiu le.fveli IV=intravenous; IVIG=intravenous immunoglobulins;

MED=minimal residual disease; PCE=polymerase chain reaction; PLT=platelet count; PO=oral;

QM=every month; SFU=safety follow up.

*As of Amendment 5.0

Subjects who stop both drugs early becanse of an adverse event and disease progression has not occurmred at that time, will then enter an Post-treatment disease follow up phase.
Post-treatment disease follow-up visits should occur approximately every 12 weeks or 24 weeks from the date of last disease evaluation until disease progression, regardless of
whether the subject receives a new anticancer therapy.

An end of treatment visit will be done within 7 days for subjects who permanently discontinue study drugs early for any reason (except for death, lost to follow-up, or
withdrawal of consent), including disease progression. See detail in Section 7.1.1. A safety follow-up visit is conducted 30 days (+7 days) after the last dose of study drug,
regardless of whether the subject receives a new anticancer therapy or demonstrates disease progression within this imeframe. If the safety follow-up visit 1s within £7 days of
a regularly scheduled visit duning the Post-treatment Phase, the visits may be combined into a single visit.

Eesponse evaluations will be done every 12 weeks (£14 days) with the first on-treatment assessment occurmng on Cycle 4 Day 1, the second on Cycle 7 Day 1, and so on
through Cycle 25. After Cycle 23 response evaluations will be done every 24 weeks (=14 days) thereafter, until disease progression. For additional details on the confirmatory
bone marrow biopsy for subjects m Arm B, see Mimimal Residual Disease/Response Evaluation in Section 8.1.2.

Hepatitis serology must mclude hepatitis B surface antigen (HBsAgHbsAg), hepatitis B surface antibody (anti-HBs), hepatitis B core antibody (anti-HBc), and hepatitis C
(HCV) antibody.

After the end of the protocol-defined adverse event reporting period (Section 8.3.1), only senious adverse events considered related to study dmg(s) or study procedures are
required to be collected.

Women of childbearing potential only. A urine or setum pregnancy test is acceptable. Pregnancy testing can be done more frequently than the protocol-defined schedule.
Subjects who are anti-HBc positive should have a quantitative PCR. test for HRV DNA performed during screening and every month thereafter. Monthly monitoring should

" contimue until 12 months after last dose of study dmg(s). Any subject with a nsing viral load (above lower limit of detection) should discontinue study drug and have antiviral

therapy instituted and a consultation with a physician with expertise n managing hepatiis B. As intravenous immunoglobulins (IVIG) may cause false-positive hepatitis
serology, monthly PCE. testing is not required in subjects who are currently receiving or who have received prophylactic IVIG within 3 months before study enrollment and
have a documented negative anti-HBc test before the imitiation of IVIG therapy. PCR testing should be performed when clinically indicated (e.g.. in the setting of rising
transaminase levels).

Subjects with a known history of hepatitis C or who are hepatitis C antibody positive should have quantitative PCE. testing for HCV ENA performed during screening. No
further testing is necessary if the PCE. results are negative at screening.

The indicated samples at this timepoint (Cycle 1 Day 1) must be drawn predose. If screening assessments chemistry and hematology are performed within 5 days prior to Cycle
1 Day 1, they do not need to be repeated at Cycle 1 Day 1.

CT scan can be performed up to 7 days before response evaluation.

Subjects who have standard of care CT/MEI results may use these results in lien of the Screeming CT/MRI required for this study, provided the CT/MEI was done within

28 days of first dose and was acquired in accordance with the guidelines outlined in Section 8.1.1.

Bone marrow aspiration and biopsy will be done at screening or within 60 days before the first dose of study dmg per clinical guidelines. Bone marrow biopsy and aspirate,
MED assessment can be tested on Cycle 1 Day 1 pre-dose if not performed during screening.

If the subject’s physical examination findings, laboratory evaluations, and radiographic evaluations suggest that CE. has been achieved, a confirmatory bone marmmow
aspirate/biopsy must be obtained to confirm the CE.

If the subject’s physical examination findings, laboratory evaluations, and radiographic evaluations suggest that PR, CR, or CEi has been achieved, a peripheral blood (PB) and
bone marrow (BM) sample to evaluate MBD status (flow based) should be done between 8-12 weeks from the time of supportive clinical assessments, including CT imaging
of suspected PR, CE,, or CRi. After FA and per Amendment 5.0, MED tests are not mandatory and will be locally performed per clinical practice.
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L1

After Cycle 7 Day l.m. sermum immunoglobulins, f2-microzlobulin, and T/B/NE counts should be collected every 24 weeks, bepinning with Cyele 13. After
FA and per Amendment 5.0, no longer nesded, senun immunoglobulins, f2-microglobulin, and T/BNE are not required and will be locally performed per the
diseretion of mvestigator. If MBD samples are not taken at EoT wisit, the samples can be drawn at SFU visit.

Hematology assessments also conducted as part of safety activities. After FA and per Amendment 5.0, hematology testing will be performed locally.

Bloed sample for Cytogenetic and genetic molecular prognostic molecules, FISH evaluation will be drawn when a subject has a discase-progression (with PD confirmation
from BICR, cytogenctic and genetic molecular prognostic molecules and FISH evaluation need to be performed after signing crossover ICF), at the end of treatment visit or
safety follow-up visit, After FA and per Amendment 5.0, cytogenchics and genetic molecular prognostic moleculss and FISH ars not required and will be locally performed per
the discretion of investizator,

f2-microglobulin and T/B/NK to be analyzed by central laboratory. After FA and per Amendment 5.0, fZ-microglobulin and T/'B/NK are not required and will be locally
performed per the discretion of mvestigator.

If these samples are damaged during collection or shipment, they should be redrawn at any subsequent visit,

For subjects with early termination, samples for MBD assessments maybe collected on the EoT vasit.
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Astrafeneca

Table 3 Schedule of Assessments: Crossover
S i Treatment Ph a Treatment and Post-treatment | EoT/SFU | Survival Details in
Sereening reatmen Ase disease follow up Phase® Visit © Follow up | Section
q12 weeks Response
e starting at evaluation

n Cyele 1 Cycle 2 Cz‘::: 37 Cycle 10 assessed Cyele Q24 weeks

AVS .

: (28-day cycle) (28 -day cycle) ( ) y (e.g., 1-25: q12 wks "
cycles) Cycles 10, 13, | After C25:
16) q24 weeks?
1 | 8 [ 15| » 1 | 8 | 15 1
Visit window —42 days +3 days +3 days £3 days +3 days +14 days +7 days +7 days
Study drug administration

= 5

E Acalabrtini 431

Z |b 100 mg Contimons twice daily dosing

£ |BID PO

-
Dispense/retum X X X X 6.4.1
of dmg
Drug X X X X X X X X X 6.2.64
accountability

Crossover
Confirm
eligibility for X 4.1
CIOS50VET
Routine clinical procedures
Intormed consent X 6.8
Physical exam X X x X X X X g1
Wital signs X X X X X X X X X X X B8.2.3
Weight X X X X X X 822
E'umlmn'fitan‘r X - 5 X 63
medications
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Screenine | T t Phase? Treatment and Post-treatment | EoT/SFU | Survival Details in
Screening | lreatmen € disease follow up Phase® Visit© Follow up | Section
ql2 weeks Response
. starting at evaluation
Davs Cycle 1 Cycle 2 ?;:; ; _3'_? Cycle 10 assessed Cycle Q24 weeks
¥ (28-day cycle) (28-day cycle) @8y e, 1-25: q12 wks :
cyeles) | Cycles 10,13, | After C25:
16) q24 weeks?
1 | 8 15| ] 1| s |5 1
Visit window —42 days +3 days +3 days =3 days +3 days =14 days +7 days +7 days
ECOG PsS X X X X X X 825
Disease-related X X 314
Symptoms
Routine safety measurements
ECG X | | | | | | | 824
Adverse events® X < > SAFsonly | 83,84
£
Pregnancy test X X As clinically indicated s
Hepatitis serology -
: X 52,813
HBV PCR ™+ X Q3M* Q3M= Q3M= 813
HCV PCR! X 813
Clinical ;
i
chemi X X X X X X X X 813
Efficacy measurements
CT scansk Every
X Cycled.7 24 weeks after 811
y Cycle 7
Overall response
assessment X 3.9412
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Screeni T t Phase? Treatment and Post-treatment | EoT/SFU | Survival Details in
Screening | lreatmen € disease follow up Phase® Visit© Follow up | Section
ql2 weeks Response
i = | starting at evaluation
Davs Cycle 1 Cycle 2 ?;:; ; 3 7 Cycle 10 assessed Cycle Q24 weeks
- (28-day cycle) (28-day cvcle) (2 e ay (e.g., 1-25: q12 wks *
€¥eles) | Cycles 10,13, | Afcer C25:
16) q24 weeks?
1 | 8 15| ] 1| s |5 1
Visit window —42 days +3 days +3 days =3 days +3 days =14 days +7 days +7 days
Bone marrow
biopsy and X! To contm 811
aspirate
MRED At CR, CRa
assessment™* (PB and BM) * 812
Hematology “* ANC AIC,
PLT, Hgb
]
X X X X X X X X X X (within CT 27 X 813
days) *
Survival status
and new X 7.12
anticancer
therapy
Abbreviations: ALC=absolute lymphocyte count; ANC=absolute neutrophil count; BID=twice daily; CR=complete remission (response); CT=computed tomography;
ECG=electrocardiogram; ECOG P5=Eastem Cooperative Oncology Group performance status; EoT=end of treatment; FISH=fluorescence in situ hybrnidization; HBc=hepatitis B core
antibody; HBs=hepatitis B surface antibody; HBsAg=hepatitizs B surface antigen; HBV=hepatitis B virus; HCV=hepatitis C virus; Hgb=hemoglobin level: IVIG=intravenous
mmuneglobulins; MED=minimal residual disease; PCE=polymerase chain reaction; PK=pharmacokinetics; PLT=platelet count; P%DM_; QM=every

month; SFU=safety follow up.

*As of Amendment 5.0

a.  There is no restriction on maxinmum treatment allowed with acalabnutinib.

b. The Post-treatment disease follow up phase begins when the subject stops acalabrutinib due to reasons other than disease progression. Visits should occur approximately
every 12 weeks or 24 weeks from the date of last disease evaluation until disease progression, regardless of whether the subject receives a new anticancer therapy.

c.  Anend of treatment visit will be done within 7 days for subjects who permanently discontinue study drug early for any reason (except for death, lost to follow-up, or
withdrawal of consent), including disease progression. See detail in Section 7.1.1. A safety follow-up visit is conducted 30 days (+7) after the last acalabmtimb dose,
regardless of whether the subject receives a new anticancer therapy or demonstrates disease progression within this timeframe. If the safety follow-up visit is within 7 days
of a regularly scheduled visit during the Post-treatment Phase, the visits may be combined into a single visit.
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d. Response evaluations will be done every 12 weeks (14 days) with the first on-treatment assessment occurnng on Cycle 4 Day 1, the second on Cycle 7 Day 1, and so on
through Cycle 25, and then every 24 weeks (14 days) thereafter. For additional details on the confirmatory bone marrow biopsy for subjects in Arm C, see Mimimal Residual
Disease/Response Evaluation in Section 8.1.2.

e.  After the end of the protocol-defined adverse event reporting period (Section 8.3.1), only serious adverse events considered related to study drug(s) or study procedures are
required to be collected.

f  Women of childbearing potential only. A urine or serum pregnancy test is acceptable. Pregnancy testing can be done more frequently than the protocol-defined schedule.
Hepatitis serology must include hepatitis B surface antigen (HBsAg), hepatitis B surface antibody (anti-HBs). hepatitis B core antibody (anti-HBc). and hepatitis C (HCV)
antibody.

h. Subjects who are anti-HBc positive should have a quantitative PCE. test for HBV DNA performed during screening and every 3 months thereafter. Monitoning every 3 months
should continue until 12 months after last dose of study dmg(s). Any subject with a rising viral load (above lower limit of detection) should discontinue study dmg and have
antiviral therapy instituted and a consultation with a physician with expertise in managing hepatitis B. As infravenous mmunoglobuling (TVIG) may cause false positive
hepatitis serology, monthly PCE. testing is not required in subjects who are currently receiving or received prophylactic IVIG within 3 months before study enrollment and
have a documented negative anti-HBc test before the mitiation of IVIG therapy. PCE. testing should be performed when clinically indicated (e_g. n the setting of nsing
transaminase levels).

1. Subject with a known history of hepatiis C or who are hepatitis C antibody positive should have quantitative PCE. testing for HCV BENA performed during screening. No
further testing is necessary if the PCE. results are negative at screening.

j-  The indicated samples at this imepoimnt (Cycle 1 Day 1) must be drawn predose. If screening assessments chemistry and hematology are performed within 5 days prior to
Cycle 1 Day 1, they do not need to be repeated at Cycle 1 Day 1.

k. CT scans that showed disease progression from Arm B can be used for the crossover screening CT scan, if within 60 days of crossover dosing Cycle 1 Day 1. CT scan can be
performed up to 7 days before response evaluation.

1.  Bone marrow aspiration and biopsy will be done at screening or within 60 days before the first dose of study drug per clinical guidelines.

m. If the subject’s physical examination findings, laboratory evaluations, and radiographic evaluations suggest that CE. has been achieved, a confirmatory bone mamow
aspirate/biopsy must be obtained to confirm the CE.

n. Ifthe subject’s physical examination findings, laboratory evaluations, and radiographic evaluations suggest that CE. or CRi has been achieved after crossover, a peripheral
blood (PB) and bone marrow (BM) sample to evaluate MED status (flow based) should be done between 8-12 weeks from the ime of supportive clinical assessments,
mchuding CT imaging of suspected CE. or CEi. After FA and per Amendment 5.0, MED tests are not mandatory and will be locally performed per clinical practice.

0. After FA and per Amendment 5.0, hematology testing will be performed locally.
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1.2

International co-ordinating investigator:

Synopsis

PPD

Protocol title:

Astrafeneca

A randomized, multicenter, open-label, Phase 3 study to evaluate the efficacy and safety
of acalabrutinib versus chlorambucil plus rituximab in subjects with previously

untreated chronic lymphocytic leukemia

Rationale:

This randomized controlled Phase 3 study in previously untreated subjects with chronic
lvmphocytic leukemia without del(17p) or TP53 mutation is designed to determine whether
treatment with acalabrutinib monotherapy (Arm A) results in a clinically significant
improvement in progression-free survival as compared with treatment with rituximab in

combination with chlorambueil (Arm B).

Objectives and Endpoints

Primary objective:

Endpoint/variable:

To compare the efficacy of acalabrutinib relative to
chlorambucil plus rituximab in subjects with
previously untreated chronic lymphocytic lenkemia
without del{17p) or TP53 mutation

Progression free survival is defined as time from
randomization until progression per the Intemational
Workshop on Chronic Lymphocytic Leukemia 2018
criteria as assessed by blinded independent central
review or death due to any cause

Secondary objectives:

Endpoints/variables:

To compare acalabmitinib relative to chlorambucil
plus rimximab on overall response rate, duration of
response, time (o next reatment. and overall survival

* Overall response rate is defined as the proportion
of patients who have a complete response,
complete response with incomplete bone marrow
recovery, nodular partial response or partial
response, as determined by blinded independent
central review and investigator per International
Workshop on Chronic Lymphocytic
Levkemia 2018 criteria

* Duration of response is defined as the time from
the date of first documented response until date of
documented progression or death in the absence
of disease progression, as determined by blinded
independent central review and investigator

* Time to next therapy is defined as time from
randomization until institition of non-protocol
specified treatment for chronic lymphocytic
lenkemia

+  Overall survival is the length of time from
randomization until the date of death due to any
cause

CONFIDENTIAL AND PROPRIETARY
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To evaluate minimal residual disease negativity rate Minimal residual disease negativity rate (peripheral
blood) at the start of Cycle 9

To characterize the pharmacokinetics of acalabrutinib | Summarized plasma concentrations of acalabrutinib
and 1ts major metabolite (ACP-5862) and ACP-5862 at specified time points

Pharmacokinetic parameters by population analyses
as appropriate

Safety objective: Endpoints/variables:
To assess the safety and tolerability of acalabrutinib Safety and tolerability will be evaluated in terms of
as compared to chlorambucil plus ntuximab adverse events, vital signs, clinical laboratory,
subjects with previously untreated chronic physical examinations. and electrocardiogram
lymphocytic leukemia without del(17p) or TPS3 Assessments related to adverse events cover

mutation ,
* Occurrence/frequency

* Relationship to investigational product as
assessed by investigator

¢  Common Terminolopy Criteria for Adverse
Events severity grade

*  Seriousness

* Death

*  Adverse events leading to discontinuation of
investigational product

¢ Adverse events leading to dose reduction of
nvestigational product

*  Adverse events leading to dose delay of
investigational product

Vital signs parameters include systolic and diastolic

blood pressure, and pulse rare, body temperature.

Assessments cover
¢ Observed value
*  Absolute change from baseline values over time

Exploratory objectives: Endpoint/variable:

Note: Sensitivity analysis of PFS will be performed based on the investigator's assessment
according to TWCLL 2018,

Overall design:

This randomized, regional, multicenter, open-label, Phase 3 study will evaluate the efficacy
and safety of acalabmitinib monotherapy versus chlorambueil plus rituximab in subjects with
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previously untreated CLL without del(17p) or TP53 mutation. Given the different treatment
admimistration schedules and treatment durations, this study will use an open-label design.

Patients will be stratified according to the following criteria:

e Eastern Cooperative Oncology Group performance status (ECOG-PS [0-1 versus 2])
e Rai stage (0-II versus III-IV)

Study period:
Estimated date of first patient enrolled: Q1 2020

Estimated date of last patient completed: Q4 2024
Duration of study: Approximately 54 months including enrollment time.

Number of subjects:

Approximately 150 subjects will be randomized 1n a 1:1 ratio into 2 arms (n=75 patients each)
to recerve either acalabrutinib monotherapy (Arm A) or ntuximab in combination with
chlorambucil (Arm B). It 1s planned to randomize approximately 75 to 120 patients in total
(50% to 80% of total sample size) from China_

Treatments and treatment duration:

Treatment Arm A (acalabrutinib monotherapy):

e All eligible subjects will recerve acalabrutinib 100 mg BID until disease progression or
any other treatment discontinuation criterion 1s met.

Treatment Arm B (rifuximab in combination with chlorambucil):
e Rituximab: IV mnfusion on Day 1 of each cycle

—  Cycle 1: 375 mg/m’

—  Cycles 2-6: 500 mg/m?
e Chlorambucil: orally at a dose of 0.5 mg/kg body weight

— Day 1 and Day 15 of each cycle

e Treatment will continue for 6 cycles or until there 1s disease progression or any other
treatment discontinuation criterion 1s met.

Crossover:

At investigator discretion, subjects randomized to Arm B who have BICR-confirmed disease
progression and meet eligibility for crossover will receive treatment with single-agent
acalabrutimb at 100 mg BID until disease progression or unacceptable toxicity. After the final
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analysis and per Amendment 5.0, subjects can crossover with investigator-assessed PD with
agreement from medical momtor/study physician prior to the conclusion of the study.

Data monitoring committee:

An mdependent data monitoring commuttee (IDMC) comprising independent experts will be
established to review the interim analysis results and safety results periodically if needed (see
Section 9.6.1). Following the IDMC meeting, the IDMC will report to the sponsor and may
recommend changes in the conduct of the study.

Full details of the IDMC procedures, processes, safety review and mterim analyses can be
found n the IDMC Charter.

Statistical methods:
The primary objective of the study 1s to test the following hypothesis:

+ HO: Blinded independent central review (BICR)-assessed progression-free survival (PFS)
of Arm A 1s the same as Arm B

« H1: BICR-assessed PFS of Arm A 1s not the same as Arm B

Under the exponential model assumptions, the study 1s expected to randonmuze approximately
75 subjects per arm (150 patients in total from both arms) with 1:1 randomuzation ratio. The
study 1s sized to achueve more than 95% power to detect a hazard ratio of 0.333 in PFS (which
translates into an improvement in median PFS from 30 months to 90 months) at the 2-sided
significance level of 0.05, allowing for one interim analysis conducted at approximately 76%
of the target events. The sample size calculation assumes a median PFS of 30 months in

Arm B (Michallet et al 2018).

The final analysis of BICR-assessed PFS i1s event-driven and will be conducted when
enrollment 1s completed and there are approximately 50 BICR-assessed PFS events in total
from Arm A and Arm B. The accrual period 1s assumed to be approximately 30 months. Itis
assumed that about 5% of the patients in each arm will drop out at the time of final PFS
analysis. The mtennm and final analysis are anticipated to occur approximately 40 months and
53 months, respectively, after the first patient 1s randomzed.

One interim analysis will be conducted to assess early efficacy of Arm A versus Arm B with
respect to the primary efficacy endpomt, BICR-assessed PFS using Lan and DeMets spending
function with O’Brien-Fleming boundary (Lan and DeMets 1983;

O’Brien and Flenung 1979). The interim analysis will occur when approximately 38 BICR-
assessed PFS events (76% of target PFS events required for final analysis) have been observed
in both arms combined. The nonunal alpha level for the interim and final analysis of 38 and
50 BICR-assessed PFS events 1s 0.02 and 0.044 respectively. The actual nominal alpha level
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will be determined based on the number of BICR-assessed PFS events observed at the time of
each respective analysis.

At DCO of 03Jan2024 for the planned interim analysis, 48 PFS events were observed by
BICR. which met the critenia of final analysis(approximately 50 events), therefore this analysis
was considered as final analysis, hence the study was unblinded.

EAST 6.5 was employed to conduct the sample size calculation.

Efficacy data will be summarized and analyzed using the intent-to-freat (ITT) population (all
randonuzed patients) and the treatment groups will be compared on the basis of randomized
treatment, regardless of the treatment actually recerved. Patients who were randomized but
did not subsequently go on to receive study treatment are included in the ITT population.

PFS will be defined as time from randonuization to the first occurrence of disease progression
or death from any cause (whichever occurs first) according to the IWCLL 2018 criteria. The
primary analysis will be performed in the ITT population to compare PES as assessed by the
BICR. using a 2-sided stratified log rank test, adjusting for ECOG (0-1 versus 2) and Rai stage
(0-II versus II-IV) at randonuzation. The HR and the 2-sided corresponding CI of HR will be
estimated using a Cox proportional hazard model stratified by the randonuzation strata.

All patients who received at least one dose of study drug will be mncluded in the safety
analysis set. Safety data will be summarized descriptively and will not be formally analyzed.

1.3 Schema
The general study design 1s summarnised in Figure 1.

CONFIDENTIAL AND PROPRIETARY 31



Clinical Study Protocol — 5.0 AstraZeneca
Acalabrutinib (ACP-196) - D822BC0O0001

Figure 1 Study design
Screening Phase Treatment Phase Follow-up Phase
z Post-treatment
Pptozmdays Disease Follow up Survival Follow up
n > < > = .

Arm A (N=73)
Acalabrutinib:

Eligibility: 100 mg PO BID until disease
progression or unacceptable toxicity

From

izat From progressive disease
Randomization discontinuation m prog
with 1:1 ratio until death, lost to

ArmB  (N=75) of treatment follow-up, or study
- m =12 : 3 B
= ECOG Wlunhl the sub‘!eﬁ‘ closure (whichever
I:{}'l W& 2} Chlorambucil: dlla: progressive oCCurs ﬁrsf}
® Rai stage (0- 0.5 mg/Kg PO Days 1 and 15, ase
I vs III-IV) Cycles 1-6;

Rituximah:
375 mg/m?® IV Day 1 Cyele 1,
500 mg/m? IV Day 1 Cycles 2-6

Crossover

Subjects in Arm B who experience
BICR-confirmed or investizator-
assessed (after FA and per
Amendment 5.0) disease progression
and meet eligibility may cross over
to acalabrutinib monotherapy at
investigator’s discrefion

CONFIDENTIAL AND PROPRIETARY 32



Clinical Study Protocol — 5.0 AstraZeneca
Acalabrutinib (ACP-196) - D822BC00001

2 INTRODUCTION

2.1 Study Rationale

This study will evaluate the safety and efficacy of the small-molecule BTK inhibitor,
acalabrutimb, versus rifuximab i combmation with chlorambucil 1n subjects with previously
untreated CLL. The design and conduct of this study are supported by an understanding of the
natural listory and current therapies for subjects with CLL; knowledge of the activity and
safety of the BCR mhibitors (1.e., ibrutinib) in subjects with B-cell malignancies; and the
available nonclimcal and clinical information regarding acalabrutimb.

Rationale for the design of this study is presented in Section 4.2.

2.2 Background

2.2.1 Front line treatment for elderly patients with CLL

Chronic lymphocytic leukenua (CLL) 15 a malignancy of B cells that predomunantly affects
the older population. CLL has a vanable clinical course, where many patients do not requure
treatment for years and have survival equal to age matched controls. Other patients, however,
exhibit aggressive disease and have a poor prognosis despite appropriate therapy (Byrd 2004).
While patients with early disease have not been shown to have a survival advantage with early
treatment, most patients will eventually require therapy for their disease with the onset of
symptoms or cytopemas. Despite the relatively long life-expectancy for early stage disease,
CLL remains an mcurable disease.

The treatment of CLL has progressed significantly over the previous decades. While alkylator
therapy was used in the past (O'Brien 1995), randomized trials have demonstrated a higher
response rate and longer PFS with fludarabine and subsequently with fludarabine- and
cyclophosphamide-based combinations in young, fit patients with CLL (Johnson 1996,

Rai 2000, Leporrier 2001, Eichhorst 2006, Catovsky 2007, Flinn 2007). At the same time, the
chimeric anti-CD20+ monoclonal antibody rituximab was introduced for the treatment of CLL
(Byrd 2001, O'Brien 2001). The efficacy of ntuximab has been improved by combimng 1t
with traditional cytotoxic agents such as fludarabine (Byrd 2003, Byrd 2005) or fludarabine
plus cyclophosphamide (Wierda 2005), which have produced high CR rates and extended PFS
compared with historical controls. A large randomized clinical trial reported by the German
CLL Study Group (GCLLSG) has shown the benefit of the addition of ntuximab to
fludarabine and cyclophosphamide in PFS and OS 1n patients with previously untreated CLL
(Hallek 2010).

While fludarabine-based chemoimmunotherapy is standard for treatment-naive, younger/fitter
patients with CLL, the therapy for older patients or patients with co-morbidities 1s less well
defined. In the large Phase 2 and Phase 3 trials outlined previously, median ages were
typically in the early-60s, while the average age of patients diagnosed with CLL 1s 72 years,
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which calls into question whether these results are generalizable to the entire CLL population.
In fact, a randomized Phase 3 tnal investigating primary CLL therapy (fludarabine versus
chlorambucil) demonstrated that in patients =65 years of age, fludarabine was not supenior to
chlorambucil (Eichhorst 2009). Thus finding was corroborated by a large retrospective study
of front-line trials performed by the Alliance for Clinical Trials 1n Oncology, which confirmed
that fludarabine 1s not supenor to chlorambucil in older patients and also showed that the
addition of ntuximab to chemotherapy was beneficial regardless of age (Woyach 2013).

The efficacy of CLL treatments in Asian and western patients has been comparable, including
chemoimmunotherapy, CD20+ antibodies and BTK inhibitor (Huang 2018). China CLL
gumdeline has been updated 1n 2018 (Version 2018) and chlorambucil + rifuximab 1s
recommended for first-line unfit patients. Ibrutimib was also approved for the first-line
treatment of CLL in China. However, efficacy and safety data of ibrutinib in Chinese CLL
population 1s still very limited, especially in first-line setting.

Currently, tnal data that convincingly demonstrate superionty to rituximab and chlorambucil
are limited 1n medically unfit patients, especially in China. There exists a need for frontline
chemotherapy-free regimens that can offer improved outcomes with less toxicity.

2.2.2 BTK inhibition in CLL

Bruton tyrosine kinase (BTK) inhibition 1s an established therapeutic intervention for the
treatment of CLL. Ibrutinib (IMBRUVICA®), a covalent BTK inhibitor, has demonstrated
mmproved PFS and OS m patients with CLL as compared with conventional therapies
(IMBRUVICA® prescribing information). Although it is a highly potent BTK inhibitor,
ibrutimb has also shown in vitro activity against other kinases (e.g_, epidermal growth factor
receptor [EGFR]; Homigberg et al. 2010). In addition, ibrutimb 1s a substrate for

cytochrome P450 (CYP) enzymes 3A4/5, which increases the possibility of drug-drug
mteractions. Finally, the inhibition of interleukin-2—inducible T-cell kinase (ITK) that 1s seen
with 1brutimb has the potential to abrogate natural killer (NK) cell antibody-dependent cellular
cytotoxicity (Kohrt et al. 2014), which makes combination with monoclonal antibodies less
effective.

Zanubrutimib, also known as BGB-3111, 1s a next generation BTK mnhibitor currently in
clinical development for CLL and non-Hodgkin lymphoma. Zanubrutimb has a more specific
target binding profile than ibrutimb. Zanubrutimb has fewer off-target effects on related
enzymes, mcluding EGFR, ITK, Janus kinase 3 (JAK3), human epidermal growth factor
receptor 2 (HER2), and tyrosine kinase expressed in hematopoietic carcinoma (TEC).
Preliminary data from relapsed/refractory CLL clinical trials showed comparable efficacy and
safety profile with ibrutimib (Seymour et al. 2017). A Phase 3 study comparing the frontline
use of zanubrutimb versus bendamustine plus rituximab m patients with CLL 1s currently

ongoing.

CONFIDENTIAL AND PROPRIETARY M



Clinical Study Protocol — 5.0 AstraZeneca
Acalabrutinib (ACP-196) - D822BC00001

2.2.3 Acalabrutinib

Acalabrutimb (also known as ACP-196) is a selective, irreversible small molecule mhibitor of
BTK currently under climcal investigation. In October 2017, acalabrutimb was granted
accelerated approval in the United States (US) for the treatment of adult patients with mantle
cell lymphoma (MCL) who have recerved at least 1 prior therapy.

Acalabrutimb shows encouraging activity and acceptable safety in nonclinical and clinical
studies. In addition, laboratory studies have shown that acalabrutinib and its major metabolite
ACP-5862 have limited off-target kinase activity, inlibiting only 2 kinases (Erb-B2 receptor
tyrosine kinase 4 [ErbB4] and bone marrow tyrosine kinase gene in chromosome X [BMX]) at
clinically relevant concentrations (Barf et al. 2017). The lack of activity against other Tec-
and Src-fanuly kinases, which are important for the function of T cells, NK cells, and
platelets, and against EGFR, a kinase important for epithelial cell functions, may contribute to
the safety and efficacy profile of acalabrutimb.

As of 30 October 2021, acalabrutinib has been admimistered to more than 5000 participants in
clinical studies (with approximately 4600 subjects recerving acalabrutinmib as monotherapy or
in combination with other agents), including subjects with hematologic malignancies, solid
tumors, or theumatoid arthritis, and participants who are healthy subjects or those with mild-
to-moderate hepatic impairment.

Study ACE-CL-309 enrolled and randomized a total of 310 subjects (15 January 2019), and
all but 3 subjects (1 in the acalabrutinib arm and 2 in the idelalisib + rituximab [IR] /
bendamustine and ntuximab [BR] arm) received study treatment. The median fime on study
for acalabrutimb and IR/BR subjects was 16.1 months (range: 0.5-22 4 months) and 15.7
months (range: 0.0-22.1 months), respectively. Acalabrutimb demonstrated a 69% reduction
in risk of Blinded Independent Review Commuttee (BICR)-assessed disease progression or
death compared with IR/BR (hazard ratio [HR]=0.31 [95% CI: 0.20, 0.49], p<0.0001). The
median estimated PFS for acalabrutinib was not reached; the median estimated PFS for IR/BR
was 16.5 months (95% CI: 14.0, 17.1). The Kaplan-Meier (KM) estimated 18-month PFS
rates for acalabrutinib and IR/BR. were 79.0% (95% CI: 69.7, 85.8) and 38.6% (95% CI: 27.3,
49 8), respectively. The key sensitivity analysis of PFS without censoning for subsequent
anticancer therapy was consistent with the primary analysis and showed sinular improvement
mn PFS for acalabrutinib compared with IR/BR (HR=0.33; p<0.0001). All other sensitivity
analyses were also consistent with the primary analysis, confirming the robustness of the
primary analysis. Analysis on the secondary endpoint of investigator-assessed PFS was
consistent with primary analysis (HR=0.28 [95% CI: 0.18, 0.45]; p<0.0001). The clinical
benefit with acalabrutimib was further demonstrated by a clinically relevant improvement in
DOR for acalabrutinib compared with IR/BR_ both by BICR. assessment (HR=0.33) and
mvestigator-assessment (HR=0.20), and a signmificant prolongation of time to next treatment
(TTNT) for acalabrutinib compared with IR/BR. (HR=0.35; p<0.0001). ORR (CR.+ CR1 +
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nPR + PR) for acalabrutimb and IR/BR was similar based on BICR assessment (81 3% and
75.5%, respectively) and mvestigator assessment (79.4% and 83 2%, respectively).

Study ACE-CL-007 enrolled and randonmuzed a total of 535 subjects (08 February 2019), and
526 subjects (98.3%) were treated with at least one study drug. The median time on study for
acalabrutimb + obinutuzumab, acalabrutinib monotherapy, and obinutuzumab + chlorambueil
subjects was 28.5 months (range: 1.7-40.3 months), 28 4 months (range: 0.1-40.8 months),
and 28.0 months (range: 0.0-404 months), respectively. Acalabrutimib+obinutuzumab
demonstrated a statistically signmficant improvement in BICR-assessed PFS compared with
obmutuzumab-+chlorambucil, with a 90% reduction 1n risk of disease progression or death
(HR=0.10 [95% CTI: 0.06, 0.17]; p<0.0001). Acalabrutimib monotherapy also demonstrated a
statistically sipmificant improvement in BICR.-assessed PFS compared with obinutuzumab +
chlorambucil, with an 80% reduction in risk of disease progression or death (HR=0.20 [95%
CI: 0.13, 0.30]; p<0.0001). The median estimated PFS was not reached for acalabrutimb +
obmutuzumab or acalabrutinib monotherapy and was 22 6 months (95%CI: 20.2, 27.6) for
obinutuzumab + chlorambucil. The KM estimated 24-month PFS rate for acalabrutimb +
obmutuzumab was 92.7% (CI 95%: 87 4, 95.8), acalabrutimb monotherapy was 87.3% (CI
95%: 80.9, 91.7), and obinutuzumab + chlorambucil was 46.7% (CI 95%: 38.5, 54.6).

The key sensitivity analysis of PFS without censoring for subsequent anticancer therapy was
consistent with the pnimary analysis and showed sinular improvement in PFS for acalabrutimb
+ obmutuzumab and acalabrutimb monotherapy compared with obinutuzumab-+chlorambucil
(HR=0.11 [95% CI: 0.06, 0.18] and HR=0.20 [95% CT: 0.13, 0.31], respectively). All other
sensitivity analyses were also consistent with the primary analysis. The clinical benefit with
acalabrutimb was further demonstrated by a sigmificant prolongation of TTNT compared with
obinutuzumab-+chlorambucil for both acalabrutimib + obinutuzumab (HR=0.14 [95% CI: 0.08,
0.26]; p<0.0001) and acalabrutimib monotherapy (HR=0.24 [95% CI: 0.15, 0.40]; p<0.0001).
BICR-assessed ORR. for acalabrutinib + obinutuzumab and obinutuzumab+chlorambucil was
93.9% (95% CI: 89.3, 96.5) and 78.5% (95% CI: 71.9, 83.9), respectively, with a statistically
significant difference between treatment arms of 15.3%p<0.0001). The BICR-assessed ORR
in the acalabrutinib monotherapy arm was 85.5% (95% CI: 79.6, 89.9) (p=0.0763 compared
with the obinutuzumab-+chlorambucil arm).

The effectiveness of acalabrutinib in patients with CLL has also been confirmed i number of
supportive studies. See the Acalabrutimb Investigator’s Brochure for additional details on
nonclinical and climeal studies.
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2.3 Benefit/risk assessment

2.3.1 Acalabrutinib

Acalabrutimb monotherapy has demonstrated efficacy in subjects with relapsed/refractory
(mantle cell lymphoma) MCL and in subjects with treatment naive or relapsed/refractory
chronic lymphocytic leukemma (CLL).

Based on review of the available safety and efficacy data for acalabrutimb as well as
consideration of measures implemented in the acalabrutinib climical development program to
mimmize potential risks to subjects, the overall benefit-risk assessment profile of
acalabrutimb for the mndication under mvestigation remains favourable for contimung clinical
development and 1s justified by the perceived benefits that may be afforded to the patients.

Precautionary safety measures, and regular monitoring of safety by an independent Data
Monitoring Commuttee (DMC) and the sponsor enable early identification of safety signals in
the study and mimimize the risk to subjects.

More detailed information about the known and expected benefits and potential risks of
acalabrutimib may be found in the Investigator’s Brochure and Development Safety Update

Report (DSUR).

2.3.1.1 Risk assessment
Contraindications

No contraindications are known for acalabrutimb.
Important identified risks

The following summarnizes the important identified risks observed with acalabrutimib in
hematological cancer studies. Full details regarding the clinical safety of acalabrutib are
presented i the acalabrutinib Investigator’s Brochure.

* Hemorrhage
Serious hemorrhagic events, including fatal events, have occurred in clinical trials with
acalabrutimb.

The mechamsm for hemorrhage 1s not well understood. Patients receiving antithrombic
agents may be at increased rnisk of hemorrhage. Use caution with antithrombotic agents
and consider additional momitoring for signs of bleeding when concomutant use 1s
medically necessary.

Consider the benefit-risk of withholding acalabrutimib for at least 3 days pre- and post-
SUrgery.
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Subjects with hemorrhage should be managed per mstitutional gmdelines with supportive
care and diagnostic evaluations as clinically indicated.

* Infection
Serious infections (bactenal, viral, and fungal), including fatal events, have occurred n
clinical studies with acalabrutinib. The most frequently reported Grade =3 infection was
pneumomnia (preferred term). Across the acalabrutimib clinical development program
(including subjects treated with acalabrutinib in combination with other drugs), cases of
hepatitis B virus (HBV) reactivation, aspergillosis, and progressive multifocal
leukoencephalopathy (PML) have occurred.

Consider prophylaxis in patients who are at increased risk for opportumstic infections.
Subjects should be monitored for signs and symptoms of infection and treated as
medically appropriate.

Subjects with infection events should be managed according to institutional gmdelines
with maximal supportive care and diagnostic evaluations as clinically indicated.

= Cytopenias
Treatment-emergent Grade 3 or 4 cytopenias, including neutropema, anenua, and
thrombocytopenia have occurred mn climical studies with acalabrutimb. Momitor blood
counts as specified in the schedule of assessments and as medically appropriate.

Subjects with cytopemas should be managed according to mstitutional gmdelines with
maximal supportive care and diagnostic evaluations as climcally indicated. Subjects
should be closely momitored as appropnate.

*  Second Primary Malignancies
Events of second primary malignancies, including non-melanoma skin carcinomas, have
been reported in clinical studies patients treated with acalabrutimib. The most frequently
reported second primary malignancy was skin cancer.

Subjects should be monitored for signs and symptoms of malignancy. Subjects who
develop a second pnimary malignancy should be managed according to institutional
gwmdelines with diagnostic evaluations as climcally indicated, and 1t may be necessary for
subjects to permanently discontinue study treatment. Continuation of acalabrutimib
treatment should be discussed with the study physician.

=  Atrial Fibrillation
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Events of atnial fibrillation/flutter have occurred 1n clinical studies with acalabrutinib,
particularly in subjects with cardiac risk factors, hypertension, diabetes mellitus, acute
infections, or and a previous listory of atrial fibrillation.

Momnitor for symptoms of atrial fibrillation and atnial flutter (e.g., palpitations, dizziness,
syncope, chest pain, dyspnea) and obtain an ECG as appropriate. Subjects with atrial
fibnillation should be managed per institutional gmdelines or as climically indicated.

Important potential risks

There 1s one important potential nisk for acalabrutimib monotherapy. Information related to
this important potential risk 1s presented below. Full details regarding the clinical safety of
acalabrutimb are presented in the acalabrutimb Investigator’s Brochure_

=  Hepatotoxicity
The mechamsm underlying hepatotoxicity events of non-infectious etiology 1s currently
unknown. Following a comprehensive review of hepatotoxicity events in the
acalabrutimb climeal program, there was msufficient evidence to establish an association
between hepatotoxicity events and acalabrutinib due to the contribution of confounding
factors, absence of clinical symptoms, and quick recovery without treatment for patients
with transaminase elevations. There 1s limited evidence regarding hepatotoxicity of non-
infectious etiology from literature for other BTK inhibitors.

2.3.2 Rituximab and chlorambucil
Ritximab in combination with chlorambucil 1s one of the preferred regimens per Chinese
CLL/SLL Diagnostic and Treatment Gudeline (Version 2018) for medically unfit CLL

patients. Risks associated with rifuximab and chlorambucil are described 1n the local
prescribing information (1.e., Summary of Product Characteristics, etc).

Overall, the available climical data including the safety experience support further clinical
mvestigation of acalabrutinmib as well as rituximab i combination with chlorambueil 1n this
study. Precautionary safety measures, and regular monitoring of safety by the sponsor enable
early 1dentification of safety signals in the study and mimimize the nisk to subjects.

In conclusion, it 15 considered that the benefit risk ratio for this study 1s favorable.
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3 OBJECTIVES AND ENDPOINTS

Table 4 Study Objectives

Primary objective:

Endpoint/variable:

To compare the efficacy of acalabrutinib relative
to chlorambucil plus rituximab in subjects with
previously untreated chronic lymphocytic
lenkemia without del(17p) or TP53 mutation

Progression free survival is defined as tine from
randomization until progression per the International
Workshop on Chronic Lymphocytic Lenkemia 2018
criteria as assessed by blinded independent central
review or death due to any cause

Secondary objectives:

Endpaoints/variables:

To compare acalabrutinib relative to chlorambucil
plus rituximab on overall response rate, duration
of response, time to next treatment, and overall
survival

* Overall response rate is defined as the proportion
of patients who have a complete response,
complete response with incomplete bone marrow
recovery, nodular partial response or partial
response, as determined by blinded independent
central review and investigator per International
Workshop on Chronic Lymphocytic
Levkemia 2018 criteria

+ Duration of response is defined as the time from
the date of first documented response until date of
documented progression or death in the absence
of disease progression, as determined by blinded
independent central review and investigator

&  Time to next therapy is defined as time from
randomization nntil institition of non- protocol
specified treatment for chronic lymphocytic
leukemia

+  Overall survival is the length of time from
randomization until the date of death due to any
cause

To evaluate minimal residual disease negativity
rate during treatment and at the end of freatment

Mimimal residual disease negaftivity rate (peripheral
blood) at the start of Cycle 9

To characterize the pharmacokinetics of
acalabrutinib and its major metabolite
(ACP-5862)

Smmmarized plasma concentrations of acalabmitinib
and ACP-5862 at specified time points

Pharmacokinetic parameters by population analyvses
as appropriate
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Safety objective:

Endpoints/variables:

To assess the safery and tolerability of
acalabrutinib as compared to chlorambucil plns
rituximab in subjects with previously untreated

chromic lymphocytic lenkemia without del(17p) or

Safety and tolerability will be evaluated in terms of
adverse events, vital signs, clinical laboratory,
phyysical examinations, and electrocardiogram

Assessments related to adverse events cover

TP53 mutation .
*  Occurrence/frequency

+ Relationship to investigational product as
assessed by investigator

+ Common Terminology Criteria for Adverse
Events severity grade

& Serionsness

* Death

*  Adverse events leading to discontinuation of
investigational product

*  Adverse events leading to dose reduction of
investigational product

s  Adverse events leading to dose delay of
imvestigational product

Vital signs parameters inchide systolic and diastolic
blood pressure, and pulse rate, body temperature,

AsSessments cover
#  Dbzerved value

*  Absolute change from baseline values over time

Exploratory objectives: Endpoint/variable:

Note: Sensitivity analysis of PFS will be performed based on the mvestigator's assessment
according to IWCLL 2018.
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4 Study DESIGN

4.1 Overall design

This randomuzed, regional, multicenter, open-label, Phase 3 study will evaluate the efficacy
and safety of acalabrutimib monotherapy versus chlorambucil plus ntuximab in subjects with
previously untreated CLL without del(17p) or TP53 mutation.

Approximately 150 subjects will be randomized 1n a 1:1 ratio mnto 2 treatment arms

(=75 subjects each) to receive either acalabrutinib monotherapy (Arm A) or rifuximab 1n
combination with chlorambucil (Arm B). It 1s planned to randonuze approximately 75 to 120
patients in total (50% to 80% of total sample size) from China  Randonuzation will be
stratified by ECOG [0-1 versus 2] and Rai stage [0-II versus III-IV]. A schedule of screening
and trial assessments 1s provided in Table 1 (Arm A) and Table 2 (Arm B).

At investigator discretion, subjects randomized to Arm B who have BICR-confirmed or
mvestigator-assessed (after FA and per Amendment 5.0) disease progression and meet
eligibility for crossover are pernutted to receive acalabrutinib monotherapy treatment until
disease progression or unacceptable toxicity. For the details, please refer to Section 6.8.

Subject participation will include a screening phase, treatment phase, post-treatment disease
follow-up phase, and survival follow-up phase. The screening phase will last up to 28 days
before the first dose of study drug, duning which the subject’s eligibility and baseline
characteristics will be determuned. The treatment phase will last from randomization until
study drug(s) discontinuation. Treatment with acalabrutinib may be continued until disease
progression or any other treatment discontinuation criterion 1s met. Treatment with
chlorambucil/mtuxamab 1s up to 6 cycles, or until there 1s disease progression or any other
treatment discontinuation criterion 1s met. Dose modification provisions are provided in
Section 6.6.

Assessment for tumor response and progression will be conducted in accordance with the
IWCLL 2018 criteria. Disease assessments will be done according to SoA until confirmation
of disease progression or death, consent withdrawal, or lost to follow-up. Subjects from

Arm B who have BICR-confirmed or investigator-assessed(after FA and per Amendment 5.0)
disease progression may be eligible to crossover and receive single agent acalabrutimb

100 mg BID at investigator discretion. An end-of-treatment (EoT) visit 1s requured for safety
assessments for any subjects who permanently discontinue study treatment for any reason
(except for death, lost to follow-up, or withdrawal of consent), mcluding disease progression.
The EoT wisit should be performed within 7 days of the last dose of all study drugs, 1f
possible, and 1s not required for subjects who discontinue from study treatment within 10 days
of a scheduled study wisit, or 1f the EoT wvisit would be performed within 14 days of the safety
follow-up (SFU) wvisit.
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The survival follow-up will begin after BICR- or investigator-confirmed progressive disease.
During this phase, subsequent anticancer therapy to treat CLL including best response,
IWCLL indication for treatment inifiation, additional malignancy occurrence, and survival
status will be recorded. The survival follow-up will continue until death, lost to follow-up,
consent withdrawal, or study closure, whichever occurs first. For treatment after the end of
study see Section 6.7.

For an overview of the study design see Figure 1, Section 1.3. For details on treatments given
during the study, see Section 6 Study Treatments.

For details on what 1s included i the efficacy and safety endpoints, see Section 3 Objectives
and Endpoints.

4.1.1 Study Conduct Mitigation During Study Disruptions Due to Cases of
Civil Crisis, Natural Disaster, or Public Health Crisis

The guidance given below supersedes instructions provided elsewhere in this CSP and should
be implemented only during cases of civil crisis, natural disaster, or public health crisis (eg,
during quarantines and resulting site closures, regional travel restrictions, and considerations 1f
site personnel or study participants become infected with SARS-CoV-2 or simular pandemic
infection) which would prevent the conduct of study-related activities at study sites, thereby
compromising the study site staff or the participant’s ability to conduct the study. The
mvestigator or designee should contact the study Sponsor to discuss whether the mitigation
plans below should be implemented.

To ensure continuty of the climical study during a civil crisis, natural disaster, or public health
crisis, changes may be implemented to ensure the safety of study participants, maintain
compliance with Good Clinical Practice, and miminize risks to study integrity.

Where allowable by local health authonities, ethics commuttees, healthcare provider pmdelines
(eg, hospital policies) or local government, these changes may include the following options:

+ Rescreening: Additional rescreeming for screen failure and to confirm eligibility to
participate in the clinical study can be performed 1n previously screened participants. The
mvestigator should confirm this with the designated study physician.

+ Home or Remote visit: Performed by a site qualified Health Care Professional (HCP) or
HCP provided by a third-party vendor (TPV).

+ Telemedicine visit: Remote contact with the participants using telecommmunications
technology mcluding phone calls, virtual or video visits, and mobile health devices. Home
delivery of Acalabrutimib by a designated courier. If a site visit 15 not possible,
Acalabrutinib may be delivered to the participant's home by a designated courier if
feasible. The option of home delivery ensures a participant’s safety in cases of a
pandemic where participants may be at mmcreased risk by travelling to the site/clinic. This
will also minimize interruption of Acalabrutinib adnunistration during other study
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disruptions, eg, site closures due to natural disaster.

+  At-home Investigational Product (IP) adnunistration: Performed by a site qualified HCP,
or by the participants or the participant’s caregiver, if possible. Additional information
related to the visit can be obtained via telemedicine.

+ Home delivery of Acalabrutimib by a designated courier: If a site visit 15 not possible,
Acalabrutinib may be delivered to the participant's home by a designated courier if
feasible. The option of home delivery ensures a participant’s safety in cases of a
pandemic where participants may be at mmcreased risk by travelling to the site/climic. This
will also minimize interruption of Acalabrutinib adnunistration during other study
disruptions, eg, site closures due to natural disaster.

For further details on study conduct during civil crisis, natural disaster, or public health crisis,
refer to Appendix J.

4.2 Scientific rationale for study design

This 1s a Phase 3, randomized, controlled study to assess the benefit/risk profile of
acalabrutimib monotherapy versus ntiimab in combination with chlorambucil. Given the
different treatment adnimstration schedules and treatment durations, this study will use an
open-label design.

This study 1s targeting the medically unfit CLL subjects, and nnheamab 1n combination with
chlorambucil was selected as the comparator per Clunese CLL/SLL Diagnostic and Treatment
Guideline (Version 2018) as one of the preferred regimens. NCCN Gudelines

(Version 5 2019) also recommend chlorambuecil plus anti-CD20 monoclonal antibody for frail
patients with sigmficant comorbidity (not able to tolerate purine analogs), patients aged

=65 years, and younger patients with significant comorbidities. Currently, ntuximab 1s the
only NCCN-recommended anti-CD20 antibody approved mn China

For CLL patients who are elderly and/or have comorbidities that make them meligible for
fludarabine-based treatment, chlorambucil plus ntuximab 1s an appropnate therapeutic option.
In the Phase 2 National Cancer Research Institute Study CLL208, a total of 100 patients were
treated with nfuximab-chlorambucil, with a median follow-up of 30 months (Hillmen G et al.
2014). Median age of patients was 70 years (range 43 to 86 years), with patients having a
median of 7 comorbidities. Overall response rates in the CLL208 study were 84%, with CR
achieved in 10% of patients. Median PFS was 23.5 months. Hematologic toxicities
accounted for most Grade 3-4 AEs reported, with neutropema and lymphopema both
occurring i 41% of patients and leukopena occurring in 23% of patients.

4.3 Justification for dose
4.3.1 Acalabrutinib dose rationale
The recommended dose of acalabrutinib 1s 100 mg BID based on the following data:
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In the Phase 1/2 study in subjects with CLL/SLL (ACE-CL-001), subjects received
acalabrutimb at dosages from 100 to 400 mg QD or 100 to 200 mg BID. No dose-limiting
toxicities (DLTs) were 1dentified at dosages of <400 mg QD or at dosages of 100 to 200 mg
BID. With a median follow up of 15.5 months in evaluable subjects (n=128), the best overall
response rate, including partial response and partial response with lymphocytosis (PRL), was
96.9%.

Pharmacodynamics results from ACE-CL-001 suggest BTK re-synthesis occurs in malignant
B cells within 24 hours. While all dosages evaluated show full BTK occupancy 4 hours after
dosing, the 100 mg BID cohort shows full target coverage over 24 hours (>97% BTK
occupancy at 4 and 24 hours). Based on pharmacokinetics (PK)/pharmacodynanucs and
efficacy results of the Phase 1/2 study, acalabrutimib 100 mg BID 15 selected as the
recommended dose.

In an ongoing Japanese Phase 1 study _), preliminary data from Part 1 (the
dose-confirmation phase) showed acceptable safety and tolerability. No DLT was observed

among the 6 evaluable subjects. No climically relevant PK ethnic difference was observed
between Japanese and Western subjects.

4.3.2 Rituximab dose rationale
The licensed dose of rituximab for use i CLL will be used.

4.3.3 Chlorambucil dose rationale

The rationale for the chlorambucil dosing 1s based on the findings from the German CLL
Study Group (GCLLSG) CLLS5 trial (Eichhorst et al, 2009). The tnial data indicated that
median adnunistered dose for chlorambucil was 0.5 mg/kg and median duration of treatment
was 6.5 months, though chlorambucil was scheduled at 0.4 mg/kg imtially with a subsequent
mcrease to a maximum of 0.8 mg/kg 1f well tolerated and on a 14-day cycle for a maximum of
24 cycles in the protocol. The CLL5 study suggested that the treatment schedule of 0.5 mg/kg
for 6 cycles i total 1s a relatively low dose but noninferior to fludarabine in elderly patients
with CLL. The same treatment schedule was adopted i the CL-11 study, which demonstrated
consistent response and safety profile in the medically unfit CLL patients (Goede et al, 2014).

4.4 End of study definition

The final analysis was conducted approximately 45 months after the first patient was
randonuzed nto this study. With Amendment 5.0, the end of study 1s to occur approximately
54 months after the first subject 1s randonuzed nto this study.

A subject 1s considered to have completed the study when he/she has completed his/her last
scheduled visit/contact. Subject can withdraw from treatment but may still complete the study
by attending all required visits as shown in the SoA.
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See Section 6.7 for detailed information for treatment after the end of study. See
Appendix A 6 for gmidelines for the dissenunation of study results.
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S STUDY POPULATION

Prospective approval of protocol deviations to recruitment and enrollment criteria, also known
as protocol waivers or exemptions, 1s not pernutted.

Each subject should meet all of the inclusion criteria and none of the exclusion cniteria for this
study in order to assigned/randomised to a study intervention. Under no circumstances can
there be exceptions to this rule. Subjects who do not meet the entry requirements are
considered screen failures. Screen failure subjects may be rescreened one additional time.
(refer to Section 5.4).

In this protocol, “enrolled” subjects are defined as those who sign informed consent and
recerve an enrollment number. “Randomized™ subjects are defined as those who undergo
randomization and receive a randomization number.

Where a subject does not meet all the eligibility criteria but 1s treated in error, or incorrectly
started on freatment, the investigator should inform the AstraZeneca study physician
mmmediately, and a discussion should occur between the AstraZeneca study physician and the
mvestigator regarding whether to continue or discontinue the patient from treatment. The
AstraZeneca study physician must ensure all decisions are appropnately documented. For
procedures for withdrawal of incorrectly enrolled subjects see Section 7.3.

5.1 Inclusion criteria

Subjects are eligible to be mcluded in the study only if all of the following inclusion critenia
and none of the exclusion criteria apply-

Informed consent

1  Capable of giving signed informed consent which includes compliance with the
requirements and restrictions listed i the informed consent form (ICF) and in this
protocol

2 Provision of signed and dated, written informed consent form prior to any mandatory
study specific procedures, sampling, and analyses

The ICF process 15 described in Appendix A 3.

Age
3  Men and women:
(a) =65 years of age OR
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®

>18 and <65 years of age, provided that they meet at least one of the following

critenia:

(1) Creatinine clearance 30 to 69 mL/min using the Cockeroft-Gault equation
(1wCLL gmdelines)

(1) A score higher than 6 on the Cumulative Illness Rating Score-Genatric (CIRS-
G) (Appendix F)

Type of subject and disease characteristics

4 ECOG performance status of 0, 1, or 2
Diagnosis of CLL that meets published diagnostic criteria (Hallek 2018):

5

(@

®
©

Monoclonal B-cells (etther kappa or lambda light chain restricted) that are clonally
co—expressing B-cell marker (CD19, CD20, and CD23) and CD5
Prolymphocytes may comprise <55% of blood lymphocytes

Presence of >5x10° B lymphocytes/L (5000/uL) in the peripheral blood (at any point
since the initial diagnosis)

Active disease per IWCLL 2018 critenia that requires treatment, at least 1 of the following
criteria should be met:

(@

®

©

(@

(e

®

Evidence of progressive marrow failure as mamifested by the development of, or
worsening of, anenua (hemoglobin <10 g/dL) and/or thrombocytopenia (platelets
<100,000/puL)

Massive (1e_, =6 cm below the left costal margin), progressive, or symptomatic
splenomegaly

Massive nodes (1.e_, =10 cm in the longest diameter), progressive, or symptomatic
lymphadenopathy

Progressive lymphocytosis with an increase of >50% over a 2-month period or a
lymphocyte doubling time (LDT) of <6 months. LDT may be obtamned by linear
regression extrapolation of absolute lymphocyte count (ALC) obtained at intervals of
2 weeks over an observation period of 2 to 3 months. In subjects with imtial blood
Iymphocyte counts of <30x10°/L (30,000/uL), LDT should not be used as a single
parameter to define indication for treatment. In addition, factors contributing to
lymphocytosis or lymphadenopathy other than CLL (e g, infections) should be
excluded.

Autoimmune anema and/or thrombocytopema that 1s poorly responsive to standard
therapy

Symptomatic or functional extranodal involvement (e.g., skin, kidney, lung, spine).
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(g) B-symptoms documented in the subject’s chart with supportive objective measures,
as appropnate, defined as =1 of the following disease-related symptoms or signs:
(1) Unintentional weight loss =10% within the previous 6 months before Screening
(1) Signmificant fatigue (ECOG performance status 2 or higher; inability to work or
perform usual activities)
(111) Fevers hugher than 100.5°F or 38.0°C for =2 weeks before Screeming without
evidence of mnfection
(1v) Night sweats for =1 month before Screening without evidence of infection
7  Meet the following laboratory parameters:
(a) Adequate bone marrow function independent of growth factor or transfusion support
1 week before assessment, as follows:
(1) Absolute neutrophil count (ANC) =750 cells/uL (0.75x10°/L); ANC
=500 cells/uL (0.50x10°/L) in subjects with documented bone marrow
mvolvement of CLL

(i) Platelet count >50,000 cells/uL (50x10°/L); platelet count >30,000 cells/pL
(30x10°/L) in subjects with documented bone marrow involvement of CLL
(b) Serum aspartate aminotransferase (AST) and alanine aminotransferase (ALT) <2 .5x
upper linit of normal (ULN)
(c) Total bilirubin <2 0xULN, unless directly attributable to Gilbert’s syndrome
(d) Estimated creatinine clearance of =30 mL/min using the Cockeroft-Gault equation
(Appendix E)

Reproduction
8 Nepgative pregnancy test (urine or serum) for female subjects of cluldbearing potential
prior to enrollment

9  Pnor to the planned date of randomization for female subjects, at least 1 of the following
criteria should be met:

(a) =1 year post-menopausal

(b) permanently sterilized (hysterectomy, bilateral oophorectomy, or bilateral
salpingectomy)

(c) orusing ughly effective methods of contraception (highly effective methods of
contraception are defined in Table 5) for the duration of the study (from the time they
sign consent) and for 2 days after the last dose of acalabrutimib or 12 months after the
last dose of nfuximab or chlorambucil, whichever 1s longer, to prevent pregnancy.

10 For ntuximab and chlorambucil: male subjects who are sexually active must agree to use
highly effective methods of confraception with the addition of a barrier method (condom)
during the study (from the time they sign consent) and for 90 days after the last dose of
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rifuximab or chlorambucil, whichever 1s later, to prevent pregnancy in a partner. Male
subjects must agree to refrain from sperm donation during this same time period.

Table 5 Highly Effective Methods of Contraception

Highly effective methods of contraception (to be used during heterosexual activity) are defined as methods that can
achieve a failure rate of <1% per year when used consistently and correctly. Such methods include:

= Combined (estrogen and progestogen containing) hormonal contraception associated with inhibition of ovulation,
which may be oral, intravaginal, or transdermal

= Progestogen-only hormonal contraception associated with inhibition of ovulation, which may be oral, injectable,
or implantable

= Intrauterine device (IUD) or intrauterine hormone-releasing system (IUS)

= Bilateral tubal occlusion

= Vasectomy of a female subject’s male partner (with medical assessment and confirmation of vasectomy surgical
SUCCEss)

= Sexual abstinence (only if refraining from heterosexual intercourse during the entire period of risk associated with
the study treatments)

Abstinence (relative to heterosexual activity) can only be used as the sole method of confraception if it is
consistently employed during the entire period of risk associated with the study treatments as the subject’s
preferred and usual lifestyle and if acceptable to local regulatory agencies and Independent Ethics
Committees/Institutional Review Boards.

Periodic abstinence (e g . calendar, ovulation, sympto-thermal, and post-ovulation methods) and withdrawal (coitus
interruptus), spermicides only, and lactafional amenorthoea method (L AM) are not acceptable methods of
contraception. Female condom and male condom should not be used together as an effective method of

contraception.

5.2 Exclusion criteria

Medical conditions

1 Known detected del(17p) or TP53 mutation (Note: test results should be obtained from
central lab during screening)

2 Transformation of CLL to aggressive non-Hodgkin lymphoma (NHL) (e.g., Richter’s
transformation, PLL., or diffuse large B-cell lymphoma [DLBCL]), or central nervous
system (CNS) mvolvement by leukenua

3  History of confirmed progressive multifocal leukoencephalopathy (PML)

4  History of prior malignancy that could affect compliance with the protocol, or
mterpretation of results, except for the following:

(a) Curatively treated basal cell carcinoma or squamous cell carcinoma of the skin or
carcinoma 1in situ of the cervix at any time prior to study
(b) Other cancers not specified above which have been curatively treated by surgery

and/or radiation therapy from which subject 1s disease-free for =3 years without
further treatment

5 Significant cardiovascular disease such as uncontrolled or untreated symptomatic
arrthythmias, congestive heart failure, or myocardial infarction within 6 months of
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10

11
12

13

Screening, or any Class 3 or 4 cardiac disease as defined by the New York Heart
Association Functional Classification at Screeming. Exception: subjects with controlled,
asymptomatic atrial fibrillation during Screening are allowed to enroll on study.
Malabsorption syndrome, disease significantly affecting gastromntestinal function, or
resection of the stomach, or extensive small bowel resection that 1s likely to affect
absorption, symptomatic inflammatory bowel disease, or partial or complete bowel
obstruction, or gastric restrictions and banatric surgery, such as gastric bypass

Known history of infection with human immunodeficiency virus (HIV)

Serologic status reflecting active hepatitis B or C infection

(a) Subjects who are hepatitis B core antibody (anti-HBc) positive and who are
hepatitis B surface antigen (HBsAg) negative will need to have a negative
polymerase chain reaction (PCR) result before randomuzation and must be willing to
undergo DNA PCR testing during the study. Those who are HbsAg-positive or
hepatitis B PCR-positive will be excluded.

(b) Subjects who are hepatitis C antibody positive will need to have a negative PCR
result before randomization. Those who are hepatitis C PCR-positive will be
excluded.

Any active systemic infection (e.g., bactenal, viral, or fungal infection) requring

systemic treatment

Uncontrolled autoimmune hemolytic anemua or idiopathic thrombocytopenic purpura

defined as declining hemoglobin or platelet count secondary to autoimmune destruction

within the Screening period

History of bleeding diathesis (e.g_, hemophihia, von Willebrand disease)

History of stroke or intracramal hemorrhage within 6 months before first dose of study

drug

Major surgical procedure within 30 days of first dose of study drug. Note: If a subject

had major surgery, they must have recovered adequately from any toxicity and/or
complications from the intervention before the first dose of study drug.

Prior/concomitant therapy
14 Any prior CLL-specific therapies (Note: prior localized radiotherapy 1s allowed)

15

16

Corticosteroid use >20 mg/day within 1 week before first dose of study drug, except as
mdicated for other medical conditions such as inhaled steroid for asthma, topical steroid
use, or as premedication for administration of study drug. For example, subjects
requuring steroids at daily doses =20 mg prednisone equuivalent systemic exposure daily,
or those who are administered steroids for leukemia control or white blood cell count
lowering are excluded.

Requires or recerving anticoagulation with warfarin or equivalent vitamin K antagonists
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17 Requires treatment with a strong CYP3A mhibitor. The use of strong or moderate
CYP3A inhibitors or inducers withun 7 days of the first dose of study drug 1s prohibited.

18 Received any investigational drug within 30 days before first dose of study drug
19 Received a live virus vaccination within 28 days of first dose of study drug
20 History of known hypersensitivity or anaphylactic reactions to study drugs or excipients

Prior/concurrent clinical study experience
21 Concurrent participation in another therapeutic clinical trial

Other exclusions

22 For women only: breastfeeding or pregnant

23 Involvement in the planming and/or conduct of the study (applies to both sponsor staff
and/or staff at the study site)

24 Judgment by the investigator that the subject should not participate in the study if the
subject 1s unlikely to comply with study procedures, restrictions and requirements

53 Lifestyle restrictions
This section 15 not applicable as no restrictions are requured.

54 Screen failures

Screen failures are defined as subjects who signed the informed consent form to participate in
the clinical study but are not subsequently randomuized in the study. A nunimal set of screen
failure information 1s required to ensure transparent reporting of screen failure subjects to
meet the Consolidated Standards of Reporting Tnials (CONSORT) publishing requirements
and to respond to queries from regulatory authorities. Mimimal information includes
demography, screen failure details, eligibility critenia, and any serious adverse event (SAE).

These subjects should have the reason for study withdrawal recorded in the eCRF (1.e., subject
does not meet the required inclusion/exclusion criteria) and register in IRT/RTSM as screen
failure.

Individuals who do not meet the critenna for participation in this study (screen failure) may be
re-screened, which requires signing the ICF agamn and repeating screening procedures. Only 1-
time rescreening 15 allowed in the study. Rescreened participants should be assigned the same
participant number (E-code) as for the imifial screeming. The mnvestigator should discuss each
individual case with study physician before any patient 1s rescreened. The bone marrow
biopsy and aspirate, CT scan do not need to be repeated if still within timeframe prior to the
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first dose as required in protocol; cytogenetics, genetic molecular prognostic molecules, FISH
panel, and MRD do not need to be repeated after confirmation with study physician.
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6 STUDY TREATMENTS

Study treatment 1s defined as any mvestigational product(s) (IPs [including marketed product
comparator and placebo]) or medical device(s) mtended to be admimistered to a study
participant according to the study protocol. Study treatment in this study refers to
acalabrutimb or ntuximab and chlorambucil.

6.1 Treatments administered

6.1.1 Investigational products

The IP acalabrutinib capsules for oral adnimstration 1s supplied as 100 mg blue and yellow
opaque, hard gelatinous capsules and 1s provided in white, high-density polyethylene bottles.
Labels will be prepared in accordance with Good Clinical Practice (GCP) Ordinance. The
drug product 1s manufactured by AstraZeneca AB. All formulation excipients are compendial
and are commonly used in oral formulations

6.1.2 Chlorambucil and Rituximab

Ritximab will be admimistered as described in Table 6, on Days of Cycles 1 through 6.
Locally approved labelling may be considered for adnumistration of rtuximab.

Chlorambucil will be orally administered at a dose of 0.5 mg/kg of body weight on Days 1
and 15 of Cycles 1 through 6. Chlorambucil should not be dosed sooner than 14 days from the
last dose of chlorambucil. On days when chlorambueil and nfuximab are both adnunistered,
the order of study treatment administration will be chlorambucil followed by nifuximab.

The subject’s body weight at screeming and body surface area (BSA) calculated at screening
should be used to calculate the dose of chlorambueil, rituximab throughout the study unless
the subject’s weight increases or decreases by =10% from screening.

Table 6 Study Treatments
Arm A Arm B

Study treatment Acalabrutinib (ACP-196) Chlorambucil Ritmimab

name:

Dosage 100 mg capsule for oral As sourced locally 10 mL (100 mg) and 50 ml.

formulation: adminisiration (500 mg) vial solution for
infusion after dilution,
10 mg/ml.

Route of Oral Oral IV mfusion

administration:
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Table 6 Study Treatments
Arm A Arm B
Dosing One Capsule of 100 mg twice 0.5 mg/kg body weight 375 mg/m’ of rituximab IV
instructions: daily orally with approximately | orally on Day 1 and infinsion on Day 1 of the first
240 mL of water. It may be Day 15 of all treatment treatment cycle (Cycle 1).*
taken with or without food. The | cycles (Cycles 1-6) 500 mg/m? IV infusion on
capsule should be swallowed Day 1 for each of
intact and should not be opened | cpiommbucil should not | Subsequent cycles (Cycles 2-
or dissolved in liquid. Doses be dosed sooner than 6).
should be administrated 14 days from the last dose
approximately 12 hours apart of chlorambucil. P ficate before each
(recommended to be taken as . . . ;
] infirsion with acetaminophen
close as the schedule time as . .
; . On days when and an antihistamine in
possible preferably within _ accordance with local
=1 hour). If a dose is missed, jt | Colerambucil and e iformat
can be taken up to 3 hours after nmx_m_lab are both prescribing mtormation.
the scheduled time with a return | 2dministered. the order of
to the normal schedule with the | STodY treatment
following dose. Ifit has administration will be
been >3 hours, the dose should | Clorambucil followed by
not be taken The missed dose | TVKLTAD-
will not be made up and nmst be
returned to the site at the next
schedule time.
Packaging and Study treatment will be provided | This study will use This study will use
labelling in white_ high-density commercially available commercially available
polyethylene bottles. Each bottle | chlorambucil riuximab.
will be labelled in accordance Refer to the approved Refer to the approved label
with Good Manufacturing label of chlorambucil for | of rituximab for further
Practice (GMP) Annex 13 and | further detail® detail ®
per country regulatory
requirement.
Provider AstraZeneca AB Sourced locally by site® | Sourced locally by site®

#  The initial dose on Day 1 may be divided for administration to manage IRRs according to local practice.

®  Chlorambucil and rituximab are sourced locally by site, under certain circumstances when local sourcing is not
feasible a standard of care treatment may be supplied centrally through the sponsor, a clinical label will be
prepared by the sponsor in such circumstance.

6.2 Preparation/handling/storage/accountability

All study drugs should be kept 1n a secure place under approprate storage conditions. A
description of the appropmnate storage conditions 1s specified in the labels. The investigator or
designee must confirm appropnate temperature conditions have been mamtained during
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transit for all study treatment recerved and any discrepancies are reported and resolved before
use of the study treatment.

Only subjects enrolled in the study may recerve study treatment and only authorised site staff
may supply or admimster study treatment. All study treatments must be stored 1n a secure,
environmentally controlled, and momitored (manual or automated) area in accordance with the
labelled storage conditions with access limited to the investigator and authorised site staff.

The mnvestigator, institution, or the head of the medical institution (where applicable) 1s
responsible for study treatment accountability, reconciliation, and record maintenance (1e.,
receipt, reconciliation, and final disposition records).

Further pumdance and information for the final disposition of unused study treatment are
provided in the Chinical Study Agreement.

6.2.1 Acalabrutinib
No additional preparation and handling are requured for acalabrutimib.

6.2.2 Chlorambucil
No additional preparation and handling are requured for chlorambuecil

Chlorambucil will be obtained by the investigational sites and labelled locally if required. See
local prescribing information for further instructions regarding recommended storage
conditions and packaging configuration.

6.2.3 Rituximab

6.2.3.1 Preparation/handling

The antibody 1s formulated for intravenous mjection as a sterile product in a solution of
sodium chloride (pH 6.5) contaiming polysorbate 80 and sodium citrate. Ritiximab 1s
packaged i 10 mL (100 mg) and 50 mL (500 mg) pharmaceutical-grade glass vials at a
concentration of 10 mg protein per mL.

Ritximab should be stored 1n a secure refrigerator at 2°-8°Celsius (36°-46°Fahrenheit). Do
not freeze or store at room temperature. The product 1s a protein - HANDLE GENTLY AND
AVOID FOAMING, as this may lead to the de-naturing of the product proteins.

All transfer procedures require strict adherence to aseptic techniques, preferably in a laminar
flow hood. Prepare ntuximab solution as follows:

+ Refnigerate (2°-8°C [36°-46°F]) all matenials and solutions prior to use.

+  Use sterile, non-pyrogenic disposable containers, syninges, needles, stopcocks, and
transfer tubing etc.
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+  Transfer of nfwxumab from the glass vial should be made by using a suitable sterile
graduated syringe and large gauge needle.

+  Transfer the appropnate amount of ntuximab from the graduated syringe into a partially
filed IV pack contaimng sterile pyrogen-free 0.9% sodmm chlonde solution (saline
solution). Mix by mverting the bag gently. DO NOT USE A VACUUM APPARATUS
to transfer the product from syringe to the plastic bag_

+  Place an IV adnunistration into the outflow port of the bag containing the infusion
solution

« NOTE: DO NOT USE evacuated glass containers which require vented administration
sets because this causes foaming as air bubbles pass through the solution.

+  The adnunistration of rifuximab will be accomplished by slow IV imnfusion. CAUTION:
DO NOT ADMINISTER. AS AN IV PUSH OR BOLUS.

+ Do not infuse conconutantly with another IV solution or IV medications.

6.2.3.2 Storage
Rituximab should be stored 1n a secure refrigerator at 2-8°C (36-46°F). Refer to local label
for further instruction regarding recommended storage condition.

6.3 Measures to minimise bias: randomisation and blinding

All subjects will be centrally/regional/local assigned to randomised study treatment using an
Interactive Response Technology/Randomisation and Trial Supply Management
(IRT/RTSM). Before the study 1s imitiated, the telephone number and call-in directions for the
IRT and/or the log-in information and directions for the RTSM will be provided to each site.

If a subject withdraws from the study, then his/her enrollment/randomisation code cannot be
reused. Withdrawn subjects will not be replaced.

This 1s an open-label study. To maintain the integrity of the study, AstraZeneca personnel
directly mnvolved in the study conduct will refrain from accessing treatment records whenever
possible, and under no circumstances will they view data agpregated by treatment arm during
the course of the study. The site will contact the IRT/RTSM prior to the start of study
treatment admimistration for each subject. The site will record the treatment assignment on the
applicable case report form, if required. Potential bias will be reduced by central
randonuzation. One randomization list will be produced for each of the randomization strata.
A blocked randonuzation will be generated, and all centers will use the same list 1n order to
mimmize any imbalance in the number of patients assigned to each treatment group.

6.4 Treatment compliance

The mvestigational product should only be used as directed in this protocol. Details of
treatment with investigational product including: change from the dosing schedule, does
interruptions, dose reductions, dose discontinuations should be recorded mn eCRF.
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The mvestigational product will not be distributed to the study site until the contract 1s
concluded between the study site and the sponsor. The mvestigator or designee 1s responsible
for managing the IMP from time of receipt by the study site until the destruction of all unused
IMP at that site. The investigator(s) 1s responsible for ensuring that all unused IMP 1s returned
to the site by the subject(s).

6.4.1 Acalabrutinib

For acalabrutimib taken in the clime, subjects should take the dose from the drug dispensed to
them for that particular time period. Subjects will receive a drug diary to record the specific
time each dose was taken and to record reasons for any missed doses.

Subject compliance will be assessed at each study visit. The subject will be mnstructed to bring
the diary and any remaimng capsules to the clinic at their next visit. The study staff will
review the diary and ask the subject if all of the capsules were admimstered. Any remaining
or returned capsules will be counted and recorded in accountability records. Returned
capsules must not be re-dispensed to another subject.

6.4.2 Chlorambucil

Accountability and subject compliance will be assessed by maintaimng adequate “drug
dispensing™ and return records.

Subjects will be asked to return all used and unused chlorambucil containers at the end of the
treatment as a measure of compliance.

A Drmg Dispensing Log must be kept current and should contain the following information:

+  Identification of the subject to whom the study medication was dispensed
+ Date(s) and quantity of the study medication dispensed to subject
+ Date(s) and quantity of chlorambucil returned by the subject

6.4.3 Rituximab

Subject can only return to site for IV infusion of rituximab. Treatment compliance will be
assured by reconcihiation of site drug accountability logs.

6.5 Concomitant therapy

Any medication or vaccine including over-the-counter or prescription medicines, vitamins,
and/or herbal supplements that the subject 1s receiving at the fime of 4 weeks prior to starting
study treatment and all conconutant treatments during the study through 30 days after the last

dose of all study drugs must be recorded in the electronic Case Report Form (eCRF) along
with:
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« Reason for use (indication)
+ Dates of adnumstration including start and end dates
+ Dosage mformation including dose, frequency and route

After a subject discontinues study treatment, receipt of all subsequent anticancer therapies to
treat CLL will be collected in survival follow-up.

6.5.1 Permitted concomitant therapy

Antiemetics are permutted if clinically indicated. Standard supportive care medications are
pernutted as per mstitutional standards. Use of hematopoietic growth factors 1s permitted per
Consensus of Chinese Experts (Version 2015). Pnmary prophylactic use of myeloid growth
factors (e.g., granulocyte colony-stimulating factor [G-CSF]) 1s not allowed according to the
guideline.

For subjects considered at nisk for tumor lysis syndrome: administer appropriate hydration and
allopurinol or rasburicase per institutional standards before imitiating treatment.

For subjects at risk for infections: bactenial/viral/fungal prophylaxis 1s allowed per
mnstitutional standards.

Short course use of steroids (<2 weeks) >20 mg/day 1s permitted for premedication use, or to
manage mnfusion-related reactions or to manage other inflammatory reactions, such as asthma
exacerbation. During study participation, subjects may also receive systemic or enteric
corticosteroids at any required dosage as needed for treatment-emergent comorbid conditions.

6.5.2 Prohibited concomitant therapy

Any concurrent chemotherapy (e.g., bendamustine, cyclophosphamde, pentostatin, or
fludarabine), anticancer immunotherapy (e.g., obinutuzumab, alemtuzumab, or ofatumumab),
corticosteroids (at dosages equivalent to prednisone >20 mg/day), kinase mhibitors (e g_,
ibrutimb, zanubrutinib, and 1delalisib), bone marrow transplant, experimental therapy, and
radiotherapy for treating CLL are prolubited. Localized, short courses of radiotherapy are
allowed for the treatment of lesions unrelated to the disease under study, if approved by the
study physician. Should a subject develop a second primary malignancy while on tral, the
subject should be managed according to institutional gmidelines with diagnostic evaluations as
chinically mdicated, and i1t may be necessary for subjects to permanently discontinue study
treatment. Continuation of acalabrutinib treatment should be discussed with the study
physician.

The concomitant use of strong mhibitors/inducers of CYP3A with acalabrutimb should be
avoided when possible (see Appendix H). If a subject requures short-term treatment with a
strong CYP3A inhibitor (such as anti-infectives for up to 7 days), interrupt acalabrutimib
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treatment. Refer to Table 7 for dose modifications due to required short-term use of moderate
CYP3A mhibitors.

Warfarin or equivalent vitamun K antagomists (e.g., phenprocoumon) are prolibited.
Admimistration of herbal medication during study treatment period 1s not recommended,
unless it 15 prescribed by the investigator for treatment of specific climical events. Use of
proton-pump mhibitors, H2 receptor antagonists, or antacids whale taking acalabrutinib has the
potential to decrease acalabrutimb exposure. If treatment with a gastric acid reducing agent 1s
required, consider using a H2-receptor antagomst (2 hours after acalabrutinib) or antacid (2
hours before or 2 hours after acalabrutimb). Avoid coadministration with proton-pump
inhibitors.

Table 7 Instructions for Coadministration of Drugs with Acalabrutinib
Coadministered Drug

Instructions for Coadministration of

Drugs with Acalabrutinib Acalabrutinib
Coadministered Drug

Avoid concomitant use with acalabrutinib. If the inhibitor will be

Strong CYP3A inhibitor used short-term (such as anti-infectives for up to 7 days), interrupt
acalabruotinib.

e No dose adjustment. Monitor patients closely for adverse reactions
Moderate CYP3A inhibitor if taking moderate CYP3A inhibitors.
Mild CYP3A inhibitor No change

Avoid concomitant use. If a subject requires treatment with a
strong CYP3A inducer, increase the acalabmtinib dose to 200 mg

Strong CYP3A inducer BID during concomitant administration with the strong inducer and
refurn to recommended dose of 100 mg BID after stopping the
strong CYP3A inducer.

Moderate CYP3 A inducer No change

P-gp inhibitor No change

BCRP inhibitor No change

?ua;;;;vtethmapﬂmc index P-gp No change

Bile acid sequestrants No change

Statin (OATP substrate) No change

Proton pump inhibitors Avoid concomitant use.

H2-receptor antagonists Take acalabrutinib 2 hours before taking a H2-receptor antagonist.

Antacids Separate dosing by at least 2 hours.
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6.5.3 Other concomitant treatment

Other medication other than that described above, whach 1s considered necessary for the
subject’s safety and wellbeing, may be given at the discretion of the mvestigator and recorded
in the appropnate sections of the eCRF.

6.6 Dose delay and modification
6.6.1 Acalabrutinib

The actions in Table 8 should be taken for the following toxicities (according to CTCAE
criteria version 5.0):

«  Grade 4 neutropenia (ANC <500/uL) for >7 days (myeloid growth factors are permitted
per Consensus of Chinese Experts [Version 2015] and use must be recorded on the eCRF)

+  Grade 3 platelets decreased in the presence of climically significant bleeding

+  Grade 4 platelets decreased

+  Grade 3 or 4 nausea, vomiting, or diarrhea, 1f persistent despite optimal antiemetic and/or
anti-diarrheal therapy

+  Any other Grade 4 toxicity or unmanageable Grade 3 toxicity

If the toxicity resolves or reverts to CTCAE Grade 1 or baseline within 28 days of onset and
the subject 1s showing climical benefit, treatment with acalabrutinib may be restarted using the
rules below for dose modifications (see Table 8 ). Whenever possible, any dose adjustment of
acalabrutimb should be discussed between the investigator and the sponsor before
implementation. The appropnate clinic staff should dispense the study drug for the new dose
level and instruct the subject/caregiver about the change in dose level. Any changes to the
dosing regimen must be recorded in the appropnate eCRF.

Once de-escalation has occurred, the dose should not restart at original dose level

Treatment with acalabrutinib should be held for any unmanageable, potentially study drug-
related toxicity that 1s Grade =3 in sevenity. Any other clinically important events where dose
delays may be considered appropriate by the investigator must be discussed with the sponsor.

Study drug may be held for a maximum of 28 consecutive days from expected dose. Study
treatment should be discontinued in the event of a toxicity requiring the postponement of
dosing lasting >28 days, unless reviewed and approved by the sponsor.

Note: Temporary withholding of study drug for as little as 7 days can cause a transient
worsening of disease and/or of constitutional symptoms. Refer to Section 7.1 for more
information on assessing disease progression under these circumstances.
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Table 8 Acalabrutinib Dose Modification

Occurrence | Action

1st-224 Hold acalabrutinib until recovery to Grade 1 or baseline; may restart at original dose level
(100 mg BID)

3 Hold acalabrutinib until recovery to Grade 1 or baseline; restart at one dose level lower
(100 mg QD)

4th Discontinue acalabrutinib.

Abbreviations: BID=twice daily; QD=once per day.

6.6.2 Rituximab and chlorambuecil

If a patient experiences any = Grade 2 non-hematological toxicity, chlorambucil and/or
riftuximab should be hold until the non-hematological toxicity returns to Grade 1 or baseline. If
treatment 1s delayed for more than 4 weeks due to study drug-related toxicity, chlorambucil
and/or rituximab should be discontimued.

If a patient experiences Grade 3 or 4 cytopemia, the guidelines for dose delay (chlorambucil or
rifuximab) and dose reduction (chlorambucil only) are outlined in Table 9.

Table 9 Rituximab and Chlorambucil Dose Modification

Chlorambucil Rituximab

Grade 3 or 4 Delay dosing for a maxinmm of 4 weeks. If improvement to Grade =2 (or

cytopenia Administer G-CSF for neutropenia or platelets | Daseline), administer full dose.
or red blood cells as required. If Clb is discontinned, nibmximab may
1% episode: If improvement to Grade <2 (or continue at the investigator's
baseline), decrease Clb dose to 75% of initial discretion.
dose for subsequent cycles
2™ episode: If improvement to Grade <2 (or
baseline), decrease Clb dose to 50% of initial
dose for subsequent cycles
3™ episode: Discontinue Clb

Grade 1 or 2 No dose reduction or delay No dose reduction or delay

cytopenia
Abbreviations: Clb=chlorambucil; G-CSF=granulocyte colony-stinmlating factor.

No reduction n the dose of rifuximab 1s allowed. Severe, including fatal, infusion reactions
can occur with nfuximab. Discontinue rituximab infusion and provide medical treatment for
Grade 3 or 4 infusion reactions. For less severe infusion reactions (grade 1 or 2), interrupt the
infusion or slow the infusion rate. Rituximab may continue at the discretion of the
mvestigator when the toxicity has improved (Grade <2 for hematological toxicity and Grade 1
or baseline for non-hematological toxicity). If rituximab 1s discontinued, the patient 1s
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withdrawn from study treatment. Refer to the ntuximab local prescribing information for dose
withholding or discontinuation in response to specific toxicities associated with mfaumab.

Chlorambucil dose reductions are described in Table 9. Once reduced, the dose of
chlorambucil should not be escalated. A delay of up to 4 weeks 1s pernutted for chlorambucil
to allow recovery of hematologic toxicities to Grade <2 or non-hematologic toxicities to
Grade 1 or baseline level. If the treatment 1s delayed for more than 4 weeks due to toxicity,
chlorambucil should be discontinued.

If a Grade 3 or 4 cytopenia prevents treatment on Day 15 (of any cycle for Arm B), the Day
15 chlorambucil dose will be skipped 1 order to keep the antibody on schedule. Rituximab +
chlorambucil administration on Day 1 of the following cycle will be given if the cytopenia has
resolved to Grade <2. Chlorambucil will be given at a reduced dose. If the cytopema persists,
rifuximab + chlorambucil admunistration will be delayed until the cytopenia has improved to
Grade <2

Chlorambucil has been reported to exacerbate or precipitate autormmune hemolytic anema
and patients should be monitored carefully for this condition. If a rapid decrease of
hemoglobin occurs during therapy, the possibility of chlorambucil- or autoantibody-induced
hemolysis should be considered and appropriate diagnostic tests (LDH, bilirubin, haptoglobin,
reficulocytes, Coombs test) should be performed. If hemolysis 1s suspected, a Coombs test
should be performed. If in the judgment of the treating physician, there 1s evidence of
chinically significant hemolytic anenuia secondary to chlorambucil, study treatment should be
promptly withdrawn. Full details of the hemolytic anenua should be recorded on the adverse
event pages of the eCRF.

As many of these patients have multiple comorbidities, treatment may be delayed longer than
4 weeks (for both treatments) to enable resolution of unrelated AEs, concurrent diseases, or
recovery from surgical procedures. This 1s at the investigators discretion but should be
discussed mn advance with the sponsor.

A patient should discontinue study treatment with chlorambucil/mtiximab if any of the
following occur:

+  Grade 4 infusion related symptom (patient should be withdrawn immediately)
+  Grade 3 infusion related symptom at re-challenge
+ Grade 3 or 4 cytopema that has not resolved to Grade <2 and delays treatment by 4 weeks

+  Grade =2 non-cytopenic toxicity that does not resolve to Grade 1/baseline and delays
treatment by 4 weeks
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6.7 Treatment after the end of the study

No mtervention for patients 1s planned after the end of the study. However, provisions will be
in place for patients still enrolled at the end of the tral to continue to recerve study
intervention if, in the opinion of the investigator, they are continung to receive benefit from
treatment.

In the event that a roll-over or safety extension study is available at the time of the database
closure, patients currently receiving treatment with study intervention may be transitioned to
such a study, and the current study would reach its end. Patients in Arm B will still be allowed
to cross over to receive acalabrutimb as specified in section 6.7. The roll-over or safety
extension study would ensure treatment continuation with visits and assessments per its
protocol. Any patient who would be proposed to move to such a study would be asked to sign
a new ICF.

Such subjects who are still recerving or will cross over to receive acalabrutinib will continue
to be monitored for all AEs up to 30 (+7) days after the last dose of investigational product.
For subjects who do continue to recerve treatment beyond the closure of the database,
mvestigators will continue to report all SAEs to the sponsor Patient Safety until 30 days after
IP 1s discontinued, 1n accordance with Section 8 4. 1(Reporting of SAEs).

6.8 Crossover

At investigator discretion, subjects randomized to Arm B who have BICR-confirmed disease
progression and meet eligibility for crossover may have the option to receive acalabrutimb
monotherapy as crossover treatment provided the informed consent of the crossover treatment
1s signed. After the final analysis and per Amendment 5.0, subjects can cross over with
mvestigator-assessed PD with agreement from medical momitor/study physician prior to the
conclusion of the study Screening assessments for crossover listed in Table 3 should be
performed within the screening time window of 42 days (as the EoT/SFU visit or 1ts
corresponding tests in terms of schedule may overlap with the crossover screening visit or 1ts
corresponding tests, the EoT/SFU visit and its corresponding tests can be waived in such case,
e g. the tests or assessments are scheduled both in EoT/SFU window and crossover screening
window. CT scans that showed disease progression from Arm B can be used for the crossover
screemng CT scan, if within 60 days of crossover dosing Cycle 1 Day 1). Eligibility for
crossover mncludes the following critena:

e Crossover candidates must have BICR-confirmed or investigator-assessed disease
progression.
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e ECOG performance status and the laboratory parameters as outlined i the meclusion
criteria #4 and #7, and exclusion criteria #8 should be met. See Section 5.1 and Section
52.

e There are no concemns by the investigator judgement including but not hinuted to safety
risks, complhiance, restrictions and study process requirements.

Crossover candidates may not receive any other anticancer therapy to treat CLL, including
acalabrutimb outside the study, from the last dose of Arm B treatment to the imitiation of
crossover therapy with acalabrutimib. Should a subject develop a second primary malignancy
while on trial, crossover option after curative treatment of the second primary malignancy
may be considered after discussion with the study physician. Crossover subjects will be
treated with acalabrutinib until disease progression based on investigator assessment or
unacceptable toxicity. BICR assessment 15 not required for crossover subjects.

For crossover subjects, AEs will be collected from time of signature of informed consent of
crossover treatment throughout the treatment period and including the follow-up period. The
follow-up peniod 1s defined as 30 days after the last dose of crossover treatment. The other
requirements for AE collection and reporting are provided in Section 8.
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7 Discontinuation OF TREATMENT AND SUBJECT Withdrawal

7.1 Discontinuation of study treatment

Subjects may be discontinued from IP in the following sifuations (note that discontinuation
from study treatment 1s NOT the same thing as a complete withdrawal from the study):

+  Any subject who has objective evidence of disease progression while receiving protocol
required study drug should be discontinued from the study treatment. If there 1s
uncertainty regarding whether there 1s disease progression, the subject may continue
study treatment and remain under disease evaluation until confirmation of disease
progression. In particular, transient worsening of disease during temporary interruption
of study therapy (e.g_, for drug-related toxicity, surgery, or mtercurrent illness) may not
mdicate disease progression. In such circumstances, and 1f medically appropnate,
subjects may resume therapy and relevant climical, laboratory, and/or radiographic
assessments should be done to document whether tumor control can be mamtained or
whether actual disease progression has occurred.

+  Any AE that presents a substantial climical risk to the subject with continued study
treatment dosing.

+ Subject decision. The subject 1s at any time free to discontinue treatment, without
prejudice to further treatment.

+  Pregnancy in a subject, intend to become pregnant or begin breast feeding.

+  Severe non-compliance with the chinical study protocol.

«  Start of altemnative anti-CLL therapy.

+ Study terminated by sponsor.

See the SoA for data to be collected at the time of treatment discontinuation and follow-up
and for any further evaluations that need to be completed. Subjects that discontinue study
treatment will continue with study follow-up visits until death, withdrawal of consent, lost to
follow-up, or study termunation, whichever occurs first.

7.1.1 Procedures for discontinuation of study treatment

The mvestigator should mstruct the subject to contact the site before or at the tume 1if study
treatment 1s stopped. A subject that decides to discontinue study treatment will always be
asked about the reason(s) and the presence of any AEs. The date of last intake of study
treatment should be documented in the eCRF. All study treatment should be retumed by the
subject at their next on-site study visit or unscheduled visit. Subjects permanently
discontimung study treatment should be given locally available standard of care therapy, at the
discretion of the investigator.

Discontinuation of study treatment, for any reason, does not impact on the subject’s

participation in the study. The subject should continue attending subsequent study visits and
data collection should continue according to the study protocol. Patients who have

CONFIDENTIAL AND PROPRIETARY 66



Clinical Study Protocol — 5.0 AstraZeneca
Acalabrutinib (ACP-196) - D822BC00001

permanently discontinued from further receipt of IP will need to be discontinued from the
IRT/RTSM.

An EoT wisit 1s required for safety assessments for any subjects who permanently discontinue
study treatment for any reason (except for death, lost to follow-up, or withdrawal of consent),
including disease progression. The end of treatment visit 1s not required for subjects who
discontinue from study treatment within 10 days of a scheduled study visit or if the EoT visit
would be performed within 14 days of the safety follow-up visit. If the SFU visit 15 within +
7 days of a regularly scheduled wvisit during the post-treatment phase, the visits may be
combined into a single visit.

In addition to the EoT wisit, an SFU wisit should be conducted at 30 (+7) days after his or her
last dose of all study drugs to momitor for resolution or progression of AEs and to document
the occurrence of any new events, regardless of whether the subject receives a new anticancer
therapy or demonstrates disease progression within this time frame Refer to Tables 1-3, for
the assessments required for the EoT and SFU wisits.

If the subject does not agree to continue in-person study visits, a modified follow-up must be
arranged to ensure the collection of endpoints and safety information. This could be a
telephone contact with the subject at end of treatment follow up visit, a contact with a relative
or treating physician, or information from medical records. The approach taken should be
recorded in the medical records. A subject that agrees to modified follow-up 1s not considered
to have withdrawn consent or to have withdrawn from the study.

7.1.2 Follow-up for progression and survival

Post-treatment Disease Follow up: All subjects enrolled who complete the study treatment
(Arm B) or discontinue from study treatment due to reasons other than disease progression
will be followed for disease evaluation approximately every 12 weeks or 24 weeks from the
latest date of disease evaluation before study treatment discontinuation until disease
progression, regardless of whether the subject receives a new anti-CLL therapy.

Survival Follow up: All subjects who have disease progression and have not withdrawn
consent will be contacted approximately every 24 weeks by climical visit or telephone, to
assess survival and the use of alternative anti-CLL therapy and occurrence of any secondary
malignancies until death or lost to follow up. At the time of the planned final analysis, a
survival sweep may be conducted. All subjects who are on study and not known to have died
before the survival sweep may be contacted at that tume.

7.2 Lost to follow-up

A subject will be considered potentially lost to follow-up if he or she fails to return for
scheduled visits and 1s unable to be contacted by the study site
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The following actions must be taken 1f a subject fails to return to the climic for a required
study visit:

7.3

The site must attempt to contact the subject and reschedule the missed visit as soon as
possible and counsel the subject on the importance of maintaiming the assigned visit
schedule.

Before a subject 1s deemed lost to follow-up, the investigator or designee must make
every effort to regain contact with the subject or through their fanuly, or by contact with
subject’s current physician, e g, by repeat telephone calls, certified letter to the subject’s
last known mailing address, or local equivalent methods. If a public death registry 1s
available, death mformation (1.e., date of death) should be collected where allowed by
regulatory and EC requirements.

All attempts to contact the subject should be made routinely and recorded in eCRF on the
survival status module. The site should report the attempted date of contact and the last
date known to be alive.

If contact or registry/public source 1s unsuccessful (or no clear status can be obtained), hist
subject’s status as “unknown” and continue the contact attempts until end of the study
(until final analysis).

Patients should not be marked as lost to follow-up on the Termunation (DS) module until
the end of the study (at final analysis) when all attempts to collect survival follow-up have
been exhausted.

At the time of final analyses, all enrolled subjects’ survival status in the safety analysis set
should be re-checked, including those subjects who have withdrawn consent or are
classified as “lost to follow-up.”

—  Subjects who have withdrawn consent: In the event that the subject has actively
withdrawn consent to the processing of their personal data, the survival status of the
subject can be obtained by site personnel from publicly available death registries (if
available) where 1t 15 possible to do so under applicable local laws, to obtain a current
survival status in the 7 days following data cut-off. (The applicable CRF modules
will be updated.)

—  Subjects classified as lost to follow-up: Site personnel should check hospital records,
the subject’s current physician, and a publicly available death registry (if available) to
obtain a current survival status mn the 7 days following data cut-off. (The SURVIVE
module will be updated.)

Withdrawal from the study

A subject may withdraw from the study (e.g_, withdraw consent), at any time (investigational
product and assessments) at his’her own request, without prejudice to further treatment.

If the subject withdraws consent for disclosure of future information, the sponsor may retain
and continue to use any data collected before such a withdrawal of consent.
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If a subject withdraws from the study, he/she may request destruction of any samples taken,
and the mvestigator must document this in the site study records. If samples already have
been analyzed at the time of the request, the sponsor will not be obliged to destroy the results
of this research.

Such subjects will always be asked about the reason(s) and the presence of any AEs. The
mvestigator will follow up subjects as medically indicated. The subject will return electronic
ePRO device(s).

The sponsor or its delegate will request investigators to collect information on subjects” vital
status (dead or alive; date of death when applicable) at the data cut-off for study analyses from
publicly available sources, in accordance with local regulations. Knowledge of the vital status
at data cut-off for study analyses 1n all subjects 1s crucial for the integrity of the study.

See the SoAs (Table 1, Table 2, and Table 3) for data to be collected at the time of study
discontinuation and follow-up and for any further evaluations that need to be completed. Any

remaiming study treatment(s) should be returned by all subjects.
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8 Study Assessments AND PROCEDURES

Study procedures and their timing are summarised in the SoA (Section 1.1). Descriptions of
the scheduled evaluations are outlined in the subsections below. Before study entry,
throughout the study, and at the follow-up evaluation, various clinical and diagnostic
laboratory evaluations are outlined. The purpose of obtamning these detailed measurements 1s
to ensure adequate safety and efficacy assessments. Clinical evaluations and laboratory
studies may be repeated more frequently if climcally indicated. Such unscheduled
assessments will be captured in the protocol-specific database as appropnate.

The mvestigator will ensure that data are recorded on the eCRFs. A web-based data capture
(WBDC) system will be used for data collection and query handling

The investigator ensures the accuracy and completeness of eCRFs and timeliness of the data
recorded, and of the provision of answers to data queries according to the Climical Study
Agreement. The mnvestigator will electronically sign the completed eCRFs. A copy of the
completed eCRFs will be archived at the study site.

Immediate safety concerns should be discussed with the sponsor immediately upon occurrence
or awareness to determune 1f the subject should continue or discontinue study treatment.

Adherence to the study design requirements, including those specified in the SoA 1s essential
and required for study conduct.

All screeming evaluations must be completed and reviewed to confirm that potential subjects
meet all eligibility criteria. The investigator will mamtain a screeming log to record details of
all subjects screened and to confirm eligibility or record reasons for screeming failure, as
applicable.

Medical history must be collected and recorded including concurrent medical signs and
symptoms, alcohol use and, 1f a smoker, cigarette use. Disease lustory, including the date of
mitial diagnosis, Rai staging within 28 days of first dose with study drug, and lustory of
autoimmune CLL complications and their treatment will also be recorded based upon
available documents and subject history.

Procedures conducted as part of the subject’s routine clinical management (e.g., blood count)
and obtained before signing of the ICF may be utilised for screening or baseline purposes,
provided the procedures met the protocol-specified critenia and were performed within the
timeframe defined in the SoA.

Repeat or unscheduled samples may be taken for safety reasons or for techmical 1ssues with
the samples.
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8.1 Efficacy assessments

8.1.1 Tumor assessments

Overall response assessments will be based upon evaluation of physical exams, recording of
symptoms, radiologic evaluations, hematologic evaluations, and bone marrow exams per the
SoA.

Baseline:

For baseline, a CT scan with contrast (or MRI 1f CT 1s contraindicated) 1s required within

28 days before the first dose of study drug and must include the neck, chest, abdomen, and
pelvis and any other disease sites (e.g_, brain). Spleen and liver size should be recorded in CT
measurement. Additionally, bone marrow aspiration and biopsy are required within 60 days
before first dose of study drug. Physical exam (especially lymph node and organomegaly),
B-symptoms, blood counts with differential, and other clinical nformation at baseline should
be recorded in the eCRF.

Up to 6 measurable disease sites (only nodal lesions>1.5 cm 1n the longest diameter, clearly
measurable in 2 perpendicular dimensions), will be followed as target lesions for each subject.
Measurable sites of disease should be chosen such that they are representative of the subject’s
disease. In addition, selection of target lesions should be from as disparate regions of the
body as possible when these areas are sigmficantly involved. Target lymph nodes should not
be selected from previously wrradiated areas. If the sole measurable lesion lies within the field
of prior radiotherapy, there must be evidence of disease progression in that lesion that has not
been previously wrradiated. If additional lesions are present but are not included in the target
lesion assessment, they can be added as non-target lesions followed throughout the study. The
cramal-caudal measurement of the spleen and longest diameter of the liver will be assessed at
screequng and all subsequent response evaluations.

Follow-up:

Radiologic tumor assessment will be performed according to SoA. Investigators will assess
response and progression based on climcal/laboratory signs and symptoms. Radiology reports
from a CT scan will be used to support the evaluation of complete and partial response.

Subjects who have signs and symptoms of disease progression outside of the scheduled study
visits and assessments should be evaluated by the mvestigator with physical exam and blood
counts with differential to determune if disease progression 1s present. The blood samples for
response or disease progression determunation should be confirmed by a central laboratory
(samples from local laboratories can be used 1f central testing 1s unavailable). With
Amendment 5.0, the blood samples for response or disease progression will be tested in local
laboratonies. Any suspected case of disease progression (in the absence of laboratory or
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histopathologic changes meeting the criteria for PD) should be confirmed with a CT scan and
should be reported to the sponsor or designee. Subjects may continue study treatment until
progression 1s confirmed by a serial exam. In addition, when clinically appropnate, based on
mvestigator-perceived risk-benefit assessment, a subject may continue treatment and remain
under close observation until progression 1s confirmed. New anti-CLL therapy should be
withheld if climcally appropriate in the absence of confirmed progressive disease.

If the subject’s physical examination findings, laboratory evaluations (with hematology profile
ncluding absolute lymphocyte count, ANC, platelet count, and Hgb), and radiographic
evaluations suggest that CR/CR1 has been achieved 1 all response parameters, a bone marrow
aspirate and biopsy must be obtained to confirm the CR and peripheral blood and bone
marrow sample must be obtamned to evaluate mimimal residual disease (MRD). The bone
marrow aspirate and biopsy must be done between 8-12 weeks of the CT imaging that
supported the assessment of CR/CRa. Subjects who are otherwise in a complete remission but
have bone marrow nodules that can be identified lustologically, should be considered to have
“nodular PR Immunohistochemustry should be performed to define whether these nodules
are composed of pnmarnily T cells, lymphocytes other than CLL cells, or CLL cells. If the
nodules are not composed of CLL cells, a CR can be documented provided all other critenia
are met. In cases where cytopenic progression 1s suspected, a bone marrow aspirate or biopsy
must be performed to distinguish autormmune and drug-related cytopemas. In cases where
Richter’s transformation 1s suspected (e.g , rapidly progressive B-symptoms; bulky
lymphadenopathy; organomegaly; anema; a low platelet count; and elevated serum LDH,
calecrum, and B2 microglobulin levels), diagnosis should be confirmed by biopsy of lymph
nodes, bone marrow, or involved organs. Pathology analyses will be done for confirmation of
Richter’s transformation. Biopsy of the affected site 1s diagnostic and sufficient for
confirmation. If an ancillary whole-body PET-CT scan (not requred for study) 1s performed
per local standard of care or at investigator discretion, the results of this scan should be
captured in the eCRF as an unscheduled visit.

A central imaging service will be used to provide independent radiologic assessments for the
purposes of the primary endpoimnt. All imaging assessments (including unscheduled visit scan)
will be sent to the sponsor appointed central reader on an ongoing basis. Assessment of scans
by BICR will be triggered only upon investigator-assessed progression for both arms and the
BICR. confirmation will be reported back to sites. If the BICR does not confirm disease
progression, fumor assessments should be continued in line with the schedule of assessments.
Since the primary analysis of the study 1s based on BICR, it 1s important that study treatment
and scheduled imaging assessments continue until progression confirmed by BICR. After the
final analysis and per Amendment 5.0, disease progression can be assessed by investigator.
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If at the time of primary PFS analysis 1t 15 identified that a patient has disease progression by
BICR. that has not been identified by the investigator, the sponsor will contact the investigator
to discuss whether continued treatment with study medication 1s appropnate.

The mvestigator must evaluate the response of the subject per IWCLL critena (see Table 10).

Table 10 Response Assessment Criteria for CLL (modified from Hallek 2018) —
IWCLL Criteria
Group Parameter CERa PEb PD 5D
A Lymph nodes | None =1.5 cm Decrease Increase =50% Change of -49%
=50% (from from baseline or to +49%
baseline) ¢ from response
Liver and/or Spleen size Decrease Increase =50% Change of -49%
spleen size d <13 cm; liver =50% (from from baseline or to +49%
size normal baseline) from response
Constifutional | None Any Any Any
symptoms
Circulating Normal Decrease Increase =50% over | Change of -49%
lymphocyte =50% from nadir with absolute | to +49%
count baseline count = 5x10°/L
B Platelet count | =100.000/pL =100,000/uL Decrease of =50% | Change of -49%
Of increase from baseline to +49%
=50% over secondary to CLL
baseline
Hemoglobin =11.0 g/dL =11 g/dL or Decrease of Increase
(untransfused mecrease =50% | =2 g/dL from =11.0 g/dL or
and without over baseline baseline secondary | <30% over
erythropoietin) to CLL baseline, or
decrease =2 g/dL
Marrow Normmocellilar, Presence of Increase of CLL No change n
no CLL cells, no | CLL cells, or cells by =50% on marrow infiltrate
B-lymphoid of B-lymphoid | successive biopsies
nodules nodules, or not
done

Abbreviations: CLL=chronic lymphocytic leukemia; CR=complete response; CT=computed tomography;
PD=progressive disease; PR=partial response; SD=stable disease.

Note: CE, complete remission: all of the criteria have to be met; PR, partial response: for a PR at least 2 of the
parameters of group A and 1 parameter of group B need to improve if previously abnormal. If only one parameter
of both groups A and B is abnormal prior to therapy, only 1 needs to improve. PD, progressive disease: at least one
of the above criteria of group A or group B has to be met; 5D, stable disease: all of the above criteria have to be
met. Constitutional symptoms alone do not define PD.

a  CEi(CE. with incomplete bone marmow recovery) refers to subjects who fulfill all the critenia for a CR. (including the
bone marmow examinations), but have a persistent anemia, thrombocytopenia, or neutropenia apparently unrelated to
CLL, but related to dmg toxicity. Subjects who are otherwise in a complete remission, but bone marmow nodules can be
identified histologically, should be considered to have “noduolar PR.™ Immunchistochemistry should be performed to
define whether these nodules are composed of pnmarily T cells, lymphocytes other than CLL cells, or CLL cells. If the
nodules are not composed of CLL cells, a CR. can be documented provided all other criteria are met.
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b PRL (partial response with lymphocytosis): presence of lymphocytosis, phus = 50% reduction in lymphadenopathy
and/or in spleen or liver enlargement, plus one of the PR, cniteria for platelets or hemoglobin have to be met.

b Sum of the products of 6 or less lymph nodes (as evaluated by CT scans and physical examination in clinical tnals, or
by physical examination in general practice).

Spleen size is considered normal if <13 cm. There is not firmly established, international consensus of the size of a
normal liver; therefore, liver size should be evaluated by imaging and mammal palpation in clinical trials and be recorded
according to the definition used in a study protocol.

For a detailed description of the response parameters see Hallek 2018.

d

In particular, given the known mechanism of action of BCR-inhibiting agents including
acalabrutimb, treatment-related lymphocytosis is an expected and frequent phenomenon
observed with imitiation (or re-imitiation) of BTK mhibitors. An increase in blood lymphocyte
count by itself does not uniformly indicate an increased tumor burden but may reflect
redistribution of leukemia cells from lymphoid tissues to the blood. In such cases, increased
lymphocytosis alone 1s not a sign of treatment failure or PD. The mvestigator may use their
clinical judgment when assigning the overall response with blood lymphocyte count, as
necessary.

8.1.2 Minimal Residual Disease

If the subject’s physical exanmination findings, laboratory evaluations, and radiographic
evaluations suggest that PR, CR, or CR1 has been achieved, a peripheral blood and bone
marrow sample to evaluate MRD by flow cytometry should be done between 8-12 weeks from
the time of supportive clinical assessments including CT imaging of suspected PR, CR, or
CRu.

A peripheral blood and bone marrow sample testing for mimimal residual disease (MRD) will
be done at timepoints specified in the SOA. If MRD samples are not taken at the EoT visit,
then 1t can be drawn at SFU wvisit.

Samples for the MRD tests will be sent to the central laboratory for analysis as per
mstructions in the laboratory manual After FA and per Amendment 5.0, MRD tests are not
mandatory and will be locally performed per climcal practice.

8.1.3 Clinical laboratory assessments
See Table 11 for the list of clinical laboratory tests to be performed and to the SoA for the

timing and frequency. All protocol-required laboratory assessments, as defined in the table,
must be conducted 1n accordance with the laboratory manual and the SoA.

The mvestigator should make an assessment of the available results with regard to climcally
relevant abnormalities. The laboratory results should be signed and dated and retamned at
centre as source data for laboratory vanables.
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Additional laboratory samples may be collected if climcally indicated at the discretion of the
mvestigator. The date, time of collection and results (values, umts and reference ranges) wall
be recorded on the appropniate eCRF.

The chinical chenustry, pregnancy test, hepatitis serology and serum immunoglobulin levels
analyses will be performed locally at the visits as indicated in the SoA (see Table 1, Table 2,
and Table 3), therefore sample volumes may vary according to local hospital practice. If
screequng assessment climcal chemustry and hematology are performed within 5 days prior to
the baseline wvisit (1.e., first dose day), they do not need to be repeated at the baseline visit. All
samples will be used up or disposed of after analyses.

Pregnancy tests are required only for women with childbearing potential. A urine or serum
pregnancy test 1s acceptable. Pregnancy tests will be performed at Screening, on Cycle 1 Day
1, and at the safety-follow-up visit, and may be performed more frequently if requuired by local
regulatory authonties

Hematology testing will be evaluated at the central laboratory and will include a complete
blood count (CBC) with WBC differential including, but not limited to white blood cell count,
hemoglobin, hematocrit, platelet count, ANC, and AL.C. Any missing central laboratory
blood samples should be redrawn as soon as possible. In the event that the missing central
laboratory sample 1s unrecoverable, local laboratory results will be collected, 1f available, and
entered in the clinical database for response or progression confirmation. After FA and per
Amendment 5.0, hematology testing will be performed locally.

p2-microglobulin: peripheral blood samples will be collected and sent to the central laboratory
for p2-microglobulin test. After FA and per Amendment 5.0, the testing 1s not required and
will be locally performed per the discretion of investigator.

T/B/NK cell count (1.e., CD3, CD4, CD8, CD19, CD16/56) will be performed at the central
laboratory. After FA and per Amendment 5.0, the testing 1s not required and will be locally
performed per the discretion of investigator.

Cytogenetics and FISH Panel: screening peripheral blood will be sent to a central laboratory
to be tested for 17p del, 13q del, trisomy 12, 11q del by FISH and stimulated karyotyping, the
status of 17p del 1s mandatory to be tested by central lab during screening period. A blood
sample for FISH evaluation will also be drawn at Cycle 7, and when a subject has disease
progression (with PD confirmation from BICR, cytogenetic and genetic molecular prognostic
molecules and FISH evaluation need to be performed after signing crossover ICF), at the EoT
or SFU visits. If these samples are damaged duning collection or shipment, they should be
redrawn at the next subsequent visit. After FA and per Amendment 5.0, the testing 1s not
required and will be locally performed per the discretion of investigator.
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Genetic molecular prognostic molecules: screening peripheral sample will be sent to central
laboratory for sequencing of immunoglobulin heavy-chain variable (IGHV) and p53
mutational status. A blood sample will also be drawn when a subject has disease progression
(with PD confirmation from BICR, cytogenetic and genetic molecular prognostic molecules
and FISH evaluation need to be performed after signing crossover ICF), at the EoT or SFU
visits. After FA and per Amendment 5.0, the testing 1s not required and will be locally

performed per the discretion of investigator.

Table 11 Laboratory Variables

Clinical Chemisiry *

Calcium Urea or blood urea nitrogen
Chlonde Uric acid

Magnesmm Creatinine
Phosphate/Phosphoms Total bilimibin

Potassium Glucose

Sodium Albumin

AST Total protein

ALT Triglycerides

Alkaline phosphatase (ALP) Cholesterol

Gamma glutamyl transferase (GGT) Lactate dehydrogenase (LDH)
Hematology ®

White blood cell (WBC) count with differential Platelet count

Red blood cell (RBC) count Absolute neutrophil count (ANC)
Hematocrit Absolute lymphocyte count (ALC)
Hemoglobin

Pregnancy Test (females of childbearing potential only)

Urine hmman chorionic gonadotropin (hCG) or Serum
BhCG

Hepatitis B and C Testing ©

HBsAg Hepatitis B surface antibody (HBsAb)
Anti-HBe Hepatitis C (hepatitis C virus [HCV]) antibody
Hepatitis B PCR. (clinically indicated) Hepatitis C PCR. (clinically indicated)

Other Tests

T/B/NK Cell Count ® Serum immunoglobulin levels

B2-microglobulin ®

Cytogenetics and FISH Panel -4

Genetic molecular prognostic molecules ¢

a  In case a subject shows an AST or ALT =3xULN together with total bilirubin =2=ULN please refer to Appendix D
‘Actions required in cases of increases in liver biochemistry and evaluation of Hy's Law,” for further instructions.
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b These tests will be performed at the central laboratory.

¢ Hepatitis serology testing must mclude HBsAg, HBsAb, anti-HBc and hepatitis C (HCV) antibody. In addition, any
subjects testing positive for anti-HBc must have quantitative PCE. testing for HBV DNA during screening and every 3
months thereafter. Monitoring every 3 months should continue until 12 months after last dose of study drug(s) for Arm
A and Arm C subjects. For Arm B subjects, monthly monitoring should continue until 12 months after last dose of Arm
B treatments. (See Table 1, Table 2. and Table 3, and exclusion criteria #8). Any subject with a rizing viral load
(above lower limit of detection) should discontinue study dmg and have antiviral therapy instituted and a consultation
with a physician with expertise iIn managing hepatitis B. Since IVIG may cause false positive hepatitis serology,
monthly PCE testing is not required in subjects who are curmrently receiving or received prophylactic IVIG within 3
months before study enrollment and have a documented negative anti-HBc test before the initiation of IVIG therapy.
PCE testing should be performed when clinically indicated (e.g., in the setiing of nising transaminase levels). Fefer
to .Table 1, Table 2and Table 3 regarding monitoring of subjects who are anti-HBc positive or who have a known
history of HBV. Subjects with a known history of hepatitis C or who are hepatiis C-antibody positive should have
quantitative PCE. testing for HCV BNA performed during screening. No further testing is necessary if the PCE. results
are negative at scTeening.

d  Cytogenetics and FISH Panel include 17p del, 13q del, tnsomy 12, 11q del by FISH and stimulated karyotyping.

Genetic molecular prognostic molecules panel include, but is not limited to, sequencing of p33 mutations,
immunoglobulin heavy-chain vanable (IGHV) mutational status.

8.1.4 B-Symptoms

B-symptoms are constitutional symptoms defined as any one or more of the following disease
related symptoms or signs:

«  Unintentional weight loss of 10% or more within the previous 6 months

« Significant fatigue (1.e., ECOG performance status 2 or worse; mability to work or
perform usual activities)

s Fevers >=100.5°F or 38.0°C for =2 weeks without other evidence of infection
«  Night sweats for >1 month without evidence of mnfection

B-symptoms 1s part of tumor response assessment for CLL subjects per Hallek 2018.

B-symptoms should not be reported as AEs. Worsening 1s generally considered a symptom
(but not an objective criterion) of progression.
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8.2 Safety assessments

Planned time pomts for all safety assessments are provided in the SoA.

8.2.1 Clinical safety laboratory assessments
Clhinical safety laboratory assessments are included in Table 11 and specified in the SoA for
the timing and frequency.

For mformation on how AEs based on laboratory tests should be recorded and reported, see
Section 8.3.5.
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Additional safety samples may be collected if climcally indicated at the discretion of the
mvestigator. The date, time of collection and results (values, umts and reference ranges) wall
be recorded on the appropriate CRF.

8.2.2 Physical examination

A physical examination will be performed and include an assessment of the following: height
(screening only) and weight, and exanunation of the skin, eyes, ears, nose, throat, lungs, heart,
abdomen, extremities, musculoskeletal, nervous, lymphatic system, and general appearance.
The nervous system examination will include attention to neurologic signs and symptoms of
PML. The lymphatic system exanunation will include examination of palpable lymph nodes
and spleen and liver below the costal margin on the respective side. Only physicians should
perform the lymphatic system examination. As mmch as possible, the same person should
perform all the lymphatic exams for a given subject. Changes from baseline abnormalities
should be recorded in medical note. New or worsened clinically sigmificant abnormalities
should be recorded as AEs on the Adverse Event eCRF.

Physical examination will be performed at timelines as specified in the SoA, mvestigators
should pay special attention to clinical signs related to previous serious illnesses, new or
worsening abnormalities may qualify as adverse events, see Section 8.3.5 for details.

8.2.3 Vital signs

Body temperature, pulse rate, respiratory rate and blood pressure will be assessed after the
subject has rested in the sitting position.

Blood pressure and pulse measurements will be assessed with a completely automated device.
Manual techniques will be used only 1f an automated device 1s not available.

Changes from baseline abnormalities should be recorded in subject notes. New or worsened
clinically significant abnormalities should be recorded as AEs on the Adverse Event eCRF.

8.2.4 Electrocardiograms

Single 12-lead ECG will be obtained as outlined in the SoA (see Section 1.1) using an ECG
machine that automatically calculates the heart rate and measures PR, QRS, QT, and QTc
mtervals. Study -related ECG should be done in supine position after the subject has been
resting for at least 10 minutes. Additional ECG testing could be scheduled as clinically
indicated, a standardized ECG machine should be used, and the subject should be examined
using the same machine throughout the study 1f possible.

After paper ECGs have been recorded, the investigator or designated physician will review
each of the ECGs and may refer to a local cardiologist if appropniate. A paper copy should be
filed in the patient’s medical records.
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If an abnormal ECG finding at screening or baseline 1s considered to be climically significant
by the investigator, it should be reported as a concurrent condition. For all ECGs details of
rhythm, ECG ntervals and an overall evaluation will be recorded.

8.2.5 ECOG performance status

ECOG performance status will be assessed at screeming, prior to the first dose of study
treatment and per SoA thereafter according to ECOG criteria as shown in Table 12

Table 12 ECOG Performance Status Scale
Grade ECOG
0 Fully active, able to carry on all pre-disease performance without restriction
1 Restricted in physically stremous activity but ambulatory and able to carry out work of a
light or sedentary nature, e g, light house work, office work
2 Ambulatory and capable of all self-care but unable to carry out any work activities. Up and

about more than 50% of waking hours

Capable of only limited self-care, confined to bed or chair more than 50% of waking hours

Completely disabled. Cannot carry on any self-care. Totally confined to bed or chair

| e | R

Dead

8.3 Collection of adverse events

The principal investigator 1s responsible for ensuring that all staff involved m the study are
familiar with the content of this section

The defimtions of an AE or SAE can be found m Appendix B.

AFE will be reported by the subject (or, when appropnate, by a caregiver, surrogate, or the
subject's legally authorized representative).

The mvestigator and any designees are responsible for detecting, documenting, recording, and
reporting events that meet the definition of an AE.

8.3.1 Time period and frequency for collecting AE and SAE information

AFEs and SAEs will be collected by the site from the time of signature of mformed consent
form throughout the treatment period and including the follow-up period. After the sigming of
the ICF and prior to the first dose of study treatment all SAEs, regardless of causality, must be
reported to the sponsor. Collection and reporting of AEs and SAEs after the final DCO 1s
described in Section 8.3.11.

All AEs and SAEs will be reported from first dose of study treatment until 30 days after the
last dose of study treatment or the start of new anticancer therapy (whichever comes first).
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After this period, investigators should report SAEs that are believed to be related to the study
treatment or any AEs of concern (deemed by the sponsor or investigator), regardless of
causality to the study treatment as relevant.

All SAEs that occur during the reporting period should be followed to resolution or until the
mvestigator assesses the subject as stable, or until the subject 1s lost to follow up or withdraws
consent. Resolution/stable means the subject has returned to baseline state of health or the
mvestigator does not expect any further improvement or worsening of the event.

Table 13 Guidance for Reporting Adverse Events
AFs SAEs AFESIs AFs of concern
Signing of ICF — Not reported Related (to study Not reported Not reported
First dose of smdy | (recorded as procedure) (recorded as (recorded as
treatment medical history) medical history) medical history)
Unrelated
First dose of study | Related Related Related Related
treatment — 30 days
after lastdose of | Uprelated Unrelated Unrelated Unrelated
study treatment
Post-30 days after | Not reported Related Not reported Related
last dose of study

All SAEsS/AESIs will be recorded and reported to the sponsor or designee within 24
hours. The investigator will submit any updated SAE/AESI data to the sponsor within 24
hours of 1t being available.

Investigators are not obligated to actively seek AE or SAE data in former study subjects.
However, 1if at any time after a subject’s last visit the investigator learns of any SAE,
mncluding a death, that 1s considered to be reasonably related to the study treatment or study
participation, the investigator may notify the sponsor.

8.3.2 Follow-up of AEs and SAEs

Any AFs that are unresolved at the subject’s last AE assessment visit in the study are followed
up by the mvestigator for as long as medically indicated, but without further recording in the
eCRF. The sponsor retains the right to request additional information for any subject with

ongoing AFE(s)/SAE(s) at the end of the study, if judged necessary.
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Adverse event variables
The following variables will be collected for each AE:

« AFE (verbatim)

+  The date when the AE started and stopped

+ CTCAE grade/max CTCAE grade/changes in CTCAE grade
+  Whether the AFE 1s serious or not (Appendix B).

+ Investigator causality rating against the IP(s) (yes or no)

+  Action taken with regard to IP(s)

+ AFE caused participant’s withdrawal from study (yes or no).
+  Admumstration of treatment for the AE.

*  OQOutcome

In addition, the following vanables will be collected for SAEs:

+ Date AE met critenia for SAE

+ Date mnvestigator became aware of SAE
+  Seriousness criteria

+ Date of hospitalisation

+ Date of discharge

+  Probable cause of death

+ Date of death

+  Autopsy performed

+  Causality assessment in relation to study procedure(s)
+  Causality assessment to other medication
+  Description of the SAE

The grading scales found in the National Cancer Institute CTCAE will be utilised for all
events with an assigned CTCAE grading. For those events without assigned CTCAE grades,
the recommendation in the CTCAE cniteria that converts muld, moderate, and severe events
mto CTCAE grades should be used. A copy of the CTCAE can be downloaded from the
Cancer Therapy Evaluation Program website (http://ctep_cancer gov).

8.3.3 Causality collection

The mvestigator should assess causal relationship between Investigational Product and each
Adverse Event, and answer “yes’ or ‘no’ to the question: ‘Do you consider that there is a
reasonable possibility that the event may have been caused by the investigational product?’

For SAEs, causal relationship should also be assessed for other medication and study
procedures. Note that for SAEs that could be associated with any study procedure the causal
relationship 1s imphied as “yes.’
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A guide to the mterpretation of the causality question 1s found mm Appendix B

8.34 AFEs based on signs and symptoms

All AEs spontaneously reported by a subject or care provider, or reported in response to the
open question from the study site staff: ‘Have you had any health problems since the previous
visit/you were last asked? ' or revealed by observation, will be collected and recorded in the
eCRF. When collecting AEs, the recording of diagnoses 1s preferred (when possible) over
recording a list of signs and symptoms. However, if a diagnosis 1s known and there are other
signs or symptoms that are not generally part of the diagnosis, the diagnosis and each sign or
symptom will be recorded separately.

8.3.5 AFEs based on examinations and tests

The results from the Clinical Study Protocol-mandated laboratory tests,vital signs physical
examinations, and ECGs will be summarised m the clinical study report (CSR).

Deterioration as compared to baseline in protocol-mandated laboratory values, vital signs,
ECG, or other safety assessment should therefore only be reported as AEs if they fulfil any of
the SAE cnitenia, are the reason for disconfinuation of treatment with the IP or are considered
to be clinically relevant as judged by the investigator (which may include but not limited to
consideration as to whether treatment or non-planned visits were required or other action was
taken with the study treatment, e g, dose adjustment or drug interruption).

If deterioration in a laboratory value/vital sign/ECG or other safety assessment 1s associated
with climical signs and symptoms, the sign or symptom will be reported as an AE and the
associated laboratory result/vital sign/ECG or other safety assessment will be considered as
additional information. Wherever possible, the reporting investigator should use clinical
rather than laboratory terms (e.g., “anaenua’ versus “low haemoglobin value®). In the absence
of climeal signs or symptoms, clinically relevant deteriorations in non-mandated parameters

should be reported as AE(s).

Deterioration of a laboratory value that 1s unequivocally due to disease progression should not
be reported as an AE/SAE.

Any new or aggravated clinically relevant, abnormal medical finding at a physical
examination as compared with the baseline assessment will be reported as an AE unless
unequivocally related to the disease under study.

8.3.6 Hy’s law

Cases where a subject shows elevation m liver biochenustry may require further evaluation,
and occurrences of AST or ALT =3xULN, together with total bilirubin >2xULN, may need to
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be reported as SAEs. Please refer to Appendix D for further instruction on cases of increases
in liver biochemistry and evaluation of Hy’s Law.

8.3.7 Disease progression

Disease progression can be considered as a worsening of a subject’s condition attributable to
the disease for which the IP is being studied. It may be an increase in the seventy of the
disease under study and/or increases in the symptoms of the disease. The development of
new, or progression of existing metastasis to the primary cancer under study should be
considered as disease progression and not an AE. Events that are unequivocally due to
disease progression should not be reported as AEs during the study.

Hospitalization due solely to the progression of underlying malignancy should NOT be
reported as an SAE. Climical symptoms of progression may be reported as AEs 1f the
symptoms cannot be determined as exclusively due to the progression of the underlying
malignancy, or if they do not fit the expected pattern of progression for the disease under
study.

Symptomatic detenioration may occur in some subjects. Symptomatic deterioration 1s when
progression 1s evident i the subject’s clinical symptoms and the investigator may elect not to
perform further disease assessments. If there 1s any uncertainty about an AE being due only to
the disease under study, 1t should be reported as an AE or SAE.

8.3.8 Second primary malignancies

AFs for malignant tumors reported during a study should generally be assessed as SAEs. If
no other seriousness criteria apply, the “Important Medical Event” criterion should be

used. In certain situations, however, medical judgment on an mdividual event basis should be
applied to clarify that the malignant fumor event should be assessed and reported as a
nonserious AE. For example, if the tumor 1s included as medical lustory and progression
occurs during the study but the progression does not change treatment and/or prognosis of the
malignant tumor, the AE may not fulfil the attrnbutes for being assessed as serious, although
reporting of the progression of the malignant fumor as an AE is valid and should occur. Also,
some types of malignant fumors, which do not spread remotely after a routine treatment that
does not require hospitalization, may be assessed as nonserious; examples in adults include
Stage 1 basal cell carcinoma and Stage 1A1 cervical cancer removed via cone biopsy.

The above instruction applies only when the malignant fumor event in question 1s a new
malignant tumor (1.e_, 1t 1s not the tumor for which entry into the study 1s a criterion and that 1s
being treated by the investigational product under study and 1s not the development of new or
progression of existing metastasis to the tumor under study). Malignant tumors that—as part
of normal, if rare, progression—undergo transformation (e.g_, Richter's transformation of B-

CONFIDENTIAL AND PROPRIETARY 85



Clinical Study Protocol — 5.0 AstraZeneca
Acalabrutinib (ACP-196) - D822BC00001

cell chrome lymphocytic leukemia imnto diffuse large B-cell lymphoma) should not be
considered a new malignant tumor.

8.3.9 Deaths

All deaths that occur duning the study, or within the follow-up period after the admimistration
of the last dose of IP, must be reported as follows:

+  Death which 1s unequivocally due to disease progression, should be communicated to the
study momitor at the next monitoring visit and should be documented in the eCRF
module, but should not be reported as a SAE duning the study.

+  Where death 1s not due (or not clearly due) to disease progression of the disease under
study, the AE causing the death should be reported to the study monitor as an SAE within
24 hours. It should also be documented in the Statement of Death page in the eCRF. The
report should contain a comment regarding the co-mvolvement of progression of disease,
if appropriate, and should assign the mamn and contributory causes of death.

* Death with an unknown cause should always be reported as an SAE and documented

m the Statement of Death page in the eCRF, but every effort should be made to deternune
a cause of death. A post-mortem may be helpful in the assessment of the cause of death
and, if performed, a copy of the post-mortem results (with translation of important parts
mto English) should be reported in an expedited fashion to a sponsor representative
within the usual timeframes.

Deaths occurring after the protocol-defined follow-up period after the administration of the

last dose of study intervention should be documented in the Statement of Death page. If the

death occurred as a result of an event that started after the defined follow-up period and the

event 1s considered to be due to a late-onset toxicity to study intervention, then it should also
be reported as an SAE.

8.3.10 Adverse Event of Special Interest (AESI)

AESIs are events of scientific and medical interest specific to the further understanding of the
mvestigational product safety profile and require close momtoning and rapid communication
by the investigator to the sponsor.

The following events are AESIs for subjects receiving acalabrutimb treatment arm and must

be reported to the sponsors expeditiously, urrespective of regulatory seriousness critena or
causality:

*  Ventricular arthythnuas (e g, ventricular extrasystoles, ventricular tachycardia, ventricular
arrhythmia, ventricular fibrillation, etc)
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8.3.11 Safety Data to be Collected Following the Final Data Cutoff of the
Study
For participants continuing to receive acalabrutimb after the final DCO, AEs and SAEs will be
collected, but only SAEs will be reported. In addition, 1t 1s recommended that investigators
monitor the participant’s safety laboratory results periodically during treatment with
acalabrutinib in order to manage AEs, consistent with the dose modification gmidelines for
management of study intervention-related toxicities (see Section 6.6). All data after the final
DCO and database closure will be recorded 1n the participant notes but, with the exception of
SAEs, will not otherwise be reported for the purposes of this study.

All SAEs that occur n participants still recerving acalabrutimb after the final DCO must be
reported as detailed in Section 8.4.1.

8.4 Safety reporting and medical management
8.4.1 Reporting of SAEs

All SAEs have to be reported, whether or not considered causally related to the IP or to the
study procedure(s). All SAEs will be recorded in the eCRF.

If any SAEs occur in the course of the study, then investigators or other site personnel should
inform the appropnate sponsor representatives within 1 day, 1.e., immediately but no later
than 24 hours of when he or she becomes aware of 1t.

The designated sponsor representative works with the investigator to ensure that all the
necessary mformation i1s provided to the sponsor Patient Safety data entry site within

1 calendar day of mitial receipt for fatal and life-threatening events and within 5 calendar
days of initial receipt for all other SAEs.

For fatal or life-threatening AEs where important or relevant information 1s missing, active
follow-up 1s undertaken immediately. Investigators or other site personnel inform sponsor
representatives of any follow-up mmformation on a previously reported SAE within 1 calendar
day, 1.e., immediately but no later than 24 hours of when he or she becomes aware of the
information.

Once the mvestigators or other site personnel indicate an AFE 1s serious in the EDC system, an
automated email alert 1s sent to the designated sponsor representative.

If the EDC system 1s not available, then the investigator or other study site staff reports an
SAE to the appropnate sponsor representative by submutting a paper SAE report as back-up.

For further pmdance on the defimition of a SAE, see Appendix B.
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8.4.2 Pregnancy

All pregnancies and outcomes of pregnancy with conception dates following the first date of
study intervention, including pregnancy in the partner of male participants, should be reported
to the sponsor.

If a pregnancy 1s reported, the investigator should mmform the sponsor within 24 hours of
learming of the pregnancy.

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth, congenital
anomalies, ectopic pregnancy) are considered SAEs.

8.4.2.1 Maternal exposure
If a subject becomes pregnant duning the course of the study, the IP should be discontinued
mmmediately.

Pregnancy itself 1s not regarded as an AE unless there 1s a suspicion that the IP under study
may have mterfered with the effectiveness of a contraceptive medication. Congemital
anomalies/birth defects and spontaneous miscarriages should be reported and handled as
SAEs. Elective abortions without complications should not be handled as AEs. The outcome
of all pregnancies (spontaneous miscarnage, elective termination, ectopic pregnancy, normal
birth, or congenital anomaly) should be followed up and documented even 1f the subject was
discontinued from the study.

If any pregnancy occurs 1n a subject during exposure to investigational product and until

2 days after the last dose of acalabrutimib or 12 months after the last dose of nfuximab or
chlorambucil, whichever 1s longer, then the mvestigator or other site personnel informs the
approprate sponsor representatives within 1 day, 1.e_, immediately but no later than 24 hours
of when he or she becomes aware of 1t.

The designated sponsor representative works with the investigator to ensure that all relevant
information 1s provided to the sponsor Patient Safety data entry site within 1 or 5 calendar
days for SAEs (see Section 8 .4.1), and within 30 days for all other pregnancies.

The same timelines apply when outcome mmformation 1s available.

The eCRF-PREGREP module 1s used to report a pregnancy; the eCRF-PREGOUT module 1s
used to report the outcome of a pregnancy.

8.4.2.2 Paternal exposure
Non-sterilised male subjects who intend to be sexually active with a female partner of
childbearing potential should refrain from fathering a child or sperm donation for the duration
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of the study (from the time of screening) and for 90 days after the last dose of ntuximab or
chlorambucil, whichever 1s later.

Pregnancy of the participant’s partner 1s not considered to be an AE. However, the outcome of
all pregnancies (spontaneous muscarriage, elective termination, ectopic pregnancy, normal
birth, or congenital anomaly) occurring from the date of the first dose of study intervention
until 2 days after the last dose of acalabrutimb or 90 days after the last dose of rituximab or
chlorambucil, whichever 1s longer, should be followed up and documented in the medical
record and provided to the sponsor Patient Safety data entry site. Consent from the partner
must be obtained before the information 1s collected and reported to AstraZeneca.

Where a report of pregnancy 1s received, prior to obtaiming information about the pregnancy,
the mvestigator must obtain the consent of the participant’s partner. The local study team

should adopt the Master Pregnant Partner Form in line with local procedures/requirements and
submut it to the relevant Regulatory Authonity/IRBs/TECs prior to use.

8.4.3 Overdose

For this study, any dose of acalabrutimib greater than the dose bemg studied will be considered
an overdose.

+ An overdose with associated AEs 1s recorded as the AE diagnosis/symptoms on the
relevant AE modules in the eCRF and on the Overdose eCRF module.

+ An overdose without associated symptoms 1s only reported on the Overdose eCRF
module.

If an overdose on a acalabrutinib occurs in the course of the study, then the investigator or
other site personnel inform appropnate sponsor representatives immediately, or no later than
24 hours of when he or she becomes aware of the overdose.

The designated sponsor representative works with the investigator to ensure that all relevant
information 1s provided to the sponsor Patient Safety data entry site within 1 or 5 calendar
days for overdoses associated with a SAE (see Section 8 4.1) and within 30 days for all other
overdoses.

For participants recerving SoC (rifuximab and chlorambucil), refer to the local Prescribing
Information for treatment of cases of overdose. If any overdose 1s associated with an AFE or
SAE, the AE/SAE diagnosis or symptoms are recorded in the relevant AE modules and SAEs
are reported to the sponsor Patient Safety data entry site for entry into the safety database (see
Section 8.4.1).
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8.4.4 Medication Error, Drug Abuse, and Drug Misuse

If an event of medication error, drug abuse, or drug misuse occurs during the study, then the
mvestigator or other site personnel informs the appropriate AstraZeneca representatives within
1 calendar day 1.e_, immediately but no later than 24 hours of when they become aware of
it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information 1s completed within 1 (1mtial fatal/life-threatening or follow up fatal/life-
threateming events) or 5 (other serious imitial and follow up events) calendar days if there 1s
an SAFE associated with the event of medication error, drug abuse, or misuse (see Section
8.4.1) and within 30 days for all other events.

8.44.1 Medication Error

For the purposes of this clinical study a medication error 1s an unintended failure or nustake
in the treatment process for an IMP or AstraZeneca Non Investigational Medicinal Product
(NIMP) that either causes harm to the participant or has the potential to cause harm to the

participant.
The full definition and examples of medication error can be found m Appendix B 8.
8.4.4.2 Drug Abuse

Drug abuse 1s the persistent or sporadic intentional, non-therapeutic excessive use of IMP or
AstraZeneca NIMP for a perceived reward or desired non-therapeutic effect.

The full definition and examples of drug abuse can be found in Appendix B 8.

8.44.3 Drug Misuse

Drug nususe 15 the intentional and mappropnate use (by a study participant) of IMP or
AstraZeneca NIMP for medicinal purposes outside of the authorised product information, or
for unauthonised IMPs or AstraZeneca NIMPs, outside the intended use as specified in the
protocol and includes deliberate administration of the product by the wrong route.

The full definition and examples of drug nususe can be found mn Appendix B 8.

8.4.5 Dose modification management of IP-related toxicities

Dose modification management of IP-related toxicities can be found in Section 6.6.
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8.5 Pharmacokinetics

Sparse PK samples will be collected from all subjects randomized to Arm A, to investigate the
pharmacokinetics of acalabrutimib and ACP-5862 (acalabrutinib’s metabolite). Blood samples
for PK will be collected from each Arm A subject according to the timepoints shown 1n

Table 14.

Table 14 Arm A PK Sampling Schedule
Visit Time Point Sample Tyvpe and Analyte
Cycle 2 Day 1 Predose (within 30 minutes before dosing) Plasma for acalabmutinib
Plasma for ACP-5862
1 hour (15 minutes) after dosing Plasma for acalabrutinib
Plasma for ACP-5862
2 hours (15 minutes) after dosing Plasma for acalabrutinib
Plasma for ACP-5862
4 hours (30 minutes) after dosing Plasma for acalabrutinib
Plasma for ACP-5862

On the day of sampling, the subject will not take a dose of any study drug before arrival at the
clinic. The subject will bring a meal (preferably the first meal of the day) to the clinic, and the
mormng dose of acalabrutimb will be taken within 30 munutes after eating the meal. The
study drug administration will be observed by clinic staff The actual time of the observed
dose and the blood draws for PK samples must be accurately recorded, to the minute, in the
eCRF. PK samples must be processed according to the instructions in the lab manual

At each time point, PK samples should be collected and processed according to the
mstructions i the laboratory manual. Samples will be shipped to a central laboratory. The
central laboratory will ship the samples to the biocanalytical laboratory as directed.

Drug concentration information that may unblind the study will not be reported to blinded
personnel until the study has been unblinded.

8.5.1 Determination of drug concentration

Samples for determination of acalabrutimb and ACP-5862 concentrations in plasma will be
analysed by analytical test sites on behalf of the sponsor, using validated bioanalytical
methods. Full details of the analytical method used will be described in a separate
bioanalytical report.

8.5.2 Storage and destruction of pharmacokinetic samples

PK samples will be stored and disposed of according to local laws and regulations. The
residual PK samples will be disposed of after the CSR finalization.
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8.6 Pharmacodynamics

Pharmacodynamic parameters are not evaluated in this study.

8.7 Genetics
Genetic testing 1s not evaluated in this study.

8.8 Biomarkers
Biomarkers are not evaluated in this study.

8.9 Health economics / medical resource utilization and health
economics

Health economics/medical resource utilization and health economics parameters are not
evaluated i this study.

9 Statistical CONSIDERATIONS

9.1 Statistical hypotheses
The primary objective of the study 1s to test the following hypothesis:

HO: BICR-assessed PFS of Arm A 1s the same as Arm B
H1: BICR-assessed PFS of Arm A 1s not the same as Arm B

The study will be considered positive (a success) if the primary PFS analysis result for Arm A
versus Arm B 1s statistically significant.

9.2 Sample size determination

Under the exponential model assumptions, this study 1s expected to randomize approximately
75 patients per arm (150 patients in total from both arms) with 1:1 randomuzation ratio. It 1s
planned to randomize approximately 75 to 120 patients in total from both arms (50% to 80%
of total sample size) from China. The study 1s sized to achieve more than 95% power to
detect a hazard ratio of 0.333 1 PFS (which translates into an improvement in median PFS
from 30 months to 90 months) at the 2-sided significance level of 0.05, allowing for one
nterim analysis conducted at approximately 76% of the target events. The sample size
calculation assumes a median PFS of 30 months in Arm B (Michallet et al 2018).

The final analysis of BICR-assessed PFS i1s event-driven and will be conducted when
enrollment 1s completed and there are approximately 50 BICR-assessed PFS events in total
from Arm A and Arm B. The accrual period 1s assumed to be approximately 30 months. It 1s
assumed that about 5% of the patients in each arm will drop out at the time of final PFS
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analysis. The mtennm and final analysis are anticipated to occur approximately 40 months and
53 months, respectively, after the first patient 1s randomzed.

One interim analysis will be conducted to assess early efficacy of Arm A versus Arm B with
respect to the primary efficacy endpomt, BICR-assessed PFS using Lan and DeMets spending
function with O’Brien-Fleming boundary (Lan and DeMets 1983;

O’Brien and Flemung 1979). The interim analysis will occur when approximately 38 BICR-
assessed PFS events (76% of target PFS events required for final analysis) have been observed
in both arms combined. The nonunal alpha level for the interim and final analysis of 38 and
50 BICR-assessed PFS events 1s 0.02 and 0.044 respectively. The actual nominal alpha level
will be deternuned based on the number of BICR-assessed PFS events observed at the time of
each respective analysis.

EAST 6.5 was employed to conduct the sample size calculation.

9.3 Populations for analyses

Populations of the full analysis set, safety analysis set, and PK analysis set are defined in
Table 15. The population sets and corresponding outcome variables are shown in Table 16.

Table 15 Analysis Populations
Population Description
Full analysis set All randomized patients (ITT population)
Safety analysis set All subjects who have received at least 1 dose of investigational product.

Erroneously treated subjects (e g, those randomised to Arm A but actually
given Arm B treatment) are accounted for in the treatment group of the

treatment they actually received.
PE analysis set All randomized patients that have at least 1 post-dose evaluable concentration-
time data for PK analysis.
Table 16 Analysis Sets for Outcome Variables
Outcome variable Population
Efficacy Data (BICR- and INV-assessed)
PFS Full analysis set (ITT population)
ORR. DOR_ TTNT. OS. MRD rate. [ [l
Demography
Safety Data
Exposure Safety analysis set
AFs
Laboratory measurements
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Table 16 Analysis Sets for Outcome Variables
Outcome variable Population
Vital signs
ECGs
PK Data PK analysis set
9.4 Outcome measures for analyvses
9.4.1 Calculation or derivation of efficacy variables
241.1 Progression-free survival

PFS 1s defined as the time from the date of randomization until progression (assessed by the
BICR. per IWCLL 2018 criteria) or death from any cause, whichever occurs first. Subjects
who withdraw from the study or are considered lost to follow-up without prior documentation
of disease progression will be censored on the date of the last adequate disease assessment.
Subjects who start new anticancer therapy before documentation of disease progression will
be censored on the date of the last adequate disease assessment that 1s on or before the start
date of the new anticancer therapy. For subjects without an adequate post-baseline disease
assessment, PFS will be censored on the date of randomization unless they die within 2 visits
of baseline.

PFS will also be obtained using the same derivation rule described above based on
mvestigator assessment.

9.4.1.2 Overall response rate

ORR 1s defined as the proportion of patients who have a CR, CR1, nPR or PR assessed by
BICR. per IWCLL 2018 criteria at or before immtiation of subsequent anticancer therapy. CR1
refers to subjects who fulfill all the criteria for a CR (including the bone marrow
examinations), but have a persistent anemma, thrombocytopenia, or neutropema apparently
unrelated to CLL, but related to drug toxicity. nPR refers to patients who fulfil all the criteria
for a CR but with the presence of B-lymphoid nodules in the bone marrow which reflect
residual disease.

Best overall response (BOR) 1s the best response a patient has had following randomization
date, but prior to starting any subsequent anticancer therapy, up to and including progression
or the last evaluable assessment in the absence of progression.

ORR and BOR will also be obtained using the same dernivation rule described above based on
mvestigator assessment.
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9.4.1.3 Duration of response

DOR (assessed by BICR. per IWCLL 2018 critenia) 1s defined as the time from the date of first
documented response until date of documented progression or death in the absence of disease
progression. Subjects who withdraw from the study or are considered lost to follow-up
without prior documentation of disease progression will be censored on the date of the last
adequate disease assessment. Subjects who start new anticancer therapy before
documentation of disease progression will be censored on the date of the last adequate disease
assessment that 1s on or before the start date of the new anticancer therapy.

DOR will also be obtained using the same denivation rule described above based on
mvestigator assessment.

9.4.1.4 Time to next therapy

Time to next therapy (TTINT) 1s defined as time from randomization until nstitution of non-
protocol specified treatment for CLL or death due to any cause, whichever comes first. As for
the detailed censoring rules, please refer to the statistical analysis plan (SAP).

9.4.15 Overall survival

Overall survival 1s the length of time from randomuzation until the date of death due to any
cause. Any patient not known to have died at the time of analysis will be censored based on
the last recorded date on which the patient was known to be alive.

9.4.1.6 Minimum residual disease rate
MRD negative rate 1s defined as the proportion of subjects with MRD-negativity (defined as
<1 CLL cell per 10,000 leukocytes).

9.4.2 Calculation or derivation of safety variables

Safety and tolerability will be assessed mn terms of AEs (including SAEs), laboratory data,
vital signs, ECGs, and exposure. These will be collected for all subjects. “On treatment’ will
be defined as assessments between date of first dose and 30 days following discontinuation.
Appropnate summaries of these data will be presented as described in Section 9.5.2.

9.4.2.1 Other significant adverse events

During the evaluation of the AE data, a sponsor medically qualified expert will review the list
of AEs that were not reported as SAEs and AEs leading to discontinuation of IP. Based on the
expert’s judgement, adverse events of particular clinical importance may, after consultation
with the Global Safety Physician, be considered as other significant adverse events (OAEs)
and reported as such in the CSR. A simular review of laboratory values, vital signs, ECGs,
and other safety assessments will be performed for identification of OAEs.
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9.5 Statistical analyses

Analyses will be performed by the sponsor or its representatives. A comprehensive statistical
analysis plan will be developed and finalised before database lock and will describe the

subject populations to be ncluded in the analyses, and procedures for accounting for missing,
unused, and spurious data. This section 1s a summary of the planned statistical analyses of the
primary and secondary endpoints. Any deviations from this plan will be reported in the CSRE_

Descriptive stafistics will be used for all vaniables, as appropniate, and will be presented by
treatment group. Unless otherwise stated, continuous variables will be summanzed by the
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number of observations, mean, standard deviation, median, mumimum, and maximum;
categorical vanables will be summarnized by frequency counts and percentages for each
category. Unless otherwise stated, percentages will be calculated out of the population total

for the corresponding treatment arm.

In general, the baseline value for statistical analysis 1s the last non-nussing value prior to
admimistration of the first dose of IP, except for efficacy vanables. For efficacy vanables,
baseline 15 defined as the last assessment prior to randonuzation.

All data collected will be listed. Efficacy and- data will be summanized and analyzed
based on the FAS. Safety data will be summarized on the safety analysis set. PK data will be
summarized on the PK analysis set.

The efficacy and safety in China subgroup may be analyzed to facilitate a benefit-risk
assessment for regulatory submission in China. Details of this analysis will be specified in the
SAP.

951 Efficacy analyses

9.5.1.1 Progression-free survival

The primary analysis will be performed in the ITT population to compare PFS as assessed by
the BICR using a 2-sided stratified log rank test, adjusting for ECOG (0-1 versus 2) and Ra1
stage (Stage 0-II versus III-IV) at randonuzation. The estimate of the HR and 1its
corresponding 95% CI will be computed using a Cox proportional hazards model stratified by
the randonuzation strata.

Kaplan-Meier plots of PFS will be presented by treatment arm  Summaries of the number and
percentage of patients experiencing a PFS event and the type of event (progression or death)
will be provided along with median PFS for each treatment.

The following sensitivity analyses will be performed:

+  Unstratified log rank test and unstratified Cox model.

+  Ascertammment bias will be assessed by analyzing investigator data. The stratified log-
rank test used for the primary PFS analysis will be repeated.

+  One sensitivity analysis will be performed by repeating the primary analysis, except that
actual PFS event times after subsequent therapy will be used rather than censored times.

Subgroup analyses will be conducted companing PFS between Arm A versus Arm B in the
following subgroups (but not limited to):

+  Age at randomization (<65 versus >65)
«  Sex (male versus female)
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« ECOG (0-1 versus 2)

« IGHV mutation status (mutated versus non-mutated)

+  Counftry (China versus other)

+  Rai stage at screeming (Stage 0-II versus ITII-IV)

+  p2-mucroglobulin at baseline (<3.5 mg/L versus >3.5 mg/L)

+ Bulky disease (longest diameter of lymph node <5 em versus =5 cm at baseline)

The HR. and corresponding 95% CI for each subgroup will be calculated based on an
unstratified Cox regression model and presented in a forest plot as appropnate.

Other baseline vanables may also be assessed 1if there 1s clinical justification or an imbalance

1s observed between the treatment groups. The purpose of the subgroup analyses 1s to assess
the consistency of treatment effect across expected prognostic and/or predictive factors.

Unless there 1s a marked difference between the results of the statistical analyses of the PFS
from the BICR data and that of the site investigator tumor data, these subgroup analyses will
only be performed on the PFS endpomt using the BICR data.

No adjustment to the significance level for testing of the subgroup and sensitivity analyses
will be made since all these analyses will be considered supportive of the analysis of PFS.

Further details will be provided in the SAP.

9.5.1.2 Overall response rate

ORR (assessed by BICR. per IWCLL 2018 critenia) will be compared between treatment arms
(Arm A versus Arm B) using the Cochran-Mantel-Haenszel (CMH) chi-square test, adjusted
for randonuization stratification factors.

Number and percentage of patients with a tumor response (CR, CR1, nPR, or PR) will be
presented by treatment arm_  For each treatment arm, best overall response (BOR) will be
summarized by n (%) of each category (CR, CR1, nPR, PR, SD, PD, NE). No formal
statistical analysis 1s planned for BOR.

ORR and BOR assessed by investigator will be analyzed in the same fashion as that for BICR-
assessed ORR and BOR.

9.5.1.3 Duration of response
DoR assessed by BICR or mvestigator per IWCLL 2018 critenia will be analyzed in the same
fashion as that for primary efficacy endpomt PFS as described n Section 9.5.1.1.
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95.1.4 Time to next therapy

TTNT will be analysed in the same fashion as that for pnimary efficacy endpoint PFS as
described 1n Section 9.5.1.1.

9515 Overall survival

OS will be analysed in the same fashion as that for primary efficacy endpoint PFS as
described 1n Section 9.5.1.1.

A sensitivity analysis will be performed. Patients who receive crossover therapy will be
censored at the date before first dose date of the crossover therapy.

9.5.1.6 MRD negativity rate

Peripheral blood MRD negativity rate at the start of Cycle 9 will be compared between
treatment arms (Arm A versus Arm B) using the CMH chi-square test, adjusted for
randomization stratification factors.

9.5.2 Safety analyses

Safety analyses will be performed using the safety analysis set. Unless noted elsewise,
summaries will be based on safety data collected in the imtial treatment period (1.2, for
patients who cross over to Arm A, the safety data on or after receiving first dose of cross-over
therapy will be excluded). Safety data on or after recerving first dose of cross-over therapy
might be summarnized separately, provided that there are a sufficient number of patients to
warrant this.

All safety data will be listed.

Adverse Events

Adverse events will be coded using the most recent version of the Medical Dictionary for
Repulatory Activities (MedDRA) that will have been released for execution at the

sponsor/designee.
Safety data will be presented using descriptive statistics unless otherwise specified.

AFEs will be presented for each treatment group by SOC and/or PT covering number and
percentage of subjects reporting at least one event and number of events where appropnate.

AFEs occurring prior to start of IP, treatment emergent AEs, and post-treatment AEs will be
presented separately.

An overview of AEs will be presented for each freatment group the number and percentage of
subjects with any AE, AEs with outcome of death, serious AEs, and AEs leading to
discontinuation of IP, as well as AEs leading to IP dose delays, AEs leading to IP dose
reduction as well as the number of individual occurrences in those categories.
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Separate AE tables will be provided taken into consideration relationship as assessed by the
mvestigator, CTCAE grading, seriousness, death and events leading to discontinmation of IP
as well as other action taken related to IP, events of special interest, Other sigmificant adverse
events.

An additional table will present number and percentage of subjects with most common AFEs
(frequency of >5%).

Key subject nformation will be presented for subjects with AEs with outcome of death,
serious AEs, and AFEs leading to discontinuation of TP.

An AFE listing for the safety analysis set will cover details for each individual AE.

Full details of AE analyses will be provided in the SAP.

Treatment Emergent

The following events are considered treatment emergent:

e Adverse events with an onset date on or after first dose of IP, and withun 30 days after
last dose of IP

e  Worsening of pre-existing events on or after first dose of IP, and within 30 days after
last dose of IP

Clinical Laboratory Tests
Data Summary Methods

For gradable parameters, a summary of worst post-baseline toxicity grade will be provided in
the “on-treatment™ period by treatment arm  Appropnate summaries of laboratory data over
time and change from baseline will be provided by treatment arm_

Analysis of Lvmphocytosis

For all subjects with baseline and any post-baseline AL.C measurements, ALC at peak
summary will be provided by treatment arm_

Lymphocytosis 1s defined as an ALC >5000 cells/uL and an increase above baseline. The
number of subjects with at least one occurrence of lymphocytosis will be summanzed. For
subjects with lymphocytosis, resolution of lymphocytosis 1s defined as 1) a decrease of ALC
value to the baseline level or lower, or 2) an achievement of ALC value that 1s below

5,000 cells/pL, whichever occurs first. The following analyses will be conducted for subjects
with lymphocytosis by treatment arm: ATLC at peak and time to peak ALC for subjects who
have lymphocytosis. The data will be summarized by descriptive statistics.
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Duration of lymphocytosis 1s defined as the duration of time from the earliest date on which
the ALC value met the lymphocytosis criteria at a post-baseline assessment to the earliest date
on which a subsequent ALC value met the resolution critena.

Analysis of Serum Immunoglobulins

Serum immunoglobulins (IgA, IgG, and IgM) are collected as scheduled i the SoA. For each
variable, descriptive statistics will be presented at each scheduled post-baseline assessment by
treatment arm. Subjects who recerved IVIG on the study will be excluded from the summary

for IeG.
ECOG Performance Status

The ECOG performance status will be collected as scheduled mn the SoA. The ECOG
performance status grade ranges from 0—5. Descriptive statistics and change from baseline
will be provided for each visit over time.

Weight
Descriptive statistics and change from baseline will be provided over time.
Vital signs

Vital sign parameters will be presented for each treatment group. Summary statistics for
continuous variables cover n, mean, SD, Min, Q1, median, Q3, and Max. Frequency tables
cover number and percentage of subjects i the respective category.

For each scheduled post-baseline visit, descriptive statistics for all vital sign parameters will
be presented for observed values and change from baseline.

Details of vital signs analyses will be provided in the SAP.
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954 PK analyses

Plasma concentrations of acalabrutimib and ACP-5862 will be tabulated for each subject in
Arm A by visit and time pomnt. Summary statistics (mncluding but not limited to: geometric
mean, coefficient of variation, geometric mean + geometric standard derivation, arithmetic
mean, standard denivation, mumimum, median, maximum, and number of observations) will be
presented as appropriate.

9.5.5 Other analyses

Additional analyses may be conducted by combing PK data across studies. Potential
correlations of exposure with safety and efficacy outcomes or PD endpoints may be explored
as warranted by the data. These analyses may be reported separately from the CSR.

9.5.6 Methods for multiplicity control

To control the overall type I error at 0.05 level, the Lan-Demets alpha spending function based
on the O’Brien-Fleming boundary is used to split alpha for the interim and final analyses of
PFS. If exactly 76% of PFS events at final 1s available at the time of the interim analysis, that
1s 38/50 PFS events based on BICR. have occurred, the 2-sided alpha level to be applied for
the mterim and the final analysis will be 0.02 and 0.044, respectively. The nominal alpha
levels for the interim and final analyses will be determined based on actual number of PFS
events observed at the time of the analyses.

9.6 Interim analyses

This protocol includes one mterim analysis and a final analysis. The Statistical Analysis Plan
will describe the planned interim analyses in greater detail.

The interim analysis will be performed to test for superionity of Arm A relative to Arm B.
This analysis will be performed when approximately 38 PFS events based on BICR have been
observed in the study (25.3% maturity or 76% information fraction). It 1s assumed that about
5% of the patients m each arm will drop out at the time of final PFS analysis. The interim
analysis 15 anticipated to occur approximately 40 months after the first patient 1s randonuzed.

9.6.1 Data monitoring committee

An mdependent data monitoring commuttee (IDMC) will be utilized for this study.
Appendix A 5 provides more details on the rationale for and the renut of the commuttee.

The IDMC will evaluate efficacy for the interim analysis. Additional IDMC safety review will
be conducted with first safety data review will be performed by the IDMC after approximately
50 subjects have been randomized. Thereafter, the IDMC will meet approximately every 6
months or at a frequency determuned by the IDMC and the sponsor according to the emerging
safety profile. Members of the IDMC will be external to the sponsor. An IDMC charter will
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be developed which will specify the Commuttee’s responsibilities, authorities, and procedures
along with details of the analysis planning, decision-making gmidance, and dissemination of
the results as well as the recommendations and decisions after the analysis.

Full details of the IDMC procedures, processes, safety review and interim analysis can be
found 1n the IDMC charter.
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