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INVESTIGATOR AGREEMENT

PHASE 3 RANDOMIZED STUDY OF DS-1062A VERSUS DOCETAXEL IN
PREVIOUSLY TREATED ADVANCED OR METASTATIC NON-SMALL
CELL LUNG CANCER WITH OR WITHOUT ACTIONABLE GENOMIC

ALTERATIONS (TROPION-LUNGO1)

Investigator’s Signature:

I have fully discussed the objectives of this study and the contents of this protocol with the Sponsor’s
representative.

I understand that information contained in or pertaining to this protocol is confidential and should not be
disclosed, other than to those directly involved in the execution or the ethical review of the study, without
written authorization from the Sponsor. It is, however, permissible to provide information to a subject in
order to obtain consent.

I agree to conduct this study according to this protocol and to comply with its requirements, subject to
ethical and safety considerations and guidelines, and to conduct the study in accordance with International
Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH)
Guideline for Good Clinical Practice (ICH E6[R2]), which has its foundations in the Declaration of
Helsinki, and applicable regional regulatory requirements.

I agree to make available to Sponsor personnel, their representatives and relevant regulatory authorities, my
subjects’ study records in order to verify the data that I have entered into the case report forms. [ am aware
of my responsibilities as a Principal Investigator as provided by the Sponsor.

I understand that the Sponsor may decide to suspend or prematurely terminate the study at any time for
whatever reason; such a decision will be communicated to me in writing.

Conversely, should I decide to withdraw from execution of the study, I will communicate my intention
immediately in writing to the Sponsor.

Print Name Signature

Title Date (DD MMM YYYY)
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SUMMARY OF CHANGES

Please refer to the comparison document for protocol Version 4.0 (dated 20 Jan 2022) versus
protocol Version 5.0 (09 Oct 2023) for the actual changes in text. The summary of changes
below is a top-line summary of major changes in the current DS1062-A-U301 clinical study
protocol (Version 5.0) by section.

Amendment Rationale:

The main purpose of this amendment is to update the safety information for the DS-1062a
investigational product.

CONVENTIONS USED IN THIS SUMMARY OF CHANGES

All locations (section numbers and/or paragraph/bullet numbers) refer to the current protocol
version, which incorporates the items specified in this Summary of Changes document.

Minor edits, such as update to language that does not alter original meaning, update to version
numbering, updates to references, formatting, change in font color, corrections to
typographical errors, use of abbreviations, moving verbiage within a section or table, change in
style, or change in case, are not noted in the table below.
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Section # and Title

Description of Change

Brief Rationale

1.3 Schedule of Events
Tables 1.1, 1.2, and 6.4

2.3.1 Benefit-Risk in Regard to
COVID-19

6.5 Guidelines for Dose
Modification

8.4.1.2 Adverse Events of
Special Interest

(Dose) “interrupted” was replaced with “delayed”, with the new term “infusion
interruption” meaning stopping a dose during an infusion.

To clarify whether a subject had
an interruption of an infused
dose versus having an upcoming
dose delayed, eg, due to an
adverse event.

1.3 Schedule of Events
6.5.1 DS-1062a

8.4.1.2 Adverse Events of
Special Interest

For suspected ILD/pneumonitis events, the following changes in evaluations were
made:

To reflect the most recent safety
information.

1.3 Schedule of Events

6.1 Study Drug Description
6.2.1 DS-1062a

6.5.1 DS-1062a

Added “If a subject doesn’t experience any IRR during or after the first 2 cycles, the
post-infusion observation period can be shortened to at least 30 minutes for subsequent
cycles. Subjects with identified IRR related to the study drug should be observed post-
infusion for at least 1 hour for the 2 cycles after the IRR event and for at least 30
minutes at each subsequent cycle.”

To shorten the 1-hour
observation period after infusion,
if appropriate

6.5 Guidelines for Dose
Modification

6.5.1 DS-1062a

10.7 Appendix 8: Instructions
Related to Coronavirus
Disease 2019 (COVID-19)

Increased allowed dose delay time from 49 to 84 days from last dose.
The following text was edited to reflect this:

To allow those subjects receiving
clinical benefit but requiring
more recovery time to continue
to receive treatment without
being discontinued.
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Section # and Title

Description of Change

Brief Rationale

1.3 Schedule of Events
Tables 1.1, 1.2

Section 6.5.1

Table 6.4

The following statement was added: The importance of multiple daily mouth rinses
during treatment (eg, prior to dosing) and up to the first follow-up visit should be
emphasized.

To aid in preventing oral
mucositis/stomatitis AEs,
respectively.

1.3 Schedule of Events
Tables 1.1, 1.2

The following statement was added: It should be strongly recommended that subjects
avoid the use of contact lenses starting on the day of the first DS-1062a dose and to use
artificial tears (preferably preservative-free) 4 times per day as preventative measure
and up to 8 times per day as clinically needed.

To prevent ocular surface
toxicity AEs.

2.2 Study Rationale

2.3 Benefit and Risk
Assessment

4.3 Justification for Dose
6.5 DS-1062a
Table 6.4

8.4.1.1 Serious Adverse Event
Reporting

8.4.1.2. Adverse Events of
Special Interest

In many cases, the term “IRR including anaphylaxis” was changed to “IRR.”

Anaphylaxis is no longer
considered an appreciable IRR.

8.4.1.2. Adverse Events of
Special Interest

The terms stomatitis and mucosal inflammation were clarified to mean:
Oral mucositis/stomatitis TEAEs and mucosal inflammation TEAEs occurring in the
GI tract.

These terms are similar but need
clarification for classification as
AESIs.

4.1.1 Design Overview
8.3 Efficacy Assessments

Added “To ensure accurate survival data are available at the time of any database lock,
updated survival status may be requested during the course of the study by the
Sponsor. For example, updated survival status may be requested prior to, but not
limited to, an IDMC review. Upon Sponsor notification, all subjects who do not/will
not have a scheduled study visit or study contact during the sponsor-defined period
will be contacted for their survival status (excluding subjects who have a previously
recorded death event in the collection tool).”

To ensure survival data are
accurately documented.

6.2 Preparation, Handling,
Storage, and Accountability
for Study Drug

6.2.2 Docetaxel

The storage of docetaxel was clarified, with the following edits:

For enhanced clarity
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Section # and Title

Description of Change

Brief Rationale

6.5.1 DS-1062a
Table 6.4

Dose modifications for DS-1062a were updated by grade for IRR, hematologic,
pulmonary, ocular surface, GI, and oral toxicities.

To reflect the most recent safety
information.

6.6 Prior and Concomitant
Medications

Added, “All concomitant medications administered during the study should be
recorded in the eCRF until the end of the Safety Follow-Up Period. Concomitant
medications administered as treatment for drug-related AESIs should be recorded until
either event resolution, end of study, study termination, withdrawal of consent, or
subject death.”

To reinforce the importance of
following all AESIs.

6.6 Prior and Concomitant
Medications

Updated permitted therapies to remove restriction on using bisphosphonates and
RANKL targeting agents. Added language to highly recommend the use of anti-emetic
agents prior to DS-1062a treatment.

To reflect updated safety
information.

6.6 Prior and Concomitant

The following changes were made for when the Sponsor needs to be notified for

> 10 mg/day of prednisone or an

Medications concomitant use of corticosteroids: equivalent is an important cutoff
Concomitant use of chronic systemic (IV or oral) corticosteroids or other the Sponsor is monitoring
immunosuppressive medications > 10 mg/day of prednisone or equivalent, except for
managing AEs—(Inhaled: inhaled steroids-ex, intra--articular steroid injections, and
other topical steroid formulations are permitted in this study-}-. Corticosteroid
mouthwash formulations are permitted to prevent and manage certain AEs.

7.2 Subject Added, “If the subject refuses routine follow-up, the Investigator should discuss with To clarify the option of sparse

Withdrawal/Discontinuation | the subject if sparse survival follow-up by telephone or verification of medical records | contacts for survival follow-up

from the Study is permitted prior to database locks.” only.

8.4.1.1 Serious Adverse Event
Reporting

Section title changed to “8.4.1.1. Adverse Event Reporting”.
Added Grade > 2 keratitis events (including keratitis, punctate keratitis, and ulcerative
keratitis) to be reported in 24 hours upon occurrence.

To reflect updated safety
information.

8.4.1.2. Adverse Events of
Special Interest

Added, “All AESIs, regardless of severity or seriousness, must be followed until either
event resolution, end of study including any post-treatment follow-up (if applicable),
study termination, withdrawal of consent, or subject death.”

To ensure all AESIs are followed
to resolution.

8.4.1.2. Adverse Events of
Special Interest

Added “An autopsy in cases of Grade 5 ILD/pneumonitis is encouraged.”

An autopsy may provide
valuable safety information.

2.2 Study Rationale

2.3 Benefit and Risk
Assessment

4.3 Justification for Dose

8.4.1.2. Adverse Events of
Special Interest

IRR was downgraded from an important identified risk to an identified risk

Current safety data suggests the
incidence and severity of IRR
events meet the standards for an
identified risk.

No additional pharmacovigilance
(PV) or risk minimization (RM)
activities are planned and IRR is

Proprietary and Confidential
Page 7



Protocol DS1062-A-U301
Version 5.0, 09 OCT 2023

Section # and Title

Description of Change

Brief Rationale

integrated and managed through
standard clinical practice.

Table 6.4

Toxicity Management Guidelines:
The management guidelines for IRR TEAE grades were updated focusing on reducing
infusion rates by 50%, yielding a doubling in total infusion times.

This strategy allows full doses
while minimizing the severities
and durations of IRR TEAEs.

For Grade 4 decreased ANC and WBC, delay dose until < Grade 2, then maintain dose
if this occurs < 14 days or decrease by one dose level if this occurs > 14 days

These cutoffs have been
determined from current safety
data.

8.4.2 Pregnancy

Added, “Women must not get pregnant, breastfeed, or donate/retrieve ova during the
study and for at least 7 months after stopping DS-1062a or for at least 6 months after
stopping docetaxel.”

To match text present in the
informed consent form.
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1. PROTOCOL SUMMARY

1.1. Protocol Synopsis

Protocol Title

Phase 3 Randomized Study of DS-1062a Versus Docetaxel in Previously Treated Advanced or Metastatic
Non-Small Cell Lung Cancer With or Without Actionable Genomic Alterations (TROPION-Lung01)

Protocol Short Title

DS-1062a Versus Docetaxel in Previously Treated Advanced or Metastatic Non-Small Cell Lung Cancer

Protocol Number

DS1062-A-U301

Sponsor/Collaborators

Sponsor: Daiichi Sankyo, Inc.

Registry Identification(s)

EudraCT Number: 2020-004643-80
NCT Number: NCT04656652

IND Number

IND Number: 136626

Study Phase

Phase 3

Planned Geographical Coverage, Study Sites, and Locations

Global study conducted at approximately 190 study sites located predominantly in North America, South
America, Europe, Australia, and Asia.

Study Population

This study will enroll subjects with advanced or metastatic non-small cell lung cancer (NSCLC) with or without
actionable genomic alterations (AGAs).

Subjects without AGA: Subjects without actionable genomic alterations must have been previously treated with
platinum-based chemotherapy and a (anti)-programmed cell death 1 (PD-1)/u-programmed cell death ligand 1
(PD-L1) monoclonal antibody, either in combination or sequentially. Subjects with known Kirsten rat sarcoma
viral oncogene (KRAS) mutations, in the absence of any driver genomic alteration, are eligible and must meet the
prior-therapy requirements as described for subjects without AGA.

Subjects with AGA: Subjects with advanced or metastatic NSCLC with actionable genomic alterations are those
subjects whose tumors have alterations in genes with approved therapies, such as epidermal growth factor
receptor (EGFR), anaplastic lymphoma kinase (ALK), ROS proto-oncogene 1 (ROS1), neurotrophic tyrosine
receptor kinase (NTRK). proto-oncogene B-raf (BRAF). or mesenchymal-epithelial transition (MET) exon 14
skipping, or rearranged during transfection (RET). Subjects with AGA must have progressed on or after 1
platinum-containing therapy and 1 to 2 prior lines of approved targeted therapy for the applicable genomic
alteration.

Study Objectives/Outcome Measures and Endpoints

The following table lists primary and secondary study objectives and endpoints that have outcome measures.
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Objectives Outcome Measure Endpoints Category
Primary
To compare the Title: PFS PFS is defined as the Efficacy
efficacy of Description: time from
DS-1062a with PFS as assessed by BICR per randomization to the
that of docetaxel, RECIST v1.1. earlier of the dates of
as measured by . the first radiographic
Time frame: . -
PFS and OS, for . 3 . disease progression or
oy . At the time of the primary
subjects with lvsis of PES death due to any
NSCLC with or analysis o : cause.
without actionable
. Title: OS OS is defined as the Efficacy
genomic .
alterations Description: OS fime f“’.m )
Time frame: randomization to death
At the time of the primary due to any cause.
analyses of PFS and OS.
Secondary
To further evaluate | Title: PFS PFS is defined as the Efficacy
the efficacy of Description: time from
DS-1062a PFS as assessed by randomization to the
compared with Investigator per RECIST v1.1. earlier of the dates of
docetaxel Time fl;ame- the first radiographic
At the time c;f the primary disease progression or
analyses of PFS and OS. death due to any
cause.
Title: ORR ORR is defined as the | Efficacy
Description: proportion of subjects
ORR as assessed by BICR and who achieved a BOR
Investigator per RECIST v1.1. of CR or PR.
Time frame:
At the time of the primary
analyses of PFS and OS.
Title: DoR DoR is defined as the | Efficacy
Description: time from the date of
DoR as assessed by BICR and the first )
Investigator per RECIST v1.1. do.c1m}en‘rat10n of
Time frame: objective response
At the time c;f the primary (CR or PR) to the date
analyses of PFS and OS. of t.he fist Lo
radiographic disease
progression or death
due to any cause,
whichever occurs first.
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Title: DCR DCR is defined as the | Efficacy
Description: proportion of subjects
DCR as assessed by BICR and :)th gﬁczﬁvfﬁ aleB OR
Investigator per RECIST v1.1. T '
Time frame:
At the time of the primary
analyses of PFS and OS.
Title: TTR TTR is defined as the | Efficacy
Description: time frqm )
TTR as assessed by BICR and | randomization to the
Investigator per RECIST v1.1. | date of the ﬁrst
Time frame: dogurr}entatlon of
At the time of the primary objective response
(CRor PR) in
analyses of PFS and OS. . .
responding subjects.
Title: TTD EORTC-QLQ-LC13 Efficacy
Description: (except questions 36
TTD in any of the 3 and 37) )
symptoms, chest pain, cough, | The TTD is defined as
or dyspnea. the time from
. randomization to first
Time frame: onset of a >10-point
At the time of the primary increase in_cough
analyses of PFS and OS. . ’
chest pain, or dyspnea,
confirmed by a second
>10-point increase
from randomization in
the same symptom at
the next scheduled
assessment, or
confirmed by death
within 21 days of the
first >10-point
increase from
randomization.
To further evaluate | Title: TEAEs and other safety | TEAEs, SAEs, AESIs, | Safety
the safety of parameters during the study ECOG PS, vital sign
DS-1062a Description: measurements,
compared with Descriptive statistics of safety | Standard clinical
docetaxel endpoints. laboratory parameters
Time frame: (hemz}tology, serum
. . chemistry, and
Continuous monitoring and urinalysis), ECG
reported at the time of the ’
primary analyses of PFS and parameters,
0S ECHO/MUGA scan
' findings, and
ophthalmologic
findings. AEs will be
coded by the most
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recent version of
MedDRA and both
AEs and laboratory
test results will be
graded by
NCI-CTCAE v5.0.
To assess the PK Title: PK Plasma concentrations | PK
of DS-1062a Description: at each time point and
Plasma concentrations and PK | PK parameters (Cmax,
parameters of DS-1062a, total | Tmax, AUClast,
anti-TROP2 antibody, and AUCtau).
MAAA-1181a in the full PK If data permit:
sampling cohort. AUCmnf, t1/2, CL,
Time frame: Vss, Vz, and Kel) of
At the time of the primary DS-1062a, total.
analyses of PFS and OS. anti-TROP?2 antibody,
and MAAA-1181a
(released drug) in the
full PK sampling
cohort.
To assess the Title: Immunogenicity ADA prevalence: the Immunogenicity
immunogenicity of Description: ADA prevalence proportion of subjects
DS-1062a and incidence. who are ADA positive
. at any point in time (at
Time fl:ame: . baseline and
At the time of the primary t-baseline)
analyses of PFS and OS. pos .ase. tne)-
ADA incidence: the
proportion of subjects
having
treatment-emergent
ADA.
Titer and neutralizing
antibodies will be
determined when
ADA is positive.
Exploratory
To evaluate PFS2 Title: PFS2 PFS2 is defined as the | Efficacy
for DS-1062a Description: time from date of
compared with that | ppg7 a¢ assessed by local randomization to the
of docetaxel standard clinical practice first documented
] progression on
Time fl:ame: i next-line therapy or
At the time of the primary death due to any
analyses of PFS and OS. g i
cause, whichever
occurs first.
To evaluate Not applicable Tumor TROP2 Biomarkers and
biomarkers that expression (central pharmacogenomics
may associate with laboratory analysis)
the clinical benefit Other biomarkers
from DS-1062a including genomic
alterations, gene
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used to treat
NSCLC.

expression, protein
expression, and
pharmacogenomics
may be measured in
tumor and blood

samples.
To explore how Not applicable Biomarkers will be Biomarkers
changes in assessed in cell-free
biomarkers may DNA pre- and
relate to exposure post-treatment.
and clinical
outcomes.
To evaluate Not applicable Characterize PK
exposure-response population PK and its
relationships for relationship with
efficacy and safety efficacy and safety
endpoints. endpoints, and

evaluate the effects of
covariates (eg, body
weight) on PK,
efficacy, and safety.

To evaluate PRO
endpoints for DS-
1062a compared
with that of
docetaxel.

Title: Patient-reported
Outcomes

Change from baseline in
QLQ-C30 functioning
scales.

Change from baseline in
global health (QLQ-C30
question No. 29).

Change from baseline in
quality of life (QLQ-C30
question No. 30).

Change from baseline in
overall health status
(EQ-5D Visual Analog
Scale).

Summary statistics (ie,
frequency distributions)
for each PRO-CTCAE.

Time frame: At the time of
the primary analyses of PFS
and OS.

EORTC-QLQ-C30

EORTC-QLQ-LC13
(except questions 36
and 37)

EQ-5D-5L
PRO-CTCAE 1-3;
24;28-29;51;74

Patient-reported outcomes

ADA = antidrug antibody; AE = adverse event; AESI = adverse event of special interest; AUCinf = area under
the plasma concentration-time curve up to infinity; AUClast = area under the plasma concentration-time curve up
to the last quantifiable time; AUCtau = area under the plasma concentration-time curve during dosing interval;
BICR = blinded independent central review; BOR = best overall response; CBR = clinical benefit rate; CL = total
body clearance; Cmax = maximum plasma concentration; CR = complete response; DCR = disease control rate;
DoR = duration of response; ECG = electrocardiogram; ECHO = echocardiogram; ECOG PS = Eastern
Cooperative Oncology Group performance status; EORTC-QLQ-C30 = European Organisation for Research and
Treatment of Cancer Quality of Life Questionnaire Core 30; EORTC-QLQ-LC13 = European Organisation for
Research and Treatment of Cancer Quality of Life Lung Cancer 13; EQ-5D-5L = EuroQol Questionnaire- 5
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dimensions-5 levels; Kel = elimination rate constant associated with the terminal phase; MAAA-1181a =released
drug: MedDRA = Medical Dictionary for Regulatory Activities: MUGA = multigated acquisition;

NCI-CTCAE = National Cancer Institute - Common Terminology Criteria for Adverse Events;

NSCLC = non-small cell lung cancer; ORR = overall response rate; OS = overall survival; PD = progressive
disease; PD-1 = programmed cell death 1; PD-L1 = programmed cell death ligand 1; PFS = progression-free
survival; PFS2 = second progression-free survival; PK = pharmacokinetics; PR = partial response;

PRO = Patient-reported Outcomes; PRO-CTCAE = Patient-reported Outcomes version of the Common
Terminology Criteria for Adverse Events; RECIST v1.1 = Response Evaluation Criteria in Solid Tumors
version 1.1; SAE = serious adverse event; SD = stable disease; t1/2 = terminal half-life;

TEAE = treatment-emergent adverse event; Tmax = time to reach maximum plasma concentration;

TROP2 = trophoblast cell surface protein 2; TTD = time to deterioration; TTR = time to response; Vss = volume
of distribution at steady-state; Vz = volume of distribution based on the terminal phase

Study Design

This is a global, multicenter, randomized, active-controlled, open-label Phase 3 study designed to evaluate the
efficacy, safety. and pharmacokinetics (PK) of DS-1062a versus docetaxel in subjects with advanced or
metastatic NSCLC with or without actionable genomic alterations (AGA) (ie. alterations in genes with approved
therapies, such as EGFR, ALK, ROS1. NTRK. BRAF, MET exon 14 skipping. or RET). Subjects without AGA
must have been previously treated with platinum-based chemotherapy and ¢-PD-1/0-PD-L1 monoclonal
antibody, either in combination or sequentially. Patients who received a-PD-1/a-PD-L1 monoclonal antibody as
frontline therapy may have received the combination of platinum-based chemotherapy and o-PD-1/a-PD-L1
monoclonal antibody in the second-line setting. Subjects with known AGA must have progressed on or after 1
platinum-containing therapy and 1-2 prior lines of approved targeted therapy for the applicable genomic
alteration. Subjects with known KRAS mutations, in the absence of any driver genomic alterations, are eligible
and must meet the prior therapy requirements for subjects without AGA.

Eligible subjects will be randomized in a 1:1 ratio to DS-1062a 6.0 mg/kg or the control treatment, docetaxel
75 mg/m?. Randomization will be stratified by documented actionable genomic alteration (present versus
absent), histology (squamous versus nonsquamous), most immediate prior therapy included anti-PD-1/anti-PD-
L1 immunotherapy (yes versus no), and geographical region (United States [US]/Japan/Western Europe versus
rest of world [ROW]). No crossover between study treatment arms will be allowed.

The study will be divided into 3 periods: Screening Period, Treatment Period, and Follow-up Period (which
mcludes the Long-term Survival Follow-up [LTSFU]):

® The Screening Period will start on the day of signing the informed consent form (ICF) and have a
maximum duration of 28 days. Rescreening is permitted 1 time.

® Eligible subjects will be randomized and enter the Treatment Period. The Treatment Period starts
on Cycle 1 Day 1 and continues until a subject permanently discontinues DS-1062a or docetaxel.
Note: Dosing must occur within 3 days of randomization if all eligibility criteria are met. During
the Treatment Period, eligible subjects will receive DS-1062a or docetaxel until they meet 1 of the
treatment discontinuation criteria. Subjects will continue to receive DS-1062a or docetaxel in the
absence of radiographic disease progression as assessed by Investigator, clinical progression,
unacceptable toxicity, withdrawal of consent by subject, physician decision. protocol deviation.
pregnancy, lost to follow-up, study termination by the Sponsor, death, or other reasons. Note: Only
protocol deviations that are deemed significant by the Investigator, with or without consultation
with the Sponsor, may lead to permanent study drug discontinuation.

—  Subjects will undergo radiographic assessment of tumor response based on Response Evaluation
Criteria in Solid Tumors, Version 1.1 (RECIST v1.1), every 6 weeks (=7 days) from randomization
until radiographic disease progression as assessed by Investigator, death, lost to follow-up, or
withdrawal of consent.

—  Subjects who discontinue treatment without radiographic disease progression or start new anticancer
therapy without radiographic disease progression will continue to undergo tumor assessments every
6 weeks (=7 days) until radiographic disease progression as assessed by Investigator. death, lost to
follow-up. or withdrawal of consent.

® The Follow-up Period will start upon permanent discontinuation of DS-1062a or docetaxel. During
the Follow-up Period. subjects will be followed for 28 days (+7 days) for safety. After
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discontinuing study treatment. subjects will then enter the LTSFU, during which they will be
followed every 3 months for collection of information on subsequent anticancer treatment and
survival, including cause and date of death. During LTSFU, subjects who discontinued treatment
without radiographic disease progression or started new anticancer therapy without radiographic
disease progression will continue to undergo tumor assessments every 6 weeks (+7 days) until
radiographic disease progression as assessed by Investigator, death, lost to follow-up. or withdrawal
of consent. One additional tumor assessment performed at 6 weeks (£7 days) after Investigator
assessed radiographic disease progression will also be required (if blinded independent central
review [BICR] has not determined radiographic disease progression).
Radiographic imaging scans will be sent to a central imaging vendor for BICR assessment. If BICR has not
determined radiographic disease progression by the time of the 1 additional tumor assessment performed at
6 weeks (+7 days) after Investigator-assessed radiographic disease progression, then sites will retrieve and send
subject radiographic scans that are performed as part of local standard clinical practice to the central vendor. The
Sponsor will notify the site to stop sending further scans to the central vendor when BICR determines
radiographic disease progression OR until 7 months after the date of Investigator-assessed radiographic disease
progression for the subject, whichever occurs first. If BICR determines radiographic disease progression before
the Investigator, sites will not be notified to stop sending scans until the Investigator determines radiographic
disease progression. For further details, see Section 8.3.

The results of BICR assessment of the subject scans will not be shared with the site or Investigator. The
Investigator will manage the subject and make treatment decisions based solely on Investigator/local assessment.
The results of BICR-assessed tumor response will be used for the primary analysis of PFS in this study (see
Section 3).

Study Duration

The study start date is the date when the first subject has signed an ICF. A subject is eligible to be randomized
into the study when the Investigator or designee has obtained written informed consent, has confirmed all
inclusion and exclusion criteria have been met by the subject, and all Screening procedures have been completed.

Enrollment is planned to occur over approximately 19 months, with treatment and follow-up (28-day Safety
Follow-up and LTSFU) projected to continue for approximately 24 months after the last subject is randomized.
The study will continue until the overall end of study is reached for the final analysis in the study. The
anticipated total duration of the study is approximately 43 months.

Key Eligibility Criteria
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Key Inclusion Criteria:

Subjects eligible for inclusion in the study must meet all inclusion criteria for this study within 28 days before
randomization. Below is a list limited to the key inclusion criteria:

e  Subject has pathologically documented Stage IIIB, IIIC or Stage IV NSCLC with or without AGA (note:

NSCLC subjects with AGA are eligible under Protocol version 4.0) at the time of randomization (based on
the American Joint Committee on Cancer, Eighth Edition) and meets the following criteria for NSCLC:

Subjects without AGA:
1. Subjects must have documented negative test results for EGFR and ALK genomic alterations. If

test results for EGFR and ALK are not available, subjects are required to undergo testing performed
locally for these genomic alterations.

2. Subjects have no known genomic alterations in ROS1, NTRK, BRAF, MET exon 14 skipping, or
RET.
= In Argentina only, please see Section 10.9.2 for modified text applicable to Argentina.

3. Subjects with known KRAS mutations (testing during screening is not mandatory), in the absence
of any driver genomic alterations, are eligible and must meet the prior therapy requirements for
subjects without actionable genomic alterations described below. These subjects must be stratified
as NSCLC without AGA at the time of randomization.

Subjects with AGA:

1. Subjects must have one or more documented actionable genomic alteration: EGFR, ALK, ROSI,
NTRK, BRAF, MET exon 14 skipping, or RET.

e Subjects with documentation of radiographic disease progression while on or after receiving the most recent
treatment regimen for advanced or metastatic NSCLC.

e  Subjects must meet the following prior therapy requirements:

Subjects without AGA must meet ONE of the following prior therapy requirements for advanced or
metastatic NSCLC:

a. Received platinum-based chemotherapy in combination with a-PD-1/a-PD-L1 monoclonal
antibody as the only prior line of therapy.

= Includes subjects who received prior platinum-based chemotherapy with or without
radiotherapy with maintenance a-PD-1/a-PD-L1 monoclonal antibody for Stage III disease
and relapsed/progressed within 6 months from the last dose of platinum-based
chemotherapy.

= Includes subjects who received prior platinum-based chemotherapy with or without
radiotherapy (with or without maintenance a-PD-1/0-PD-L1 monoclonal antibody) for
Stage III disease and subsequently received a-PD-1/0-PD-L1 monoclonal antibody therapy
(with or without platinum-based chemotherapy) for recurrent disease.

OR

b. Received platinum-based chemotherapy and o-PD-1/a-PD-L1 monoclonal antibody (in either
order) sequentially as the only 2 prior lines of therapy.

NOTE:

i. Subjects who received a-PD-1/a-PD-L1 monoclonal antibody as frontline therapy may have
received the combination of platinum-based chemotherapy and a-PD-1/a-PD-L1 monoclonal
antibody in the second line.

ii. Subjects with known KRAS mutations, in the absence of other AGA, who received KRAS-
approved target therapy (eg, sotorasib) as a separate line of therapy in addition to the prior therapy
requirements described above are not eligible.

Subjects with AGA must meet the following for advanced or metastatic NSCLC:
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a. Subjects who have been treated with 1 or 2 prior lines of applicable targeted therapy that is
locally approved for the subject’s genomic alteration at the time of screening; OR one or more of
the agents specified in the table below:

= Subjects who have tumors with EGFR L858R or exon 19 deletion mutations must
have received prior Osimertinib.

= Those who received a targeted agent as adjuvant therapy for early-stage disease must
have relapsed or progressed while on the treatment or within 6 months of the last dose
OR received at least one additional course of targeted therapy for the same genomic
alteration (which may or may not be same agent used in the adjuvant setting) for
relapsed/progressive disease.

=  Subjects who have been treated with a prior TKI must receive additional approved
targeted therapy, if locally available and clinically appropriate, for the applicable
genomic alteration, or the subject will not be allowed in the study.

Genomic Alterations Applicable Targeted Agents

EGFR erlotinib, gefitinib, afatinib, dacomitinib, and osimertinib
EGFR exon 20 insertion amivantamab, mobocertinib

EGFR T790M osimertinib

ALK fusion crizotinib, ceritinib, alectinib, brigatinib, and lorlatinib
ROS-1 fusion entrectinib, lorlatinib, ceritinib, and crizotinib

NTRK fusion entrectinib and larotrectinib

BRAF V600E dabrafenib, alone or in combination with trametinib
MET exon 14 skipping capmatinib and tepotinib

RET rearrangement selpercatinib and pralsetinib

ALK = anaplastic lymphoma kinase; BRAF = proto-oncogene B-raf; EGFR = epidermal growth factor
receptor; MET = mesenchymal-epithelial transition; NTRK = neurotrophic tyrosine receptor kinase;
RET = rearranged during transfection; ROS-1 = ROS proto-oncogene 1; TKI = tyrosine kinase inhibitor

b. Subjects who have received platinum-based chemotherapy as the only prior line of cytotoxic
therapy:

*  One platinum-containing regimen for advanced disease

=  Those who received a platinum-containing regimen as adjuvant therapy for early-stage
disease must have relapsed or progressed while on the treatment or within 6 months of
the last dose OR received at least one additional course of platinum-containing therapy
(which may or may not be same as in the adjuvant setting) for relapsed/progressive
disease.

¢c. May have received up to one a-PD-1/a-PD-L1 monoclonal antibody alone or in combination
with a cytotoxic agent.

Must undergo a pre-treatment tumor biopsy procedure.

OR

If available, tumor tissue previously retrieved from a biopsy procedure performed within 2 years prior to the
subject signing informed consent and that has a minimum of 10 % 4 micron sections or a tissue block
equivalent of 10 x 4 micron sections may be substituted for the pre-treatment biopsy procedure during
Screening. If a documented law or regulation prohibits (or does not approve) sample collection, then such
samples will not be collected/submitted.

Note: Results from the TROP2 testing or any other results of the pre-treatment tumor biopsy will not be used
to determine eligibility for the study.

Has measurable disease based on local imaging assessment using RECIST v1.1.
Has an Eastern Cooperative Oncology Group performance status of 0 or 1 at Screening.

Within 7 days before randomization, has adequate bone marrow function defined as:
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Platelet count >100,000/mm? (platelet transfusion is not allowed within 1 week prior to Screening
assessment)

Hemoglobin >9.0 g/dL (red blood cell/plasma transfusion is not allowed within 1 week prior to
Screening assessment)

Absolute neutrophil count >1500/mm? (granulocyte-colony stimulating factor [G-CSF]
administration is not allowed within 1 week prior to Screening assessment).

(See Section 6.5.2 and Section 6.6 for use of G-CSF and erythropoietin)

Within 7 days before randomization, has adequate hepatic function defined as:

1.

Aspartate aminotransferase (AST) and alanine aminotransferase (ALT) <2.5 x upper limit of normal
(ULN) or AST and ALT <5.0 x ULN if transferase elevation is due to liver metastases) AND

Total bilirubin <1.5 x ULN (or <3.0 x ULN in the presence of documented Gilbert’s syndrome
[unconjugated hyperbilirubinemia] or liver metastases at baseline). Note: The Investigator should
follow local practice guidelines and/or the docetaxel label approved in the country of drug
administration for assessing eligibility of subjects for the study.

Within 7 days before randomization, has adequate renal function, including mild or moderate renal function,
defined as:

1.

Creatinine clearance >30 mL/min as calculated using the Cockcroft-Gault equation.

Has left ventricular ejection fraction (LVEF) >50% by either echocardiogram (ECHO) or multigated
acquisition (MUGA) scan within 28 days before randomization.

Has adequate blood clotting function defined as international normalized ratio/prothrombin time and either
partial thromboplastin or activated partial thromboplastin time <1.5 x ULN.

Has an adequate treatment washout period before randomization defined as:

Treatment Washout Period
Major surgery >3 weeks
Radiation therapy including >4 weeks

palliative radiation to chest

>2 weeks (palliative radiation therapy to other
areas [ie, limited field and 10 or fewer days or
fractions] including whole brain radiotherapy)

Anticancer chemotherapy
(Immunotherapy
[non-antibody-based therapy]),
retinoid therapy

>2 weeks or 5 times the terminal elimination half-
life (t1/2) of the chemotherapeutic agent,
whichever is longer; >6 weeks for nitrosoureas or
mitomycin C; >1 week for tyrosine kinase
inhibitors approved for the treatment of NSCLC-
baseline computed tomography (CT) scan should
be completed after discontinuation of tyrosine
kinase inhibitors.

Antibody-based anticancer >4 weeks
therapy
Chloroquine/Hydroxychloroquine | >14 days

Key Exclusion Criteria:

In Czech Republic only, please see Section 10.9.1 for modified text applicable to sites in Czech Republic.

Subjects meeting any exclusion criteria for this study will be disqualified from entering the study. Below is a list
limited to the key exclusion criteria:

Has spinal cord compression or clinically active central nervous system (CNS) metastases, defined as

untreated and symptomatic, or requiring therapy with corticosteroids or anticonvulsants to control associated
symptoms. Subjects with clinically inactive brain metastases may be included in the study. Subjects with
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treated brain metastases who are no longer symptomatic and who require no treatment with corticosteroids or
anticonvulsants may be included in the study if they have recovered from the acute toxic effect of
radiotherapy. A minimum of 2 weeks must have elapsed between the end of whole brain radiotherapy and
study enrollment. Note: A CT or magnetic resonance imaging (MRI) scan of the brain at baseline is required
for all subjects. For those subjects in whom CNS metastases are first discovered at the time of Screening,
the treating Investigator should consider delay of study treatment to document stability of CNS metastases
with repeat imaging at least 4 weeks later (in which case, repeat of all Screening activity may be required).

Has leptomeningeal carcinomatosis or metastasis.
Had prior treatment with:

1. Any agent, including antibody-drug conjugate (ADC), containing a chemotherapeutic agent
targeting topoisomerase 1.

2. TROP2-targeted therapy.
3. Docetaxel.
Has uncontrolled or significant cardiac disease, including:
1. Mean QT interval corrected for heart rate using Fridericia’s formula (QTcF) prolongation

>470 msec (based on the average of Screening triplicate 12-lead electrocardiogram [ECG]
determinations).

2. Myocardial infarction or uncontrolled/unstable angina within 6 months before randomization.

3. Congestive heart failure (CHF) (New York Heart Association Class II to IV) at Screening. Subjects
with a history of Class II to IV CHF prior to Screening, must have returned to Class I CHF and have
LVEF >50% (by either an ECHO or MUGA scan within 28 days before randomization) in order to
be eligible.

Uncontrolled or significant cardiac arrhythmia.
LVEF <50% by ECHO or MUGA scan within 28 days before randomization.

Uncontrolled hypertension (resting systolic blood pressure >180 mmHg or diastolic blood pressure
>110 mmHg) within 28 days before randomization.

Has a history of (non-infectious) interstitial lung disease (ILD)/pneumonitis that required steroids, has
current ILD/pneumonitis, or where suspected ILD/pneumonitis cannot be ruled out by imaging at Screening.

Clinically severe pulmonary compromise resulting from intercurrent pulmonary illnesses including, but not
limited to, any underlying pulmonary disorder (ie, pulmonary emboli within 3 months before randomization,
severe asthma, severe chronic obstructive pulmonary disease, restrictive lung disease, pleural effusion, etc.),
or any autoimmune, connective tissue, or inflammatory disorders with pulmonary involvement (ie,
rheumatoid arthritis, Sjogren’s syndrome, sarcoidosis, etc.), or prior pneumonectomy.

Clinically significant corneal disease.

Has a history of malignancy, other than NSCLC except a) adequately resected non-melanoma skin cancer,
b) curatively treated in situ disease, or c) other solid tumors curatively treated, with no evidence of disease
for >3 years.

Has a history of severe hypersensitivity reactions to either the drug substances or inactive ingredients
(including but not limited to polysorbate 80) of DS-1062a or docetaxel.

Proprietary and Confidential
Page 25



Protocol DS1062-A-U301
Version 5.0, 09 OCT 2023

Investigational Medicinal Product, Dose, and Mode of Administration

DS-1062a

DS-1062a drug product will be provided [
- Y
]

DS-1062a will be administered as an intravenous (I'V) infusion once every 3 weeks (Q3W) on Day 1 of 21-day
cycles at a dose of 6.0 mg/kg. Premedication is required prior to any dose of DS-1062a and must include
antihistamines and acetaminophen with or without glucocorticoids.

Docetaxel

Docetaxel will be administered as an IV infusion of 75 mg/m? over approximately 60 minutes on Day 1 of each
3-week cycle. Investigators should consult the manufacturer’s instructions for docetaxel for complete prescribing
information (including warnings, precautions, contraindications, and adverse reactions) and follow institutional
procedures for the administration of docetaxel. Subjects should be premedicated with oral corticosteroids, such
as dexamethasone 16.0 mg per day (for example, 8.0 mg twice a day) for 3 days starting 1 day prior to docetaxel
administration, in order to reduce the incidence and severity of fluid retention as well as the severity of
hypersensitivity reactions. Additional antiemetic premedication may be used at the discretion of the Investigator.

Active Ingredients/INN

DS-1062a/ datopotamab deruxtecan

DS-1062a is an ADC that comprises a recombinant humanized anti TROP2 immunoglobulin 1 monoclonal
antibody, MAAP-9001a, which is covalently conjugated to a drmg linker. MAAA-1162a, via thioether bonds.

Docetaxel: (2R,3S)-N-carboxy-3-phenylisoserine N-tert-butyl ester, 13-ester with 5-20-epoxy-
1,20.4.7B.10B.13a-hexahydroxytax-11-en-9-one 4-acetate 2-benzoate, trihydrate.

Planned Sample Size

A total of approximately 590 subjects will be randomized to the DS-1062a arm or the docetaxel arm in a 1:1 ratio
(295/arm), stratified by documented actionable genomic alteration (present versus absent), histology (squamous
versus nonsquamous), most immediate prior therapy included anti-PD-1/anti-PD-L1 immunotherapy (yes versus
no) and geographical region (US/Japan/Western Europe versus ROW). A minimum of 15% of the total study
population will comprise subjects with actionable genomic alterations.

For the primary analysis of PFS, approximately 425 PFS events by BICR assessment will be required to have
approximately 97% power to detect a hazard ratio of 0.64 at 2-sided significance level of 0.008, which
corresponds to an improvement of 2.1 months in median PFS from 3.8 months in the docetaxel arm to 5.9 months
in the DS-1062a arm.

For the primary analysis of overall survival (OS), approximately 413 OS events will be required to have at least
90% power to detect a hazard ratio of 0.72 at 2-sided significance level of 0.042, which corresponds to an
improvement of 3.1 months in median OS from 8 months in the docetaxel arm to 11.1 months in the DS-1062a
arm.

Assuming an exponential distribution of OS time, a ramp-up period of 13 months and 48 subjects per month
afterwards, the study needs a total of approximately 590 subjects (295 per arm), over an enrollment period of
approximately 19 months.

Statistical Methodology

Interim and Primary Analysis

No interim analysis (IA) is planned for PFS. The primary analysis for PFS as assessed by BICR will be
performed when approximately 425 PFS events have been reached and at least 4 months after the last subject has
been randomized. The primary analysis for progression-free survival (PFS) is projected to be approximately

23 months after the first subject is randomized.
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OS will also be analyzed at the primary analysis of PFS (OS IA). The efficacy boundary will be determined using
a group sequential design with Lan-DeMets procedure with O'Brien Fleming stopping boundary. It is projected
that approximately 293 deaths will be observed at the IA, ie, 71% of information fraction (IF, ie, 293 out of the
target 413 OS events). The study may be stopped at OS IA if the pre-specified superiority boundary is crossed.

The study will continue until the required number of deaths (413 OS events) is reached for the primary analysis
of OS at approximately 33 months after the first subject is randomized.

Efficacy Analyses

The primary efficacy analysis of PFS and OS will compare the DS-1062a and docetaxel arms using a stratified
log-rank test stratified by the randomization stratification factors.

PFS and OS will be summarized and graphically presented using the Kaplan-Meier method by treatment arm
with median and corresponding confidence interval (CI) for the median using the Brookmeyer and Crowley
method. In addition, the event-free probability at different time points (eg, 3, 6, 9, 12 months) will be estimated
with corresponding CIs using the Greenwood formula for variance derivation.

The stratified Cox regression model, stratified by the randomization stratification factors, will be fitted to
estimate the hazard ratio of PFS and OS between the treatment versus the control arm (docetaxel) and the
corresponding CI.

The secondary efficacy endpoints include PFS as assessed by Investigator, overall response rate (ORR), duration
of response (DoR), disease control rate (DCR), and time to response (TTR), each as assessed by BICR and by
Investigator per RECIST v1.1.

PFS as assessed by Investigator will be analyzed in a similar manner as PFS as assessed by BICR.
The estimate of ORR and its 2-sided 95% exact (Clopper-Pearson) CI will be provided by treatment arm.

DoR will be analyzed in a similar manner as the primary endpoints, except that a hazard ratio will not be
generated for DoR.

The estimate of DCR and its 2-sided 95% exact (Clopper-Pearson) CI will be provided by treatment arm.
TTR will be summarized descriptively.

The exploratory efficacy endpoint second progression-free survival (PFS2) will be analyzed in a similar manner
as PFS.

Subgroup analyses will be conducted for PFS, OS, ORR, and DoR based on randomization period (before and
after protocol version 4.0 to include subjects with actionable genomic alterations) as well as by presence of
actionable genomic alterations (present versus absent).

Safety Analyses

Safety analyses, in general, will be descriptive and will be presented in tabular format with summary statistics
presented by treatment arm for the Safety Analysis Set.

Pharmacokinetic Analyses

Plasma concentrations for DS-1062a (antibody-drug conjugate), total anti-TROP2 antibody, and MAAA-1181a
will be listed, plotted, and summarized using descriptive statistics. The following PK parameters will be
calculated for each subject in the full PK sampling cohort using non-compartmental analysis of concentration
time data of DS-1062a, total anti-TROP2 antibody, and MAAA-1181a: maximum plasma concentration, time to
reach maximum plasma concentration, area under the plasma concentration-time curve up to the last quantifiable
time, area under the plasma concentration-time curve during dosing interval, and if data permit, area under the
plasma concentration-time curve up to infinity, t1/2, total body clearance, volume of distribution at steady state,
volume of distribution based on the terminal phase, and elimination rate constant associated with the terminal
phase.

Population PK and exposure-response (ER) analyses will be performed to characterize the relationships of dose,
exposure, efficacy, and safety endpoints. The effects of intrinsic (eg, body weight) and extrinsic covariates on
PK and ER relationship will be evaluated. The results of the population PK and ER analyses will be reported
separately from the clinical study report.
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Immunogenicity

Immunogenicity will be assessed through characterization of incidence and titer of antidrug antibodies (ADA).
The number and proportion of subjects having pre-existing ADA at baseline and treatment-emergent ADA will
be summarized.

Patient-reported Outcomes

The Kaplan-Meier method will be used to estimate the distribution of TTD in any of the 3 symptoms, cough,
chest pain, or dyspnea. The median TTD along with the 95% CI will be presented by treatment arm.

Descriptive analysis will be conducted on Patient-reported Outcomes (PRO) score, including subjects in the Full
Analysis Set without a missing baseline PRO score and at least 1 post-baseline score.

All PRO instruments will be scored according to their corresponding scoring manual.
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1.2. Study Schema
Figure 1.1:  Study Level Flow Diagram

AGA = actionable genomic alteration; DoR = duration of response; DCR = disease control rate; ECOG PS = Eastern

Cooperative Oncology Group performance status; NSCLC = non-small cell lung cancer; OS = overall survival,

ORR = overall response rate; PFS = progression-free survival; PK = pharmacokinetic; PRO = Patient-reported

Outcomes; Q3W = every 3 weeks; RECIST v1.1 = Response Evaluation Criteria in Solid Tumors, Version 1.1;

ROW = rest of world.; TTR = time to response

@ Randomization will be stratified by documented actionable genomic alteration (present versus absent), histology
(squamous versus nonsquamous), most immediate prior therapy included anti-PD-1/anti-PD-L1 immunotherapy
(yes versus no), and geographical region (US/Japan/Western Europe versus ROW).

® Only protocol deviations that are deemed significant by the Investigator with or without consultation with the
Sponsor may lead to permanent study drug discontinuation.

¢ Subjects who discontinue study treatment without radiographic disease progression will continue to undergo tumor
assessments every 6 weeks (£7 days) during follow-up until radiographic disease progression as assessed by
Investigator, death, lost to follow-up, or withdrawal of consent.

Note: Two independent primary endpoints: PFS as assessed by BICR per RECIST v1.1 and OS.

Secondary endpoints: PFS as assessed by Investigator; ORR, DoR, DCR, and TTR each as assessed by BICR and by

Investigator per RECIST vl.1; safety; PK; immunogenicity; PRO.

The primary completion date of progression-free survival (PFS) endpoint is the date when the pre-specified
number of PFS events as assessed by BICR is reached and at least 4 months after the last subject has been
randomized. This date is used as the data cutoff (DCO) for the primary analysis of PFS.

The primary completion date of overall survival (OS) endpoint is the date when the pre-specified number of
deaths (413 OS events) is reached. This date is used as the DCO for the primary analysis of OS.

All subjects still on study treatment and continuing to derive benefit at the primary completion date of PFS or OS
will continue to follow the study Schedule of Events until the overall end of study (EOS) is reached.

The overall EOS will occur after all subjects have discontinued the study or have died, an alternative study becomes
available for subjects continuing to derive benefit from treatment with DS-1062a where the drug is offered to these
subjects, or the study is discontinued by the Sponsor for other reasons. A final analysis may be conducted at the
overall EOS.
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1.3. Schedules of Events
Table 1.1: Schedule of Events for Screening and Cycles 1 through 3 of the Treatment Period
Assessment SCR® Cycle 1 Cycle 2 Cycle 3  Comments
2 The duration of the Screening Period is up to
Visit Day 2 4 8 15 1 8 15 8 15 28 days, which starts on the day of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
'VTD 3 TE Rand
isit Window 21 |21 ] 2l|lal| 2 | 2
(Days)
Informed . .
pa ¢ A signed and dated ICF must be obtained
onsen ICF| X before any study-specific procedures or
assessments are initiated.
Demographics . Includes: birth date, age at Screening, sex,
and Eligibility Demographies | X race, ethnicity, country
Medical
History X
NSCLC
History X
Inclusion/
Exclusion| X See Section 5 and Section 8.1.
Criteria
Safety See full protocol for details.
® Screening data may be used as C1D1 data if
. . be . . obtained within 72 h of administration of
Vital Signs | X X X X X X X DS-1062a or docetaxel.
© Within 72 h before administration of
DS-1062a or docetaxel.
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Assessment

SCR?

Cycle 1

Cycle 2

Cycle 3

Visit Day

Infusion

Visit Window

(Days)

-28 to
Rand

BI

EOI

15

8

15

15

BI

EOIL

BI

EOIL

Comments

2 The duration of the Screening Period is up to
28 days, which starts on the day of the
signing of the main informed consent form.

+1

+1

+1

42

+2

Sp0

Xh._c

Xc

XC

Measured by pulse oximeter and at the same
time vital signs are measured.

® Screening data may be used as C1D1 data if

obtained within 72 h of administration of
DS-1062a or docetaxel.

© Within 72 h before administration of
DS-1062a or docetaxel.

Physical
Examination
and ECOG PS

Xl:l

XC

XC

Sereening data may be used as C1D1 data if
obtained within 72 h of administration of
DS-1062a or docetaxel.

© Within 72 h before administration of
DS-1062a or docetaxel.

Height

Measured in cm.

Weight

Xl:l

XC

XC

Recorded in kg.

P Screening data may be used as C1D1 data if
obtained within 72 h of administration of
DS-1062a or docetaxel.

© Within 72 h before administration of
DS-1062a or docetaxel.

Ophthalmologic
Assessment

As clinically indicated

Includes a visual acuity test, intraocular
pressure test, slit lamp examination,
fundoscopy, and fluorescein staining.

12-Lead ECG

xd

4 Within 7 days before randomization.

Sereening only, taken in triplicate in close
succession, no more than 5 min apart, and
after at least 5 min of quiet rest in the supine
position.

As clinically indicated for all treatment cycles
(if ECG abnormality is detected, perform in
triplicate).
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Assessment SCR2 Cydle 1 Cycle 2 Cyde 3 Comments
2 The duration of the Screening Period is up to
Visit Day 2 4 8 15 1 8 15 8 15 28 days, which starts on the day of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
Visit Window | 204
tsit Window a1 | 4| e |2 2 |2]| 2 2|2
(Days)
ECHO or Use the same test throughout the study.
MUGA| X © Within 28 days before randomization.
(LVEF) As clinically indicated during treatment.
Laboratory b Screening data may be used as C1D1 data if
Assessments obtained within 72 h of administration of
o DS-1062a or docetaxel.
.C C c
Hematology |~ X X X X © Within 72 h before administration of
DS-1062a or docetaxel.
As clinically indicated during treatment.
® Screening data may be used as C1D1 data if
obtained within 72 h of administration of
Clinical % b - - DS-1062a or docetaxel.
Chemistry © Within 72 h before administration of
DS-1062a or docetaxel.
As clinically indicated during treatment.
Coagulation| X
Urinalysis | X As clinically indicated
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Assessment

SCR?

Cycle 1

Cycle 2

Cycle 3

Visit Day

Infusion

Visit Window

(Days)

-28 to
Rand

BI

EOI

15

15

15

BI |EOI

BI

EOIL

Comments

The duration of the Sereening Period is up to
28 days, which starts on the day of the
signing of the main informed consent form.

+1

+1

+1

42

+2

Pregnancy Test

Xf

X

Xh

Xh

A negative serum pregnancy test during
Screening is required (within 28 days prior to
randomization) for all female subjects of
childbearing potential.

A negative serum/urine (per institutional
procedures) pregnancy test within 72 h
before C1D1 for all female subjects of
childbearing potential is required; a positive
urine test must be confirmed with a serum
pregnancy test. Screening data may be used
as C1D1 data if obtained within 72 h of
administration of DS-1062a or docetaxel.

For subsequent treatment cycles, repeat
pregnancy test (urine or serum per
mstitutional guidelines) within 72 h BI at
each cycle, at EOT, and at the 28-Day Safety
Follow-up visit. A positive urine pregnancy
test must immediately be confirmed using a
serum test.

HIV Ab Test

If required by local regulations or IRB/EC,
subjects should be tested for HIV prior to
randomization. See Exclusion Criterion 13.
HIV antibody test results can be used if
performed within 120 days before enrollment.

HBsAg, HCV
Ab (if HCV Ab
is positive, test
HCV RNA)

Perform required hepatitis B surface antigen
(HBsAg) and hepatitis C virus antibody (HCV
ADb) tests (if HCV Ab is positive, test HCV
RNA). Refer to Section 5.2 for exclusion
criterion regarding HBV and HCV infection.
HBsAg and HCV Ab test results can be used
if performed within 120 days before
enrollment.
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Assessment SCR2 Cydle 1 Cycle 2 Cyde 3 Comments
2 The duration of the Screening Period is up to
Visit Day 1 2| 48|15 1 8 |15 1 8 | 15 | 28 days, which starts on the day of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
Visit Wind Rand
tsit Window a1 | 4| e |2 2 |2]| 2 2|2
(Days)
Unless prohibited by local restrictions, if
subject provides consent, serum samples
should be collected prior to DS-1062a or
COVID-19 X docetaxel infusion.
Sample : .
For subjects with suspected or confirmed
COVID-19 infections, follow the dose
modifications in the full protocol.
Immuneo- Collected only from subjects receiving DS-
genicity (only _ _ _ 1062a.
. . 1 1
in subjects ADA Sample x x X x i Within 8 h BI of DS-1062a.
receiving
DS-1062a)
Priox/ Prior
Concomitant Medications,
Therapies Nondrug| X X
Therapies, and
Radiotherapy
Concomitant
Medications,
Nondrug X
Therapies, and
Radiotherapy
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Assessment SCR2 Cydle 1 Cycle 2 Cyde 3 Comments
2 The duration of the Screening Period is up to
Visit Day 2 4 8 15 1 8 15 8 15 28 d?IYS, which sta_u't'_s on the day of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
I Rand
Visit Window a1 | 4| e |2 2 |2]| 2 2|2
(Days)
Biomarker The subject must undergo a pre-treatment
Samples tumor biopsy procedure during Screening OR
Tumor Biopsy if available, tissue previously retrieved from a
Sample biopsy procedure performed within 2 years
(Archival or prior to the subject signing informed consent
Newly| X may be substituted for the pre-treatment biopsy
Obtained procedure during Screening. See Section 5.1
during and Section 8.1 If a documented law or
Screening) regulation prohibits (or does not approve)
sample collection, then such samples will not
be collected/submitted.
Pharmacogeno Scheduled for C1D1 pre-dose but may be
mies Blood X collected at any time after the first dose of
Sample DS-1062a or docetaxel.
Blood sample
for cfDNA X X X
Blood sample
for predictive X
liquid biopsy
Blood sample Scheduled for C1D1 pre-dose but may be
for WES/WGS X collected at any time after the first dose of
control study treatment.
Plasma sample Additional sample should be collected at time
for ILD X X of suspected ILD onset.
biomarkers
Serum sample Additional sample should be collected at time
for ILD X X of suspected ILD onset.
biomarkers
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Assessment SCR2 Cydle 1 Cycle 2 Cyde 3 Comments
2 The duration of the Screening Period is up to
Visit Day 1 2| 48|15 1 8 |15 1 8 | 15 | 28 days, which starts on the day of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
Visit Window | ™
11t W Incow 2 |4 | a | 2 2| 2| 2 2 | 2
(Days)
Tumor Every 6 weeks (=7 days) from randomization until radiographic disease progression as [ All baseline evaluations should NEVER be
Response and assessed by Investigator, death, lost to follow-up, or withdrawal of consent (regardless performed more than 28 days before
Lung Disease of discontinuing study treatment or starting new anticancer therapy}.k Iandf)llllization and never aﬂler Ira.ndom.ization.
Assessment The same imaging technique (CT or MRI) used to characterize each identified and Addmf)nally, all radlog:aphlc unages
.= . . . including CT and MRI, will be submitted to a
reported lesion at baseline will be used in the subsequent tumor assessments. ST
- central imaging vendor.
One additional tumor assessment performed at 6 weeks (7 days) after X : . . .
o ) Y . . . . Subjects who discontinue treatment without
Investigator-assessed radiographic disease progression will also be required (if BICR : Sy . .
. L= = radiographic disease progression will
has not determined radiographic disease progression). : .
= = continue to undergo tumor assessments every
Radiographic scans will be sent to a central imaging vendor for BICR assessment. If 6 weeks (+7 days) until radiographic discase
. BICR has not determined radiographic disease progression by the time of the 1 progression as assessed by Investigator,
CT/MRI of the additional tumor assessment performed at 6 weeks (£7 days) after Investigator-assessed dea;h: lost to follow-up, or withdrawal of
chest, . | radiographic disease progression, then sites will retrieve and send subject radiographic consent. In addition, all subjects who have
abdomen, and| X! hat are perf d flocal dard clinical ; ! 1vendor : T .
; scans that are performed as part of local standard clinical practice to the central vendor | 1ot had disease progression at the time of the
any Othflf sites until the site is notified by the Sponsor to stop sending additional scans (at time of primary completionudate will continue to be
of disease BICR-assessed radiographic disease progression) OR until 7 months after the date of followed for tumor assessments and survival.
Investigator-assessed PD, whichever occurs first. If BICR determines radiographic
disease progression before the Investigator, sites will not be notified to stop sending
scans until the Investigator determines radiographic disease progression. It is
recommended that sites continue to follow a scanning interval frequency of every 6
weeks (=7 days) during the standard of practice follow-up of the subject as long as it is
not interfering with the subject’s standard of care. BICR results will not be shared with
the site or Investigator.
See Section 8.3.
For further instructions, refer to the Imaging Site Manual which will be provided to the
site.
CT/MRI of the brain at baseline is mandatory for all subjects. Subjects without brain
metastases do not need additional brain scans for tumor assessment unless clinically
CT/MRI of indicated. Subjects with brain metastases at baseline should have brain MRI or CT scan
- Brain X | performed every 6 weeks (7 days) from randomization. Additional brain imaging may

be performed as needed clinically. The same imaging technique (CT or MRI) used to
characterize each identified and reported lesion at baseline will be used in the
subsequent tumor assessments.
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Assessment SCR2 Cydle 1 Cycle 2 Cyde 3 Comments
2 The duration of the Screening Period is up to
Visit Day 1 2| 48|15 1 8 |15 8 | 15 | 28 days, which starts on the day of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
I Rand
Visit Window 21 |21 ] 2l|lal| 2 | 2
(Days)
Bone Scan or Subjects with b01lc metastases at baseline should have bone scan l[bonle s;hltip‘aphy] or - .
1SF FDG 18F FDG PET/CT or CT.-"MIRI every 6 xx’eeks =7 days) from randomization. Bone scan or 18F FDG PET/CT is Ilequ.l.ted at
PET/CT or X | Otherwise, follow—gp bone imaging is Il'equu'ed only if new bpne_ metastases are basel]pe and when disease progression in the
CT/MRI suspected. When disease progression in the bone or new lesllon in the bonel is bone is suspected.
' suspected, 18F FDG PET/CT should be used to determine disease progression.

Study Drug Premedication is required prior to any dose of
DS-1062a and must include antihistamines
and acetaminophen with or without
glucocorticoids.

Subject should remain at the site for at least

1-hour post-infusion for close observation for

possible allergic reactions.

If a subject doesn’t experience any IRR

during or after the first 2 cycles, the post-

infusion observation period can be shortened
Administration to at least 30 minutes for subsequent cycles.

of DS-1062a

Subjects with identified IRR related to the
study drug should be observed post-infusion
for at least 1 hour for the 2 cycles after the
IRR event and for at least 30 minutes at each
subsequent cycle.

The initial dose of DS-1062a will be infused
over approximately 90 min and if there is no
IRR after the initial dose, the next dose of
DS-1062a will be infused over approximately
30 min and if there is an IRR at any time
during treatment, all subsequent doses will be
infused over 90 min.
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Assessment SCR2 Cydle 1 Cycle 2 Cyde 3 Comments
2 The duration of the Screening Period is up to
Visit ]:)ay 2 4 8 15 1 8 15 8 15 28 dﬂYS, which starts on the dﬂ}' of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
Visit Window | 204
tsit Window a1 | 4| e |2 2 |2]| 2 2|2
(Days)
Subjects should be premedicated with oral
corticosteroids. such as dexamethasone 16 mg
per day for 3 days starting 1 day prior to
docetaxel administration.
The subject’s body surface area must be
calculated for the initial dose and then
recalculated, and the docetaxel dose adapted
Administration accordingly before each subsequent cycle.
of Docetaxel X See Section 6.2.2.
Consult the manufacturer’s instructions for
complete preseribing information and follow
mstitutional procedures for the administration
of docetaxel.
For instructions for storage and docetaxel
infusion preparation, consult the study
Pharmacy Manual.
PK Blood I Within 8 h BI of DS-1062a.
i’;;mllz.];; of | Within 1 h after EOI and 5 h (=1 h) after start
- a f infusi fDS-1062a.
Sparse PK : . : of mfusion o
llected only . Xt X X x| X X - .
g:;:i:m:ﬁ: Sampling = Within 30 min after EOI of DS-1062a.
receiving
DS-1062a)
Full PK i Within 8 h BI of DS-1062a.
Sampling® " For 20 subjects of to-be-marketed material.
(on]iy f{tn' _ _ ° Within 30 min after EOI and 3, 5,and 7h
l_sé‘ei{':;; X |[x|x|x|x|x|x]|x X | xa (215 min) after start of DS-1062a infusion.
to-be-marketed P 24 h (£2 h) after the start of Day 1 infusion of
material of DS-1062a.
DS-1062a) 9 Within 1 h after EOI of DS-1062a.
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Assessment SCR2 Cydle 1 Cycle 2 Cyde 3 Comments
2 The duration of the Screening Period is up to
Visit ]:)ay 2 4 8 15 1 8 15 8 15 28 dﬂYS, which starts on the dﬂ}' of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
Visit Window | ™
11t W Incow 2 |4 | a | 2 2| 2| 2 2 | 2
(Days)
PRO " Collected at clinical site at baseline.
Assessments * Collected from home or at the study site on
EORTC-QL - Y
QC% X X® Xt X* | Day 15 (1 day) of Cycles 1 to 5 and odd
cycles thereafter until PD or EOT, whichever
comes first.
Not including questions 36 and 37.
EORTC-QLQ- " « « » T Collected at clinical site at baseline. |
LC13 ! Collected from home or at the study site on
Day 15 (£1 day) of each cycle until PD or
EOT.
" Collected at clinical site at baseline.
* Collected from home or at the study site on
EQ-5D-5L| X* X Xt X* | Day 15 (£1 day) of Cycles 1 to 5 and odd
cycles thereafter until PD or EOT, whichever
comes first.
PRO-CTCAE T Collected at clinical site at baseline.
1-3:24,28-29.| X' xu Xt xe XXX Xt | Xt | X' |v Collected within a 24-hour window on Day 1
51.74 and Day 8, and Day 15 (=1 day).
AEs All non-serious AEs occurring after the

Non-serious
AEs

subject has taken the first dose of study drug
until 35 days after the last dose of study drug
will be recorded in the Adverse Event section
of the eCRF.

See Section 8.4.1 and Section 10.5
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Assessment

SCRe Cydle 1 Cycle 2 Cydle 3 Comments
2 The duration of the Screening Period is up to
Visit Day 2| 48|15 1 8 |15 8 | 15 | 28 days, which starts on the day of the
signing of the main informed consent form.
Infusion| -28to | BI |EOI BI |EOIL BI |EOI
I Rand
Visit Window 21 |21 ] 2l|lal| 2 | 2
(Days)
All SAFs occurring after the subject signs the
ICF and up to 35 days after the last dose of
study drug (ie, the Follow-up Period),
whether observed by the Investigator or
reported by the subject, will be recorded in
SAEs| X X the Adverse Event section of the eCRF.

See Section 8.4.1 and Section 10.5

Y Unless documentation of other AFEs is
required by local regulations, only SAEs
directly related to tumor biopsy will be
recorded during tissue screening.

18F-FDG = 18F-fluorodeoxyglucose; Ab = antibody; ADA = antidrug antibody; AE = adverse event; BI = before infusion; BICR = blinded independent central review; C = cycle;
cfDNA = cell-free deoxyribonueleic acid; COVID-19 = Coronavirus disease 2019; CRO = contract research organization; CT = computed tomography: D = day; EC = ethics
committee; ECG = electrocardiogram; ECHO = echocardiogram; ECOG PS = Eastern Cooperative Oncology Group performance status; eCRF = electronic Case Report Form;
EOI = end of mfusion; EORTC-QLQ-C30 = European Organisation for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire; EORTC-QLQ-LC13 =
European Organisation for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire Lung Cancer-13; EOT = end of treatment; EQ-5D-5L = EuroQoL—5
dimensions—35 levels; EOT = end of treatment; EQ-5D-5L = EuroQol Questionnaire-5 dimensions-5 levels; FVC = forced vital capacity; h = hour; HBV = hepatitis B virus;
HCV = hepatitis C virus; HBsAg = hepatitis B surface antigen; HIV = human immunodeficiency virus; ICF = informed consent form; ILD = interstitial lung disease; IRB =
Institutional Review Board; IRR = infusion-related reaction; LVEF = left ventricular ejection fraction; min = minute; MRI = magnetic resonance imaging; MUGA = multigated
acquisition; NSCLC = non-small cell lung cancer; OCP = oral care protocol; PET = positron emission tomography: PRO ~Patient-reported Outcomes; PRO-CTCAE = Patient-
reported Outcome version of the Common Terminology Criteria for Adverse Events; PK = pharmacokineties; Rand = randomization; SAE = serious adverse event; SCR =
Screening; SpO2 = peripheral oxygen saturation; WES = whole exome sequencing; WGS = whole genome sequencing
Note: For suspected ILD/pneumonitis, treatment with study drug should be delayed pending evaluation.
Evaluations should include:

e  High-resolution CT

e  Pulmonologist consultation (infectious disease consultation as clinically indicated)

e  Bronchoscopy and bronchoalveolar lavage if clinically indicated and feasible

e  Pulmonary function tests (including FVC and CO diffusing capacity) and pulse oximetry (SpO2)

e  Clinical laboratory tests (arterial blood gases if clinically indicated. blood culture, blood cell count, differential white blood cell count, C-reactive protein, and a

COVID-19 test).

e  One blood sample collection for PK analysis as soon as ILD/pneumonitis is suspected, if feasible.
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Note: For prevention of oral mucositis/stomatitis, initiate a daily oral care protocol (OCP) (see Section 6.2.1). The importance of multiple daily mouth rinses during treatment (eg,
prior to dosing) and up to the first follow-up visit should be emphasized.

Note: For prevention of ocular surface toxicity, it should be strongly recommended that subjects avoid the use of contact lenses starting on the day of the first DS-1062a dose and
to use artificial tears (preferably preservative-free) 4 times per day as preventative measure and up to 8 times per day as clinically needed.

Note: Ophthalmologic assessments including visual acuity testing, slit lamp examination, intraocular pressure measurement, fundoscopy, and fluorescein staining will be
performed at screening, as clinically indicated, and at the EOT visit by an ophthalmologist, or if unavailable, another licensed eye care provider.
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Schedule of Events for Cycle 4 and Subsequent Cycles of the Treatment Period, End of Treatment, and

Follow-up Period

Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28 Day Safety Long-Term Comments
Assessment . Follow-up * Survival
Visit Day 1 Follow-up
. (Every
Infusion BI EOI 3 Months)
Visit Window
+2 +7 +7 +14
(Days)
Safety See full protocol for details.
Vital Signs xs X X X ? Within 72 h before administration
of DS-1062a or docetaxel.
P Within 72 h before administration
of DS-1062a or docetaxel.

SpOs® X2 X X X > Measured by pulse oximeter and at
the same time vital signs are
measured.

. Phy51cal Xt P Within 72 h before administration
Examination and X X of DS-1062a docetaxel
ECOGPS ’
X2 Recorded in kg.
Weight X X ? Within 72 h before administration
of DS-1062a or docetaxel.
F Includes a visual acuity test,
Ophthalmologic As clinically indicated X 1.11t1‘aolculellr pressure test, slit-lamp
Assessment® examination, fundoscopy, and
fluorescein staining.
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28-Day Safety Long-Term Comments
Assessment . Follow-up ° Survival
Visit Day 1 Follow-up
. (Every
Infusion BI EOI 3 Months)
Visit Window
e +7 +7 +14
(Days)
& Within 72 h BI of DS-1062a or
docetaxel.
¢ Every 4 cycles BI of DS-1062a or
docetaxel. As clinically indicated
def £
12-Lead ECG Xee X xt for all other treatment cyeles (if
ECG abnormality is detected,
perform in triplicate).
f Single ECG only.
Use the same test throughout the
ECHO/MUGA . study.
(LVEF) As clinically indicated during
treatment.
Laboratory ? Within 72 h before administration
Assessments of DS-1062a or docetaxel.
Hematology X2 X X .. . .
As clinieally indicated during
treatment.
P Within 72 h before administration
Clinical Chenm xa . - of DS-1062a or docetaxel.
tr
real Hhemsy As clinically indicated during
treatment.
Urinalysis As clinically indicated

Proprietary and Confidential
Page 43



Protocol DS1062-A-U301
Version 5.0, 09 OCT 2023

Assessment

Cycle 4 and Subsequent

Cycles

EOT Follow-up EOS

28-Day Safety Long-Term Comments

Visit Day

1

Follow-up * Survival
Follow-up

Infusion

BI

(Every

EOI 3 Months)

Visit Window
(Days)

+2

+7 +7 +14

Pregnancy Test

For all female subjects of
childbearing potential, a positive
urine pregnancy test must
immediately be confirmed using a
X X serum test. Repeat pregnancy test
(urine or serum per institutional
guidelines) within 72 h BI at each
cycle, at EOT, and at the 28-Day
Safety Follow-up visit.

COVID-19 Sample

Unless prohibited by local
restrictions, if subject provides
consent, serum samples should be
collected prior to DS-1062a or
docetaxel infusion.

X Starting at Cycle 5 Day 1 and every
4 cycles thereafter.

For subjects with suspected or
confirmed COVID-19 infections,
follow the dose modifications in the
full protoeol.
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28-Day Safety Long-Term Comments
Assessment . Follow-up * Survival
Visit Day 1 ey
. (Every
Infusion BI EOI 3 Months)
Visit Window
(Days) +2 +7 +7 +14

Immunogenicity
(only in subjects
receiving

DS-1062a) Collected only from subjects
receiving DS-1062a.
¢ Within 8 h BI of DS-1062a.
ADA Sample xde X Xh X [F Every 2 cycles from C4 to C8 (ie.
C4, C6, and C8) then every
4 cycles from C8 to EOT (ie, C8,
C12, C16, etc.)
" Footnote no longer being used.
Concomitant Concomitant
Therapies Medications, X
Nondrug Therapies,
and Radiotherapy
Biomarker . :
Before infusion
Sample Blood Sample for at C6D1 and X

cfDNA

C9D1 only

Plasma for ILD

. Additional sample should be collected at time of suspected ILD onset.
Biomarkers

Serum for ILD

. Additional sample should be collected at time of suspected ILD onset.
Biomarkers
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28-Day Safety Long-Term Comments
Follow-up ° Survival
Assessment Visit Day 1 p Follow ap
very
Infusion BI EOI 3 gEflonrt'l})s)
Visit Window ) 7 7 414
(Days)
Tumor Response Every 6 weeks (=7 days) from randomization until radiographic
and Lung disease progression as assessed by Investigator, death, lost to
Disease follow-up, or withdrawal of consent (regardless of discontinuing
Assessment! study treatment or starting new anticancer therapy).
The same imaging technique (CT or MRI) used to characterize each
identified and reported lesion at baseline will be used in the
subsequent tumor assessments. .
One additional tumor assessment performed at 6 weeks (=7 days) ' Alll 1mages l.nlcludmg CT and MRI
after Investigator-assessed radiographic disease progression will also ?“ll l:?e submitted to a central
be required (if BICR has not determined radiographic disease imaging vendor.
progression). Subjects who discontinued
Radiographic scans will be sent to a central imaging vendor for treatment w1th01}t ra dlf:' graph.lc
BICR assessment. If BICR has not determined radiographic disease discase progression will continue
progression by the time of the 1 additional tumor assessment to undergo tumor assessments
CT/MRI of the chest. | Performed at 6 weeks (+7 days) after Investigator-assessed ":‘:iry 6 wl?kz'(ﬂ‘ day?) “‘ntlll
abdomen, and any radiographic disease progression, then sites will retrieve and send xi raciograpiuc disease progression

other sites of disease

subject radiographic scans that are performed as part of local
standard clinical practice to the central vendor until site is notified
by the Sponsor to stop sending additional scans (at time of BICR-
assessed radiographic disease progression) OR until 7 months after
the date of Investigator-assessed radiographic disease progression,
whichever occurs first. If BICR determines radiographic disease
progression before the Investigator, sites will not be notified to stop
sending scans until the Investigator determines radiographic disease
progression. It is recommended that sites continue to follow a
scanning interval frequency of every 6 weeks (£7 days) during the
standard of practice follow-up of the subject as long as it is not
interfering with the subject’s standard of care. BICR results will not
be shared with the site or Investigator.

See Section 8.3.

For further instructions, refer to the Imaging Site Manual which will
be provided to the site.

as assessed by Investigator, death,
lost to follow-up, or withdrawal of
consent.

In addition, all subjects who have not
had disease progression at the time
of the primary completion date
will continue to be followed for
tumor assessments and survival.
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28 Day Safety Long-Term Comments
Assessment o Follow-up * Survival
Visit Day 1 Follow-up
: (Every
Infusion BI EOI 3 Months)
Visit Window ) 7 7 414
(Days)
Subjects with brain metastases at
baseline who discontinued
treatment without radiographic
disease progression will continue
Subjects with brain metastases at baseline should have brain MRI or tO_llrldEl‘ng) bl:auzltMc]iu or CT_ISCE'HS
CT scan performed every 6 weeks (=7 days) from randomization. f:\.-e.ry 6 wee S_( 7 ay?) 11‘nt1 ,
Additional brain imaging may be performed as needed clinically. radiographic dlsea_lse progression
CT/MRI of Brain | The same imaging technique (CT or MRI) used to characterize each Xk ?S asse?f;‘ b?( Lﬂ"es"tlgiﬁ?: dealth.f
identified and reported lesion at baseline will be used in the ost to follow -up. or withdrawal o
subsequent tumor assessments. consent. In addition, all subjects
with brain metastases at baseline
who have not had disease
progression at the time of the
primary completion date will
continue to be followed for tumor
assessments and survival.
Subjects with bone metastases at
baseline who discontinued
treatment without radiographic
disease progression will continue
to undergo bone scan or18F FDG
Subjects with bone metastases at baseline should have bone scan ?ﬂ]:E?Tdor (;TL;:IRI erry éﬁf'eeks
(bone scintigraphy) or 18F FDG PET/CT or CT/MRI every 6 weeks _/ Gays) uni radiograpiie
Bone Scan or (£7 days) from randomization. Otherwise, follow-up bone imagin disease progression as assessed by
18F-FDG PET/CT Y ) i b gmng x! Investigator, death, lost to follow-

or CT/MRI

is required only if new bone metastases are suspected. When disease
progression in the bone or new lesion in the bone is suspected, 18F
FDG PET/CT should be used to determine disease progression.

up, or withdrawal of consent. In
addition, all subjects with bone
metastases at baseline who have
not had disease progression at the
time of the primary completion
date will continue to be followed
for tumor assessments and
survival.
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28-Day Safety Long-Term Comments
Follow-up ° Survival
Assessment Visit Day 1 p Follow ap
very
Infusion BI EOI 3 I\(Ef[onrt'l}]s)
Visit Window ) 7 7 414
(Days)

Study Drug Premedication is required prior to
any dose of DS-1062a and must
include antihistamines and,
acetaminophen with or without
glucocorticoids.

Subject should remain at the site
for at least 1-hour post infusion for
close observation for possible
allergic reactions.
Administration of X Ifa subj;ct doesn’t experience any
DS-1062a IRR during or after the first 2

cycles, the post-infusion
observation period can be
shortened to at least 30 minutes for
subsequent cycles. Subjects with
identified IRR related to the study
drug should be observed post-
infusion for at least 1 hour for the 2
cycles after the IRR event and for
at least 30 minutes at each
subsequent cycle.
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Cycle 4 and Subsequent EOT Follow-up EOS

Cycles 28-Day Safety Long-Term Comments
Follow-up °© Survival
Assessment Visit Day 1 P Follow-up

. (Every
Infusion BI EOI 3 Months)

Visit Window

+2 +7 +7 +14
(Days)

Subjects should be premedicated
with oral corticosteroids, such as
dexamethasone 16 mg per day for
3 days starting 1 day prior to
docetaxel administration.

The subject’s body surface area
must be calculated for the initial
dose and then recalculated, and the
docetaxel dose adapted

o accordingly before each
Administration of X subsequent cycle.
Docetaxel See Section 6.2.2.

Consult the manufacturer’s
instructions for complete
prescribing information and follow
institutional procedures for the
administration of docetaxel

For instructions for storage and
docetaxel infusion preparation,
consult the study Pharmacy
Manual.

PK Blood
Samples of @ Within § h BI of DS-1062a.

DS-1062a Sparse PK 2 C4, C6, and C8 only. No PK
(Collected Only Sampling sampling after C8.

from Subjects " Within 1 h after EOI of DS-1062a.

xdm Xma
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28-Day Safety Long-Term Comments
Follow-up ° Survival
Assessment Visit Day 1 P Follow ap
very
Infusion BI EOI 3 I\(Ef[onrt'l}]s)
Visit Window ) 7 7 414
(Days)
Receiving .
Full PK Sampling .
DS-1062a) (only for subjects @ Within 8§ h BI of DS-1062a.
receiving xim xma ™ C4. C6. and C8 only. No PK
to-be-marketed sampling after C8.
material of P Within 1 h after EOI of DS-1062a.
DS-1062a)

AEs All non-serious AEs occurring after
the subject has taken the first dose
of study drug until 35 days after the

Non-serious AFs X last dose of study drug will be
recorded in the Adverse Event
section of the eCRF.

See Section 8.4.1 and Section 10.5
All SAEs occurring after the subject
signs the ICF and up to 35 days
after the last dose of study drug (ie,
the Follow-up Period), whether
observed by the Investigator or
reported by the subject, will be

SAFs X x° recorded in the Adverse Event

section of the eCRF.

° Only SAEs considered related by
the Investigator should be reported
during Long-Term Survival
Follow-up.

See Section 8.4.1 and Section 10.5
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28-Day Safety Long-Term Comments
Assessment . Follow-up * Survival
Visit Day 1 Follow-up
: (Every
Infusion BI EOI 3 Months)
Visit Window ) 7 7 414
(Days)

oS In cases where subject withdraws
consent and refuses to undergo any
further study procedures, subjects
will be asked to be followed for
long-term survival only (eg, study

Survival FU X personnel contacting the subject by

telephone). Subjects who agree to
survival follow-up only will be
documented by the site in the source
document and in the eCRF.
See Section 7.2.

PRO Assessment P Collected from home or at the

EORTC-QLQ-C30

X at Day 15 of C4, then
collected on odd number cycles X Xp
thereafter (5, 7, 9, ete.)P

study site at C4 and then every
odd number cycle on Day 15 (+1
day) until PD or EOT and then
once more at EQOT +90 days over a
window of 14 days (ie, £7 days
from EOT +90 days).

EORTC-QLQ-LC13

X at Day 15 of every cycle X4 X4

A Collected from home or at the study
site at every cycle on Day 15 (+1
day) until PD or EOT and then
once more at EOT +90 days over a
window of 14 days (ie. =7 days
from EOT +90 days).

EQ-5D-5L

X at Day 15 of C4, then
collected on odd number cycles X Xr
thereafter (5, 7, 9, ete.)P

P Collected from home or at the
study site at C4 and then every
odd number cycle on Day 15 (+1
day) until PD or EOT and then
once more at EOT +90 days over a
window of 14 days (ie, =7 days
from EOT +90 days).
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Cycle 4 and Subsequent EOT Follow-up EOS
Cycles 28-Day Safety Long-Term Comments
Follow-up * Survival
Assessment Visit Day 1 P Follow ap
very
Infusion BI EOI 3 gEflonrt'l})s)
Visit Window ) 7 7 414
(Days)
F Collected from home at every
PRO-CTCAE cyele within a 24-hour window on
. 8, 5
1-3; 24; 28-29; 51, Xat Dgyzlle's a?‘ad 15 of X X Day 1 and Day 8. and Day 15
74 gh (=1 day) until PD or EOT, or up to
C10, whichever comes first.
Reason for Treatment x
Discontinuation
Reason for Study Discontinuation X

18F-FDG = 18F-fluorodeoxyglucose; ADA = antidrug antibody: AE = adverse event; BI = before infusion; BICR = blinded independent central review; C = Cycle; ¢fDNA = cell-
free deoxyribonucleic acid; CO = carbon monoxide; COVID-19 = Coronavirus disease 2019; CRO = contract research organization; CT = computed tomography; D = Day;
ECG = electrocardiogram; ECHO = echocardiogram; ECOG PS = Eastern Cooperative Oncology Group performance status; eCRF = electronic Case Report Form; EOI = end of
mfusion; EORTC-QLQ-C30 = European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire; EORTC-QLQ-LC13 = European Organisation for
Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire Lung Cancer- EOS = end of study; EOT = end of treatment; EQ-5D-5L = EuroQoL—5 dimensions—5
levels FU = follow-up; FVC = forced vital capacity; h = hour; IRR = infusion-related reaction; ILD = mterstitial lung disease: LVEF = left ventricular ejection fraction; MRI =
magnetic resonance imaging: MUGA = multigated acquisition; OCP = oral care protocol; OS = overall survival; PET = positron emission tomography; PD = progressive disease;
PRO = Patient-reported Outcomes; PRO-CTCAE = Patient-reported Outcomes version of the Common Terminology Criteria for Adverse Events; PK = pharmacokinetics;
SAE = serious adverse event; SpO2 = peripheral oxygen saturation.
s. 28 days (+7 days) after the last study drug administration or before starting new anticancer treatment, whichever comes first. If the day of discontinuation is over 35 days from
last study drug administration, this 28-day follow-up assessment is not needed.
Note: For suspected ILD/pneumonitis, study drug should be delayed pending evaluation.
Evaluations should include:
e  High-resolution CT
Pulmonologist consultation (Infectious Disease consultation as clinically indicated)
Bronchoscopy and bronchoalveolar lavage if clinieally indicated and feasible
Pulmonary function tests (including FVC and CO diffusing capacity) and pulse oximetry (SpO2)
Clinical laboratory tests (arterial blood gases if clinically indicated, blood culture, blood cell count, differential white blood cell count. C-reactive protein, and a
COVID-19 test).
e  One blood sample collection for PK analysis as soon as ILD/pneumonitis is suspected, if feasible.
Note: For prevention of oral mucositis/stomatitis, initiate a daily OCP (see Section 6.2.1). The importance of multiple daily mouth rinses during treatment (eg, prior to dosing) and
up to the first follow-up visit should be emphasized.
Note: For prevention of ocular surface toxicity, it should be strongly recommended that subjects avoid the use of contact lenses starting on the day of the first DS-1062a dose and
to use artificial tears (preferably preservative-free) 4 times per day as preventative measure and up to 8 times per day as clinically needed.
Note: Ophthalmologic assessments including visual acuity testing, slit lamp examination, intraocular pressure measurement, fundoscopy, and fluorescein staining will be
performed at screening, as clinically indicated, and at the EOT visit by an ophthalmologist, or if unavailable, another licensed eye care provider.
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2. INTRODUCTION

2.1. Background
2.1.1. Non-Small Cell Lung Cancer

Lung cancer is the most common cancer and the leading cause of cancer-related mortality
worldwide, with an estimated 2.1 million new cases of lung cancer in 2018 (11.6% of all new
cases) and 1.8 million deaths (18.4% of all cancer deaths) globally based on GLOBOCAN data.!
Advances in early detection of lung cancer have been slow, and more than half of lung cancers
are still diagnosed at an advanced stage.> Only 18.6% of all patients with lung cancer are alive

5 years or more after diagnosis.> Non-small cell lung cancer (NSCLC) accounts for 80% to 85%
of all lung cancers.*

The introduction of targeted therapies and checkpoint inhibitors in recent years has improved the
treatment landscape and patients with metastatic NSCLC are now surviving longer.>® A number
of genomic alterations that have an impact on therapy selection have been identified in NSCLC
and molecular testing is part of the standard of care in the evaluation of NSCLC.® These include
epidermal growth factor receptor (EGFR) gene mutations, anaplastic lymphoma kinase (ALK)
gene rearrangements, ROS proto-oncogene 1 (ROS1) rearrangements, neurotrophic tyrosine
receptor kinase (NTRK) gene fusions, and proto-oncogene B-raf (BRAF) point mutations.°

The expression of programmed cell death ligand 1 (PD-L1) is often assessed to select patients for
immune checkpoint inhibitors.® For patients with metastatic NSCLC, negative test results for
EGFR and ALK, and PD-L1 levels of 50% or more (approximately 27% of patients), the
National Comprehensive Cancer Network (NCCN) guidelines® recommend the immune
checkpoint inhibitor pembrolizumab monotherapy in first-line therapy. The recommended
first-line option for patients with metastatic NSCLC, negative or unknown test results for EGFR
and ALK, and PD-L1 expression levels of 1% to 49% (approximately 32% of patients) depends
on the background histology: for patients with nonsquamous NSCLC, the standard of care is a
combination regimen of pembrolizumab plus carboplatin/cisplatin plus pemetrexed based on the
results from the KEYNOTE-189 study.” For patients with squamous NSCLC, the standard of
care is a combination regimen of pembrolizumab plus carboplatin plus paclitaxel (or nab
paclitaxel) based on results from the KEYNOTE-407 study.® For patients with less than 1%
expression of PD-L1, first-line therapy usually includes platinum-based chemotherapy with or
without immunotherapy.’

Among patients relapsing or progressing after frontline platinum-containing doublet therapy, the
Checkmate-017 and -057 studies demonstrated superior OS of nivolumab over docetaxel
monotherapy in patients with squamous and nonsquamous NSCLC, respectively.”!® Notably,
the median progression-free survival (PFS) of the docetaxel control arms were 2.8 months and
4.2 months, respectively, and the median OS were 6.0 months and 9.4 months, respectively.”!°

As a result of these and similar studies, patients with NSCLC generally receive platinum
doublets and immune checkpoint inhibitors, either in combination or in sequence, as the first 1 or
2 lines of therapy. None of these therapies, however, are considered curative, and once patients
have progressed after them, therapeutic options are generally limited to cytotoxic agents
deployed as monotherapy, and median survival times are less than 1 year. In the multicenter,
double-blind, randomized Phase 3 study (REVEL)!! of docetaxel plus ramucirumab or placebo
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as second-line treatment for patients with Stage IV NSCLC after platinum-based therapy, the
median OS for patients treated with ramucirumab plus docetaxel versus those treated with
placebo plus docetaxel was 10.5 months versus 9.1 months, respectively, and the median PFS
was 4.5 months versus 3.0 months, respectively.'® However, the addition of ramucirumab to
docetaxel adds significant toxicities and the relevance of the results to a population that has
failed prior immune checkpoint inhibitors remains unclear. As such, global usage of
ramucirumab with docetaxel remains limited, despite broad regulatory approval.

For patients who have actionable genomic alterations (eg, EGFR, ALK, ROS1, BRAF, MET
exon 14 skipping, or RET kinase inhibitors), targeted therapies are recommended during the
course of treatment as systemic treatments for the subset of patients with NSCLC whose tumors
have driver genomic alterations. However, once patients have developed acquired resistance to
the various targeted therapies and platinum-based chemotherapy, there are limited treatment
options.

Docetaxel monotherapy remains perhaps the most widely used treatment for patients whose
NSCLC has progressed after platinum-based chemotherapy and immune checkpoint inhibitors
(in the case of NSCLC without AGA), or targeted therapies (in the case of NSCLC with AGA),
consistent with NCCN guidelines.® The Checkmate 017, Checkmate 057, and REVEL studies
suggest that these patients have median PFS of 3 months to 4 months and median survival of

6 months to 9 months. Therefore, there remains significant unmet need in patients with
advanced or metastatic NSCLC.

2.1.2. DS-1062a

Trophoblast cell surface protein 2 (TROP2), also known as tumor-associated calcium signal
transducer 2, is a 36-kDa single-pass transmembrane protein expressed primarily in a variety of
epithelial cells. TROP2 has several binding partners, including claudin 1, claudin 7, cyclin D1,
protein kinase C, phosphatidylinositol 4,5 biphosphate, and insulin-like growth factor 1. TROP2
is highly expressed in various epithelial tumors, including NSCLC.'> TROP-2 expression has
been correlated with aggressive tumor behavior and has been used as a prognostic factor in
several types of cancer.!%!314

DS-1062a (datopotamab deruxtecan; Dato-DXd) is an antibody-drug conjugate (ADC) that
comprises a recombinant humanized anti TROP2 immunoglobulin 1 monoclonal antibody,
MAAP-9001a, which is covalently conjugated to a drug linker, MAAA-1162a, via thioether
bonds. The released drug, MAAA-1181a, inhibits DNA topoisomerase I and leads to apoptosis
of the target cells. To date, there have not been any registrational studies for TROP2-directed
ADC:s in the advanced or metastatic setting for NSCLC.

2.2 Study Rationale

DS-1062a is a TROP2-targeted antibody and topoisomerase I inhibitor conjugate. High
expression levels of TROP2 have been reported in NSCLC!>!¢ and other solid tumors'” and have
been shown to indicate a poor prognosis for these patients.'?

DS-1062a showed antitumor activity in both in vitro and in vivo nonclinical studies and a mean
terminal half-life (t1/2) of 4.62 days (6.0 mg/kg) in humans, which allows a once-every-3-weeks
(Q3W) dosing schedule.'®
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Clinical data are available from the ongoing Phase 1 first-in-human study, DS1062-A-J101,
evaluating escalating doses of DS-1062a (0.27 mg/kg to 10.0 mg/kg) in unselected subjects with
advanced NSCLC relapsed or refractory to standard of care therapy. As described in the IB,'®
dose-limiting toxicities occurred in 3 subjects: 2 subjects at 10.0 mg/kg (1 subject with Grade 3
stomatitis and 1 subject with Grade 3 mucosal inflammation), and 1 subject at 6.0 mg/kg

(Grade 3 maculo-papular rash). The maximum tolerated dose (MTD) was determined at

8.0 mg/kg.

As of the data cutoff (DCO) date of 04 Sep 2020, data are available for 208 subjects treated with
DS-1062a in the 0.27 mg/kg to 10.0 mg/kg Q3W cohorts, including 50 subjects treated at

4.0 mg/kg, 46 subjects at 6.0 mg/kg, and 82 subjects at 8.0 mg/kg doses.!® The median duration
of treatment was 2.76 months (range: 0.7 to 20.0) across all doses; 2.09 months (range: 0.7 to
20.0) in the 4.0 mg/kg dose group; 2.07 months (range: 0.7 to 19.7 months) in the 6.0 mg/kg
dose group; and 3.19 months (range: 0.7 to 13.5 months) in the 8.0 mg/kg dose group. As of the
DCO, study treatment was ongoing in 72 subjects at the 4.0 mg/kg, 6.0 mg/kg, and 8.0 mg/kg
dose levels.

As of the DCO date of 04 Sep 2020, 189 subjects were evaluable for response assessments,
defined as subjects who received at least 1 dose of DS-1062a and had pre-treatment and at least

1 post-treatment tumor assessment or discontinued from study treatment.'® The overall response
rate (ORR) by blinded independent central review (BICR) was 17.5% (7 PR in 40 subjects) in
the 4.0 mg/kg dose group, 15.4% (6 partial responses [PRs] in 39 subjects) in the 6.0 mg/kg dose
group, and 23.8% (19 PRs in 80 subjects) in the 8.0 mg/kg dose group. The disease control rate
(DCR) was 72.5% (7 PRs and 21 stable diseases [SDs] in 40 subjects) in the 4.0 mg/kg dose
group, 66.7% (6 PRs and 18 SDs in 39 subjects) in the 6.0 mg/kg dose group, and 80.0% (19 PRs
and 43 SDs in 80 subjects) in the 8.0 mg/kg dose group. Results for DS-1062a among NSCLC
subjects with AGA have become available with a DCO of 06 Apr 2021. The ORR by BICR was
35.3% (12/34 [95% CI, 19.7-53.5]) among the 34 subjects treated with DS-1062a at doses of

4, 6, or 8 mg/kg. The overall DCR was 82.4%, and the median DoR was 9.5 months (95% CI,
3.3-NE) in this subgroup. These results support the inclusion of NSCLC subjects with AGA into
this Phase 3 study.*?

As of 04 Sep 2020, treatment-emergent adverse events (TEAEs) were reported in 199 (96%) of
208 subjects, including 48 (96%) of 50 subjects in the 4.0 mg/kg dose group, 42 (91%) of

46 subjects in the 6.0 mg/kg dose group, and 81 (99%) of 82 subjects in the 8.0 mg/kg dose
group.'® The most frequent (>20% of subjects) TEAEs across all doses, all grades, regardless of
dose and causality were: nausea (47%), stomatitis (39%), fatigue (34%), alopecia (34%),
decreased appetite (25%), vomiting (23%), and constipation (21%).

A total of 89 (43%) of 208 subjects experienced at least 1 >Grade 3 TEAE regardless of
causality including 11 (22%) of 50 subjects in the 4.0 mg/kg dose group, 17 (37%) of 46 subjects
in the 6.0 mg/kg dose group, and 46 (56%) of 82 subjects in the 8.0 mg/kg dose group. The
frequency of >Grade 3 TEAEs appears to be dose-related (22%, 4.0 mg/kg; 37%, 6.0 mg/kg; and
56%, 8.0 mg/kg dose group).

Forty-two (20%) of 208 subjects experienced >Grade 3 TEAESs assessed by the Investigator as
study drug related, including 5 (10%) of 50 subjects in the -4.0 mg/kg dose group, 7 (15%) of
46 subjects in the 6.0 mg/kg dose group, and 27 (33%) of 82 subjects in the 8.0 mg/kg dose
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group.'® A dose-related effect was noted with an observed increase in the proportion of subjects
reporting >Grade 3 TEAEs assessed by the Investigator as study drug related with a higher dose
of DS-1062a compared with the lower dose groups. The most frequently reported >Grade 3
TEAE (=5 subjects) assessed by the Investigator as study drug-related across all doses was
mucosal inflammation (6 subjects [3%]).

A numeric increase by dose was observed in TEAEs associated with study drug withdrawal,
reduction, and interruption (4.0 mg/kg compared to 6.0 mg/kg or 8.0 mg/kg). A total of

20 (10%) of 208 subjects experienced TEAEs associated with study drug withdrawal, including
4 (8%) of 50 subjects in the 4.0 mg/kg dose group, 4.0 (9%) of 46 subjects in the 6.0 mg/kg dose
group, and 12 (15%) of 82 subjects in the 8.0 mg/kg dose group. The most frequent TEAE
across all doses leading to study drug withdrawal was pneumonitis (8 subjects [4%]). A total of
35 (17%) of 208 subjects experienced TEAEs associated with dose reduction, including 1 (2%)
of 50 subjects in the 4.0 mg/kg dose group, 4 (9%) of 46 subjects in the 6.0 mg/kg dose group,
and 25 (31%) of 82 subjects in the 8.0 mg/kg dose group. The most frequent (>5 subjects)
TEAESs associated with dose reduction across all doses were stomatitis (12 subjects [6%]) and
mucosal inflammation (7 subjects [3%]). A total of 28 (14%) of 208 subjects experienced
TEAESs associated with dose interruption including 2 (4%) of 50 subjects in the 4.0 mg/kg dose
group, 9 (20%) of 46 subjects in the 6.0 mg/kg dose group, and 16 (20%) of 82 subjects in the
8.0 mg/kg dose group. The most frequent (>4 subjects) TEAEs across all doses associated with
dose interruption were lung infection and pneumonitis (4 subjects [2%] each).

As of 04 Sep 2020 across all doses, there were 14 subjects (7%) with interstitial lung disease
(ILD)/pneumonitis events that were independently adjudicated as drug-related: 12 subjects
(15%) on 8.0 mg/kg, 1 subject (2%) on 6.0 mg/kg, and 1 subject (2%) on 4.0 mg/kg. Of the

14 subjects with events adjudicated as drug-related ILD, 3 (1%) who had Grade 5 events; these
3 subjects were in the 8.0 mg/kg dose group.

Across all doses, 40 (19%) of 208 subjects treated have experienced TEAEs of infusion-related
reaction.'® All events of infusion-related reaction, were Grade 1 or Grade 2 except for 2 Grade 3
events (1 at 4.0 mg/kg and 1 at 6.0 mg/kg). All occurred during Cycle 1 or 2 of study treatment
and were manageable.

ILD/pneumonitis is an important identified risk for DS-1062a. Other identified risks include
IRR, fatigue, anaemia, stomatitis/mucosal inflammation, diarrhoea, nausea, decreased appetite,
alopecia, vomiting, dry eye, and rash/rash maculopapular. Potential risks include keratitis, skin
pigmentation, AST increased, ALT increased, and constipation. Adverse events of special
interest (AESIs) include ILD/pneumonitis, stomatitis/mucosal inflammation, infusion-related
reaction, and ocular surface toxicity. Established treatment guidelines are in place to manage
these and other toxicities associated with DS-1062a.

Refer to the most recent IB for additional DS-1062a information.'®

There is a significant unmet medical need for patients with advanced or metastatic NSCLC after
receiving platinum-based chemotherapy and an a (anti)-programmed cell death 1
(PD-1)/a-PD-L1 monoclonal antibody (patients without actionable genomic alterations) or with
additional lines of target therapy specific to actionable genomic alterations (patients with
actionable genomic alterations). DS-1062a has the potential to offer a treatment option for
patients with advanced or metastatic NSCLC with and without actionable genomic alterations.
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This Phase 3 study will be conducted to evaluate the efficacy and safety of DS-1062a versus
control treatment with docetaxel in this population. Docetaxel is a microtubule inhibitor that is
approved globally as a single agent for the treatment of locally advanced or metastatic NSCLC
after failure of prior platinum-based chemotherapy.®%1%:19:20.21

2.3. Benefit and Risk Assessment

A total of 208 subjects have been treated with DS-1062a in the ongoing DS1062-A-J101 Phase 1
study.!® Data from this study show efficacy across dose groups with tumor responses observed
at starting doses of 4.0-, 6.0-, and 8.0-mg/kg and an acceptable and manageable toxicity profile.
As of the DCO date of 04 Sep 2020, DS-1062a has demonstrated response rates across these

3 dose cohorts with confirmed and durable responses as described in Section 2.2.

Based on cumulative review of safety data, important identified risks for DS-1062a are
ILD/pneumonitis. Other identified risks include IRR, fatigue, anaemia, stomatitis/mucosal
inflammation, diarrhoea, nausea, decreased appetite, alopecia, vomiting, dry eye, and rash/rash
maculopapular. The potential risks include keratitis, skin pigmentation, AST increased, ALT
increased, and constipation.

The identified/potential risks have been generally manageable through dose modification and
routine clinical practice. As with any therapeutic antibodies, there is a possibility of IRRs and
immune responses causing allergic or anaphylactic reactions of DS-1062a.

In the DS-1062a clinical program, inclusion/exclusion criteria and monitoring/management
guidelines are currently included in the study protocols to mitigate the identified and potential
risks of DS-1062a, including the important identified risk of ILD/pneumonitis.

Potential ILD cases are monitored closely for signs/symptoms of ILD and reviewed by an
independent ILD Adjudication Committee (AC) established for the DS-1062a program. The
study protocols include detailed dose modification and supportive care guidelines for the
proactive management of ILD. In the ongoing DS1062-A-J101 Phase 1 study, the majority of
drug-induced ILD occurred at 8.0 mg/kg.

Infusion-related reactions are also monitored closely in the DS-1062a clinical program. Protocol
eligibility criteria excluding potential subjects with a history of hypersensitivities reaction to any
of the DS-1062a excipients, guidance on required premedication, and detailed dose modification
guidelines are provided to mitigate the risk of IRR. In the ongoing DS1062-A-J101 Phase 1
study, all observed IRR, except for one Grade 3 event, have been mild or moderate, and
manageable by close observation and dose modification.

Overall, the DS-1062a safety profile remains acceptable and manageable and supports continued
clinical development of DS-1062a in NSCLC. Ongoing review of emerging Phase 1 study data
has allowed a closer evaluation of benefit:risk by dose. Based on the most recent review of
safety and efficacy data, DS-1062a is less tolerated at the 8.0 mg/kg dose compared to the

4.0 mg/kg and 6.0 mg/kg doses, and thus, 8.0 mg/kg is not an optimal dose for further
evaluation. In addition, DS-1062a at the 6.0 mg/kg dose has a more favorable benefit:risk profile
compared with that of the 8.0 mg/kg and 4.0 mg/kg doses, respectively. Subject to continual
review of emerging data, current evaluation of benefit:risk supports the selection of 6.0 mg/kg as
the optimal dose for further development of DS-1062a in patients with advanced or metastatic
NSCLC.
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For additional information on justification for dose selected in this study, see Section 4.3.
2.3.1. Benefit-Risk in Regard to COVID-19

With the emergence of the Coronavirus disease 2019 (COVID-19) comes an increased safety
risk for all subjects. As a result of the potential impact of COVID-19 on the lung, the Sponsor
has developed a monitoring plan to limit and manage the potential risk of COVID-19 to
DS-1062a and docetaxel study subjects. For any subjects with suspected or confirmed
COVID-19, study treatment will be delayed until they fully recover for treatment resumption (as
outlined in the dose modification guidance; Section 6.5). All clinical study protocols have been
updated to include language on dose modification for COVID-19.

As the subjects included in this study are at high risk of recurrence, and improved therapies are
still needed for this population, the Sponsor considers the potential benefit of DS-1062a for
subjects in this study outweighs any potential risks associated with COVID-19.
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3. OBJECTIVES, OUTCOME MEASURES, AND ENDPOINTS

The objectives, definitions of associated endpoints, and applicable outcome measures are
described in Table 3.1. Further requirements for the endpoint analyses and censoring rules,
where applicable, can be found in Section 9.5.1 (efficacy assessments), Section 9.5.2 (safety
assessments), and Section 9.5.3 (other analyses).

Table 3.1 lists the primary and secondary study objectives and endpoints that have outcome

measures.

Table 3.1: Description of Objectives, Outcome Measures, and Endpoints
Objectives | Outcome Measure | Endpoints | Category
Primary
To compare the efficacy of Title: PFS PFS is defined as the Efficacy
DS-1062a with that of Description: time from
docetaxel, as measured by PFS as assessed by BICR randomization to the
PFS and OS, for subjects per RECIST v1.1. earlier of the dates of
with NSCLC with or without Time fr . the first radiographic
actionable genomic A:Tlf tl.ame .f the pri disease progression or
alterations © time of the prmary death due to any cause.

analysis of PFS.
Title: OS OS is defined as the Efficacy
Description: OS time f“o_m ]
Time frame: randomization to death
At the time of the primary due to any cause.
analyses of PFS and OS.
Secondary
To further evaluate the Title: PFS PFS is defined as the Efficacy
efficacy of DS-1062a Description: time from
compared with docetaxel PFS as assessed by randomization to the
Investigator per earlier of the dates of
RECIST v1.1. the first radiographic
. disease progression or
Time fl.ame. . death due to any cause.
At the time of the primary
analyses of PFS and OS.
Title: ORR ORR is defined as the | Efficacy
Description: proportion of subjects
ORR as assessed by BICR who achieved a BOR
and Investigator per of CR or PR.
RECIST v1.1.
Time frame:
At the time of the primary
analyses of PFS and OS.
Title: DoR DoR is defined as the Efficacy
Description: time from the date of
DoR as assessed by BICR the first documentation
and Investigator per of objective response
RECIST v1.1. (CR or PR) to the date
of the first
radiographic disease
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Objectives Outcome Measure Endpoints Category
Time frame: progression or death
At the time of the primary due to any cause,
analyses of PFS and OS. whichever occurs first.
Title: DCR DCR is defined as the | Efficacy
Description: proportion of subjects
who achieved a BOR
DCR as asrsessed by BICR of CR. PR. or SD.
and Investigator per
RECIST v1.1.
Time frame:
At the time of the primary
analyses of PFS and OS.
Title: TTR TTR is defined as the | Efficacy
Description: time f“o_m ]
TTR as assessed by BICR randomization to the
and Investigator per date of the f_'u"st
RECIST v1.1. documentation of
. ] . objective response (CR
Time fl.ame. . or PR) in responding
At the time of the primary subiects
analyses of PFS and OS. jects.
Title: Description: Efficacy
Time to deterioration (TTD) | ¢ EORTC-
Description: QLQ-LC13 )
TTD in any of the 3 (except questions
: 36 and 37)
symptoms, chest pain,
cough, or dyspnea The TTD is defined as
' the time from
. randomization to first
Time frame: ) onset of a >10-point
At the time of the primary increase in cough,
analyses of PFS and OS. chest pain, or dyspnea,
confirmed by a second
=10-point increase
from randomization in
the same symptom at
the next scheduled
assessment, or
confirmed by death
within 21 days of the
first =10-point increase
from randomization.
To further evaluate the safety | Title: TEAEs and other TEAEs, SAEs, AESIs, | Safety

of DS-1062a compared with
docetaxel.

safety parameters during the
study

Description:

Descriptive statistics of
safety endpoints.

Time frame:
Continuous monitoring and

ECOG PS, vital sign
measurements,
standard clinical
laboratory parameters
(hematology, serum
chemistry, and
urinalysis), ECG
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