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PROTOCOL AMENDMENT SUMMARY OF CHANGES
Amendment 04
Overall Rationale for the Amendment:

The external data monitoring committee (eDMC) analysis of the KEYNOTE-252/ECHO-301 blinded clinical study, a Phase 3 study
evaluating epacadostat in combination with pembrolizumab mn participants with unresectable or metastatic melanoma, determuned that
the study did not meet the pre-specified endpoint of improvement in progression-free survival for the combmation of pembrolizumab
and epacadostat compared to pembrolizumab and placebo. The eDMC further determined that the overall survival endpomt 1s not
expected to reach statistical significance. These results are specific to melanoma, and cannot be extrapolated to other fumor types. Of
note, there were no new safety concerns with the pembrolizumab plus epacadostat combination compared to pembrolizumab
monotherapy. Given that there 15 no confirmed lack of efficacy of pembrolizumab plus epacadostat in other tumor types, the Sponsor
and MSD consider interruption of study treatment unnecessary in KEYNOTE-672/ECHO-307 and KEYNOTE-698/ECHO-303.
Enrollment in both studies was permanently stopped on 02-MAY-2018 as a strategic decision. For participants who are considered to
be obtaining ongoing clinical benefit, contimued study treatment will be at the discretion of the mvestigator after a discussion with the
participant of the results from KEYNOTE-252/ECHO-301.

Summary of Changes Table:

Section # and Name Description of Change Brief Rationale
1 Synopsis Addition of notes that the study will be Given the results for pembrolizumab +
o unblinded after the last participant completes epacadostat treatment from melanoma in
éul AI“mal Treatment Phase | & imaping assessment for efficacy analysis. | KEYNOTE-252/ECHO-301, as of 02-MAY-
participants may choose to discontinue from 2018 enrollment was permanently stopped in
the study or continue open-label study KEYNOTE 672/ECHO-307. Participants will
treatment as per protocol. be given the option to discontinue from the
study or continue study treatment. The study
will remain open so that participants still on
study will have continued access to study
treatment and to allow collection of preliminary
efficacy data mn this UC indication.
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Section # and Name Description of Change Brief Rationale

Efficacy procedures after Week 9 are no longer
being mandated. Where deletion of text could
cause confusion, due to the design of the study
to date, the text has been left unchanged and a
note has been added.

2.2 Second Course Phase Addition of note that procedures are simplified,
(Retreatment) SoA SoA updated accordingly; disease assessment
will be performed by the mvestigator per local
SoC guidelines.

323 Dﬂ—gﬂiﬂg Climical KEYNOTE-252/ECHO-301 related text
Studies mnserted

5.1 Overall Design Inserted note that enrollment was stopped;
study treatment will be unblinded after last
participant completes Week 9 imaging
assessment for efficacy analysis; thereafter all
study efficacy procedures will stop after Week
9 and thereafter will be performed as per local
SoC.

5.1.2 Study Diagram Figure 1 — Addition of footnote that the study
will be unblinded after the last participant
completes the Week 9 imaging assessment for
efficacy analysis, that participants can choose
to continue treatment as per protocol after
discussion with the investigator, and that no
placebo will be adnumistered after unblinding_
The last study visit will be the Safety FU wisit.
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Section # and Name

Description of Change

Brief Rationale

5.2 Number of Participants

7.1 Treatments Adnmimstered

7.2.2 Second Course Phase
(Retreatment)

7.4 Blinding

92.1 Tumor Imaging and
Assessment of Disease

Addition of note that as of 02-MAY-2018
enrollment was stopped and that approximately
100 participants will be randonuzed in the
study

Addition of note that participants who continue
study treatment after unblinding will no longer
be dispensed epacadostat placebo

Addition of note that as of Amendment 04,
disease assessment will be performed by the
mvestigator per local SoC guidelines; placebo
will not be adnministered after unblinding. This
section has been updated accordingly. Changed
imaging requirement from confirmed to
evaluated by investigator. Deleted reference to
placebo, and specified pembrolizumab
monotherapy.

Addition of text that the study will be
unblinded after the last participant completes
the Week 9 imaging assessment for efficacy
analysis, and that after unblinding for
participants continuing study treatment the
participant, study site personnel, Sponsor and
MSD or designee will be informed of the
study treatment they receive.

Addition of note that central review of imaging
and 1RECIST 1s no longer applicable. Section

updated accordingly.
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Section # and Name

Description of Change

Brief Rationale

9.2.1.1 Inttial Tumor Imaging

9.2.1.2 Tumor Imaging During
the Study

9.2.1.3 End of Treatment and
Follow-up Tumor Imaging

Addition of note that central review of imaging
1s no longer applicable. Section updated

accordingly.

Addition of note that central review of imaging
and 1RECIST 1s no longer applicable. No
further imaging will be requured after the first
on-study imaging assessment at Week 9.
Section updated accordingly

Inserted text that any further imaging for
disease assessments will be performed per
local SoC gmdelimesany further imaging for
disease assessments will be performed by site
mvestigator/radiology assessment as per local
SoC guidelines; only the date of scans
performed as per SoC needs to be documented
in the eCRF

Addition of note that there 1s no protocol
specified imaging after the Week 9 assessment
for efficacy analysis. Section updated
accordingly.

Removal of reference to iIRECIST

Addition of clanification that end-of-treatment
(EOT) scan will be performed for participants
who discontinue study treatment before the
first scheduled on-study imaging for efficacy
analysis
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Section # and Name Description of Change Brief Rationale
9.2.1.4 Second Course Phase | Addition of note that the text in tlus section 1s
Tumor Imaging no longer applicable; disease assessment will

be performed by the mvestigator per local SoC
gmdelines; results will not be collected, only
the date of scans performed as per SoC needs
to be documented in the eCRF

1. Synopsis Addition of notes to clanfy the secondary The study scope has been reduced to collect

efficacy endpoimnt of ORR based on RECIST preliminary efficacy data for combination
1.1 by mvestigator determination will become | treatment in thus UC indication.
the primary endpoint, safety endpoint updated Where deletion of text could cause confusion,

to align with current gmdance; all other : i

efficacy endpoints will no longer be collected due to the design of the to date, the text
has been left unchanged and a note has been

after Week 9. added

ORR and safety objectives and endponts
reworded. All efficacy objectives/endpoints
deleted.

2.1 Imitial Treatment Phase Imaging/bone scan assessments after Week 9
changed to as per SoC

2.2 Second Course Phase Changed collection timing of tumor imaging,
bone scans to as per SoC; only the date of
scans performed as per SoC needs to be
documented in the eCRF

Deleted row for PROs and footnotes regarding
follow-up visits

4. Objectives/ Hypotheses and
Endpoints
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Section # and Name

Description of Change

Brief Rationale

5.1 Overall Design

5.4.1.1 Efficacy Endpoints

54112 Modified RECIST
for Immune-based
Therapeutics (IRECIST)

Inserted note that the primary objective will
evaluate the endpoint of ORR based on
RECIST 1.1, as assessed by the mvestigator;
all other efficacy endpoints will no longer be
collected.

Deleted references to BICR PFS, DCR, DOR
and IRECIST.

Addition of note that the primary endpoint wall
be ORR based on RECIST 1.1 as assessed by
the mvestigator; transmission of images for
central review 1s no longer requured. After the
Week 9 imaging, all other efficacy endpoints
will no longer be collected or performed.

Deletion of all text relating to PFS, OS, DCR,
DOR

Addition of note that this section 1s no longer
applicable; iIRECIST data will no longer be
collected. Participants with radiographic
disease progression as determuned by RECIST
1.1 will discontinue from the study and be
followed for safety monitoring, as detailed in
Section 9.3; no confirmatory scans are

required.
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Section # and Name Description of Change Brief Rationale
5.4.1 3 Rationale for Patient Addition of note that PRO assessments will no
Reported Outcomes longer be collected after the first on-study
imaging assessment at Week 9
922 Patient Reported
Outcomes
9.2.1.6 iIRECIST Assessment | Addition of note that this section 1s no longer
of Disease & applicable; iIRECIST data will no longer be
T collected. Participants with radiographic
A 8 disease progression as determuned by RECIST
1.1 will discontinue from the study and be
followed for safety momtoring, as detailed in
Section 9.3; no confirmatory scans are
required.
10 Statistical Analysis Plan Whole section revised to reflect changes in
objectives and endpoints
1.0 Synopsis Deletion of text relating to follow-up of The final visit in the study will be the Safety
participants that discontinue treatment for Follow-up Visit. There will be no follow-up for
reasons other than disease progression. survival status. Participants currently in follow-
up or in survival follow-up are considered to
have completed the study. However, standard
safety reporting should continue, as applicable.
2.1 Imtial Treatment Phase & | Deletion of columns for Follow-up and
2.2 Second Course Phase Survival Follow-up. Deletion of row for
(Retreatment) SoAs survival status assessment.
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Section # and Name

Description of Change

Brief Rationale

5.1 Overall Design

8.2 Withdrawal from the Study

8.3 Lost to Follow-up

9.2.1.3 End of Treatment and
Follow-up Tumor Imaging

9.9.5.1 Safety Follow-up Visit

Addition of note that the last study wvisit 1s the
Safety Follow-up Visit. Deletion of text
relating to follow-up imaging for participant
who discontinue treatment for reasons other
than disease progression

Deletion of text indicating that participants
who discontinue/withdraw should be

encouraged to continue to be followed for
Survival status

Addition of a note that this 1s no longer
applicable. There will be no additional efforts
to contact participants who are lost to follow-

up.
Deletion of text relating to imaging follow-up

after treatment discontinuation for reasons
other than disease progression.

Addition of note that the last study wvisit 1s the
Safety Follow-up Visit.

Added text that participants currently in
follow-up or in survival follow-up are
considered to have completed the study; these
participants are not required to attend any
further visits. Assessment and recording of
AFs will be performed as per Section 9.3.
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Section # and Name Description of Change Brief Rationale

9.9.5.2 Follow-Up Visits Addition of a note that this section 1s no longer
applicable. Participants currently in post-
treatment follow-up are considered to have
completed the study once they have attended
the Safety Follow-up Visit. Assessment and
recording of AEs will be performed as per
Section 9.3.

9.9.5.3 Survival Follow-up Addition of a note that this section 1s no longer
applicable. Participants currently i Survival
Follow-up are considered to have completed
the study; these participants will no longer be
contacted for survival information.

Assessment and recording of AEs will continue

as per Section 9.3.
9.9.6 Survival Status Addition of a note that this section 1s no longer

applicable; survival data 1s no longer bemng

collected.
1. Synopsis Addition of note that the study will be No longer necessary to continue with placebo
542 Rationale for the Use | ablinded after the last participant completes after unblinding and collection of efficacy data_
of C tor/Placebo Week 9 imaging assessment for efficacy

analysis. Participants on the pembrolizumab

plus placebo arm who want to continue study
treatment s per protocol and are considered to
recerve clinical benefit will no longer receive

placebo.
1. Synopsts - Estimated Changed to 36 months for estimated duration | To align with study KEYNOTE-698
Duration of Study of study
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Section # and Name Description of Change Brief Rationale
2.1 Imitial Treatment Phase Added that epacadostat wil be dosed twice To align with current clinical information of
7 2 Second Course Phase daily (approximately Q12H) epacadostat IB
(Retreatment Phase)

9.9.2 Treatment Period

2.1 Imitial Treatment Phase Addition of sentence that Total T3 1s preferred | Clarification about thyroid lab assessments
over Free T3, but both are accepted and sites
2.2 Second Course Phase are to only one T3 lab.

(Retreatment Phase)

3.3.1 Benefit/Risks from Change an uncommon risk of IDO1 mnhibition | Alignment with current climical information for
Epacadostat to a potential concern of IDO1 inhibition current epacadostat IB

5.1 Overall Design Replace text relating to interim analysis with There 1s no formal efficacy IA followmg the

text that there 1s no interim analysis and eDMC | reduced scope of the study. eDMC will conduct

>-1.1 Data Monttoring will perform one safety review based on the a safety review as per the DMC charter.

Commnuttee and Interim
Analyses DMC charter
Section 12, Appendix 3 Data Monitoring Commuttee — text referencing
mnterim data replaced with safety data. Deletion
of text regarding interim analysis of data.
7.2.1 Dose Modification for Table 3 — Added that, in case of recurrent To align with KEYTRUDA® Summary of
Immune-related AEs Grade 3 colifis, participants will permanently | Product Charactenistics (SmPC) and Company
discontinue treatment and management with Core Data Sheet (CCDS)
cnrgemstermd text applied to all toxicity Consist and alignment with t clinical
graces. mformation for pembrolizumab and epacadostat
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Section # and Name Description of Change Brief Rationale
7.5.1 Dose Preparation Addition of reference to pharmacy manual for Request_
preparation of epacadostat in cases where a
participant 1s unable to swallow or has a
feeding tube
7.7.2 Prolubited Medications | #8 — mefenanmuc acid removed from listed Ahgnment with current clinical information for
prolibited UGT1A9 inhibitors current epacadostat IB
7.9 Chimical Supplies Revision of text for emergency unblinding To align with current updated unblinding text in
Disclosure specifying principal investigator, site pembrolizumab
o111 Pt resmmel md Spnorpermc ey
Blinding/Unb & medical care can be provided to the participant.
Addition of text that the study will be
unblinded after the last participant completes
the Week 9 imaging assessment for efficacy
analysis and that at the time of unblinding
every effort will be made to have all pending
data entered mnto the eCRFs before the site 1s
unblinded.
9.1.12 Cahibration of Updated equupment calibration language. Textual revisions were applied to clanfy
Equipment investigator responsibility for calibration and
maintenance of study equipment.
9.9.5.1 Safety Follow-up Visit | Updated Safety Follow-up Visit language. To remove conflict for reporting AEs/SAEs
Throughout Correction of typographical, editonial and Correction and consistency
formatting errors.
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1. Synopsis

Protocol Title:

Phase 3 Randomized, Double-blind Trial of Pembrolizumab (MK-3475) in
Combination with Epacadostat (INCB024360) or Placebo in Participants with
Cisplatin-ineligible Urothelial Carcinoma (KEYNOTE-672/ECHO-307)

Short Title:

Phase 3 Study of Pembrolizumab with/without Epacadostat in 1L Urothelial Carcinoma

Objectives/Hypotheses and Endpoints:

In male/female participants of at least 18 years of age with histologically confirmed
diagnosis of advanced/unresectable or metastatic urothelial carcinoma (UC):

NOTE:As of Amendment 04, the primary endpoint of the study will be objective response
rate (ORR) based on Response Evaluation Criteria in Solid Tumors (RECIST 1.1) as
assessed by the investigator. A secondary endpomt will evaluate the safety and tolerability
of participants treated with pembrolizumab plus epacadostat versus those treated with
pembrolizumab plus placebo. All other endpoints, including imaging, will no longer be
collected or performed after the imaging assessment at Week 9. This section has been
amended accordingly.

Objective/Hypothesis Endpoint

Primary

¢ Objective: To estimate the ORR of | ¢ ORR - defined as the proportion of
pembrolizumab plus epacadostat participants i the analysis population
and pembrolizumab plus placebo who have a best response of complete
based on RECIST 1.1 by response (CR) or partial response (PR).
mvestigator determination.

Secondary

e Objective: To evaluate the safety e Adverse events (AEs)
and tolerability of g o b 1. Study drug discontinuations due to AEs
plus epacadostat versus
pembrolizumab plus placebo.
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Overall Design:
Tnal Phase Phase III
- i The treatment of participants with cisplatin-ineligible

Clinical Indication advanced/unresectable or metastatic urothelial carcinoma

Population Adult participants with cisplatin-meligible
advanced/unresectable or metastatic urothelial carcinoma

Tnal Type Interventional

Type of Design Randonuzed, placebo-controlled, multi-site, double-blind
As of Amendment 04, the study will be unblinded after
the last participant completes Week 9 imaging
assessment for efficacy analysis.

Type of Control Active Control

Tnal Blinding Double-blind
Note: As of Amendment 04, the study will be unblinded
when the last participant completes Week 9 imaging; any
continuation of study treatment will be unblinded/open-
label and as per protocol.

Estimated Duration The study 1s estimated to require approximately 36

of Study months from the time the first participant signs the
mformed consent until the last participant’s last study-
related visit.
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Number of Participants:

Approximately 650 participants will be enrolled.

Originally, approximately 650 participants were to be enrolled, but as of Amendment
04, on 02-MAY-2018 enrollment was permanently stopped. It 1s estimated that by the
time the strategic decision was made to stop enrollment that 100 participants will be

randonuzed n this study.
Treatment Groups and Duration:

Treatment Groups 1.

Pembrolizumab 200 mg IV every 3 weeks (Q3W)
+ epacadostat 100 mg PO twice daily (BID)
continuously

Pembrolizumab 200 mg IV Q3W + placebo PO
BID continuously

As of Amendment 04, the study will be unblinded
after the last participant completes Week 9
mmaging Participants can choose to discontinue
from the study or continue study treatment as per
protocol, if they are considered to receive clinical
benefit and after discussion with the investigator.
Note: Participants assigned to the pembrolizumab
plus placebo arm will recerve pembrolizumab
without placebo after unblinding. -

Duration of Each participant will participate in the trial from the time
Participation the participant signs the informed consent form (ICF)
through the final protocol-specified contact.

After a screening phase of up to or approximately

42 days, each participant will be assigned to recerve trial
treatment until disease progression, unacceptable AEs,
mntercurrent illness that prevents further admmistration of
treatment, mvestigator’s decision to withdraw the
participant, noncompliance with trial treatment or
procedure requirements or admimistrative reasons
requiring cessation of treatment, or until the participant
has recerved 35 adnunistrations of pembrolizumab
(approximately 2 years). Participants who stop trial
treatment after recerving 35 administrations of
pembrolizumab for reasons other than disease
progression or intolerability, or participants who attain a
complete response (CR) and stop trial freatment may be
eligible for up to 17 additional administrations of
pembrolizumab with epacadostat or placebo
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(approximately 1 year) upon experiencing radiographic
disease progression.

After the end of treatment, each participant will proceed
to Safety Follow-up and be followed for the occurrence
of AEs and spontaneously reported pregnancy as
described under Section 9.3.

A list of abbreviations used in this document can be found i Appendix 1.
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2. Schedule of Activities (SoA)
2.1 Initial Treatment Phase

As of Amendment 04, study treatment will be unblinded after the last participant completes Week 9 imaging assessment for
efficacy analysis. Participants can choose to discontinue from the study or continue study treatment as per protocol, if they
are considered to receive clinical benefit and after discussion with the investigator. For those participants remaining in the
study, procedures are simplified. The SoA has been amended to only show the required assessments.

Screening Treatment Cycles
Plinse {3-Wesk Cycles] EOT Post Treatment Notes
Screening L Participants who discontinne stndy treatment for
Treatment Cycle (Visit 1) 1 2 3 4 5to 35 bC Safety Follow-up whatever reason will proceed dirveetly to EOT and
Scheduling Window Time of | 30 Days from last Safety Follow-up.
42 to -1 -
Days): S I Bl el Bl e dose (+7 d)
Administrative Procedures

Informed Consent Form

Inclusion/Exclusion
Cnteria

Participant Identification
Card

Demographics and
Medical History

Prior/Concomitant Meds

Obtain Randomization
Number and Study Drug
Assignment using
IVESTWRS

Serotonin Syndrome
Information Card

Subsequent Anti-
neoplastic Therapy Status
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Scereening Treatment Cveles
Phase (3-Week Cveles) EOT Post Treatment Notes
Screening _ 1 Participants who discontinue study treatment for
Trestment Cycle (Visit 1) 1 z 3 4 | StodS bc Safety Follow-up whatever reason will proceed directly to EOT and
Scheduling Window | 45,0 1 | 3| 3l a3 | -3 Timeof | 30 Days from last Safety Follow-up.
(Dayvs): nc dose (+7 d)
Clinical Procedures | Assessments
Report all AEs (NSAEs and SAEs) and ECTs occwrming
. % within 90 days after the last dose of study treatient. or
Review Adverse Events XX X)X X X X 30 days after the last dose of study treatment if a new anti-
cancer therapy 15 imhated. whichever 1s earlier.

Full Phrysical Exam

Dhrected Physical Exam

WVital Signs. Height, and

Weight Height at Screening only.
At Sereeming and DC for all participants.

12-Lead ECG with QTe *At select centers, also perform on C1D1 and C2D1 at

Measurement predose and 2 hr =15 mins after moming dose of
epacadostat/placebo.

ECOG Performance At Sereening, perform within 14 days prior to

Status randomization.

m‘:ﬁk}r Performance Perform within 14 days prior to randomization.

WOCHBP require negative test within 72 hours prior to

Pregnancy Test - Urine or randomization. Test monthly (ie. before each cyele) if

S P-HCG required by local resnlations.

HIV testing Mot required vnless mandated by local health avthoriry.
Perform within 14 days prior to randomization.
Participants receiving conmarin-hased anticoagulants

PTANE and aPTT should have morve frequent INE. monitoring {weekly for
first 4 weeks after initiation of therapy and upon DC of
cpacadostat/placebo).

CBC with Differential Perform eligibility labs within 14 days prior to
randomization. After Cycle 1, may collect up to 3 days

Chemistry Panel prior to dosing.

Urinalyais Perforin within 14 days prior to randomazation. Every 2
¢yeles through Cwele 6. then every 6 ¢veles thereafter
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Sereenin Treatment Cyveles
Phase (3-Week Cycles) EOT Post Treatment Notes
_ Screening ) _ ) Participants who discontinne study treatment for
Trestment Cycle (Visit 1) 1 z 3 4 | StodS bc Safety Follow-up™ whatever reason will proceed directly to EOT and
Scheduling Window 47 to 1 P TN [ I i3 Time. of 30 Days from last Safety Follow-up.
(Dayvs): D dose (+7 d)
{(Cyecles 2, 4, 6...12, 18, etc.).

Hepatitis B surface antigen, HBV-DNA, HCV-RNA (or

Hepatitis B and € X HCV antibody if HCV-RNA is ot the local SOC). May
scrology us¢ central lab only if local lab is not capable.
Perforin within 14 days prior to randomazation, then every
2 eyeles (Cwyeles 2, 4, 6, 8, ete.). Mav use central lab only
T3FT3, FT4, and TSH X X X X X if local lab is not capable. Total T3 is preferred but free T3
is acceptable. Sites only need to report either Total T3 or

free T3.
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Scereening
Phase

Treatment Cveles

(3-Week Cveles)

EOT

Post Treatment

Notes

Treatment Cyele

Screening

(Visit 1)

z

3

4

Sto 35

DC

Safety Follow-up™

Scheduling Window
(Days):

-42 to -1

+3

+3

+3

+3

+3

Time of
DC

30 Days from last
dose (+7 d)

Participants who discontinue study treatment for
whatever reason will proceed directly to EOT and
Safety Follow-up.

Efficacy Measurements

Tumor Imaging {chest,
abdomen and pelvis
[CAP] CT/MRI

Bone scan

Study Drog Administration

Pembrolizumab (M-
3475)

Epacadostat or Matching
Placebo Dosed at Clinde
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MYBOD

Xl

Per

X&

Confidential

Bascline CAP CT/MRI to be performed in all participants
within 28 days of randomization. Iimaging assessments will
oceur @ weeks (=7 days) after randomization. Thereafter

mmaging is to be performed as per SoC for the disease and
local guidelines; only the date of seans performed as per
SoC needs to be documented in the eCRF.

Schednle should be followed regardless of treatment
delays. If imaging was obtained within 4 weeks prior to
DC. image at DC 1s not mandatory.

X*only applicable if a participants discontinmes study
treatment before Week 9,

Bascline bone scan to be perform in all participants within
28 days prior to randomization; after randoruzanon, bone
scan will be performed if positive at bascline, at @ weeks
{£7 days). then as per SoC; only the date of scans
performed as per SoC needs to be documented n the
<CRF.

Schednle should be followed regardless of treatment
delays. If imaging was obtamned within 4 weeks prior to
DC, image at DC is pot mandatory.

X*only applicable if a participants discontinmes study
treatment before Week 9.

#Cyele 1 treatment nmst be given within 3 days of
randomization mumber assignment in TVES/ TWES,

Morning dose of Epacadostat or placebo dosed in clinic on
C1D1 and C2D1 prior to the pembrolizumab infusion. At
all other times, epacadostat or placebo to be self-
administered approximately Q12H.
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Scereening Treatment Cveles
Phase (3-Week Cveles) EOT Post Treatment Notes
Screening _ L Participants who discontinue study treatment for
Trestment Cycle (Visit 1) 1 z 3 4 | StodS bc Safety Follow-up whatever reason will proceed directly to EOT and
Scheduling Window | 45,0 1 | 3| 3l a3 | -3 Timeof | 30 Days from last Safety Follow-up.
(Dayvs): dose (+7 d
Epacadostat or Matching
Placebo Dispensed Rl B e
Count and Collect
HRemaiming Epacadostat or XX | X X
Matching Placebo
Patient-Reported Outcomes
! All ePROs are to be performed prior to dosing every cyele
Euro(ol (EQ)-5D-5L x| x| x for Cycle 14,
EORTC QLO-C30 ¥ | x| x EQ-5D-5L will be administered firet, then EORTC QLOQ-
C30.

Gieneral Notes:

1. If Discomtmuation Visit occurs =30 days from last dose of study treatment, a Safety Follow-up Visit 15 not requared.

Abbreviations: AE = adverse event(s); aPTT = activated partial thromboplastin time; f-HCG = beta-huwman choronic gonadotropin BICE. = blinde=d independent central mmaging
review; CAP = chest, abdomen and pelvis: CBC = complete blood count; CT = computed tomography: CXD1 = Cyele X Day 1: d = days; DC = discontinuation: ECG =
electrocardiogram: ECOG = Eastern Cooperative Oncology Group, EORTC = Euwropean Organisation for Research and Treatment of Cancer, EOT = end of treatment; EQ-
5D-5L = EuroQol S-dimension, S-level Questionnaire, HBV / HCWV = hepatitis B/C virs; HIV = human immunedaficieney vimus; he'H = hours: ICF = informed consent
form; 1D = 1dentifieation; IRB/IEC = Instimtional Review Board Independent Ethies Committee; IVRS/TWERS = interactive voice response system [ integrated web response
system. min = minufes: mos = months: MPI = magnetic resonance imagng: PD = progressive disease; PRO = patient-reported outcomes: Q) = every: QLO-C30 = Quality of
Life Questionnaire Core 30; QTe = corrected QT interval; SAE = serious adverse event; SOC = standard of care; TH/FT3 = free or total triiodothyronine; TSH = thyroid
stimulating hormone; tx = treatment; whs = weeks; WOCEP = women of ehild-bearing potential.
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2.2 Second Course Phase (Retreatment)

33

As of Amendment 04, for participants remaining in the study who are eligible for the Second Course Phase, procedures are

simplified. The SoA has been amended and assessments no longer required have been deleted. Disease assessments will be
performed by the sites as per SoC for the disease and local guidelines.

Clinical Procedures [ Assessments

Post-Treatment
' 5 ==
Treatment Cyele 1 2 3 to 17 DC Safety Fnl]nw-upl Motes
Scheduling Window Time of 30 Davs from last dose
+3 | L3 | £3 +3 DcC -
Days): +7d)
Administrative Procedures
Eligibility Criteria
Concomitant Meds
Review
Post-Study Anti-cancer
Therapy Status

Review Adverse Events

Full Phiysical Exam

Directed Physical Exam

Vital Signs and Weight

12-Lead ECG with QTe
Measurement

ECOGPS

Report all AFs, (NSAFEs and SAFs) and ECls ocowmng
within 90 days after the last dose of study treatment, or 30
days after the last dose of study treatment if a new anti-
canecer therapy 1s mitiated, whichever is earlier.

MYBOD

Laboratory Procedures [ Assessments: Analysis Performed by Local Laboratory
. WOHCBP require negative test within 72 hows pror to SC

Pregnaney Test - Unne or . . .

Senun BHCG ’ _il’;‘iiéim"ﬂ"’“ M

MEK-3475-672-04 (INCB 24360-307-04) Final Protocol

Confidential

Perform within 14 days prier te SC C1D1.,

Perform within 14 days prior to SC C1D1.

13-Jun-2018



Product: MK-3475/TNCB024360

Protocol/Amendment No.: 672-04/ECHO-307-04

MEK-3475-672-04 (INCB 24360-307-04) Final Protocol

MYBOD

Confidential

Post-Treatment
Treatment Cycle 1 4 Sto 17 DC Safety Follow-up" Notes
Scheduling Window 43 23 3 Ti];n:: of 30 Days from last dose
(Days): (+74)
Perform within 14 days prior to SC C1D1. Participants
receiving coumarin-based anticoagulants should have
PT/INE and aPTT more frequent INE. momitoning (weekly for first 4 weeks
after initiation of therapy and upon DC of
cpacadostat placebo).
CBC with Differential X X X X X Perform within 14 days prior to SC C1D1. After SC Cyele
Chernisiry Panel % % % 1, may collect up to 3 days prior to dosing.
Perform within 14 days prior to SC C1D1. Urinalysis
Urinalysis X X X X every 2 cycles through Cyele 5, then every 6 cyeles
thereafter (SC Cyele 1, 3, 5. 11, 17).
Perform within 14 days prior to SC C1D1. Every 2 cycles
T3FT3, FT4. and TSH X X X X (SC Cyeles 1, 3. 5, T ete.). May use central lab only if
local lab 1s not capable.
Efficacy Measurements
Tumor Imaging {chest, Imaging to be performed as per local SoC suidelines; only
abdomen and pelvis As per SoC the date of scans performed as per SoC needs to be
[CAP] CTMRI) documented in the «CRF.
Imaging to be performed as per local 30C guidelines; only
Bone scan As per SoC the date of scans performed as per SoC needs to be
documented m the «CRF.
Study Drog Administration
Pembroliznmab
(MK-3475) x x| x
Epacadostat or placebo to be self-adnimstered
Epacadostat or Matching approximately Q12H.
Placebo Dispensed and % ¥ X Participants who restart treatment should resume at the
Dased same dose of epacadostat/matching placebo they were
receiving prior to DC from first course,

34
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Post-Treatment
Treatment Cycle 1 2 Sto 17 DC Safety Tollow-un! Notes
Scheduling Window 2 | 43 3 Ti:é of 30 Days from last dose
(Days): (+7 d)
Count and Collect
Remaining Epacadostat or X X X
Matching Plagebo
Gieneral Notes;
1. If Discomtinuation Visit occwrs =30 days from last dose of shuly treatment, a Safety Follow-up Visit 15 not requared.
Abbreviations: AE = adverse event(s); aPTT = activated partial thromboplastin time; p-HCG = beta-human chorionic gonadotropin; BICE. = blinded independent central
{mmagmng) review; CAP = chest, abdomen and pelvis; CBC = complete blood count; CT = computed tomography; CXDX = Cyele X Day X; d = days; DC =
Dhiscontitmation Visit; EOOG = Eastern Cooperative Ceology Group: EOT = end of treatment: FT4 = free thyroxine; H = hours: INE. = international nommalized
ratic; MRI = magnetic resenanee imaging; PD = progressive dissase; PS5 = parformance status; PT = prothrombin time; Q) = every: SC = Second Cowrse (Fhase);
T3/FT3 = free or total triodothyronine: TSH = thyroid stimulating hormeone; W = weeks: WOCBP = women of child-bearing potential.
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3. Introduction
3.1 Study Rationale

There 15 relatively hmited benefit from first-line cytotoxic chemotherapy i participants with
advanced/unresectable (inoperable) or metastatic urothelial carcinoma (UC) who cannot receive
cisplatin. There are reports of promising results with the immune checkpoint mhibitor,
programmed cell death (PD-1), pembrolizumab (MK-3475), and other anti-PD-1 pathway agents
n this patient population [Powles, T, et al 2014]. The current approach will attempt to extend
the number of participants who develop an immune response by targeting PD-1 with
pembrolizumab (MK-3475), and the tryptophan-catabolizing enzyme indoleamine 2,3
dioxygenase-1 (IDO1) inhibitor, epacadostat (formerly INCB024360). Both IDO1 and PD-1
have been shown to suppress T-cell-mediated antitumor immunity; and IDO1 and the PD-1
ligand, PD-L1, have been shown to be coexpressed in multiple cancer types and to correlate with
poor prognosis. PD-L1 and IDO1 are gamma-interferon responsive genes that are often
subverted i tandem by tumor cells. Further, triggering an anti-tumor immune response with
pembrolizumab may be limited by the induction of the normal counter regulatory pathway IDO1.
Combined inhibition of both pathways may therefore lead to greater induction of antitumor
immunity and to increased efficacy. Response data for participants with advanced or metastatic
UC from the ongoing Phase 1/2 study INCB 24360-202 (KEYNOTE-037), 1s encouraging with a
high ORR that exceeds monotherapy with PD-1 inlibitors and appears durable based on Phase 2
responders. The present study will examine the combination of pembrolizumab and epacadostat
versus pembrolizumab and placebo as first-line therapy in cisplatin-ineligible participants with
advanced or metastatic UC.

3.2 Background

Refer to the respective Investigator’s Brochure (IB)/approved labeling for detailed background
information on pembrolizumab [IB Edition 15 2017] and epacadostat [IB Edition 10, 2017 ].

3.2.1 Pharmaceutical and Therapeutic Background

Pembrolizumab i1s a potent humamzed immunoglobulin G4 (IgG4) monoclonal antibody (mAb)
with high specificity of binding to the PD-1 receptor, thus inhibiting 1ts interaction with
programmed cell death ligand 1 (PD-L1) and programmed cell death ligand 2 (PD-L2).
Epacadostat represents a novel, potent, and selective inhibitor of the enzyme (IDO1 1n both
human tumor cells and human dendnitic cells. For a thorough discussion of the pharmacology of
pembrolizumab and epacadostat, refer to the pembrolizumab IB [IB Edition 15 2017] and the
epacadostat IB [IB Edition 10, 2017 ].

The importance of intact immune surveillance in controlling outgrowth of neoplastic
transformation has been known for decades [Disis, M. L. 2010]. The inability of the immune
system to conftrol tumor growth does not appear to result from an inability to recogmize the tumor
as foreign. Tumor cells have been shown to evade immune destruction despite displaying
recognizable antigens on their surface and despite the presence of lugh avidity T cells that are
specific for these antigens [Boon, T. 1996] [Ercolimi, A. M_, et al 2005]. Histologic evaluation of
many human cancers shows extensive infiltration by 1nflammatory and immune cells [Galon, J.,
et al 2006], suggesting that the immune system responds less effectively to malignancy. These
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observations have led to the hypothesis that dominant mechanisms of immmme tolerance or
immune suppression are responsible for the immune system's inability to effectively respond in a
way that consistently results in rejection.

There are a number of inhibitory mechanisms that have been 1dentified to be involved in tumor
mediated immune suppression and mclude expression of PD-L1, which can engage the inlibitory
receptor PD-1 on activated T cells; the presence of the tryptophan-catabolizing enzyme IDO1,
which exposes the exquisite sensitivity of T cells to tryptophan depletion and tryptophan
metabolites; and mfiltration with FoxP3+ T-regs, which can mediate extrinsic suppression of
effector T-cell function. Therefore, agents that target these negative regulatory pathways and
thereby allow the expansion of effector T cells present in the tumor may be beneficial in the
climic.

3.2.1.1 Inhibition of PD-1 as a Target for Cancer

The PD-1 receptor-ligand mteraction 1s a major pathway stmulated by tumors to suppress
immmune confrol. The normal function of PD-1, expressed on the cell surface of activated T cells
under healthy conditions, 1s to down-modulate unwanted or excessive immune responses,
mncluding autoimmune reactions. PD-1 (encoded by the gene Pdedl) 1s an immunoglobulin (Ig)
superfamily member related to cluster of differentiation 28 (CD28) and cytotoxic
T-lymphocyte-associated anfigen-4 (CTLA-4), which has been shown to negatively regulate
antigen receptor signaling upon engagement of its ligands (PD-L1 and/or PD-L2) [Talmadge, J.
E_, et al 2007] [Usubiitiin, A, et al 1998]. The mechanism by which PD-1 down modulates T-
cell responses 1s simular to but distinct from that of CTLA -4, as both molecules regulate an
overlapping set of signaling protemns [Parry, R. V., et al 2005] [Francisco, L. M, et al 2010].
PD-1 has been shown to be expressed on activated lymphocytes including peripheral CD4+ and
CD8+ T-cells, B-cells, T-regs, and natural killer cells [Hods, F. S. and Dranoff, G. 2010].
Expression has also been shown during thymic development on CD4-CD8- (double negative)
T-cells as well as subsets of macrophages and dendntic cells [Hillen F_, et al 2008]. The ligands
for PD-1 (PD-L1 and PD-L2) are constitutively expressed or can be mnduced in a vanety of cell
types, including nonhematopoietic tissues as well as i various tumors [IB Edition 15 2017].
Binding of either PD-1 ligand to PD-1 mhibits T-cell activation triggered through the T-cell
receptor. PD-L1 1s expressed at low levels on various nonhematopoietic tissues, most notably on
vascular endothelium, whereas PD-L2 protein 1s only detectably expressed on antigen-presenting
cells found in lymphoid tissue or chronic inflammatory environments. PD-L2 1s thought to
control immune T-cell activation in lymphoid organs, whereas PD-L1 serves to dampen
unwarranted T-cell function in peripheral tissues [Nobili, C_, et al 2008]. Although healthy
organs express little (1f any) PD-L1, a vanety of cancers were demonstrated to express abundant
levels of this T-cell inlubitor. PD-1 has been suggested to regulate fumor-specific T-cell
expansion in participants with melanoma [Liotta, F | et al 2011]. This suggests that the PD-
1/PD-L1 pathway plays a critical role in tumor immune evasion and should be considered as an
attractive target for therapeutic intervention.

The structure of murine PD-1 has been resolved [Zhang, X | et al 2004]. PD-1 and its fanuly
members are type I transmembrane glycoproteins contaiming an Immunoglobulin (Ig)-variable—
type (IgV type) domain responsible for higand binding and a cytoplasmic tail responsible for the
binding of signaling molecules. The cytoplasmic tail of PD-1 contains 2 tyrosine-based
signaling motifs, an immunoreceptor tyrosmne-based inhibition motif, and an immunoreceptor
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tyrosine-based switch motif. Following T-cell stimulation, PD-1 recruits the tyrosme
phosphatases, SHP-1 and SHP-2, to the immmumnoreceptor tyrosine-based switch motif within its
cytoplasmic tail, leading to the dephosphorylation of effector molecules such as CD3 zeta
(CD30), protein kinase C-theta (PK.C8), and zeta-chain-associated protein kinase (ZAP70),
which are mvolved in the CD3 T-cell signaling cascade [Okazala, T, et al 2001] [Chemmitz, J.
M., et al 2004] [Sheppard, K-A, et al 2004] [Ruley, J. L. 2009]. The mechamsm by which PD-1
down-modulates T cell responses 1s similar to, but distinct from, that of CTLA -4, because both
molecules regulate an overlappimng set of signaling protems [Parry, R. V., et al 2005] [Francisco,
LM, etal 2010]. As a consequence, the PD-1/PD-L1 pathway 1s an attractive target for
therapeutic intervention m UC.

Based on preclinical in vitro data, pembrolizumab has high affinity and potent receptor blocking
activity for PD-1. Pembrolizumab has an acceptable preclinical safety profile and 1s in clinical
development as an intravenous (IV) immunotherapy for advanced malignancies. KEYTRUDA®
(pembrolizumab) 1s indicated for the treatment of participants across a number of malignancies.
For more details on specific indications refer to the IB [IB Edition 15 2017].

3.2.1.2 Inhibition of Indoleamine 2.3-Dioxygenase as a Target for Cancer

Recent interest has focused on the role of IDO1 as a mechamism of induction of tolerance to
malignancy [Godin-Ethier, J, et al 2011]. IDO1 1s a heme-contaimming, monomeric
oxidoreductase that catalyzes the degradation of the essential amino acid tryptophan to N-
formyl-kynuremine. Kynurenine can be subsequently metabolized through a series of enzymatic
steps to nicotinamide adenine dinucleotide. IDO1 15 the first rate-liniting enzyme 1n one of the
breakdown pathways of tryptophan. In another pathway, tryptophan hydroxylase catalysis of
tryptophan leads to the formation of serotonin and melatonmin.

The expression and activity profiles of IDO1 are distinct from those of tryptophan dioxygenase,
an enzyme predomunantly expressed in liver that catalyzes the same enzymatic reaction as IDO1
and maintains proper tryptophan balance in response to dietary uptake. In confrast to tryptophan
dioxygenase, [DO1 1s expressed in a variety of tissues, with particularly high levels found in
areas of contact with potential sources of immune challenge (eg, gut, respiratory tract, placenta,
spleen), consistent with a role for regulating tryptophan metabolism 1n a local microenvironment
[Mellor, A L. 2004]. Within the immune system, IDO1 activity 1s specifically induced 1 cells
such as dendritic cells and macrophages at localized sites of mflammation [Munn, D. H. 2007].

IDO1 driven oxidation of tryptophan results mn a strong inhibitory effect on the development of
T-cell mediated responses by blocking T-cell activation and inducing T-cell apoptosis [Mellor,
A L etal 2003]. Both the reduction in local tryptophan levels and the production of tryptophan
catabolites that are inhibitory to cell proliferation contribute to the immunosuppressive effects
[Frumento, G., et al 2002]. IDO1 activity also promotes the differentiation of naive T cells to T-
regs [Fallarino, F_, et al 2006]. Since increased T-reg activity has been shown to promote tumor
growth and T-reg depletion has been shown to allow an otherwise meffectual antitumor immune
response to occur [Zou, W. 2006], IDO1 expansion of T-regs may provide an additional
mechamsm whereby IDO1 could promote an immunosuppressive environment.
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The biological relevance of IDO1 mhibition to immune tolerance was first demonstrated when 1t
was shown that treating mice with a small molecule inhibitor of the IDO1 pathway,
1-methyl-tryptophan, could break the tolerogenic state that protects allogeneic concepti from the
maternal immune system [Munn, D. H_, et al 1998]. A critical role for IDO1 in
immunomodulation has been confirmed in numerous animal models, including models of
allograft tolerance, inflammation, and cancer [Mellor, A L. 2004]. While IDO1 inhibition can
exacerbate disease in models of autoimmune disorders [Mellor, A_ L. 2004], IDO1 null mice
show no evidence of susceptibility to developing spontaneous autormmunity or alterations 1n
immune system development [Mellor, A L., et al 2003], suggesting that IDO1 inhibition, in a
therapeutic setting, may produce minimal side effects in participants without pre-existing
autoimmune conditions.

Within the context of cancer, there are several lines of evidence to suggest that IDO1 1s a key
regulator of the immunosuppressive mechanisms responsible for tumor escape from immune
surveillance. Several groups have demonstrated that blockade of IDO1 activity can directly
influence the ability of tumor-bearing animals to reject tumors [Uyttenhove, C_, et al 2003]
[Muller, A J_, et al 2005]. In addition, studies with 1-methyl-tryptophan, demonstrate that IDO1
mhibition dramatically increases the efficacy of various chemotherapeutic agents (eg, platinum
compounds, taxane denivatives, cyclophosphamide) without increased toxicity [Muller, A. J | et
al 2005]. Although the specific mechamsms responsible for this potentiation remain to be fully
elucidated, the effects were not observed in T-cell deficient amimals, suggesting that the results
may be the consequence of the disablement of immunosuppressive mechamsms that exist within
the tumor microenvironment.

Based on studies examuning serum levels of tryptophan and kynurenine, IDO1 appears to be
chronically activated in participants with cancer, and IDO1 activation correlates with more
extensive disease [Huang, L., et al 2010], [Weinlich, G, et al 2007]. IDO1 has subsequently
been found to be overexpressed by a wide variety of human tumor cell types as well as by the
DCs that localize to the tumor dramming lymph nodes [Uyttenhove, C., et al 2003]. Increased
expression of IDO1 in fumor cells has been shown to be an independent prognostic vanable for
reduced OS 1 participants with melanoma, ovarian, colorectal, and pancreatic cancers
[Okamoto, A_, et al 2005] [Brandacher, G_, et al 2006] [Ino, K_, et al 2006] [Nakamura, T, et al
2007] [Witkiewicz, A | et al 2008]. Together, these results suggest that the IDO1 pathway1s a
key regulatory element responsible for the induction and mamtenance of tumor immune
tolerance. Small molecule mhibitors of IDO1 may provide an mnovative and tractable method to
treat advanced malignancies either alone or in combination with chemotherapeutics and/or
immunotherapy-based strategies.

3.2.1.3 Combined Immune Checkpoint Inhibition

Blockade of immune inhibitory pathways 1s emerging as an important therapeutic modality for
the treatment of cancer as evidenced by the clinical responses observed with antibodies to
CTLA-4 and PD-1/PD-L1. Ipilimumab, a fully human, IgG1 mAb blocking CTLA-4, improved
OS 1n participants with advanced melanoma [Hods, F. S. and Dranoff, G. 2010] [Robert, C_, et al
2011]. Nivolumab, a fully human IgG4 antibody blocking PD-1, produced durable overall
responses i participants with melanoma, renal cell cancer, and NSCLC [Topalian, S. L., et al
2012] [Hamud, O, et al 2013] [Wolchok, J. D, et al 2010]. Although these single agents have
antitumor activity, multiple immune inhibitory mechamsms are present concurrently within the
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tumor microenvironment, suggesting that combination therapies may be required for optimal
therapeutic effect [Quezada, S. A. 2013].

For example, CTLA-4 and PD-1 appear to play complementary roles in regulating adaptive
immunity. Whereas PD-1 contributes to T-cell exhaustion m peripheral tissues, CTLA-4 inhibits
at earlier points in T-cell activation. In preclinical models, combined blockade of PD-1 and
CTLA-4 aclueved more pronounced antitumor activity than blockade of either pathway alone
[Curran, M. A_, et al 2010] [Selby, M, et al 2013].

On the basis of these observations, a Phase 3 study was conducted to investigate the safety and
efficacy of combined CTLA-4 and PD-1 blockade (with the use of 1pilimumab and nivolumab,
respectively) in participants with advanced melanoma. The objective response rate (ORR;
according to modified World Health Orgamization criteria) for all participants in the
concurrent-regimen group was 61% among participants with BRAF wild-type tumors versus
11% 1n the 1pilimumab alone group. Median duration of response (DOR) had not been reached
in erther group. Median progression free-survival (PFS) had not been reached with the
combination therapy and was 4.4 months for ipilimumab monotherapy. Grade 3 or 4 AEs
occurred 1n 54% of participants in the concurrent-regimen group and were 24% in the
1pilimumab monotherapy group [Postow, M. A | et al 2015]. Common Grade 3 or 4 selected
AFs that were related to the combination therapy included colitis (17%), diarrhea (11%), and an
elevated alanine aminotransferase level (11%). Diarrhea (11%) was the most frequently reported
Grade 3 or 4 AE associated with ipilimmmab monotherapy, followed by colitis (7%). In both
regimen groups, freatment-related adverse events (TRAE) were manageable and generally
reversible with the use of immunosuppressants (or hormone-replacement therapy for
endocrinopathies) according to previously established algonthms [Postow, M. A | et al 2015].

3.2.1.4 Combination of IDO1 Inhibitor with Checkpoint Inhibitor

As described previously, IDO1 1s another negative regulatory mechanism that contributes to
tumor derived immune suppression. In preclinical models, IDO1 inhibition has been shown to
synergize with blockade of either anti CTLA-4 or ant1 PD-1/PD-L1 in delaying tumor growth
and increasing OS [Holmgaard, R. B, et al 2013] [Spranger, S_, et al 2013]. Thus effect was
shown to be T cell dependent, leading to enhanced T-cell proliferation and nterleukin-2
production within the tumor and to a marked increase in the effector-to-regulatory T cell ratios in
the tumors.

The IDO1 mhibitor epacadostat has several ongoing clinical studies in combination with
immune-targeted agents, such as anti—PD-, and anti-PD-L1. A study with epacadostat and an
anti-CTLA-4 antibody has recently completed (INCB 24360-201). In an ongoing Phase 1/2
study INCB 24360-202 (KEYNOTE-037), the safety, efficacy, and tolerability of the
combinations of epacadostat 25 mg twice daily (BID), 50 mg BID, and 100 mg BID with
pembrolizumab 2 mg/kg IV every 3 weeks (Q3W) and epacadostat 300 mg BID with
pembrolizumab 200 mg IV Q3W were evaluated mn participants with Stage 3B, IV or recurrent
non-small cell lung cancer (NSCLC), melanoma, fransitional cell carcimoma (TCC), renal cell
carcinoma, endometrial adenocarcinoma or squamous cell carcinoma of the head and neck
(SCCHN). In the Phase 1 dose-escalation part, epacadostat 50 mg BID, 100 mg BID, and

300 mg BID with pembrolizumab 200 mg IV Q3W was evaluated. As of 27-Feb-2017 a total of
294 participants were enrolled in Phase 2, and received =1 dose of epacadostat and

MK-3475-672-04 (INCB 24360-307-04) Final Protocol 13-Jun-2018

Confidential
4YEQD



Product: MEK-3475/INCB024360 41
Protocol/Amendment No.: 672-04/ECHO-307-04

pembrolizumab. The most common (=10%) all-grade TRAEs were fatigue, rash, nausea, and
prurttus. Grade =3 TRAEs were observed in 18% (most common: increased lipase [4%)] and
rash [3%]). There was one treatment-related death due to respiratory failure, which was
secondary to aspiration pneumomia [Hanud, O, et al 2017].

As of 27-Feb-2017, available efficacy data for participants enrolled in the TCC cohort (INCB
24360-202/KEYNOTE-037) was reviewed. There were 40 evaluable participants with an ORR
of 35% (14 of 40). Of these, there were 11 PRs and 3 CRs. At the time of the data cutoff 10 of
14 responses were still ongoing. The disease control rate (DCR) was 53%, with 21 of

40 participants with CR, PR, or SD as their best objective response. Twelve of the 14 responders
had received 1 prior treatment regimen. These results compare favorably to second-line therapy
with pembrolizumab 1 UC (KEYNOTE-045), which has an ORR of 21.1%.

In summary, both IDO1 and PD-1 have been shown to suppress T-cell mediated antitumor
immunity, and IDO1 and the PD-1 ligand PD-1.1 have been shown to be coexpressed mn multiple
cancer types and to correlate with poor prognosis. Combined mhibition of both pathways may
therefore lead to increased efficacy. Preclimical and clinical data indicate that these pathways are
important in melanoma as well as in other cancers, including UC.

3.2.1.5 Overview of Urothelial Carcinoma

Urothehial carcinoma, also referred to as TCC, describes a range of tumors that anise from the
urothelial endothelium, which includes the bladder, renal pelvis, ureter, and urethra. The
worldwide incidence of bladder cancer exceeds 300,000 cases annually [Jemal A, Bray F, Center
MM, Ferlay J, Ward E, Forman D 2011]. Urothelial carcinoma 1s the predomunant histologic
type of bladder cancer in the United States and Western Europe, where it accounts for
approximately 90% of bladder cancers.

3.2.1.6 Treatment for Advanced/Metastatic Urothelial Carcinoma

Approximately 25% of patients with muscle-invasive disease either present with or later develop
metastases. Systemic chemotherapy 1s the standard approach for the imtial treatment of patients
with moperable locally advanced or metastatic urothelial malignancies. The median survival
with multi-agent chemotherapy 1s approximately 14 to 15 months [von der Maase, H., et al
2005]. While thas 1s supernior to the estimated 6-month survival with metastatic disease prior to
the development of modemn chemotherapy regimens, the 5-year survival rate 1s approximately
15% with contemporary regimens.

More effective and less toxic treatments are greatly needed in this patient population, and
immunotherapy offers additional options for patients progressing after their imitial systemic
therapy. The PD-1/PD-L1 mhibitors atezolizumab, pembrolizumab, mvolumab, durvalumab,
and avelumab have demonstrated some activity in early clinical studies and are currently bemng
evaluated i randomized clinical trials in patients with UC. These include trials as first- and
second-line therapy and in the adjuvant setting. Atezolizumab, nivolumab, durvalumab, and
avelumab have recently received accelerated approval from the U.S. Food and Drug
Admimistration (FDA) for the treatment of advanced UC that has progressed during or after
previous platimum-based chemotherapy. In addition, atezolizumab received accelerated approval
from the US FDA for the treatment of advanced UC n patients who are not eligible for
cisplatin-containing chemotherapy.
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On 18-May-2017, the FDA pranted accelerated approval to pembrolizumab for patients with
locally advanced or metastatic UC who are not eligible for cisplatin-contaiming chemotherapy.
Approval was based on data from a multicenter, open-label, single-arm tnal, KEYNOTE-052,
mvestigating pembrolizumab 1n 370 patients. The efficacy analysis showed an ORR of 29%
(95% confidence interval [CI]: 24, 34), with a complete response rate of 7% and a partial
response (PR) rate of 22%. The median DOR had not been reached (range: 1.4+ to 17.8+
months). The median follow-up time was 7.8 months [U_S. Prescribing Information 2017].

Also on 18-May-2017, the FDA granted regular approval to pembrolizumab for patients with
locally advanced or metastatic UC with disease progression on or after platinum-contaming
chemotherapy. Approval was based on data from a multicenter, randomized, active-controlled
trial, KEYNOTE-045. Patients were randomized to recerve either pembrolizumab 200 mg Q3W
(n=270) or Investigator’s choice of paclitaxel, docetaxel, or vinflunine (K_E‘1:'‘I‘E.LI]ZM'%L”EJ United
States Package Insert, 2017).

A number of climcal and molecular characteristics have been shown to correlate with OS. A
poor Kamofsky performance status (KPS) and the presence of visceral (1e, pulmonary, liver,
bone) metastases correlate with shortened survival in climeal trials. In a retrospective
multivanate regression analysis of a database of 203 participants with unresectable or metastatic
TCC, the median survival times for participants who had 0,1, or 2 of these risk factors were 33,
13.4, and 9.3 months, respectively (P = 0.0001) [Bajorin, D. F_, et al 1999]. Tlus was also
illustrated by an Intergroup study that compared these risk factors m participants with metastatic
disease treated with cisplatin alone versus methotrexate, vinblastme, doxorubicin, and cisplatin
[Loehrer, P. J. Sr., et al 1992]. The presence of bone or liver metastases and a poor KPS were
most predictive of poor response and survival. The median survival was 4 months in participants
with these nisk factors, compared with 18 months i those participants without these factors. No
participants with liver or bone metastases and only 1 participant with a KPS <80% survived past
6 years [Saxman, S. B_, et al 1997]. Several subsequent reports confirmed the relationship
between shortened survival and poor KPS or the presence of visceral metastases. The Bajonin
risk score 1s a prognostic model that predicts OS in metastatic urothehal cancer participants
based on the presence of 0, 1, or 2 of these nsk factors; 1t will be used a stratification factor in
this study.

3.2.2 Pre-clinical and Clinical Studies

Refer to the IB for pembrolizumab and epacadostat for preclinical and chinical study data.
3.2.3 Ongoing Clinical Studies

Refer to the IB for pembrolizumab and epacadostat for ongoing climcal trials data.
KEYNOTE-252/ECHO-301:

KEYNOTE-252/ECHO-301 1s an ongomg Phase 3, randonuzed, double-blind, placebo-
controlled study of pembrolizumab in combination with epacadostat or placebo in participants
with unresectable or metastatic melanoma. The dual primary endpoints of the study are
progression free survival (PFS) per RECIST 1.1 as assessed by cenfral imaging and OS. The
external data momitorning commuttee (eDMC) concluded that the study did not meet the primary
objective of improving PFS in the combination compared to pembrolizumab monotherapy during
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a second interim analysis. There were no new safety concerns. The study remains open so that
participants still on study will have contmued access to open-label pembrolizumab.

3.3 Benefit/Risk Assessment

It cannot be guaranteed that participants in clinical trials will directly benefit from treatment
during participation, as climical frials are designed to provide mmformation about the safety and
effectiveness of an investigational medicine.

Given 1nifial data observed in KEYNOTE-037 suggesting improved efficacy of pembrolizumab
with epacadostat and an overall safety profile comparable to anti-PD-1 monotherapy, this
combination represents a rationale and promising first-line therapeutic option in participants with
metastatic UC.

3.3.1 Benefits/Risks from Epacadostat

Epacadostat, as a single therapy, had a predictable pharmacokmetic (PK) profile and acceptable
safety profile, but limited single-agent efficacy mn participants with solid tumors in the Phase 1
study of 52 participants (INCB 24360-101).

A potential concern of IDO1 mhibition 1s an increase in serotonin levels that could precipitate a
cluster of AEs termed serotonin syndrome (SS) when admimstered alone or in combination with
other serotonergic agents. This rare syndrome has been associated with some monoamine
oxidase mhibitors (MAOIs) and combinations of serotonergic drugs [Boyer, E. W. 2005]. The
clinical manifestations of SS range from barely perceptible to lethal; onset 1s rapid (withun 12
hours of drug[s] adnunistration). Nonclimcal data suggest that SS 1s unlikely following
treatment with either epacadostat alone or in combination with MAOIs such as linezolid [Zhang,
Y, etal 2016]. As of 27-Feb-2017, 2 of 958 participants treated across the epacadostat program
have reported SS or symptoms of SS and both were mild in their sevenity and resolved.

Although the incidence of SS 1s uncommon, use of MAOIs are prohibited during the study, and
all participants will be assessed for SS symptoms at an appropniate timeframe after dosing.
Participants will be provided with an nformative card describing the signs and symptoms of SS
along with instructions to seek immediate medical care 1f any of these signs or symptoms are
observed.

3.3.2 Benefits/Risks from Pembrolizumab

Pembrolizumab monotherapy has a positive benefit-risk profile and 1s well tolerated in multiple
approved indications as detailed in the IB. The benefits in first-line cisplatin-ineligible
participants with unresectable or metastatic UC were demonstrated imn KEYNOTE-052.
Pembrolizumab was well tolerated and the ORR at interim analysis (IA) was 29%. In
cisplatin-ineligible participants, results from KEYNOTE-052 demonstrated that more than half
of pembrolizumab-treated patients experienced tumor shrinkage with very limited toxicity.

See Section 5.4 for additional details on KEYNOTE-052. The results of this study lead to the
accelerated approval of pembrolizumab in patients with locally advanced or metastatic UC who
were not eligible for cisplatin-containing chemotherapy.

Due to the mechamism of action of pembrolizumab, immune-mediated adverse reactions have
been seen when used as monotherapy. The majority of the immune -mediated AEs were nuld to
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moderate m severity, manageable with appropniate care, and rarely required discontimuation of
therapy. Infusion-related reactions are also possible following admimistration of pembrolizumab.
Gudance for the management of immune-related AEs and infusion-related reactions 1s in the
protocol.

The Reference Safety Dataset (N=2799) comprises the locked safety data from Studies
KEYNOTE-001, -002.-006, and -010 [IB Edition 15 2017]. In that dataset, adverse events (AEs)
were generally manageable and infrequently required discontinuation of pembrolizumab
treatment.

Additional details regarding specific benefits and nisks for participants participating in this
clinical trial may be found in the accompanymng IB [IB Edition 15 2017] and Informed Consent.
3.3.3 Benefits/Risks for the Combination of Pembrolizumab and Epacadostat

The combination of pembrolizumab and epacadostat has the potential to cause more frequent,
more severe, and/or new immune-related toxicities as compared with each agent individually.

Study INCB 24360-202 (KEYNOTE-037) 1s an ongoing Phase 1/2 study of epacadostat
admimistered in combination with pembrolizumab, with Phase 1 being a dose-escalation phase
and Phase 2 being an open-label, single arm cohort expansion phase. Phase 1 1s bemg
conducted 1n participants with advanced or metastatic solid tumors including Stage 3B, Stage IV,
or recurrent NSCLC, melanoma, TCC of the gemitourinary tract, renal cell cancer, triple negative
breast cancer, adenocarcinoma of the endometrium, or SCCHN who have disease progression on
at least 1 line of therapy for advanced or metastatic cancer (except melanoma). Phase 2 1s
conducted 1n participants with NSCLC, melanoma, transitional cell carcinoma of the
gemtournary fract, triple negative breast cancer, SCCHN, ovanan cancer, diffuse large B-Cell
lymphoma, clear cell renal cell cancer, gastric cancer, hepatocellular carcinoma, and
microsatellite mstability (MSI) high colorectal cancer.

Safety data 1s available on 294 participants from Phase 2 treated with the recommended Phase 2
dose of epacadostat 100 mg BID and pembrolizumab 200 mg Q3W [Hamud, O, et al 2017]. The
most frequently reported (= 10%) TRAESs of any grade were fatipue (29%), rash (17%), nausea
(11%), and pruritus (10%). Rash includes the preferred terms rash, rash generalized, rash
macular, rash maculopapular, and rash pruritic. TRAEs Grade =3 were observed in 18% of
participants. The most common TRAEs Grade =3 were increased lipase (4%) and rash (3%).
There was one treatment-related death due to respiratory failure which was secondary to
aspiration pneumomia.

Additional details regarding specific benefits and nisks for participants participating in this
clinical trial may be found in Section 3.2.1 4 and the accompanying IB and Informed Consent
documents.
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4. Objectives/Hypotheses and Endpoints

NOTE: As of Amendment 04, the primar

y endpoint of the study will be ORR based on

RECIST 1.1 as assessed by the investigator. All other efficacy endpoints, including
imaging, will no longer be collected or performed after the first imaging assessment at

Week 9. This section has been updated a

ccordingly.

In male/female participants of at least 18 years of age with histologically confirmed diagnosis of

advanced/unresectable or metastatic UC:

Objective/Hypothesis

Endpoint

Primary

¢ Objective: To estimate the objective
response rate (ORR) of pembrolizumab
plus epacadostat and pembrolizumab
plus placebo based on RECIST 1.1 by
mvestigator determination.

¢ ORR - defined as the proportion of
participants i the analysis population
who have a best response of complete
response (CR) or partial response (PR).

Secondary

e Objective: To evaluate the safety and
tolerability of pembrolizumab plus
epacadostat versus pembrolizumab plus
placebo.

s Adverse events (AEs)
¢ Study drug discontinuations due to AEs
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5. Study Design
5.1 Overall Design

Note: Enrollment was stopped strategically on 02-MAY-2018. As of Amendment 04, all
study efficacy procedures will discontinue after the first on-study imaging at Week 9 (= 7
days); thereafter participants will be treated as per SoC for the disease and local
guidelines. The study will be unblinded after the last participant completes their Week 9
imaging assessment for efficacy analysis. Safety procedures will continue as per protocol
for all participants continuing study treatment (eg, with either open label pembrolizumab
or pembrolizumab and epacadostat if they are considered to be deriving clinical benefit).
The last study visit is the Safety Follow-up Visit. This section has been updated
accordingly.

This 1s a randonuzed, active-controlled, parallel-group, multi- site, double-blind study of
pembrolizumab 1 combination with epacadostat or placebo i participants with UC who have
not recerved prior systemic chemotherapy (1e, first line, 11.) and who are not eligible to receive
cisplatin.

Approximately 650 participants were to be enrolled. As of Amendment 04, on 02-MAY-2018
enrollment in the study was stopped. It 1s estimated by the time the strategic decision was made
on 02-MAY-2018 to permanently stop enrollment that 100 participants will be randonuzed in
this study.

Participants will be stratified by Bajonin nisk score (0, 1, 2) and PD-L1 expression, assessed by
central laboratory, CPS =10 versus CPS <10, and then randomized 1:1 to either pembrolizumab
+ epacadostat or pembrolizumab + placebo. Prior to randomuization, each participant must
provide a newly obtamned or archival formalin-fixed paraffin-embedded (FFPE) tumor biopsy for
PD-L1 determunation by immunohistochemustry (IHC) by a central laboratory. All participants
will receive pembrolizumab regardless of PD-L1 expression (CPS =10 versus CPS <10) at
baseline; participants with non-evaluable results are excluded.

Treatment with the combination therapy will include pembrolizumab being admimistered every
21 days for up to 35 admumstrations (approximately 2 years) with epacadostat or matching
placebo dosed BID. The treatment period will continue as long as participants are receiving
benefit from treatment and have not had disease progression or met any criteria for study
withdrawal (Section 8.1). Participants who discontinue treatment will discontinue from the study
after Safety Follow-up. The study has no planned treatment crossover.

Participants who stop study treatment after at least 8 cycles, with investigator-deternined
confirmed CR. or complete 35 cycles (approximately 2 years) with SD, PR, or CR, may be
eligible for up to 1 year (17 cycles) of additional combination therapy if they expenence disease
progression. This retreatment 1s termed the Second Course Phase (Retreatment) of this study and
1s only available if the study remains open and the participant meets the critenia in Section 7.2 2.

There 1s no interim analysis i this study. During the course of the study, the external Data
Monitoring Commuttee (eDMC) will perform 1 safety review based on the eDMC charter.
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Specific procedures to be performed duning the trial, as well as their prescribed times and
associated visit windows, are outhined in the Trial SoA - Section 2. Details of each procedure are
provided in Section 9 — Study Assessments and Procedures.

5.1.1 Data Monitoring Committee and Interim Analyses

There 1s no mnterim efficacy analysis in this study. During the course of the study, DMC will
perform 1 safety review as described in the eDMC charter.

5.1.2 Study Diagram

The study design 1s depicted i Figure 1.

Eligibility:
+ Advanced/ Pembrolizumab
unresectable or — - 200 mg IV Q3W
metastatic ‘; + Dost
urothelial cancer = o Epacadostat 100 i
=3 Treatment
a m mg PO BID
« Measurable 1 H Follow-up:
: > B|l—|E Treatment P
disease based on i B Ez L g PR >| - safety
RECIST 1.1 5 b= Pembrolizumab it i Follow-up
+ 1L setting (prior 7} o 200 mg IV Q3W « Survival
& & L +
neoadjladj allowed
=12 m'l;ntf'nsl Matching Placebo
PO BID

+ Cisplatin-ineligible
- ECOG PS 0-2

Stratification Factors:

1. Bajorin Score (D, 1, or 2 of following risk factors)
Visceral Disease
Karnofsky PS <80%

2. PD-L1 Expression (CPS 210, or CPS <10)

NOTE: As of Amendment 04, the study will be unblinded after the last participant
completes the Week 9 imaging assessment for efficacy analysis; participants can choose to
discontinue from the study or continue study treatment as per protocol after discussion
with the investigator and if they are deriving clinical benefits. No placebo will be
administered after unblinding. The last study visit is the Safety Follow-up Visit.

BID= twice daily; CPS= combined positive score; ECOG = Eastern Cooperative Oncology Group; IV= intravenous; PO= orally;
PS=Performance Status; Q3W= every 3 weeks

Figure 1 Study Design

MEK-3475-672-04 (INCB 24360-307-04) Final Protocol
Confidential

13-Jun-2018

4YBQD



Product: MEK-3475/INCB024360 48
Protocol/Amendment No.: 672-04/ECHO-307-04

5.2 Number of Participants

Approximately 650 participants were to be randomized into the study. As of Amendment 04, on
02-MAY-2018 enrollment in the study was stopped. It 1s estimated by the time the strategic
decision was made on 02-MAY-2018 to permanently stop enrollment that 100 participants will
be randomuized 1n this study.

5.3 Beginning and End of Study Definition

The overall trial begins when the first participant signs the informed consent form (ICF). The
overall trial ends when the last participant completes the last study-related phone-call or visit,

withdraws from the trial or 15 lost to follow-up (1.e. the participant 1s unable to be contacted by
the mvestigator).

5.3.1 Clinical Criteria for Early Trial Termination

Early frial termination will be the result of the critenia specified below:

The mvestigator retains the right to termmate study participation at any fime, according to the
terms specified in the study contract. The investigator 15 to notify the Institutional Review Board
(IRB) or independent ethics commuttee (IEC) 1n writing of the study's completion or early
termunation, and send a copy of the notification to the MSD or MSD designee and retain 1 copy
for the site study regulatory file.

The study may be ternunated early 1f required by regulatory decision, or upon advice of the
DMC. If the study 1s terminated prematurely, the investigators, the IRBs and IECs, and
regulatory bodies will be notified of the decision and reason for termination of the study.

5.4 Scientific Rationale for Study Design

Participants with advanced or metastatic UC present umque challenges. Although a vanety of
chemotherapeutic agents are used in this setting and mitially are associated with response, the
prognosis for participants 1s poor — median survival from studies in these setting ranges from 8 to
15 months, and the majority of participants die from complications related to disease [von der
Maase, H., et al 2000] [De Santis, M., et al 2012]. The advanced/metastatic setting represents a
clinical area in need of novel therapeutic approaches such as with checkpoint inhibitor therapy.
The current approach will attempt to extend the number of participants who develop an immune
response by adninistening the IDO1 enzyme inhibitor, epacadostat, in combination with the PD-
1 checkpoint inhibitor, pembrolizumab in a first-line setting.

Cisplatin-based combination chemotherapy 1s standard first-lhine treatment for participants with
advanced bladder cancer based on randonuzed trials [Logothetis, C_J_, et al 1990] [von der
Maase, H , et al 2000] [Saxman, S. B, et al 1997] [Loehrer, P. J_ Sr_, et al 1992] [Sternberg, C.
N, et al 2006] [von der Maase, H., et al 2005]. The median survival with these regimens 1s 13 to
15 months, and 5% to 15% of participants attain long-term survival. However, cisplatin
meligibility 1s common because of renal dysfunction (creatimine clearance [CrCl] <60 mL/min)
or ECOG PS of 2, or both. Furthermore, heaning loss, Grade 2 neuropathy, heart failure, and
age-associated diminished renal function may also confer cisplatin mehgibility [Galsky, M. D,
et al 2011] [Galsky, M. D., et al 2011] [Dash, A, et al 2006].
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Carboplatin 1s often substituted for cisplatin in such participants, but 1t 1s associated with inferior
outcomes, as demonstrated in a meta-analysis of randonuzed Phase 2 studies [Galsky, M. D et
al 2011] [Galsky, M. D_, et al 2012].

A Phase 3 study comparing gemcitabme (GEM)/carboplatin with MCAVT
(methotrexate/carboplatin/vinblastine) in cisplatin-ineligible participants demonstrated a median
survival of only 8 to 9 months with both regimens [De Santis, M., et al 2012]. Notably, those
with both poor renal function and poor performance status (PS) fared especially poorly with
combination chemotherapy in this study. Thus, there remains a significant unmet medical need
for well-tolerated active therapies in this population. According to the National Comprehensive
Cancer Network (NCCN) gmdelines, clinical studies of potentially less toxic therapies are
recommended for this population of participants.

KEYNOTE-052, an open-label, multicenter, Phase 2 study, evaluated the efficacy and safety of
pembrolizumab (200 mg Q3W) m first-line cisplatin-inehigible participants with unresectable or
metastatic UC. In data presented at The American Society of Clinical Oncology (ASCO)
Conference 1 2017, of the 370 participants enrolled, 85% had visceral metastases, including
21% with liver metastases [O'Donnell, P. H., et al 2017]. Reasons for cisplatin ineligibility
mncluded: 50% with baseline CrCl of <60 mL/mun, 32% with ECOG PS of 2, 9% with ECOG 2
and baseline CrCl of <60 mL/min, and 9% with other reasons (Class III heart failure, Grade 2 or
greater peripheral neuropathy, and Grade 2 or greater hearing loss). Niety percent of patients
were treatment naive, and 10% recerved prior adjuvant or neoadjuvant platinum-based
chemotherapy.

Results from KEYNOTE-052 in Figure 2 demonstrated that more than half of participants
analyzed, who received =1 dose of pembrolizumab, had a baseline scan with measurable disease
per RECIST 1.1, and a post baseline assessment (n = 332), expenienced tumor shninkage (data
cut-off 09-Mar-2017).

58% experienced a
decrease in target lesions
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The efficacy analysis showed an ORR of 29% (95% CI: 25, 34), with a CR. rate of 7 % and a PR
rate of 22 %. The median DOR had not been reached (range: 1.4+ to 178+ months). The
median follow-up time was 9.5 months [O'Donnell, P. H | et al 2017].

In KEYNOTE-052, there was very little toxicity. TRAEs were experienced by 66% of
participants. The most common TRAEs were fatigue (18%), pruritus (17%), rash (12%),
decreased appetite (10%), and hypothyroidism (10%). Grade 3-5 TRAEs were experienced by
19% of participants, 7% discontinued therapy because of a TRAE, and there was 1 death due toa
TRAE (myositis). It was concluded from analysis of KEYNOTE-052 that pembrolizumab

200 mg Q3W demonstrates substantial antitumor activity and has a manageable toxicity profile
in cisplatin-ineligible participants with unresectable or metastatic UC.

In KEYNOTE-052 the PD-L1 CPS-high cut point was determined to be =10 PD-L1 expression.
Subjects with PD-L1 CPS staimming =10 demonstrated higher response rates (RR) with
pembrolizumab monotherapy.

Both IDO1 and PD-1 have been shown to suppress T-cell-mediated antitumor immumnity; and
IDO1 and the PD-1 ligand, PD-L1, have been shown to be coexpressed m multiple cancer types
and to correlate with poor prognosis. PD-L1 and IDO1 are gamma-interferon responsive genes
that are often subverted in tandem by tumor cells. Combined inhibition of both pathways may
therefore lead to greater suppression of antitumor immumty and to increased efficacy. Response
data for participants with advanced metastatic UC from the ongoing Phase 1/2 study

INCB 24360-202 (KEYNOTE-037), 1s encouraging with a high ORR that exceeds monotherapy
with PD-1 inhibitors and appears durable based on Phase 1 responders. See Section 3.2.1 4 for
additional details.

In light of the relatively limited benefit from cytotoxic chemotherapy in participants with
advanced/unresectable (inoperable) or metastatic urothelial cancer who are cisplatin-ineligible,
and the promising results with pembrolizumab and IDO1, pembrolizumab and epacadostat
versus pembrolizumab plus placebo will be compared in this participant population.

5.4.1 Rationale for Endpoints
5.4.1.1 Efficacy Endpoints

NOTE: As of Amendment 04, the primary endpoint of the study will be ORR based on
RECIST 1.1 as assessed by the investigator; transmission of images for central review is no
longer required. All other efficacy endpaoints, including imaging after the first on study
scan at Week 9, will no longer be collected or performed. This section has been amended
accordingly.

This study will use ORR. based on RECIST 1.1 criteria as assessed by the investigator as the
primary endpomt. ORR 1s an acceptable measure of clinical benefit for a late stage study that
demonstrates superiority of a new antineoplastic therapy.

5.4.1.1.1 RECIST1.1

RECIST 1.1 will be used by the investigator when assessing images for efficacy measures and by
the local site when determiming eligibility. Although traditional RECIST 1.1 references a
maximum of 5 target lesions in total and 2 per organ, this protocol has implemented a
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modification to RECIST 1.1 to allow a maximum of 10 target lesions in total and 5 per organ.
This will be termed as RECIST 1.1 throughout the protocol. Further details are found in Section
9215

5.4.1.1.2 Modified RECIST 1.1 for Immune-based Therapeutics iRECIST)

NOTE: As of Amendment 04, this section is no longer applicable; iRECIST data will no
longer be collected. Participants with radiographic disease progression as determined by
RECIST 1.1 will discontinue from the study and be followed for safety monitoring, as
detailed in Section 9.3; no confirmatory scans are required.

RECIST 1.1 will be adapted to account for the umique tumor response characteristics seen
following treatment with pembrolizumab. Immunotherapeutic agents such as pembrolizumab
may produce antitumor effects by potentiating endogenous cancer-specific immune responses.
The response patterns seen with such an approach may extend beyond the typical time course of
responses seen with cytotoxic agents, and participants treated with pembrolizumab may manifest
a clinical response after an mnitial increase in fumor burden or even the appearance of new
lesions.

Thus, standard RECIST 1.1 may not provide an accurate response assessment of
immunotherapeutic agents such as pembrolizumab. Based on an analysis of participants with
melanoma enrolled in KEYNOTE-001, 7% of evaluable participants experienced delayed or
early tumor pseudo-progression. Of note, participants who had PD by RECIST 1.1 but not by
the immune-related response criteria [Wolchok, J. D, et al 2009] had longer OS than participants
with PD by both criteria [Hod1, F. S_, et al 2014]. Additionally, the data suggest that RECIST

1.1 may underestimate the benefit of pembrolizumab in approximately 15% of participants.
These findings support the need to apply a modification to RECIST 1.1 that takes into account
the umque pattern of atypical responses in immunotherapy and enables treatment beyond initial
radiographic progression, if the participant 1s clinically stable.

Modified RECIST 1.1 for immune-based therapeutics (1IRECIST) assessment has been developed
and published by the RECIST Working Group, with mput from leading experts from industry
and acadenua, along with participation from the US FDA and the European Medicines Agency
[EMA] [Seymour, L., et al 2017]. The umidimensional measurement of target lesions, qualitative
assessment of non-target lesions, and response categornes are 1dentical to RECIST 1.1, until
progression 1s seen by RECIST 1.1. However, 1f a participant 1s climeally stable, additional
imaging may be performed to confirm radiographic progression. 1RECIST will be used bi

iﬂvestiﬁtnrs to assess tumor EW and ﬁﬁssmﬂ? and make treatment decisio

Refer to Section 9.2_1.6 for details on 1IRECIST.
5.4.1.2 Safety Endpoints

Safety parameters commonly used for evaluating investigational systenuc anticancer treatments
are mcluded as safety endpoints including, but not limited to, the incidence of, causality, and
outcome of AEs/serious adverse events (SAEs); and changes in vital signs and laboratory values.
Adverse events will be assessed as defined by Common Termunology Criteria for Adverse
Events (CTCAE), Version 4.0.
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5.4.1.3 Patient Reported Outcomes

NOTE: As of Amendment 04, PRO will no longer be collected after the first on-study
imaging assessment at Week 9.

As part of the analyses for this study, participants will provide information regarding their
HRQoL using the EORTC QLQ-C30 PRO instruments. Health utilities will be evaluated using
the EQ-5D-5L PRO instrument. EQ-5D-5L will be administered first, then EORTC QLQ-C30.
These PRO assessments are not pure efficacy or safety endpoints because they are affected by
both disease progression and treatment tolerabulity.

5.4.1.3.1 EORTC QLQ-C30

The EORTC QLQ-C30 1s the most widely used cancer specific HRQoL instrument, which
contains 30 items and measures 5 functional dimensions (physical, role, emotional, cogmtive and
social), 3 symptom items (fatigue, nausea/vomiting, and pain), 6 single items (dyspnea, sleep
disturbance, appetite loss, constipation, diarthea, and financial impact), and a global health and
QoL scale [Aaronson, N. K, et al 1993].

For the global health status/quality of life and function scales, a higher value indicates a better
level of function; for symptom scales and items, a higher value indicates increased seventy of
symptoms. TTD and mean change from baseline in global health status/QoL scale of the
EORTC QLQ-C30, will be evaluated as secondary objectives.

5.4.1.3.2 EuroQoL-5D-5L (EQ-5D-5L)

The EQ-5D-5L 15 a standardized mstrument for use as a measure of health outcome and will
provide data to develop health utilities for use in health economic analyses [Rabin, R. 2001].
The 5 health state dimensions in this mstrument include the following: mobility, self-care, usual
activities, pamn/discomfort, and amxiety/depression. Each dimension is rated on a five point scale
from 1 (no problem) to 5 (unable to/extreme problems). The EQ-5D-5L also includes a graded
(0 to 100) vertical visual analog scale on which the participant rates his or her general state of
health at the time of the assessment. This mstrument has been used extensively in cancer studies
and published results from these studies support 1ts validity and reliability [Pickard, A S_, et al
2007].
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5.4.2 Rationale for the Use of Comparator/Placebo

Data from IA of KEYNOTE-052 demonstrates that pembrolizumab monotherapy at 200 mg
Q3W has substantial antitumor activity and a manageable toxicity profile m cisplatin -meligible
participants with unresectable or metastatic UC [O'Donnell, P. H | et al 2017]. In data presented
at ASCO m 2017 from IA, CR rate was 7% and ORR was 29% m all participants (N=370). A
TRAE was expenienced i 66% of participants, most commonly fatigue (18%), pruritus (17%),
rash (12%), decreased appetite (10%), and hypothyroidism (10%). Grade 3/4 TRAE were
experienced m 19% of participants and 7% discontinued therapy because of a TRAE. There was
1 treatment-related death.

The use of an epacadostat matching placebo in combination with pembrolizumab will ensure the
objectivity of investigator-assessed progression for the pembrolizumab plus epacadostat
combination versus pembrolizumab monotherapy, as well as any decisions to
mterrupt/discontinue therapy.

NOTE: As of Amendment 04, the study will be unblinded after the last participant
completes Week 9 imaging assessment for efficacy analysis..

5.5 Justification for Dose
5.5.1 Rationale for Dose and Regimen of Pembrolizumab

The planned dose of pembrolizumab for this study 1s 200 mg Q3W. Based on the totality of data
generated in the KEYTRUDA® development program, 200 mg Q3W is the appropriate dose of
pembrolizumab for adults across all indications and regardless of tumor type. As outlined below,
this dose 1s justified by
e Chmnical data from 8 randomized studies demonstrating flat dose- and exposure- efficacy
relationships from 2 mg/kg Q3W to 10 mg/ke every 2 weeks (Q2W),

e Chimical data showing meamngful improvement in benefit-risk mcluding OS at 200 mg
Q3W across multiple indications, and

e Pharmacology data showing full target saturation in both systemuc circulation (inferred
from PK data) and tumor (inferred from physiologically-based PK analysis) at 200 mg
Q3W.

Among the 8 randomized dose-comparison studies, a total of 2262 participants were enrolled
with melanoma and NSCLC, covering different disease settings (treatment naive, previously
treated, PD-L1 enriched and all-comers) and different treatment settings (monotherapy and in
combination with chemotherapy). Five studies compared 2 mg/kg Q3W vs 10 mg/kg Q2W
(KEYNOTE-001 B2, -001 D, -002, -010 and -021), and 3 studies compared 10 mg/kg Q3W vs
10 mg/ke Q2W (KEYNOTE-001 B3, -001 F2 and -006). All of these studies demonstrated flat
dose- and exposure-response relationships across the doses studied representing an approximate
5 to 7.5 fold difference in exposure. The 2 mg/kg (or 200 mg fixed-dose) Q3W provided similar
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responses to the highest doses studied. Subsequently, flat dose-/exposure-response relationships
were also observed in other tumor types including head and neck cancer, bladder cancer, gastric
cancer and classical Hodgkin Lymphoma, confirming 200 mg Q3W as the appropnate dose
independent of the tumor type. These findings are consistent with the mechamism of action of
pembrolizumab, which acts by mteraction with immune cells, and not via direct binding to
cancer cells.

Additionally, pharmacology data clearly show target saturation at 200 mg Q3W. First, PK data
m KEYNOTE-001 evaluating target-mediated drug disposition conclusively demonstrated
saturation of PD-1 in systemuc circulation at doses much lower than 200 mg Q3W. Secondly, a
physiologically-based PK analysis was conducted to predict tumor PD-1 saturation over a wide
range of tumor penetration and PD-1 expression. This evaluation concluded that pembrolizumab
at 200 mg Q3W achieves full PD-1 saturation in both blood and fumor.

Finally, population PK analysis of pembrolizumab, which characterized the influence of body
weight and other participant covariates on exposure, has shown that the fixed-dosing provides
similar control of PK variability as weight based dosing, with considerable overlap in the
distribution of exposures from the 200 mg Q3W fixed dose and 2 mg/kg Q3W dose. Supported
by these PK characteristics, and given that fixed-dose has advantages of reduced dosing
complexity and reduced potential of dosing errors, the 200 mg Q3W fixed-dose was selected for
evaluation across all pembrolizumab protocols.

5.5.2 Rationale for Dose and Regimen of Epacadostat in Combination with
Pembrolizumab

The dose for epacadostat for the current study was selected on the basis of having a well -
tolerated safety profile as monotherapy and in combination with pembrolizumab, a robust ORR,
durable DCR, as well as providing optimal target inhibition of IDO1 based on nonclinical
models. Doses of epacadostat of up to 700 mg BID as monotherapy have been well tolerated.

Doses of epacadostat 25 mg BID to 300 mg BID in combination with pembrolizumab,
mvolumab, durvalumab and atezolizumab are currently bemg evaluated in several ongoing
Phase 2 studies. Doses of pembrolizumab 2 mg/kg or a 200 mg flat dose have been studied in
the ongoing Phase 1/2 study of pembrolizumab mn combination with epacadostat. Reductions in
tumor burden were seen 1 14 of 19 evaluable participants across doses of 25 mg BID to 100 mg
BID in combination with pembrolizumab 2 mg/kg and 200 mg flat dosing [Gangadhar, T. C_, et
al 2015]. Objective responses were observed 1n all tumor types and the majonty are durable; this
combination has been well tolerated with rates of immune-related adverse events (irAEs) that are
similar to pembrolizumab monotherapy and low rates of treatment discontinuation due to irAEs
[Gangadhar, T. C., et al 2017] [Hamid, O., et al 2017].

MK-3475-672-04 (INCB 24360-307-04) Final Protocol 13-Jun-2018

Confidential
4YEQD



Product: ME-3475INCB024360 57
Protocol/Amendment No.: 672-04/ECHO-307-04

ose 1 combination with
pembrolizumab in study KEYNOTE-037 supports the selection of this dose in this Phase 3 study
of epacadostat to be combined with TV pembrolizumab 200 mg Q3W.

6. Study Population

Male/Female participants =18 years of age with advanced/unresectable or metastatic UC who are
cisplatin-ineligible and have received no prior systemic anti-cancer therapy will be enrolled in
this trial.

Prospective approval of protocol deviations to recnutment and enrollment critena, also known as
protocol waivers or exemptions, 1s not permitted.

6.1 Inclusion Criteria

Participants are eligible to be imncluded m the study only 1f all of the following critena apply:

Type of Participant and Disease Characteristics
1. Have histologically or evtologically confirmed diagnosis of advanced/unresectable
(moperable) or metastatic urothehal cancer of the renal pelwvis, ureter, bladder. or wethra.
Both transitional cell and mixed transitional/mon-transitional (predominantly transitional)
cell histologies are allowed. Participants with non-urothelial cancer of the urinary tract
are not allowed.

2. Have measureable disease based on RECIST 1.1 as assessed by the local site
mvestigator/radiology. Tumor lesions situated m a previously nradiated area are
considered measureable 1f progression has been demonstrated m such lesions.

3. Be considered ineligible to receive cisplatin-based combination therapy, based on having
at least one of the following criteria:

a. ECOG PS of 2 within 14 davs prior to randomuization (the proportion of
participants with an ECOG PS of 2 will be lumted to approximately 50% of the
total population)

b. CrCl (calculated or measured) <60 mL/min but =30 mL/min

Note: Participants with a CrCl (calculated or measured) <30 mL/min or on
dialysis are excluded from the study.

¢. CTCAE v4.0, Grade =2 audiometric hearing loss (25 dB in two consecutive wave
ranges)

d. CTCAE v.4.0, Grade =2 penipheral neuropathy

e. New York Heart Association (NYHA) Class [II heart failure (Appendix 6)
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4. Have provided tissue for PD-L1 analysis from an archival tissue sample or newly
obtained core or excisional biopsy of a tumor lesion not previously irradiated. A newly
obtained biopsy 1s strongly preferred but not required if archival tissue 1s adequate for
analysis. If submitting unstained cut shides, freshly cut slides should be submutted to the
central laboratory withun 14 days from when the shdes are cut. Refer to Section 9.8.1 in
the protocol for an explanation. PD-L1 status (CPS =10 or CPS <10) must be determuined
by the central laboratory prior to randonuzation. Participants will be excluded 1f PD-1.1
status cannot be determined.

5. Have received no prior systemic chemotherapy for advanced/unresectable (inoperable) or
metastatic urothelial cancer

a. Adjuvant platinum based chemotherapy, following radical cystectomy, with
recurrence 12 months from completion of therapy is permutted.

OR

b. Neoadjuvant platinum based chemotherapy, with recurrence >12 months since
completion of therapy 1s permutted.

Note: Low-dose chemotherapy (eg, low dose cisplatin, cisplatin + fluorouracil (5-FU),
mitomycin + 5-FU, or cisplatin + paclitaxel) given concurrent with radiation to the
primary tumor site 15 not considered as systemic therapy. In the clinical setting,
chemotherapy 1s given with the sole purpose of sensitizing the tumor to local radiation. It
1s not admimistered at doses with any systemuc efficacy. Surgery 1s not considered first-
line therapy following diagnosis of advanced/metastatic disease.

Demographics
6. Be =18 years of age on day of sigming informed consent.

7. HaveaPS of 0, 1 or 2 within 14 days prior to randonmuzation on the ECOG Performance
Scale.

Male participants:

8. A male participant must agree to use a confraception as detailed in Appendix 5 of this
protocol during the treatment period and for at least 120 days after the last dose of study
treatment and refrain from donating sperm during this period.

Female participants:

9. A female participant 1s eligible to participate if she 1s not pregnant (see Appendix 5), not
breastfeeding, and at least one of the following conditions applies:
a.) Not a woman of childbearing potential (WOCBP) as defined in Appendix 5
OR
b.) A WOCBP who agrees to follow the contraceptive gmudance in Appendix 5 during the
treatment period and for at least 120 days (corresponding to fime needed to elinunate any
study treatments (MK-3475 and epacadostat) after the last dose of study treatment.
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Informed Consent
10. The participant (or legally acceptable representative if applicable) provides written
informed consent for the trial.
Laboratory Values
11. Demonstrate adequate organ function as defined in Table 1. All screening labs nmst be
collected within 14 days prior to randomization.
Table 1  Adequate Organ Function Laboratory Values
System Laboratory Value
Hematological
Absolute neutrophul count (ANC) =1500/pL
Platelets =100 000/pL
Hemoglobin =90 g/dL or =5.6 mmol/1*
Renal
Creatimine OR <1.5 x ULN OR
Measured or calculated” creatinine clearance | >30 mL/min for participant with creatinine
(GFR can also be used in place of creatinine | levels >1.5 x mstitutional ULN
or CrCl)
Hepatic
Total bilirubin <1.5 x ULN OR direct bilirabin <ULN for
participants with total bilirubin levels
>1.5 xULN.
If there 1s no institutional ULN, then direct
bilirubin must be <40% of total bilirubin to
be eligible. Note: In no case can the total
bilirubin exceed 3 x ULN
AST (SGOT) and ALT (SGPT) <25 = ULN
Coagulation
International normalized ratio (INR) OR <1.5 x ULN unless participant is receiving
prothrombin time (PT) anticoagulant therapy as long as PT or
Activated partial thromboplastin time (aPTT) | aPTT 1s within therapeutic range of
or partial thromboplastin time (PTT)" mtended use of anticoagulants
ALT (SGPT) = alanine aminotransferase (serum glutamic pymuvic transaminase); AST (SGOT) = aspartate
aminotransferase (senmm glutamic oxaloacetic fransaminase); CrCl= creatinme clearance; GFR. = glomerular filtration
rate; ULN = upper limit of normal
* Criteria must be met without erythropoietin dependency and without packed red blood cell (pRBC) transfusion within
last 2 weeks.
® Creatinine clearance (C1Cl) should be calculated per mstitutional standard.
“PTT may be performed if the local lab is unable to perform aPTT.
Note: This table includes eligibility-defining laboratory value requirements for treatment; laboratory value requirements
should be adapted according to local regulations and guidelines for the administration of specific chemotherapies.
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6.2 Exclusion Criteria

Participants are excluded from the study if any of the following criteria apply:

Medical Conditions

1.
2

Has disease that 15 suitable for local therapy administered with curative intent.

Has a known additional malignancy that 1s progressing or has required active treatment
within the past 3 years.

Note: Participants with basal cell carcinoma of the skin, squamous cell carcinoma of the
skin, or carcinoma 1n situ (eg, breast carcinoma, cervical cancer m situ) that have
undergone potentially curative therapy are not excluded. Participants with low-risk early
stage prostate cancer defined as follows are not excluded; Stage Tlc or T2a with a
Gleason score < 6 and prostatic-specific antigen (PSA) < 10 ng/mL either treated with
defimtive intent or untreated in active surveillance that has been stable for the past year
prior to study allocation.

Has known active central nervous system (CNS) metastases and/or carcinomatous
memngitis. Participants with previously treated brain metastases may participate
provided they are radiologically stable, ie, without evidence of progression for at least 4
weeks by repeat imaging, (note that repeat imaging should be performed duning the study
screening), clinically stable and without requirement of steroid treatment for at least 14
days prior to first dose of study treatment.

Has an active autormmune disease that has required systemic treatment in past 2 years
(1e, with use of disease modifying agents, corticosteroids or immunosuppressive drugs).
Replacement therapy (eg, thyroxine, insulin, or physiologic corticosteroid replacement
therapy for adrenal or pitumitary msufficiency) 1s not considered a form of systemic
treatment and 1s allowed.

Has a diagnosis of immunodeficiency or 1s receiving chromic systemic steroid therapy (in

dosing exceeding 10 mg daily of prednisone equivalent) or any other form of
immunosuppressive therapy within 7 days prior the first dose of study treatment.

Has a history of (non-infectious) pneumonitis that required steroids or has current
pneumonitis.

Has an active infection requiring systemic therapy.

Has a known history of human immunodeficiency virus (HIV) infection. No HIV testing
1s required unless mandated by local health authonty.

Has known history of or 1s posttive for active Hepatitis B (Hepatitis B surface anfigen
[HBsAg] reactive) or has active Hepatitis C (HCV RNA). Note: Testing must be
performed to determine eligibility.

e HBV DNA must be undetectable and HBsAg negative at screemng visit.

e Hepatitis C Ab testing 1s allowed for screening purposes in countries where HCV
RNA 1s not part of SOC. In these cases, HCV antibody positive participants will
be excluded.
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10.

11

12

13.

14

15.

e Participants who have had defimtive treatment for HCV are permutted if HCV
RNA undetectable at Screemng Visit.

Has a history of a gastrointestinal condition or procedure that in the opinion of the
Investigator may affect oral drug absorption.

- Has a lustory or presence of an abnormal electrocardiogram (ECG) that, in the

mvestigator's opiion, 1s clinically meamingful. Screeming corrected QT interval (QTc)
mnterval >480 milhiseconds 1s excluded (corrected by Fridericia or Bazett formula). In the
event that a single QTc 1s >480 nulliseconds, the participant may enroll 1f the average
QTec for the 3 ECGs 1s <480 mulliseconds.

. Has a lustory or current evidence of any condition, therapy, or laboratory abnormality

that nught confound the results of the trial, interfere with the participant's participation
for the full duration of the frial, or 1s not in the best interest of the participant to
participate, in the opinion of the treating investigator.

Has known psychiatric or substance abuse disorders that would interfere with cooperating
with the requirements of the study.

A WOCBP who has a positive urine pregnancy test within 72 hours before randonuzation
(see Appendix 5). If the urine test cannot be confirmed as negative, a serum pregnancy
test 15 required. In such cases, the participant must be excluded from participation if the
serum pregnancy result 1s positive.

Note: In the event that >72 hours have elapsed between the screeming pregnancy test and
the first dose of study treatment, another pregnancy test (urine or serum) must be
performed and must be negative in order for participant to start recerving study treatment.

Is pregnant or breastfeeding or expecting to conceive or father children within the
projected duration of the trial, starting with the screeming visit through 120 days after the
last dose of pembrolizumab and epacadostat/matching placebo.

Prior/Concomitant Therapy

16.

17.

Has received prior therapy with an anti-PD-1, anti-PD-L1, ant1 PD-L2 agent, IDO1
mhibitor, or with an agent directed to another stmulatory or co-inhibitory T-cell receptor
(eg, CTLA-4, OX 40, CD137), or any other antibody or drug targeting T-cell co-
sttmulatory pathways in the adjuvant or advanced/metastatic setting_

Has received prior systemic anti-cancer therapy including investigational agents within 4
weeks prior to randonuzation.

Note: Participants must have recovered from all AEs due to previous therapies to <Grade
1 or baseline. Participants with <Grade 2 neuropathy may be eligible.

Note: If participant received major surgery, they must have recovered adequately from
the toxicity and/or complications from the intervention prior to starting study treatment.
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18. Has recerved prior radiotherapy within 2 weeks of start of trial treatment. Participants
must have recovered from all radiation-related toxicities, and not require corticosteroids.
A 1-week washout 1s pernutted for palhiative radiation (<2 weeks of radiotherapy) to non-
CNS disease.

19. Has recerved a live vaccine within 30 days prior to the first dose of tnal drug. Examples
of live vaccines include, but are not limited to, the following: measles, mumps, rubella,
varicella/zoster (chicken pox), yellow fever, rabies, Bacillus Calmette—Guérin (BCG),
and typhoid vaccine. Seasonal influenza vaccines for injection are generally killed virus
vaccines and are allowed; however, intranasal influenza vaccines are live attenuated
vaccines and are not allowed.

20. Has received therapy with a MAOI, or UGT1A9 mhibitor within 21 days prior to starting
treatment, or anticipates requuiring one of these prohibited medications during the
treatment phase. Examples of medications in these classes are found in Section 7.7 —
Conconutant Therapy.

21. Has any history of Serotonin Syndrome after receirving serotonergic drugs.

22_ Has severe hypersensitivity (=Grade 3) to study treatment (pembrolizumab and
epacadostat) and/or any of its excipients.

Prior/Concurrent Clinical Study Experience

23_ Is currently participating mn or has participated in a trial of an investigational agent or has
used an mvestigational device within 4 weeks prior to the first dose of trial treatment.
Note: Participants who have entered the Follow-up Phase of an investigational trial may
participate as long as 1t has been 4 weeks after the last dose of the previous
mvestigational agent.

6.3 Lifestyle Restrictions
6.3.1 Meals and Dietary Restrictions

Participants should maintain a normal diet unless modifications are required to manage an AE
such as diarrhea, nausea, or vonuting.

6.3.2 Contraception

Pembrolizumab may have adverse effects on a fetus in utero. Furthermore, 1t 1s not known 1f
pembrolizumab has transient adverse effects on the composition of sperm

Developmental and reproductive toxicity studies have not been performed with epacadostat.
Epacadostat should not be used by pregnant women.

Participants should be informed that taking the study treatment may involve unknown risks to the
fetus (unborn baby) if pregnancy were to occur during the study. In order to participate m the
study, participants of childbearing potential must adhere to the contraception requirement
(described above 1n Section 6.1 Inclusion Criteria) from the day of study treatment initiation (or
14 days prior to the immitiation of study treatment for oral contraception) throughout the study
period up to 120 days after the last dose of study treatment. If there 1s any question that a
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participant of childbeaning potential will not reliably comply with the requirements for
contraception, that participant should not be entered into the study.

Definitions of WOCBP and standards for adequate contraception are outlined in Appendix 5.

6.3.3 Pregnancy

If a participant becomes pregnant while on treatment with pembrolizumab and/or epacadostat,
the participant will be immediately discontinued from study treatment. The site will contact the
participant at least monthly and document the participant’s status until the pregnancy has been
completed or terminated. The outcome of the pregnancy will be reported to the MSD without
delay and within 24 hours 1if the outcome 1s a serious adverse experience (eg, death, abortion,
congenital anomaly, or other disabling or life-threatening complication to the mother or
newborn). The study Investigator will make every effort to obtain permussion to follow the
outcome of the pregnancy and report the condition of the fetus or newbom to MSD. If a male
participant impregnates his female partner, the study personnel at the site must be informed
immediately and the pregnancy must be reported to MSD and followed as described in
Section 9.3.6.

6.3.4 Usein Nursing Women

It 15 unknown whether pembrolizumab or epacadostat 15 excreted n human nulk. Since many
drugs are excreted in human mulk, and because of the potential for serious adverse reactions in
the nursing infant, participants who are breastfeeding are not eligible for enrollment.

6.4 Screen Failures

Screen failures are defined as participants who consent to participate in the chinical study but are
not subsequently randonuzed. A mimmal set of screen failure information 1s required to ensure
transparent reporting of screen failure participants to meet the Consolidated Standards of
Reporting Trials (CONSORT) publishing requirements and to respond to quenes from regulatory
authorities. Mimmal information includes demography, screen failure details, eligibility criteria,
and any AEs or SAEs meeting reporting requirements as outlined in the entry guidelines.

6.5 Participant Replacement Strategy

A participant who discontinues from study treatment or withdraws from the study will not be
replaced.
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7. Treatments

Study treatment 1s defined as any mvestigational treatment(s), marketed product(s), placebo, or
medical device(s) intended to be admimstered to a study participant according to the study
protocol.

Climical supplies [study treatment(s) provided by MSD] will be packaged to support enrollment.
Chimical supplies will be affixed with a clinical label in accordance with regulatory requurements.

7.1 Treatments Administered

The study treatments to be used in this trial are outlined below in Table 2.
Table2  Study Treatments

Study -
o Dosage Unit Dose . Route of S
;l;;e[-::ment Formulation | Strength(s) Dosage Level Administration Sourcing
Pembrolizumab | Sotion for | 25 mg/mL 200mg Q3W | IV infusion Provided centrally
IV infusion Day 1 of each
cycle for up to
35 cycles
Epacadostat or | Tablet 100 mg 100 mg BID Oral Provided centrally
Epacadostat continuously for
Placebo up to 35 cycles
Epacadostat or | Tablet 25 mg 25 mg or Oral Provided centrally
Epacadostat 50 mg* BID
Placebo continuously for
up to 35 cycles

*Epacadostat or matching placebo may be reduced to 50 mg BID (Level -1) or 25 mg BID (Level -2) to mitigate immune-related
AEs (irAEs), if indicated in Table 3.
Abbreviations: BID = twice daily; IV = intravenous; Q3W = every 3 weeks.

All placebos were created by the Sponsor to match the active product.

All products indicated n Table 2 will be provided centrally by MSD or locally by the trial site,
subsidiary, or designee, depending on local country operational or regulatory requirements.
Every attempt should be made to source these supplies from a single lot/batch number.

Refer to Section 9.1.9 for details regarding administration of the study treatment.

As of Amendment 04, participants who continue study treatment after unblinding will no longer
be dispensed epacadostat placebo.
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7.2  Dose Modification (Escalation/Titration/Other)
7.2.1 Dose Modification

Dose modification and toxicity management for immune-related AEs (irAEs) associated with
pembrolizumab and/or epacadostat or matching placebo should be managed as follows.

AFs associated with pembrolizumab and epacadostat exposure may represent an immunologic
etiology. These irAEs may occur shortly after the first dose or several months after the last dose
of treatment and may affect more than on body system simultaneously. Therefore, early
recognition and mmtiation of treatment 1s critical to reduce complications. Based on existing
clinical trial data, most irAEs were reversible and could be managed with mterruptions of
pembrolizumab, adninistration of corticosteroids and/or other supportive care. For suspected
irAEs, ensure adequate evaluation to confirm etiology or exclude other causes. Additional
procedures or tests such as bronchoscopy, endoscopy, skin biopsy may be included as part of the
evaluation. Based on the seventy of irAEs, withhold or permanently discontinue pembrolizumab
and epacadostat/matching placebo and admimister corticosteroids.

Table 3 summarizes the irAE dose modification actions for pembrolizumab and
epacadostat/matching placebo. Of note, participants who require dose reduction of
epacadostat/matching placebo due to AEs will remain at the lower dose, summarized m Table 4.
Re-escalation of epacadostat or matching placebo 1s not permutted.

In cases where pembrolizumab dosimg 1s held, dosing for epacadostat/matchmng placebo must
also be held until pembrolizumab may resume. Participants are allowed, however, to receive
pembrolizumab monotherapy at the Investigator’s discretion upon improvement of the irAE to
Grade 0 or 1, unless discontinuation of both study treatments 1s specified in Table 3 (eg, if the
toxicity was considered related to the combination therapy and not pembrolizumab
monotherapy).

Except in cases of emergency, it 1s recommended that the Investigator consult with the medical
monitor (or other representative of MSD) before temporarily mterrupting therapy for reasons
other than protocol-mandated medication hold.
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Table 3  Dose Modification and Toxicity Management Guidelines for Pembrolizumab and Epacadostat or Matching Placebo
Toxicity Grade . . irAE Management with
1 A;:Ehtm or Conditions Study Medication Action :'[::t . :flﬂl Study Corticosteroid and/or Monitor and Follow-up
(CTCAEY4.0) e Other Therapies
) . ) s Admimster Momitor participants for signs
Pembrolizumab Withhold uatil Grade 0-1 corticosteroids (initial and symptoms of pneumonitis
= - dose of 1-2 mg/kg Evalnate participants with
Withhold until Grade 0-1 predoisone or suspectad pnenmonitis with
equivalent) followed radiographic imaging and
Grade 2 _ Once resolved to Grade 0-1, by taper initiate corticosteroid treatment
Epacadostat or may restart;

Poewmonitis

matching placebo

Related: Reduce by 1 dose
level.

Mot Related: Same dose
level.

Grade 3 or 4. or
recurrent Grade 2

Pembrolizumalb

Permanently discontinne

Epacadostat or
matching placebo

Permanently discontinne

Add prophylactic antibiotics
for opporunistic infections
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Toxicity Grade . . irAF Management with
Tmmune related | -0 gitions | Study Medication M"”“]T['m]. _:'.:: Study | Corticosteroid and/or Monitor and Follow-up
{(CTCAEv4.0) Other Therapies

Diarrhea ! colitis

Pembrolizmumalb

Withhold until Grade 0-1

Withhold until Grade 0-1

Omnce resolved to Grade 0-1,

. P
Grade 2 or 3 Epacadostat or may restart:
matching placebo Related: Reduce by 1 dose
level.
Mot Related: Same dose
level.
Pembrolizumab Permanently discontinne
Grade 4 or
recurrent Grade 3 | ghacad
pacadostat or . .
matching placebo Permanently discontinne

s Administer
corticosteroids (initial
dose of 1-2 mg'kg
preduisone or
equuivalent) followed
by taper

Monitor participants for signs
and symptoms of enterocolitis
(iz, diarrhea. abdominal pain,
blood or mucus in stool with or
without fever) and of bowel
perforation (ie, peritoneal signs
and ilens).

Participants with =Grade 2
diarthea suspecting colitis
should consider GI
consultation and performing
endoscopy to mle out colitis,
Participants with
diarrhea/colitis should be
advised to drink liberal
quantities of clear fluids_ If
sufficient oral fhnd mtake is
not feasible, fluid and
electrolytes should be
substituted via IV infusion.
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Toxicity Grade . . irAF Management with
Tmm Emhm] or Conditions Study Medication Action ]T[:lmnr .::: Study Corticosteroid and/or Monitor and Follow-up
{CTCAEv4.0) Other Therapies
Pembrolizumab Withhold until Grade 0-1 *  Administer Manitor with liver function
corticosteroids (initial tests (consider weekly or more
Withhold until Grade 0-1 dose of 0.5-1 mg/'kg frequently until liver enzyme
predoisone or value rehuns to baseline or is
Grade 2 Once resolved to Grade 0-1, equivalent) followed stable),
Epacadostat or may restart: b taper
AST/ALT matching placebo Related: Reduce by 1 dose
Elevation or level.
Increased Mot Related: Same dose
Bilirubin level.
Pembrolizumab Permanently discontinue * Adn_umgter e
corticosteroids {initial
dose of 1-2 mg/'kg
Grade 3 or 4 Epacadostat or p nentlv discontimue predoisone or
matching placebo y equivalent) followed
by taper
* [nitiate insulin Monitor participants for
. . . replacement therapy hyperelycemia or other signs
Pembrol b Withhold nntil Grade 0-1 - . =
Newly onset st o T e for participants with and symptoms of diabetes.
T1DM
Type 1 diabetes TIDM or C
mellitus (TIDND) | Grade 3 or 4 Withhold until Grade 0-1 | * Adwumster ani-
or hyperglycemia Ilypgrlglyce1lllg in
Hyperglycemia® associated with Once resolved to Grade 0-1, participants ‘:'rlﬂl
' evidence of f-cell Epacadostat or may restart: hyperglycemia
faihure matching placebo Related: Reduce by 1 dose

level.
Mot Related: Same dose
level.
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Toxicity Grade . . irAF Management with
Imm":;smhtﬂ or Conditions Study Medication Action le?n :qth Study Corticosteroid and/or Monitor and Follow-up
(CTCAEV4.0) Medication Other Therapies
Pembrolizumab Withhold until Grade 0-1 | * Administer Monitor for signs and
: - corticosteroids and symptoms of hypophysitis
Withhold until Grade (-1 initiate hormonal (including hypopituitarism and
replacements as adrenal insufficiency)
Grade 2 Once resolved to Grade 0-1, clinically indicated.
ade < Epacadostat or may restart:
matching placebo Related: Reduce by 1 dose
level.
Mot Related: Same dose
level.
Hypophysitis Withhold until Grade 0-1 or

Grade 3or 4

Pembrolizmumalb

permanently discontinue®

Epacadostat or
matching placebo

Withhold until Grade 0-1 or
permanently discontinue®

Omnce resolved to Grade (-1,
may restart;

Related: Reduce by 1 dose
level.

Wot Related: Same dose
level.
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Toxicity Grade . . irAF Management with
Tmmune related | -0 gitions | Study Medication A‘"”“:{:::_’:_:‘_:: Study | corticosteroid and/or Monitor and Follow-up
{(CTCAEv4.0) Other Therapies
Pembrolizumab Continue * Treat wiTh_ ¢ Donitor for signs a_nd )
Grade 2 non-selective symptoms of thyroid disorders.
Epacagiosmr or Continue beta-blockers
matching placebo {eg, propranolol) or
Pembroli b Withhold untill Grade 0-1 or thionamides as
permanently discontime® appropriate
Withhold until Grade (-1 or
Hyperthyroidism" permanently discontinue®
Grade 3 or 4 E Once resolved to Grade 0-1,
pacadostat or
matching placebo vy
Related: Reduce by 1 dose
level.
Mot Belated: Same dose
level.
Pembrolizumab Confimue * Tmtate thyroud *  Monitor for signs a:uu:l )
replacement honmones symptoms of thyroid disorders.
Hypothyroidism® | Grade 2-4 Epacadostat or {eg. levothyroxine or
matching clacebo Confinue liothyroinine) per
&P standard of care
Pembrolizumab Withhold until Grade 0-1 . Adn_nmster ) . Mcrm_mr changes of renal
corticosteroids function
Withhold until Grade (-1 (prednisone 1-2 mg/ke
or equivalent)
Grade 2 Once resolved to Grade 0-1, followed by taper.
Nephritis and = Epacadostat or may restart:
Renal matching placebo Related: Reduce by 1 dose
Dysfunction level.
Mot Related: Same dose
level.
Pembrolizumab Permanently discontinue
Grade 3 or 4 ’
Epmqﬂstm or Permanently discontinue
maiching placebo
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Toxicity Grade . . irAF Management with
Tmmune related | -0 gitions | Study Medication A“"”“]T['m]. _:'.:: Study | Corticosteroid and/or Monitor and Follow-up
{(CTCAEv4.0) Other Therapies
Pembrolizumab Withhold until Grade 0
Withhold until Grade O
Once resolved to Grade 0,
Grade 1 or 2 Epacadostat or restart: ) )
m[;tchmg placebo Egl}:;ted' Reduce by 1 dose * Based on severity of [  Ensure adequate evaluation to
Myocarditis level ’ AE administer confirm etiology and/or
Not ﬁflated- Same dose corticostercids exclude other canses
lewvel.
Pembrolizumab Permanently discontinue
rade 3 or 4 ] . .
Grade 3 or Epmqﬂﬂm o Permanently discontinue
maiching placebo
Pembrolizumab Continue s Nanage with topical
Grade 1 or 2 steroids with or
- Epacadostat or without dmg
matching placeha Continue interruption.

*  [f toxicity does not resolve
within 12 weeks of last dose,
or cannot taper below 10 mg or

Pembrolizumab Withhold until Grade 0-1 less of prednizone or
Eash o Administer equivalent within 12. 1.1|..'£:1E:1>:Ish
. . o must permanently discontinue.
corticosteroids (imtial
lose of 1-2 mg/kg * Restart Epﬁt?ldﬂ&:tﬂt at same
Grade 3° Withhold until Grade 0-1 i : dose if rash 15 mild and
prednisone or U _
nivalent) followed assessed as Grade 3 based only
. 7 o = on body surface area and
Once resolved to Grade 0-1, by taper. Sl _
Epacadostat or may restart: resolves wﬂlhum oral stala-mlds.
matching placebo Related: Reduce by 1 dose If 01'5_11 steroids are required, or
level. rash is severe, decrease by
Mot Belated: Same dose 1 dose level once resolved to
level. Grade 0-1.
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Toxicity Grade . . irAF Management with
Tmm Emhm] or Conditions Study Medication Action ]T[:lmnr .::: Study Corticosteroid and/or Monitor and Follow-up
{(CTCAEv4.0) Other Therapies
. . . *  Administer
Pembrolizumab Permanently discontinue corticosteroids (initial
Grade 4 dm;:l -:?f 1-2 mg'kg
E‘pﬂﬂﬂdﬂstﬂt or . . pre ! M1s0neg or )
et et Permanently discontinue equivalent) followed
b taper.
May continue treatment Permanently discontinue if
Pembrolizumab with MSD Clinical Director clinical S1gns and symptomns of
approval pancreatitis develop
Grade 3 (abdominal pain, nausea,
Enacadostat or May continue treatment Vo ting).
ml:l tching placebo with MSD Clinical Director If toxicity does not resolve
&P approval within 12 weeks of last dose
after an infermiption, nmst
: ) Withhold until toxicity permanently discontime unless
Asymptomatic : y :
Anl;v],fse or Pembrolizumab resolves to Grade 0-1 appr P"ed by thE:' medical
. monitor to contime.
Lipase Increased - = = . |
Withhold until toxicity If Grade 4 lipase/amylase
resolves to Grade 0-1 elevation 15 asympromatic and
Grade 4 abdominal imaging snggzests no

Epacadostat or
matching placebo

Omnee resolved to Grade (-1,

may restart;

Related: Reduce by 1 dose
level.

Mot Related: Same dose
lewvel.

pathology, stady dmg
administration dosing may
continme (with or without dose
reduction) with medical
monitor approval,
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Immune-related

Toxicity Grade
or Conditions
{(CTCAEv4.0)

Study Medication

Action Taken with Study
Medication

irAE Management with

Corticosteroid and/or
Other Therapies

Monitor and Follow-up

All Other
Immune-related
AEs

Intolerablel
persistent Grade
2

Pembrolizmumalb

Withhold until Grade 0-1

Epacadostat or
matching placebo

Withhold until Grade 0-1

Once resolved to Grade 0-1,
may restart:

Related: Reduce by 1 dose
level.

Mot Related: Same dose
level.

Grade 3

Pembrolizmumalb

Withhold until Grade (-1, or
discontinue based on the
type of event. Events that
require discontinuation
include and not limited to:
Guillain-Barre Syndrome,
encephalitis

Epacadostat or
matching placebo

Withhold until Grade 0-1

Once resolved to Grade 0-1,
may restart;

Related: Reduce by 1 dose
level.

Mot Related: Same dose
level.

Events that require
discontinuation include and
not himited to: Guillain-
Barre Syndrome,
encephalitis

Grade 4 or
recurrent Grade 3

Pembrolizumab

Permanently discontinne

Epacadostat or
matching placebo

Permanently discontinne

Based on severity of
AFE administer
corticosteroids

Ensure adequate evaluation to

confirm etiology or exchude
other canses
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Toxicity Grade . . irAF Management with
Tmmune related | -0 gitions | Study Medication M""“]T['m]. _:'.::‘ Study | Corticosteroid and/or Monitor and Follow-up
{(CTCAEv4.0) Other Therapies

CGeneral Instroetions:

1.

-y

Corticosteroid taper should be mitiated upon AE improving to Grade 1 or less and continue to taper over at least 4 weeks.

For situations where pembroliznmab and epacadostat/placebo have been withheld, pembrolimumab and epacadostat/placebo can be resumed after AE has been reduced to
Grade 1 or 0 and corficosteroid has been tapered. Pembrolizumab and spacadostat/ placebo should be permanently discontinued if AE does not resolve within 12 weeks of
last dose or coricosteroids cannot be reduced to <10 mg predmisone or equivalent per day within 12 weeks.

For severe and life-threatening irAFs, IV corticosteroid should be initiated first followed by oral steroid. Other immunosuppressive treatment should be mitiated if irAFs
cannot be controlled by corticosteroids.

If the same AFE that required epacadostat dose reductions to dose level -2 re-pecurs, regardless of the cansality to epacadostat, epacadostat should be discontinued. If a
participant who is being treated at dose level -2 has a different Grade =3 AE that is considered warelated to epacadostat by the investigator, the participant may resume

study trestment at dose level -2 after discussion with the study medical monitor.

NOTES:

c.

For participants with Grade 3 or 4 immune-related endocrinopathy where withholding of pembrolizumab and epacadostat'placebo is required. pembroliznmab and
cpacadostat/placebo may be resumed when AE resolves to <Grade 2 and is controlled with honmonal replacement therapy or achieved metabolic control (in case of
TIDM)

Withhold OB permanently disconfinue pembrolizumab + epacadostat'placebo at the diseretion of the Investigator.

Participants with Grade 3 rash in the absence of desquamation, no mucosal involvement, docs not require systemic steroids. and resolves to Grade 1 within 14 days does
not have to hold study medication

Abbreviations: AFs = adverse events; ALT (SGPT) = alanine aminotransferase (serum glutamic pynimvie transaminase): AST {SG0T) = aspartate aminotransferase (serum glutamac
oxaloacetic transaminase); CTCAE = Common Terminology Criteria for Adverse Events: IV = intravenous; irAE = infusion-related adverse events; T1IDM = Type 1 diabetes
mellitus
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When mdicated by Table 3 to mitigate irAEs, the dose of epacadostat or matching placebo
must be reduced using the dosing levels outlined in Table 4. Once reduced, re-escalation of

epacadostat or matching placebo 1s not pernutted.
Table 4  Dose Level Adjustments for Epacadostat or Matching Placebo

Dose Level -1 Dose Level -2
Daose of Epacadostat - : -
or Matching Placebo First Reduction of Second Reduction of
Epacadostat or Placebo Epacadostat or Placebo
100 mg BID 50 mg BID 25 mg BID

Abbreviations; BID = twice daily.

Dose Level -2 15 the lowest dose of epacadostat in this protocol. Refer to the general
mstructions in Table 3 for guidance regarding the re-occwrence of an AE when a participant
has had their epacadostat dose reduced to dose level -2.

7.2.1.1 Procedures for Participants Exhibiting Serotonin Syndrome (55)

There 1s a rare chance that epacadostat could cause an increase in serotonin levels in the brain
that might trigger SS [Bover EW, Shannon M 2005], when administered mm combination with
other serotonergic agents. This syndrome has been most closely associated with use of
MAOIs, meperidine, linezolid, or methylene blue; all of these agents are prohibited during
the study.

Selective serotonin reuptake inhibitors (SSRIs) and serotonin/norepinephrine reuptake
mhibitors (SNRIs) are permitted in the study. Serotonin syndrome usually manifests with
autonomic changes, mental status changes. and neurological findings. These mild, moderate,
and severe signs and svmptoms of S8 (summarized in Table 5) should be evaluated in the
context of possible comorbid conditions as well.

The following procedures will be implemented if participants exhibit the signs/symptoms of
SS (described in Table 5), including tremor; hyperreflexia: spontaneous, ocular. or inducible
clonus; together with agitation, fever, diaphoresis, or muscle rigidity.

¢ Immediately interrupt study treatment administration.
¢ Immediately interrupt any SSR1 or SNRI administration.

¢ Provide approprate medical management of the participant until all signs/symptoms are
resolved (eg, IV fluids and/or sympathomimetic amines for hypotension, benzodiazepines

for agitation, admimistration of 5-hydroxytryptamine antagomsts such as cyproheptadine).

+ If etiologies other than SS are excluded, pembrolizumab admimstration may be resumed
unless other AE management gindelines apply for the specific event.

¢ If participant chooses to remain in the study, restart study treatment after the SSRI or
SNRI has been discontmued, no sooner than after 5 half-lives have elapsed for the
specific SSRI or SNRI in question, and after resolution of signs/symptoms of SS. The
S5RI or SNRI dosing MAY NOT be restarted.
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e If participant chooses to withdraw from the study, or must restart treatment with SSRI or
SNRI, the participant should be scheduled for a follow-up visit. Treatment with SSRI or
SNRI may be imtiated 2 weeks after resolution of signs and symptoms of SS.

e If a participant had experienced moderate or severe unconfounded SS in the opinion of
the mvestigator, without concomitant SSRI or SNRI usage, or serotonergic concomitant
medications, only pembrolizumab admimstration may be resumed; epacadostat/placebo
treatment should be permanently discontinued.

Table 5  Signs and Symptoms of Serotonin Syndrome
Seriousness Afutnnumic T*_Ieurulugical Mental status Other
signs signs
Mild Afebnile or low- | Intermuttent Restlessness
grade fever tremor Anxiety
Tachycardia Akathisia
Mydnasis Myoclonus
Diaphoresis or Muld
shivering hyperreflexia
Moderate Increased Hyperreflexia Easily startled Rhabdomyolysis
Tachycardia Inducible clonus | Increased Metabolic
Fever (up to Ocular clonus confusion acidosis
410) (slow continuous | Agitation and Renal Failure
Diarrhea with lateral eye hypervigilance Disseminated
hyperactive movements) : ul
bowel sounds nfravascu ar
Myoclonus coagulopathy
Diaphoresis with (secondary to
normal skin color hyperthernua)
Severe Temperature Increased muscle | Delinum As above
often more than | tone (lower limb Coma
41 C (Secondary | > upper)
to ncreased
tone) Spontaneous
clonus
Substantial
myoclonus or
hyperreflexia
Source: [Boyer, E. W. 2005]
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7.2.1.2 Daose Modification and Toxicity Management of Infusion-reactions Related to
Pembrolizumab

Pembrolizumab may cause severe or life threatening infusion-reactions including severe
hypersensitivity or anaphylaxis. Signs and symptoms usually develop during or shortly after
drug nfusion and generally resolve completely within 24 hours of completion of infusion.
Dose modification and toxicity management guidelines on pembrolizumab associated
mfusion reaction are provided in Table 6.
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Table 6 Pembrolizumab Infusion Reaction Dose Modification and Treatment Guidelines
NCI CTCAE Grade Treatment Premedication at Subsequent Dosing
Grade 1 Increase monitoring of vital signs as medically indicated None
Mild reaction: infusion un!l]_;t;e (flfa:lic:lii:l:s tlis det?ed medically stable in the
interruption not indicated; : £ator-
intervention not indicated
Grade 2 Stop Infusion. Participant may be premedicated 1.5 h (= 30 minutes) prior
Requires therapy or infusion Additional appropriate medical therapy may include but is fo n of pembro b with:
interruption but responds not limited to: Diphenhydramine 50 mg po (or equivalent dose of
prompily to symptomatic IV fluids antihistamine).
treatment (eg, antthistamines, : :
NSAIDs, narcotics, IV fluids): Antihi ; Acetam_mophen 500-1000 mg po (or equivalent dose of
: o AMILNES analgesic).
prophylactic medications NSAID
indicated for <24 hrs 5
Acetaminophen
Narcotics

Increase monitoring of vital signs as medically indicated
until the participant is deemed medically stable in the
opinion of the investigator.

If symptoms resolve within 1 hour of stopping drmg
infusion, the infision may be restarted at 50% of the
original infusion rate (eg from 100 mI/hr to 50 mL/hr).
Otherwise dosing will be held unfil symptoms resolve and
the participant should be premedicated for the next
scheduled dose.

Participants who develop Grade 2 toxicity despite
adequate premedication should be permanently
discontinued from further study drug treatment
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NCI CTCAE Grade Treatment Premedication at Subsequent Dosing
Grades 3 or 4 Stop Infusion. No subsequent dosing
Grade 3: Additional appropriate medical therapy may include but is
Prolonged (1.e., not rapidly not limited to:
responsive to symptomatic Epinephrine**
medication and/or brief .
interruption of infusion); IV fluids
recurrence of symptoms Antihistamines
following initial improvement;
hospitalization indicated for NSAIDs
other clinical sequelae (eg, renal | Acetaminophen
impairment, pulmonary ;
Grade 4: Oxygen
Life-threatening; pressor or Pressors
ventilatory support indicated Corticosteroids
Increase monitoring of vital signs as medically indicated
until the participant is deemed medically stable in the
opinion of the investigator.
Hospitalization may be mdicated.
**In cases of anaphylaxis, epinephrine should be used
immediately.
Participant is permanently discontinued from further
siudy drug treatment.
Appropriate resuscitation equipment should be available at the bedside and a physician readily available during the period of drug administration.
For further information, please refer to the Common Termimology Critenia for Adverse Events v4.0 (CTCAE) at http://ctep cancer gov.
CTCAE=Common Terminology Critenia for Adverse Events; IV=mtravenous; NCI=National Cancer Institute; NSAIDs=nonsteroidal anti-inflammatory drugs; PO=oral.
MEK-3475-672-04 (INCB 24360-307-04) Final Protocol 13-Jun-2018

4YEQD

Confidential



Product: MEK-3475/INCB024360 80
Protocol/Amendment No.: 672-04/ECHO-307-04

7.2.1.3 Imterruptions Unrelated to Adverse Events

Dosing mterruptions are permutted for situations other than treatment-related AEs, such as in
the case of medical/surgical events or logistical reasons not related to study treatment (eg,
elective surgery, unrelated medical events, participant vacation, or holidays). Participants
should be placed back on study treatment within 3 weeks of the scheduled interruption,
unless otherwise discussed with MSD. The reason for interruption should be documented in
the participant’s study record.

7.2.2 Second Course Phase (Retreatment)

NOTE: As of Amendment 04, disease assessment will be performed by the investigator
per local SoC guidelines; placebo will not be administered after unblinding. This
section has been updated accordingly.

All participants who stop study treatment with SD or better may be eligible for up to an
additional 17 cycles (approximately 1 year) of combination treatment of pembrolizumab plus
epacadostat or pembrolizumab monotherapy if they progress after stopping trial freatment
from the imifial treatment phase. This retreatment 1s termed the Second Course Phase of this
trial and 1s only available if the trial remains open and the participant meets the following
conditions:

Either

¢ Stopped imtial treatment with trial treatment after attaiming CR evaluated by the local
mvestigator based on RECIST 1.1, and

o Was treated with at least 8 cycles of trial treatment before discontimung
treatment, and

o Recerved at least 2 treatments with pembrolizumab beyond the date when the
mitial CR was declared

OR

e Had SD, PR, or CR and stopped tnal treatment after completion of 35 cycles
(approximately 2 years) of trial treatment

e Expernienced radiographic disease progression verified by mnvestigator assessment
based on RECIST 1.1 after stopping imitial treatment, and

o No new anticancer treatment was admnistered after the last dose of trial
treatment, and

o The participant meets all of the safety parameters listed in the inclusion critenia
and none of the safety parameters listed i the exclusion criteria, and

o The trial 1s ongoing.
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Participants who enter the Second Course Phase will be refreated with the same combination
and epacadostat dose level as when they last received the combination of pembrolizumab
plus epacadostat or pembrolizumab monotherapy n the mitial treatment phase, unless a
study-wide decision 1s otherwise announced by the DMC or Sponsor via an adnunistrative
memo. Note: If epacadostat was discontinued 1t should not be restarted. Treatment will be
admimistered for up to an additional 17 cycles (approximately 1 year) using the Second
Course Phase SoA m Section 2.2

An objective response or disease progression that occurs during the Second Course Phase for
a participant will not be counted as an event for the primary analysis of this study.

7.3 Method of Treatment Assignment

Treatment allocation/randomization will occur centrally using an interactive voice response
system / integrated web response system (IVRS/IWRS). There are 2 study treatment arms.
Participants will be assigned randomly 1n a 1:1 ratio to pembrolizumab + epacadostat or
pembrolizumab + epacadostat matching placebo.

7.3.1 Stratification

Treatment allocation/randommzation will be stratified according to the following factors:

1. Bajonn nisk score; based on the presence of visceral (lung, liver, or bone) metastasis and/
or KPS <80%.

a 0 (neither criterion)
b. 1 (exactly 1 criterion)
c. 2 (both cniterion)
2. PD-L1 Expression
d CPS =10 per IHC assay
e CPS <10 per IHC assay
7.4 Blinding

A double-blinding techmque with in-house blinding will be used. Epacadostat and matching
placebo will be packaged i1dentically so that the blind 1s mamntamned. The participant, the
mvestigator, the Sponsor, MSD study personnel, or delegate(s) who are involved in the study
treatment admimistration or clinical evaluation of the participants are unaware of the group
assignments.

NOTE: As of Amendment 04, the study will be unblinded after the last participant
completes Week 9 imaging assessment for efficacy analysis. After unblinding, for
participants who are benefiting from study treatment and upon discussion with the
investigator, the participant, study site personnel, Sponsor, and MSD or designee will
be informed of the study treatment they receive (eg, pembrolizumab, or
pembrolizumab in combination with epacadostat).

Pembrolizumab, which will be dosed to all participants i both treatment arms, will not be
blinded.
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See Section 9.1.11 for a description of the method of unblinding a participant during the trial,
should such action be warranted.

7.5 Preparation/Handling/Storage/Accountability
7.5.1 Dose Preparation

Details on preparation and admimstration of IV pembrolizumab are provided in the
Pharmacy Manual. Epacadostat and matching placebo are oral tablets and do not require
preparation.

For epacadostat 1n such cases where a participant 1s unable to swallow tablets or has a
feeding tube instruction for dose crushing, admimstration and dose preparation are detailed in
the Pharmacy Manual. In addition written gmdance for safe handling of the epacadostat
tablets will be provided to the participant/caregivers.

7.5.2 Handling, Storage and Accountability

The mvestigator or designee must confirm appropriate temperature conditions have been
maintained during transit for all study treatment received and any discrepancies are reported
and resolved before use of the study treatment.

Only participants enrolled in the study may receive study treatment and only authorized site
staff may supply or admimster study treatment. All study treatments must be stored 1n a
secure, environmentally controlled, and momtored (manual or automated) area in accordance
with the labeled storage conditions with access linmted to the investigator and authorized site
staff.

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

For all trial sites, the local country MSD personnel or designee will provide appropriate
documentation that must be completed for drug accountability and return, or local discard
and destruction if appropriate. Where local discard and destruction 1s approprate, the

mvestigator 1s responsible for ensuring that a local discard/destruction procedure 15
documented.

The trial site 1s responsible for recording the lot number, manufacturer, and expiry date for
any locally purchased product as per local pmidelines unless otherwise mstructed by MSD.

The mvestigator shall take responsibility for and shall take all steps to maintain appropriate
records and ensure appropnate supply, storage, handling, distribution and usage of study
treatments in accordance with the protocol and any applicable laws and regulations.
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7.6 Treatment Compliance

Interruptions from the protocol-specified treatment plan for greater than 12 weeks from the
last dose require consultation between the Investigator and MSD and wnitten documentation
of the collaborative decision on participant management.

7.6.1 Administration and Compliance of Pembrolizumab

Admimistration of IV pembrolizumab will be witnessed by the Investigator and/or study staff.
The total volume of study treatment infused will be compared with the total volume prepared
to determune comphiance with each dose adninistered. Pembrolizumab will be admimstered
on an oufpatient basis.

Instructions for preparing and adnumistering pembrolizumab are provided in the Pharmacy
Manual.

7.6.2 Administration and Compliance of Epacadostat or Matching Placebo

Participants will take their dose of epacadostat or matching placebo 1n the morning and
evening, approximately 12 hours apart without regard to food. If the morning or evening
dose 1s missed by more than 4 hours, that dose should be skipped and the next scheduled
dose should be taken at the usual time. If the participant vomits after taking a tablet, the dose
should not be re-administered until the next scheduled dose. Participants will self-admimister
epacadostat or matching placebo except on Cycle 1 Day 1 (C1D1), and Cycle 2 Day 1
(C2D1), when the morming dose will be given at the study site clinic prior to the
pembrolizumab mfusion.

Participants will be instructed to bring all study treatments with them to the study visits in
order for site personnel to conduct tablet counts to assess study treatment accountabality .
Investigators and their staff should evaluate compliance at each visit, and take appropriate

steps to optimize compliance.
7.7 Concomitant Therapy

7.7.1 Acceptable Concomitant Medications

All treatments that the mvestigator considers necessary for a participant’s welfare may be
admimistered or changed at the discretion of the imnvestigator in keeping with the commumnity
standards of medical care and prohibited medications in this study. All concomitant
medication will be recorded on the case report form (CRF) including all prescription, over-
the-counter, herbal supplements, and IV medications and flmds. If changes occur during the
study period, documentation of drug dosage frequency, route, and date will also be mcluded
on the CRF.

Palhiative and supportive care 15 permitted during the course of the study for underlying
medical conditions and management of symptoms. Surgery for tumor control 1s not
permutted during the study. Palliative radiotherapy 1s pernutted to a limited number of
lesions if considered medically necessary by the treating physician as long as the lesions are
NOT a RECIST 1.1-defined target lesion. Study treatment should be held during the course
of palhative radiotherapy and should be resumed no earlier than the next scheduled
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admimistration of study treatment. The specifics of the radiation freatment, mcluding the
location, will be recorded.

All concomitant medications recerved within 28 days before the first dose of study treatment
through the Safety Follow-up Visit should be recorded. Afier the Safety Follow-up Visit,
record all medications taken for SAEs and ECIs as defined in Section 9.3. If a participant
enters into second course therapy, all concomitant medications recerved within 30 days
before the first dose of second course treatment should be recorded. Following second
course therapy Safety Follow-up Visit, record all medications taken for SAEs and ECIs as
defined in Section 9.3.

7.7.2 Prohibited Concomitant Medications

Medications or vaccinations specifically prohibited i the exclusion criteria are not allowed
during the ongoing study. If there 1s a clinical indication for any medication or vaccination
specifically prolibited, discontinuation from trial therapy or vaccination may be requured.
The mvestigator should discuss any questions regarding this with the MSD Chinical Director.
The final decision on any supportive therapy or vaccination rests with the investigator and/or
the participant's primary physician. However, the decision to continue the participant on
study treatment requires the mutual agreement of the mvestigator, MSD, and the participant.

Study participants who must begin treatment with a medication prohibited for concomitant
use with epacadostat may be treated as clinically indicated; however, treatment with
epacadostat (or placebo) must be discontinued. Examples of such medications include MAO
mhibitors, and UGT1A9 mnhibitors. Participants may continue on treatment with
pembrolizumab after consultation with MSD.

Listed below are specific restrictions for concomutant therapy or vaccination:

Participants are prohibited from receiving the following therapies during the Screeming,
Treatment, and Second Course Phases of this study:

1. Investigational agents other than pembrolizumab and epacadostat.

2. Anti-cancer medications, mcluding chemotherapy or biologic therapy other than the
study treatments.

3. Immunotherapy not specified in this protocol.

4. Prolonged therapy with systemic glucocorticoids (>7 days) for any purpose other than to
modulate symptoms from an AE, SAE, or event of clinical interest (ECI) or foruse as a
pre-medication for chemotherapy or i participants with a known history of an IV
contrast allergy admimistered as part of computed tomography (CT) radiography. Bref,
limited use of systemic corticosteroids (<7 days) are permutted where such use 1s
considered standard of care (eg, for COPD exacerbation).

Replacement doses of steroids (for example, prednisone 5 to 7.5 mg daily) are permutted
while on study, as 1s the use of local steroids.
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5. Radiation therapy or surgery.

Note: Radiation therapy or surgery to a symptomatic solitary lesion 1s allowed. No
pembrolizumab mfusions are pernutted during radiation therapy or procedure and
epacadostat or matching placebo should be stopped the day treatment begins. Study
treatment may be resumed as early as 1 week after treatment 1f the participant’s
symptoms are improving and not requiring corticosteroids for management. MSD
consultation 1s required for study treatment restart after radiation therapy or surgery. If
study treatment 1s not resumed within 12 weeks of completing treatment (radiation
therapy or surgery), the participant should discontinue study treatment permanently.

6. Live attenuated vaccine within 30 days before the first dose of study treatment and wiule
participating in the study.
e Examples of live vaccines include, but are not limited to, the following: measles,
mumps, rubella, chicken pox, yellow fever, rabies, BCG, and typhoid vaccine.
Seasonal influenza vaccines for injection are generally killed virus vaccines and are

allowed; however, intranasal influenza vaccines are live attenuated vaccmes and are
not allowed.

7. Any MAOI or drug associated with significant MAO mlibitory activity agents 1s
prohibited from 21 days before starting study treatment through 2 weeks after the final
dose of epacadostat or matching placebo has been taken

¢ Including, but not limited to, hydrazines (example phenelzine), meperidine,
caroxazone, linezolid, echinopsidine methylene blue, furazolidon, tranylcypromine,
brofaromine, metralindole, minaprine, moclobenude, pirlindole, toloxatone,
lazbemide, pargyline, rasagiline, selegiline.

8. Any UGT1A9 mhibitor, mncluding: acitretin, anutriptyline, androsterone, cyclosporine,
dasatimb, diclofenac, diflunisal, efavirenz, erlotiub, flutanude, gefitimib, gemfibrozil,
glycyrrhetinic acid, glyeyrrhizin, imatimib, imipramine, ketoconazole, hinoleic acid
supplements, mycophenolic acid, mflunme acid, nilotinib, phenobarbital, phenylbutazone,
phenytoin, probenecid, quunidine, nntonavir, sorafemub, sulfinpyrazone, valproic acid, and
verapanul.

Participants who, in the assessment of the Investigator, require the use of any of the

aforementioned treatments for clinical management should be removed from the trial

All treatments that the Investigator considers necessary for a participant’s welfare may be
admimistered at the discretion of the Investigator in keeping with the commumty standards of
medical care. All concomutant medication will be recorded on the eCRF mncluding all
prescription, over-the-counter (OTC) products, herbal supplements, and IV medications and
flmds. If changes occur during the trial period, documentation of drug dosage, frequency,
route, and date should also be mncluded on the eCRF.

All concomitant medications received within 28 days prior to the first dose of trial treatment
and up to 30 days after the last dose of trial treatment should be recorded. Concomutant
medications adnumstered 30 days after the last dose of trial treatment should be recorded for
SAEs and ECIs as defined 1n Section 9.3.7
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7.7.3 Restricted Concomitant Medications

Use of coumarin-based anticoagulants (eg, warfarin) with epacadostat 1s discouraged. Low-
dose warfarin (1 mg) 1s acceptable. If an alternative to coumarin-based anticoagulants cannot
be used, the INR. should be monitored closely per SoA when epacadostat 1s started (weekly
for the first 4 weeks after imtiation of therapy and upon discontinuation of epacadostat or
matching placebo).

7.7.4 Rescue Medications & Supportive Care

Participants should receive appropriate supportive care measures as deemed necessary by the
treating mvestigator. Suggested supportive care measures for the management of AEs with
potential immunologic etiology are outhned along with the dose modification gmdelines in
Section 7.2, Table 3. Where appropnate, these puidelines imnclude the use of oral or IV
treatment with corticosteroids, as well as additional anti-inflammatory agents 1f symptoms do
not improve with administration of corticosteroids. Note that several courses of steroid
tapering may be necessary as symptoms may worsen when the steroid dose 1s decreased. For
each disorder, attempts should be made to rule out other causes such as metastatic disease or
bactenal or viral infection, which might require additional supportive care. The treatment
gudelines are intended to be applied when the Investigator determunes the events to be
related to pembrolizumab.

Note: If after the evaluation of the event, it 1s determuned not to be related to pembrolizumab
or epacadostat, the Investigator does not need to follow the treatment gmidance. Refer to
Table 3 1 Section 7.2.1 for pmdelines regarding dose modification and supportive care.

It may be necessary to perform conditional procedures such as bronchoscopy, endoscopy, or
skin photography as part of evaluation of the event.

7.8 Treatment After the End of the Study

There 1s no study-specified treatment following the end of the study.
7.9 Clinical Supplies Disclosure

The emergency unblinding call center will use the treatment/randonuzation schedule for the
trial to unblind participants and to unmask study treatment identity. The emergency
unblinding call center should only be used in cases of emergency (see Section 9.1.11). In the
event that the emergency unblinding call center 1s not available for a given site 1 this trial,
the central electronic treatment allocation/randomization system (IVRS/TWRS) should be
used in order to unblind participants and to unmask study treatment identity. MSD will not
provide random code/disclosure envelopes or lists with the chinical supplies.

See Section 9.1.10, Participant Blinding/Unblinding, for a description of the method of
unblinding a participant during the trial, should such action be warranted.
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7.10 Standard Policies

At the close of the study after unblinding, a letter is to be sent by the investigator to those
participants who received placebos in the image of the competitor’s product to provide the
following advice:

“You have participated in a study conducted by MSD under the sponsorship if Incyte. This 15
to advise you that you were among those who received a look-alike tablet created by the

Sponsor to resemble the drug epacadostat as much as possible. You did not recerve the active
drug epacadostat as manufactured by Incyte Corporation.”

8. Discontinuation/\WVithdrawal Criteria
8.1 Discontinuation of Study Treatment

Discontinuation of study treatment does not represent withdrawal from the study.

As certain data on clinical events beyond study treatment discontinuation may be important
to the study, they must be collected through the participant’s last scheduled follow-up, even
if the participant has discontinued study treatment. Therefore, all participants who
discontinue study treatment prior to completion of the protocol-specified treatment period
will still continue to participate in the study as specified in Section 2 - SoA and Section 9.9.5
— Discontinued Participants Continuing to be Momitored in the Study.

Participants may discontinue study treatment at any time for any reason or be dropped from
the study treatment at the discretion of the mvestigator should any untoward effect occur. In
addition, a participant may be discontinued from study treatment by the investigator or MSD
if study treatment 1s inappropnate, the trial plan 1s violated, or for adnimstrative and/or other
safety reasons. Specific details regarding procedures to be performed at study treatment
discontinuation are provided in Section 9.1.10-Withdrawal/Discontinuation.

A participant must be discontinued from study treatment but continue to be monitored in the
study for any of the following reasons:

o The participant or participant’s legally acceptable representative requests to discontinue
study treatment.

o The participant has a medical condition or personal circumstance which, in the opinion of
the mvestigator and/or MSD, placed the participant at unnecessary nsk from continued
adnunistration of study treatment.

o The participant has a confirmed positive serum pregnancy test.
Completed 35 treatment cycles (approximately 2 years) with pembrolizumab.

Note: The number of treatments 1s calculated starting with the first dose. Participants
who stop the combination or pembrolizumab after recerving 35 doses may be eligible for
retreatment 1f they progress after stopping study treatment provided they meet the
requirements detailed in Section 9.9 3. Participants may be retreated in the Second
Course Phase (Retreatment) for up to an additional 17 cycles (approximately 1 year).

o The study 1s terminated by the sponsor.
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o The study 1s terminated by the local health authonity, IRB, or IEC.

o Any progression or recurrence of any malignancy, or any occurrence of another
malignancy that requires active treatment.

Note: Surgical excision of non-urothelial cancer 1s allowed. Refer to Section 7.7 —
Concomuitant Therapy for radiation and surgery allowed for urothehial cancer.

o The occurrence of unacceptable toxicity not caused by the underlying malignancy will be
presumed to be related to study treatment and will requure that all study treatment be
permanently discontinued. Unacceptable toxicity 1s defined as follows:

e Occurrence of an AFE that 15 related to treatment with the study treatment that, in the
judgment of the investigator or the sponsor's medical monitor, compromises the
participant's ability to continue study-specific procedures or 1s considered to not be 1n
the participant's best interest.

e Persistent AE requuring a delay of therapy for more than 12 weeks unless a greater
delay has been approved by MSD.

o Recurrent Grade 2 pneumomitis.

o Discontinuation of treatment may be considered for participants who have attained a
confirmed complete response (CR) and have been treated for at least 8 cycles (at least
24 weeks), receiving 2 cycles of the combination meluding 2 doses of pembrolizumab
and at least 80% of the planned doses of epacadostat or matching placebo beyond the
date when the imtial CR was declared. These participants may be eligible for second
course treatment described in Section 7.2.2.

A participant may be discontinued from study treatment as follows:

o If, duning the course of the study, a participant 1s found not to have met eligibility critena,
the medical monitor, in collaboration with the investigator, will determine whether the
participant should be withdrawn from the study.

For participants who are discontinued from study treatment but continue to be monitored in
the study, see Section 2 and Section 9.9.5 for those procedures to be completed at each
specified visit.

Participants may be allowed to begin study treatment again if deemed medically appropnate,
following consultation with MSD. Following unblinding (necessary only in true medical
emergencies) participants will be treated with pembrolizumab monotherapy, treatment with
epacadostat/placebo 1s not allowed.

8.2 Withdrawal from the Study
A participant must be withdrawn from the study 1f the participant or participant’s legally
acceptable representative withdraws consent from the study.

If a participant withdraws from the study, they will no longer receive study treatment or be
followed at scheduled protocol visits.
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Specific details regarding procedures to be performed at the time of withdrawal from the
study; are outlined in Section 9.1.10 — Withdrawal/Discontinuation. The procedures to be
performed should a participant repeatedly fail to return for scheduled visits and/or 1f the
study site 1s unable to contact the participant are outhined in Section 8.3,

8.3 Lost to Follow Up

NOTE: As of Amendment 04, this section is no longer applicable. There will be no
additional efforts to contact participants who are lost to follow up.

If a participant fails to return to the clinic for a required study visit and/or 1f the site 1s unable
to contact the participant, the following procedures are to be performed:

e The site must attempt to contact the participant and reschedule the missed visit. I the
participant 1s contacted, the participant should be counseled on the importance of
maintaimng the protocol-specified visit schedule.

e The mvestigator or designee must make every effort to regain contact with the
participant at each mussed visit (eg, phone calls and/or a certified letter to the
participant’s last known mailing address or locally equuvalent methods). These
contact attempts should be documented in the participant’s medical record.

e Note: A participant 1s not considered lost to follow-up until the last scheduled visit
for the individual participant. The amount of nussing data for the participant will be
managed via the pre-specified data handling and analysis gimdelines.

9. Study Assessments and Procedures
e Study procedures and their timing are summarized in the SoA.

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

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

¢ Procedures conducted as part of the participant’s routine climcal management (eg,
blood count) and obtained before sigming of ICF may be utilized for screening or
baseline purposes provided the procedure met the protocol-specified criteria and were
performed within the time frame defined in the SoA.
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9.1 Administrative and General Procedures
9.1.1 Informed Consent

The mvestigator or quahified designee must obtain documented consent from each potential
participant or each participant’s legally acceptable representative prior to participating in a
chinical trial. If there are changes to the participant’s status duning the trial (eg, health or age
of majonty requirements), the mvestigator or quahified designee must ensure the appropriate
consent 15 1n place.

9.1.1.1 General Informed Consent

Consent must be documented by the participant’s dated signature or by the participant’s
legally acceptable representative’s dated signature on a consent form along with the dated
signature of the person conducting the consent discussion.

A copy of the signed and dated consent form should be given to the participant before
participation in the trial

The mitial ICF, any subsequent revised written ICF and any written information provided to
the participant must receive the IRB/TEC’s approval/favorable opinion in advance of use.
The participant or his/her legally acceptable representative should be informed 1n a timely
manner 1f new information becomes available that may be relevant to the participant’s
willingness to confinue participation in the trial. The commumnication of this information will
be provided and documented via a revised consent form or addendum to the original consent
form that captures the participant’s dated signature or by the participant’s legally acceptable
representative’s dated signature.

Specifics about a tnial and the tnial population will be added to the consent form template at
the protocol level.

The mnformed consent will adhere to IRB/IEC requirements, applicable laws and regulations
and MSD requirements.

9.1.2 Inclusion/Exclusion Criteria

All inclusion and exclusion criteria will be reviewed by the investigator or qualified designee
to ensure that the participant qualifies for the study.

9.1.3 Participant Identification Card

All participants will be given a Participant Identification Card 1dentifying them as
participants in a research trial. The card will contain trial site contact information (including
direct telephone numbers) to be utilized in the event of an emergency. The investigator or
qualified designee will provide the participant with a Participant Identification Card
mmmediately after the participant provides written informed consent. At the time of treatment
allocation/randonuzation, site personnel will add the treatment/randonization number to the
Participant Identification Card.
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The participant identification card also contains contact information for the emergency
unblinding call center so that a health care provider can obtain information about study
treatment in emergency situations where the mvestigator 1s not available.

9.1.4 Serotonin Syndrome Information Card

On C1D1, participants will be given a serotonin syndrome (SS) information card listing signs
and symptoms of SS. This information card also instructs participants to seek immediate
medical care 1f any of these symptoms are observed.

9.1.5 Medical History

A medical lustory will be obtained by the investigator or qualified designee. The medical
history will collect all active conditions and any condition diagnosed within the prior

10 years that the Investigator considers to be climcally significant. Details regarding the
disease for which the participant has enrolled in this study will be recorded separately and
not listed as medical history.

9.1.6 Prior and Concomitant Medications Review
9.1.6.1 Prior Medications

The Investigator or qualified designee will review prior medication use, including any
protocol-specified washout requirement, and record prior medication taken by the participant
within 28 days before first dose of study treatment. Treatment for the disease for which the
participant has enrolled in thus study will be recorded separately and not listed as a prior
medication.

9.1.6.2 Concomitant Medications

The Investigator or qualified designee will record medication, if any, taken by the participant
during the study. In addition, new medications started during the Second Course Phase
through the Second Course Safety Follow-up visit should be recorded.

9.1.7 Assignment of Screening Number

All consented participants will be given a unique screening number that will be used to
1dentify the participant for all procedures that occur prior to randomization. Each participant
will be assigned only one screeming number. Screening numbers must not be re-used for
different participants.

Any participant who 1s screened multiple times will retain the original screening number
assigned at the imtial screeming visit.

Specific details on the screening visit requirements (screening/rescreening) are provided in
Section 9.9.1.
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9.1.8 Assignment of Treatment/Randomization Number

All eligible participants will be randomly allocated and will recerve a
treatment/randonuzation number. The treatment/randomuzation number 1dentifies the
participant for all procedures occurring after treatment allocation/randomization. Once a
treatment/randomization number 1s assigned to a participant, it can never be re-assigned to
another participant.

A single participant cannot be assigned more than 1 treatment/randomization number.

919 Treatment Administration

Admimistration of pembrolizumab will be witnessed by the investigator and/or study staff.
Admimistration of epacadostat or matching placebo will be witnessed by the investigator
and/or study staff for the morning dose on C1D1 and C2D1, but otherwise self-adnumistered.

Study treatment should begin within three days of and as close as possible to the date on
which the participant 1s allocated/assigned.

9.1.9.1 Timing of Dose Administration

9.1.9.1.1 Timing of Dose Administration of Pembrolizumab

Study treatment with pembrolizumab should be adnumstered on Day 1 of each cycle after all
procedures/assessments have been completed as detailed in the SoA (Section 2). All study
treatments will be adnunistered on an outpatient basis.

Study treatment of pembrolizumab may be admunistered up to 3 days before or after the
scheduled Day 1 of each cycle due to admimistrative reasons except for C1D1, where the
window 15 + 3 days from randonuzation.

Pembrolizumab will be administered as a dose of 200 mg using a 30-nunute I'V infusion.
Sites should make every effort to target infusion timing to be as close to 30 munutes as
possible. However, given the vanability of infusion pumps from site to site, a window of -5
minutes and +10 minutes 1s permutted (1.e_, infusion time 1s 30 munutes -5 min/+10 mun).

The Pharmacy Manual contains specific mstructions for pembrolizumab dose calculation,
reconstitution, preparation of the infusion flmd, and administration.

9.1.9.1.2 Timing of Dose Administration of Epacadostat

Epacadostat/matching placebo will be supplied as 100 mg tablets packaged in hugh-density
polyethylene bottles. All tablet excipients comply with the requirements of the applicable
compendial monographs (Ph Eur, USP/NF; refer to IB). Epacadostat/matching placebo

25 mg tablets are also available. Bottles of tablets should be stored at room temperature
(15°C to 30°C/ 59°F to 86°F).

Participants will take their dose of epacadostat or matching placebo 1n the morming and
evening, approximately 12 hours apart without regard to food. Participants will self-

admimister epacadostat or matching placebo except on C1D1 and C2D1, when the 1
dose will be given at the study site clinic prior to the mnfusion of pembrolizumab. %
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If the morning or evening dose is missed by more than 4 hours, that dose should be skipped
and the next scheduled dose should be taken at the usual tume. If the participant vomits after
taking a tablet, the dose should not be re-administered until the next scheduled dose.

The participant must be instructed in the handling of study drug as follows:
¢ To store the study treatment at room temperature and tightly closed to avoid moisture.

¢ To only remove from the study treatment bottle/kit the number of tablets needed at the
time of administration.

¢ To make every effort to take doses on schedule.
¢ Toreport any missed doses.

¢ If the participant vonuts after taking study treatment, the participant should not take
another dose.

¢ To keep study treatment i a safe place and out of reach of children.
¢ To bring all nsed and unused study treatment kits to the site at each visit.

¢ Ifa dose of epacadostat/matching placebo is missed by more than 4 hours, that dose
should be skipped and the next scheduled dose should be admimstered at the usual time.

9.1.10 Withdrawal/Discontinuation

Participants who discontinue study treatment prior to completion of the treatment period
should be encouraged to continue to be followed for all remaming study visits.

When a participant withdraws from participation in the trial, all applicable activities
scheduled for the Discontinuation Visit should be performed at the time of withdrawal. Any
adverse events which are present at the time of withdrawal should be followed m accordance
with the safety requirements outhined m Section 9.3 - Adverse Events.

9.1.11 Participant Blinding/Unblinding

As per Amendment 04, the study will be unblinded when the last participant completes the
Week 9 imaging assessment for efficacy analysis. At the time of unblinding, every effort
will be made to have all pending data entered into the eCRFs before the site is unblinded to
the participant’s treatment assignment. The site should ensure imaging data is entered in the
database prior to unblinding. Please refer to the CRF gmdelines and contact the site monitor
for operational details.

STUDY TEEATMENT IDENTIFICATION INFOEMATION IS TO BE UNMASKED
ONLY IF NECESSARY FOR THE WELFARE OF THE PARTICIPANT. EVERY
EFFORT SHOULD BE MADE NOT TO UNBLIND THE PARTICIPANT UNLESS
NECESSARY.

For emergency situations where the investigator or delegate needs to identify the drug used
by a participant and/or the dosage admimistered, he/she will contact the emergency
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unblinding call center by telephone and make a request for emergency unblinding. As
requested by the investigator or delegate the emergency unblinding call center will provide
the mformation to him/her promptly and report unblinding to MSD. Prior to contacting the
emergency unblinding call center to request unblinding of a participant’s treatment
assignment, the investigator or delegate must enter the toxicity grade of the adverse events
observed, the relation to study drug, the reason thereof, etc_, in the medical chart etc.

Participants whose treatment assignment has been unblinded by the investigator/delegate
and/or non-study treating physician should continue to be monitored n the trial.

Additionally, the investigator must go into the IVRS system and perform the unblind in the
IVRS system to update drug disposition. In the event that the emergency unblinding call
center 15 not available for a given site in this trial, IVRS/TWRS should be used for emergency
unblinding in the event that this 1s required for participant safety.

Study treatment 1dentification information 1s to be unmasked ONLY 1f necessary for the
welfare of the participant. Every effort should be made not to unblind the participant unless
necessary.

In the event that unblinding has occurred, the circumstances around the unblinding (eg, date
reason and person performing the unblinding) must be documented promptly, and the MSD
Climical Director notified as soon as possible. Once an emergency unblinding has taken
place, the principal investigator, site personnel, and Sponsor personnel may be unblinded so
that the appropnate follow-up medical care can be provided to the participant.

9.1.12 Calibration of Equipment

The mvestigator or qualified designee has the responsibility to ensure that any device or
mstrument used for a clinical evaluation/test during a clinical study that provides mformation
about mclusion/exclusion criteria and/or safety or efficacy parameters shall be sutably
calibrated and/or maimntained to ensure that the data obtained is reliable and/or reproducible.
Documentation of equipment calibration must be retained as source documentation at the
study site

9.2 Efficacy Assessments
9.2.1 Tumor Imaging and Assessment of Disease

NOTE: As of Amendment 04, central review imaging and iRECIST are no longer
applicable. This section has been updated accordingly.

Tumor mmaging 1s strongly preferred to be acquired by CT; imaging should include the chest,
abdomen, and pelvis. For the abdomen and pelvis, contrast-enhanced magnetic resonance
mmaging (MRI) may be used when CT with iodinated contrast 1s contraindicated, or when
mandated by local practice. MRI 1s the strongly preferred modality for imaging of the bramn.
The same 1maging techmque regarding modality, 1deally the same scanner, and the use of
confrast should be used 1n a participant throughout the study to optimize the reproducibility
of the assessment of existing and new tumor burden and improve the accuracy of the
assessment of response or progression based on imaging. Note: for the purposes of assessing
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tumor imaging, the term “Investigator™ refers to the local investigator at the site and/or the
radiological reviewer located at the site or at an offsite facility.

All participants will have a baseline bone scan performed at screeming. For participants with
positive bone scans at baseline, bone scans should be performed as per local SoC gmdelines;
the results will not be monitored. For participants with new symptoms suggestive of osseous
metastasis, a bone scan should be obtained. Additionally, plain X-ray evaluation should be
obtamed for symptomatic sites with negative bone scan evaluations.

Participant eligibility will be determined using local assessment (Investigator assessment)
based on RECIST 1.1.

Treatment should continue until PD has been determuned by Investigator assessed disease
progression by RECIST 1.1.

9.2.1.1 Imitial Tumor Imaging

NOTE: As of Amendment 04, central review imaging is no longer applicable. This
section has been updated accordingly.

Imitial tumor imaging at Screeming must be performed within 28 days prior to the date of
randonuzation. The site study team must review screeming images to confirm the participant
has measurable disease per RECIST 1.1.

Tumor imaging performed as part of routine climcal management 1s acceptable for use as
screeming tumor imaging 1f 1t 1s of diagnostic quality and performed within 28 days prior to
the date of randommzation.

If brain imaging 1s performed to document the stability of existing metastases, MRI should
be used 1if possible. If MRI 1s medically contraindicated, CT with contrast i1s an acceptable
alternative. Note: for participants with stable brain metastases at randomization, repeat brain
mmaging must be performed to document complete response. Bone scans must be performed
to confirm CR if positive at baseline.

9.2.1.2 Tumor Imaging During the Study

NOTE: As of Amendment 04, central review of images and iRECIST are no longer
applicable. After the first on-study imaging assessment at Week 9, further imaging will
be performed as per local SoC guidelines; however the data will not be collected. This
section has been updated accordingly.

The first on-study imaging assessment should be performed at 9 weeks (63 days =7 days)
from the date of randomization. No further imaging 1s mandated; any further imaging for
disease assessments will be performed by site investigator/radiology assessment as per SoC
for the disease and local guidelines; only the date of scans performed as per SoC needs to be
documented in the eCRF. Imaging tining should follow calendar days and should not be
adjusted for delays in cycle starts.
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9.2.1.3 End of Treatment and Follow-up Tumor Imaging

NOTE: As per Amendment 04, there is no protocol-specified imaging after the Week 9
assessment for efficacy analysis. This section has been updated accordingly.

For participants who discontinue study treatment before the Week 9 imaging assessment for
efficacy analysis, tumor imaging should be performed at the time of treatment
discontinuation (= 4 week window). If previous imaging was obtained within 4 weeks prior
to the date of discontinuation, then imaging at treatment discontinuation 1s not mandatory. In
participants who discontinue study treatment due to documented disease progression, this 1s
the final required tumor imaging.

9.2.1.4 Second Course (Retreatment) Tumor Imaging

NOTE: As per Amendment 04, the text in this section is no longer applicable; disease
assessment will be performed by the investigator per local SoC guidelines; results will
not be collected, only the date of scans performed as per SoC needs to be documented in
the eCRF.

Tumor mmagmg must be performed within 28 days prior to restarting treatment with
pembrolizumab + epacadostat or matching placebo. Local reading (Investigator assessment
with site radiology reading) will be used to determune ehgibility. All Second Course imaging
should be submutted to the central imaging vendor for quality control, storage, and possible
retrospective review though BICR-verification of PD will not occur during Second Course
Phase.

The first on-study imaging assessment should be performed at 12 weeks (84 days + 7 days)
after the restart of treatment. Subsequent tumor 1maging should be performed every 12
weeks (84 days + 7 days) or more frequently 1f clinically indicated.

Per iIRECIST (Section 9.2.1.6), if tumor imaging shows mitial PD, tumor assessment should
be repeated 4 to 8 weeks later in order to confirm PD, with the option of contimung treatment
while awairting radiologic confirmation of progression. Participants who obtamn confirmatory
mmaging do not need to undergo scheduled tumor imaging 1f it 15 less than 4 weeks later and
may wait unfil the next scheduled imaging time point, 1f clinically stable.

Imaging should continue to be performed until disease progression, the start of a new
anticancer treatment, withdrawal of consent, death, or notification by MSD, whichever
occurs first. In climcally stable participants, disease progression may be confirmed by the
Investigator using 1IRECIST 4 to 8 weeks after the first tumor imaging indicating PD

For participants who discontinue Second Course study treatment, tumor imaging should be
performed at the time of treatment discontinuation (+ 4 week window). If previous imaging
was obtained within 4 weeks prior to the date of discontinuation, then imaging at treatment
discontinuation 1s not mandatory. For participants who discontinue study treatment due to
documented disease progression, this 1s the final required fumor imaging.

For participants who discontinue Second Course study treatment without documented disease

progression, every effort should be made to continue monitormg their disease status by
radiologic imaging every 12 weeks (84 days + 7 days) until either the start of a new
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anticancer treatment, disease progression, withdrawal of consent, death, or the end of the
study, whichever occurs first.

9.2.1.5 RECIST 1.1 Assessment of Disease

RECIST 1.1 will be used by BICR as the primary measure for assessment of tumor response,
date of disease progression, and as a basis for all protocol giudelines related to disease status
(eg, discontinuation of study treatment). Although RECIST 1.1 references a maximum of 5
target lesions in total and 2 per organ, this protocol allows a maximum of 10 target lesions in
total and 5 per organ, if clinically relevant to enable a broader sampling of tumor burden.

Imitial tumor imaging showing site-assessed PD should be submutted to the BICR
mmmediately for verification. The site will be notified 1f the BICR venfies PD using RECIST
1.1. Figure 3 illustrates the imaging flow mvolving verification of PD for climically stable
participants.

9.2.1.6 iRECIST Assessment of Disease

NOTE: As per Amendment 04, this section is no longer applicable; iRECIST data will
no longer be collected. Participants with radiographic disease progression as
determined by RECIST 1.1 will discontinue from the study and be followed for safety
monitoring, as detailed in Section 9.3; no confirmatory scans are required.

1RECIST 1s based on RECIST 1.1, but adapted to account for the unique tumor response seen
with immunotherapeutic drugs iIRECIST will be used by the Investigator to assess tumor
response and progression and make treatment decisions. When climically stable, participants
should not be discontinued until progression 1s confirmed by the Investigator, working with
local radiology, according to the rules outhined in Appendix 8. This allowance to continue
treatment despite imtial radiologic PD takes mto account the observation that some
participants can have a transient fumor flare in the first few months after the start of
immunotherapy, and then expenience subsequent disease response. This data will be
captured in the clinical database.

Climical stability 15 defined as the following:

e Absence of symptoms and signs indicating climcally signmificant progression of
disease

* No decline in ECOG PS

¢ No requirements for mtensified management, including increased analgesia,
radiation, or other palliative care

Any participant deemed clinically unstable should be discontinued from study treatment at
central venfication of site-assessed first radiologic evidence of PD, and 1s not required to
have repeat tumor 1maging for confirmation of PD by 1RECIST.

If the Investigator decides to continue treatment, the participant may continue to recerve
study treatment and the tumor assessment should be repeated 4 to 8 weeks later to confirm
PD by iRECIST, per Investigator assessment. Images should continue to be sent in to the
central imaging vendor for potential retrospective BICR.
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If repeat imaging does not confirm PD per iRECIST, as assessed by the Investigator, and the
participant continues to be clinically stable, study treatment may continue and follow the
regular imaging schedule. If PD is confirmed, participants will be discontinued from study
treatment.

If a participant has confirmed radiographic progression (1CPD) as defined in Appendix 8,
study treatment should be discontinued; however, if the participant 1s achueving a climcally
meaningful benefit, an exception to continue study treatment may be considered following
consultation with the MSD. In this case, if study treatment 1s continued, tumor imaging
should continue to be performed following the intervals as outlined in Section 2 and
submutted to the central imaging vendor.

A description of the iIRECIST process 1s provided in Appendix 8, with additional details in
the iIRECIST publication [Seymour, L., et al 2017]. A summary of imaging and treatment
requirements after first radiologic evidence of progression 1s provided in Table 7 and
illustrated as a flowchart in Figure 3.
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Table 7 Imaging and Treatment after First Radiologic Evidence of Progressive Disease
Clinically Stable Clinically Unstable
Event n n
Imaging Treatment Imaging Treatment
First radiologic Repeat imaging at 4 to 8 May contimie study treatment | Repeat imaging at 4 to 8 | Discontinue treatment
evidence of PD by weeks to confirm PD at the Investigator's discretion | weeks to confirm PD per
RECIST 1.1 that has while awaiting confirmatory Investigator's discretion
been verified by BICE. tumor imaging by site by only
1IRECIST.
Repeat tumor imaging | No additional imaging Disconfinue treatment No additional imaging Not applicable
confirms PD (1CPD) required {exception is possible upon required
by iIRECIST per consultation with MSD)
Investigator
assessment
Repeat tumor imaging | Repeat imaging at4to 8 Confimie study treatment at Repeat imaging at 4 to 8 | Discontinue treatment
shows iUPD by weeks to confirm PD. the Investigator's discrefion. weeks to confirm PD per
iIRECIST per May occur at next Investigator’s discretion
Investigator regularly scheduled only.
assessment imaging visit.
Repeat tumor imaging | Confinue regularly Confimie study treatment at Contimie regularly May restart sudy treatment if condition
shows 15D, iPR or iCR. | scheduled imaging the Investigator’s discretion scheduled imaging has improved and/or clinically stable per
by iIRECIST per assessments assessments Investigator’s discretion. Next fumor
Investigator imaging should occur according to the
assessment regular imaging schedule
Abbreviations: BICE. = blinded independent central review; iCPD =iRECIST confirmed progressive disease; iCE. =1RECIST complete response; iIRECIST partial response;
IRECIST = modified Response Evaluation Criteria in Solid Tumeors 1.1 for immune-based therapeutics; 15D = iRECIST stable disease; iUPD =1RECIST unconfirmed
progressive disease; PD = progressive disease; RECIST 1.1 = Response Evaluation Criteria in Solid Tumors 1.1; VOP= venfication of progression.
Note: If progression has been centrally verified, further management is by the site, based on iIRECIST. Any further imaging should still be submitted to the central imaging
vendor, but no rapid review will occur. If RECIST 1.1 disease progression has not been centrally verified, ideally the site should continue treatment. Whether or not treatment
continues, imaging should be collected and submitted to the central imaging vendor with VOP request until EECIST 1.1 progression is venified by BICE.
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RECIST 1.1 PD identified by Investigator
Subject clinically stable,

!

Site submits all required imaging to
central imaging vendor [CIV)

NO: OV gueries site

NO: PD is not verified.
Subject should remain on
trial treatment.

!

Resume imaging schedule
per protocel, unless
clinically contraindicated

CIY quality
check —do
mages pass?

YES: CIV provides email
natice of verification of PD
in 3-5 business days. Site
waits for CIV notice prior to
further decisions about trial
treatment

|

Does CIV
verify PD per
RECIST 1.1?

YES: PD is werified.
Subject may remain on trial
treatment per Investigator
decision

Repeat imaging at 4-3

weeks

NO: dees not confirm
P by iIRECIST

Does
Investigator
confirm PD
per iRECISTZ

YES: confirms PD
by iIRECIST

1. Subject discontinues trial treatment

clinically indicated

to submit imaging to vendor

1. Subject may remain on study drug at Investigator discretion.
2_Regularimaging schedule followed; unscheduled imaging if

3. Future scans and subject management per IRECIST, Continue

2. Exception possible upon sponsor

consultation.
3. Tumor imaging dene anly if needed

for follow-up.

Evidence of PD Assessed by the Investigator
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9.2.2 Patient Reported Outcomes

NOTE: As of Amendment 04, PROs will no longer be collected after the first on-study
imaging assessment at Week 9.

The EuroQoL EQ-5D and EORTC QLQ-C30 questionnaires will be adninistered by trained
site personnel and completed electromically by subjects in the following order: EuroQoL EQ-
5D first, then EORTC QLQ-C30. The questionnaires should be administered prior to dosing
at Cycle 1-4, then every 3rd cycle through Year 1 (1e, Cycles 7, 10, 13, 16), then every 4th
cycle after Year 1 for up to 2 years from treatment imtiation or until EOT (1e, Cycles 20, 24,
28, 32), whichever comes first, and at the 30-day Safety Follow-up Visit.

It 15 best practice and strongly recommended that electronic patient-reported outcomes
(ePROs) are admimstered to randomized subjects prior to drug adnunistration, AE
evaluation, and disease status notification. If the subject does not complete the ePROs at a
scheduled time point, the MISS MODE form must be completed to capture the reason the
assessment was not performed.

9.2.3 Health Care Resource Utilization

All-cause hospitalizations and emergency room visits must be reported in the eCRF, from the
time of treatment allocation/randomization through 90 days following cessation of study
treatment, or 30 days following cessation of study treatment, 1f the participant imtiates new
anticancer therapy, whichever 1s earlier.

9.3 Adverse Events, Serious Adverse Events and Other Reportable Safety Events

The definitions of an adverse event (AE) or serious adverse event (SAE), as well as the
method of recording, evaluating, and assessing causality of AE and SAE and the procedures
for completing and transmitting AE SAFE and other reportable safety event reports can be
found n Appendix 4.

AFE, SAEs, and other reportable safety events will be reported by the participant (or, when
appropnate, by a caregiver, surrogate, or the participant's legally authorized representative).

The mvestigator, who 1s a qualified physician, and any designees are responsible for
detecting, assessing, documenting, and reporting events that meet the defimtion of an AE or
SAE as well as other reportable safety events. Investigators remain responsible for following
up AE, SAEs and other reportable safety events for outcome according to Section 9.3 3.

Adverse events will not be collected for participants during the pre-screening period (for
determunation of archival tissue status) as long as that participant has not undergone any
protocol-specified procedure or intervention. If the participant requuires a blood draw, fresh
tumor biopsy etc., the participant 1s first required to provide consent to the main study and
AFEs will be captured according to gmidelines for standard AE reporting.
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9.3.1 Time Period and Frequency for Collecting AE, SAE and Other Reportable
Safety Event Information

All AEs, SAFEs and other reportable safety events that occur after the consent form 1s signed
but before treatment allocation/randomization must be reported by the investigator if the
participant 1s receiving placebo run-in or other run-in treatment, if the event causes the
participant to be excluded from the trial, or is the result of a protocol-specified intervention,
mcluding but not limited to washout or discontinuation of usual therapy, diet, or a procedure.

e All AEs from the time of treatment allocation/randomization through 90 days following
cessation of study treatment, or 30 days following cessation of study treatment 1f the
participant initiates new anticancer therapy, whichever 1s earlier, must be reported by the
mvestigator.

e All AEs meeting serious critenia, from the time of treatment allocation/randonization
through 90 days following cessation of study treatment, or 30 days following cessation of
study treatment 1f the participant imitiates new anticancer therapy, whichever 1s earlier
must be reported by the investigator.

e All pregnancies and exposure during breastfeeding, from the time of treatment
allocation/randonuzation through 120 days following cessation of study treatment, or 30
days following cessation of study treatment 1f the participant mitiates new anticancer
therapy mwust be reported by the investigator.

s Additionally, any SAE brought to the attention of an investigator at any fime outside of
the time period specified above must be reported immediately to the Sponsor 1f the event
1s considered to be drug-related.

Investigators are not obligated to actively seek AE or SAE or other reportable safety events
m former study participants. However, if the investigator leams of any SAE, mcluding a
death, at any time after a participant has been discharged from the study, and he/she
considers the event to be reasonably related to the study treatment or study participation, the
mvestigator must promptly notify MSD.

All imitial and follow-up AEs, SAEs and other reportable safety events will be recorded and
reported to MSD or designee within the timeframes as indicated in Table 8.
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Table 8  Reporting Time Periods and Timeframes for Adverse Events and Other
Reportable Safety Events
Type of Event Reporting Time | Reporting Time | Reporting Time Timeframe
Period: Period: Period: to Report
Consent to Randomization/ | After the Protocol E;w“';::::
Randomization/ | Allocation Specified Follow-up Information
Allocation through Period MSD:
Protocol- fo .
Specified
Follow-up
Period
Non-Serious Report if: Report all Mot required Per data
Adverse Event - due to protocol- entry
(NSAE) specified guidelines
intervention
- causes
exclusion
- subject is
receiving placebo
run-in or other
run-in freatment
Serions Adverse Report if: Report all Report if: Within 24
Event (SAE) - due to protocol- - drug/vaccine related. howrs of
including Cancer specified (Follow ongoing to learming of
and Overdose intervention outeoms) event
- causes
exclusion
- subject is
receiving placebo
mun-in or other
mn-in freatment
Pregnancy/Lactation Report if: Report all Previously reported — Within 24
Exposure - due to Follow to hours of
intervention completion/termination; leamning of
- causes report outcome event
exclhision
Event of Clinical Report if: Report Mot required Within 24
Interest (require - due to - Potential DILT hours of
regulatory intervention - Require learning of
reporting) - causes regulatory event
exclusion reporting
Event of Clinical Report if: Report Mot required Within 5
Interest (Do not - due to - non-DILI ECTs calendar
require regulatory intervention and those not days of
reporting) - causes requiring leamning of
exclusion regulatory event
reporting
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9.3.2 Method of Detecting AE, SAE and Other Reportable Safety Events

Care will be taken not to introduce bias when detecting AE and/or SAE and other reportable
safety events. Open-ended and non-leading verbal questioning of the participant 1s the
preferred method to mquire about AE occurrence.

9.3.3 Follow-up of AE, SAE and Other Reportable Safety Event Information

After the imtial AE/SAE report, the investigator 15 required to proactively follow each
participant at subsequent visits/contacts. All AE, SAE and other reportable safety events
mncluding pregnancy and exposure during breastfeeding, ECI, Cancer and Overdose will be
followed until resolution, stabilization, until the event 1s otherwise explained, or the
participant 1s lost to follow-up (as defined in Section 8.3). In addition, the investigator will
make every attempt to follow all non-serious AEs that occur in randonuzed participants for
outcome. Further information on follow-up procedures 1s given n Appendix 4.

9.3.4 Regulatory Reporting Requirements for SAE

a. Prompt notification (within 24 hours) by the mvestigator to MSD of SAE is essential so
that legal obligations and ethical responsibilities towards the safety of participants and the
safety of a study treatment under climcal investigation are met.

b. The Sponsor and MSD have a legal responsibility to notify both the local regulatory
authonty and other regulatory agencies about the safety of a study treatment under
chinical mvestigation. All Adverse Events will be reported to regulatory authorities,
IRB/TECs and mvestigators in accordance with all applicable global laws and regulations,
1e, per International Conference on Harmomsation of Technical Requirements for
Repistration of Pharmaceuticals for Human Use (ICH) Topic E6 (R1) Gudelines for
Good Chinical Practice.

c. Investigator safety reports must be prepared for suspected unexpected serious adverse
reactions (SUSAR) according to local regulatory requirements and MSD policy and
forwarded to investigators as necessary.

d. An mvestigator who recerves an investigator safety report describing a SAE or other
specific safety information (eg, summary or listing of SAE) from MSD will file 1t along
with the IB and will notify the IRB/TEC, if appropnate according to local requuirements.

9.3.5 Disease-Related Events and/or Disease-Related Outcomes Not Qualifving as AEs
or SAEs

Progression of the cancer under study 15 not considered a reportable event.

MSD will monitor unblinded aggregated efficacy endpomt events and safety data to ensure
the safety of the participants i the study. Any suspected endpoint which upon review 1s not
progression of the cancer under study will be forwarded to MSD global safety as a SAE
within 24 hours of determination that the event 1s not progression of the cancer under study.
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9.3.6 Pregnancy and Exposure During Breastfeeding

Although pregnancy and infant exposure during breastfeeding are not considered adverse
events, any pregnancy or infant exposure during breastfeeding in a participant (spontaneously
reported to the investigator or their designee) that occurs during the tnial are reportable to
MSD.

All reported pregnancies must be followed to the completion/ternunation of the pregnancy.
Pregnancy outcomes of spontaneous abortion, missed abortion, benign hydatidiform mole,
blighted ovum, fetal death, ntrauterine death, niscarnage and stillbirth must be reported as
serious events (Important Medical Events). If the pregnancy continues to term, the outcome
(health of infant) must also be reported.

9.3.7 Events of Clinical Interest (ECT)

Selected non-serious and serious adverse events are also known as Events of Clinical
Interest (ECT) and must be reported to MSD.

Events of climical interest for this trial include:

1. an overdose of study treatment, as defined in Section 9.4 — Treatment of Overdose,
that 15 not associated with chinical symptoms or abnormal laboratory results.

2. anelevated AST or ALT lab value that 1s greater than or equal to 3X the upper lint
of normal and an elevated total bilirubin lab value that 1s greater than or equal to 2X
the upper limit of normal and, at the same time, an alkaline phosphatase lab value that
15 less than 2X the upper limit of normal, as determuned by way of protocol -specified
laboratory testing or unscheduled laboratory testing *

*Note: These criteria are based upon available regulatory gmdance documents. The
purpose of the criteria 1s to specify a threshold of abnormal hepatic tests that may requure
an additional evaluation for an underlying etiology. The trial site pmdance for assessment
and follow up of these criteria can be found in the Investigator Trial File Binder (or
equivalent).

3. serotonin syndrome. The signs and symptoms of serotonin syndrome are described in
Section 7.2.1.1.

ECIs that occur after the consent form 1s signed but before treatment randonuzation must be
reported by the Investigator to MSD 1f the event caused the participant to be excluded from
the study or 1s the result of a protocol-specified mtervention.

All ECTs that occur from the time of treatment randomuzation through 90 days following
cessation of study treatment, or 30 days following cessation of treatment if the participant
mitiates new anticancer therapy, whichever 1s earlier, must be reported by the investigator to
MSD within 24 hours of learning of the event.
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94 Treatment of Overdose

In this study, an overdose 1s any dose ligher than >1000 mg (5 times the dose) of
pembrolizumab or >1000 mg of epacadostat daily. No specific information 1s available on
the treatment of overdose of pembrolizumab or epacadostat. In the event of overdose, the
participant should be observed closely for signs of toxicity. Appropnate supportive
treatment should be provided if clinically indicated.

If an AE i1s associated with (“results from™) the overdose of study treatment, the AE 1s
reported as a SAE, even 1f no other seriousness criteria are met.

If a dose of study treatment meeting the protocol definition of overdose is taken without any
associated climcal symptoms or abnormal laboratory results, the overdose 1s reported as a
non-serious ECL, using the terminology “accidental or mntentional overdose without adverse
effect.”

All reports of overdose with and without an AE must be reported by the mnvestigator within
24 hours to MSD either by electronic media or paper. Electronic reporting procedures can be
found in the electromic data capture (EDC) data entry guidelines. Paper reporting procedures
can be found in the Investigator Trial File Binder (or equivalent).

9.5 Safety

Details regarding specific safety procedures/assessments to be performed mn this study are
provided below. The total amount of blood/tissue to be drawn/collected over the course of
the study (from pre-study to post-study visits), mcluding approximate blood/tissue volumes
drawn/collected by visit and by sample type per participant can be found in the
Procedures/Laboratory Manual.

Planned time points for all safety assessments are provided in the SoA.
9.5.1 Physical Examinations
9.5.1.1 Full Physical Examination

The Investigator or clinical designee will perform a full physical exam as per institutional
standard, during the screeming period, and the disconfinuation visit, as specified in the SoA
(Section 2.0). Climcally significant abnormal findings should be recorded as medical
history. After the first dose of study treatment new clinically significant abnormal findings
should be recorded as AEs. A full physical examination should also be performed at the
Second Course Cycle 1 and Second Course discontinuation visit.

9.5.1.2 Directed Physical Examination

For cycles that do not require a full physical exam per the SoA (Section 2.0), the Investigator
or qualified designee will perform a directed physical exam as chimically indicated prior to
dosing on Day 1 of each treatment cycle. New climcally sigmficant abnormal findings
should be recorded as AEs.
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9.5.2 Vital Signs

The Investigator or qualified designee will take vital signs at screening and prior to the
admimistration of each dose of study treatment and at EOT as specified in the SoA. Vital
signs include temperature, pulse, respiratory rate, weight and blood pressure. Height will be
measured at Screening Visit only.

9.5.3 Electrocardiograms

Baseline ECGs will be obtained at screening, with additional ECGs obtained at EOT, and as
clinically indicated for all participants. At select centers, additional ECGs will also be
obtained at C1D1 predose and approximately 2 hour (+ 15 nunutes) after the first dose of
epacadostat, and C2D1 predose and approximately 2 hour (+ 15 nunutes) after adnumistration
of epacadostat as specified in the SoA. The ECG measurement should always be performed
prior to the PK sample blood draw if both are scheduled at the same nominal planned time
pomt. Climcally significant abnormal findings prior to sigming consent should be recorded as
medical history. Climcally sigmificant abnormal findings after signing consent should be
recorded as an AE. An ECG should also be performed at the Second Course Cycle 1 Day 1
and Second Course discontinuation visit as outlined in the SoA.

The 12-lead ECGs will be interpreted by the investigator at the site and will be used for
immediate participant management. The decision to include or withdraw a participant from
the study based on an ECG flagged as "Abnormal, Climically Significant” 1s the responsibility
of the investigator, in consultation with the medical monitor, as appropniate. The Fridericia
(preferred) or Bazett correction method used for calculating QTe will be used and recorded 1n
the eCRF.

9.5.4 Performance Assessments
9.5.4.1 Eastern Cooperative Oncology Group (ECOG) Performance Status

The Investigator or qualified designee will assess ECOG PS at screening (within 14 days
prior to randomization); on Day 1 of each cycle, prior to the administration of each dose of
pembrolizumab; and at EOT, as specified in the SoA. The ECOG PS scale 1s described in
Appendix 7.

9.5.4.2 Karnofsky Performance Status (KPS)

The KPS 1s a standard way of measuning the ability of cancer patients to perform ordinary
tasks, with scores ranging from 0 to 100%. A higher score means the patient 1s better able to
carry out daily activities. See Appendix 7 for a description of the full scale. The KPS will be
assessed as specified in the SoA (Section 2) at screening only (within 14 days prior to
randonuzation), and will be used for stratification by the Bajorin nisk score. The Bajorin nisk
score 15 based on the presence of visceral (lung, liver, or bone) metastasis and/ or KPS <80%
as detailed m 7.3.1.
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9.5.5 Clinical Safety Laboratory Assessments

Refer to Appendix 2 for the list of climical laboratory tests to be performed and to the SoA for
the timing and frequency.

e The Investigator must review the laboratory report, document this review, and record
any clinically relevant changes occurning during the study in the AE section of the
CRF. The laboratory reports must be filed with the source documents. Clinically
significant abnormal laboratory findings are those which are not associated with the
underlying disease, unless judged by the investigator to be more severe than expected
for the participant's condition.

e All protocol-required laboratory assessments, as defined in Appendix 2, must be
conducted 1 accordance with the Procedures/Laboratory Manual and the SoA.

e If laboratory values from non-protocol specified laboratory assessments performed at
the mstitution’s local laboratory require a change in study participant management or
are considered chinically significant by the Investigator (eg, SAE or AE or dose
modification), then the results must be recorded in the appropriate CRF (eg, SLAB).

e For any laboratory tests with values considered clinically sigmificantly abnormal
during participation in the study or within 30 days after the last dose of study
treatment, every attempt should be made to perform repeat assessments until the
values return to normal or baseline or if a new baseline 1s established as determuned
by the investigator.

0.5.5.1 Laboratory Safety Evaluations (Hematology, Chemistry, Urinalysis)
Laboratory tests for hematology, chemustry, and urinalysis are specified in Appendix 2.
Refer to SoA for the timing of laboratory assessments.

9.5.5.2 Pregnancy Test

All women who are bemng considered for participation in the study, and who are not
surgically sterilized or postmenopausal (as defined i Appendix 5), must be tested for
pregnancy within 72 hours prior to randomization. Monthly pregnancy testing should be
conducted as per local regulations where applicable. If a urine test 1s positive or not
evaluable, a serum test will be required. Participants must be excluded/discontinued from the
study in the event of a positive or borderline-positive test result.
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0.9 Visit Requirements

Visit requirements are outlined i Section 2 — Schedule of Activities (SoA). Specific
procedure-related details are provided above in Section 9 — Study Assessments and
Procedures.

09.1 Screening

Approximately 42 days prior to treatment allocation/randonuzation, potential participant will
be evaluated to determune that they fulfill the entry requirements as set forth in Section 6.0.
Screening procedures may be repeated after consultation with MSD.

Written consent must be obtamed prior to performung any protocol-specific procedures.
Results of a test performed prior to the participant signing consent as part of routine clinical
management are acceptable in lieu of a screeming test 1f performed within the specified time
frame. Results from the screening visit evaluations will be reviewed to confirm participant
eligibility before randomization or the admunistration of study drug. Screeming procedures
are to be completed within approximately 42 days prior to the first dose of study treatment
except for the following:

e Laboratory tests are to be performed within 14 days prior to randomization. An
exception 1s hepatitis testing, which may be done up to 42 days prior to
randomization.

e Evaluation of ECOG 1s to be performed within 14 days prior to randonuzation.

e For women of reproductive potential, a urine or serum pregnancy test will be
performed within 72 hours prior to the randomuzation. If unine pregnancy results
cannot be confirmed as negative, a serum pregnancy test will be requuired (performed
by the local study site laboratory).

e Imitial tumor imaging must be performed within 28 days of randomization.

Participants may be rescreened after imtially failling to meet the inclusion/exclusion criteria.
Results from assessments during the imitial screening period are acceptable in lieu of a repeat
screeming test if performed within the specific time frame and the corresponding
inclusion/exclusion criteria are met. Participants who are rescreened will retan their original
screening number.
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992 Treatment Period

Visit requirements are outlined i the SoA (Section 2.0). Specific procedure-related details
are provided in Section 9.

Treatment with pembrolizumab will occur every 21 days (1 cycle) for a maximum of
35 cycles (approximately 2 years).
Epacadostat or matching placebo will be dosed twice daily (approximately Q12H) during the

treatment phase. Treatment may continue until C35D21, unless a discontinuation criterion 1s
met (Section 8.1).

9.9.3 Second Course Phase (Retreatment)

Visit requirements for the Second Course Phase (Retreatment) are outlined in the Second
Course Phase (Retreatment) SoA (Section 2.0).

994 Discontinuation Visit

If a decision 15 made that the participant will permanently discontinue study drug, the
Discontiuation Visit should be conducted at EOT. If the Discontinuation Visit coincides
with a regular study visit, the Discontinuation Visit evaluations will supersede those of that
scheduled visit. The participant should be encouraged to return for the Safety Follow-up
visit.

9.9.5 Discontinued Participants Continuing to be Monitored in the Study
9.9.5.1 Safety Follow-Up Visit

NOTE: As of Amendment 04, the Safety Follow-up Visit will be the last visit in the
study. This section has been amended accordingly.

The mandatory Safety Follow-Up Visit should be conducted 30 days (+ 7 days) days after the
last dose of study treatment or before the mitiation of a new anticancer treatment, whichever
comes first. Reasonable efforts should be made to have the participant return for the Safety
Follow-up Visit and report any AEs that may occur prior to imitiating new anticancer therapy.
If the participant has a discontinuation visit =30 days after the last dose of study treatment,
the Safety Follow-up Visit 1s not requured. Participants will be considered to have completed
this study once they have attended this visit. Participants currently in Follow-up or in
Survival Follow-up are considered to have completed the study; these participants are not
required to attend any further visits. Assessment and recording of AEs will be performed as
per Section 9 3.

Participants who are eligible for retreatment with the combination therapy (as described in
Section 7.2.2) may have up to 2 Safety Follow-up Visits, 1 after the treatment period and
1 after the Second Course Phase (Retreatment).
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9.9.5.2 Follow-Up Visits

NOTE: As of Amendment 04, this section is no longer applicable. Participants
currently in post-treatment follow-up are considered to have completed the study once
they have attended the Safety Follow-up Visit; assessment and recording of AEs will be
performed as per Section 9.3.

Participants who discontinue study treatment for a reason other than BICR-verified disease
progression will move into the Follow-up Phase. Follow-up Visits may be scheduled to
comcide with Follow-up imaging and should be assessed every 9 weeks (63 = 7 days) from
the date of randomization, for the first 12 months (54 weeks) by radiologic imaging to
monitor disease status; then every 12 weeks (84 days + 7 days) thereafter during study
participation. The imaging assessment schedule continues if a participant discontinues
treatment; 1f a participant has started the 12 week imaging, they will continue to be assessed
every 12 weeks. Every effort should be made to collect information regarding disease status
until the start of new antineoplastic therapy, BICR-verified disease progression, withdrawal
of consent, pregnancy, death, and end of the study, or if the participant begins Second Course
Phase (Retreatment) as detailed in Section 7.2.2. Information regarding post-study
antineoplastic freatment will be collected if new treatment 1s imtiated.

Participants who are eligible to recerve retreatment according to the criteria in Section 7.2.2
will move from the Follow-up Phase to the Second Course Phase (Retreatment) when they
experience disease progression verified by BICR.

9.9.5.3 Survival Follow-Up

NOTE: As of Amendment 04, this section is no longer applicable. Participants
currently in Survival Follow-up are considered to have completed the study; these
participants will no longer be contacted for survival information. Assessment and
recording of AEs will be performed as per Section 9.3.

Participants who experience confirmed disease progression by BICR. or start a new anti-
cancer therapy will move into the Survival Follow-up Phase and should be contacted by
telephone approximately every 12 weeks (+ 7 days) to assess for survival status until death,
withdrawal of consent, or the end of the study, whichever occurs first.

9954 Unscheduled Visits

Unscheduled study visits may occur at any tume 1f medically warranted. Any assessments
performed at those visits should be recorded in the eCRF.

996 Survival Status

NOTE: As of Amendment 04, this section is no longer applicable; survival data is no
longer being collected.

To ensure current and complete survival data 1s available at the time of database locks,
updated survival status may be requested during the course of the study by MSD. For
example, updated survival status may be requested prior to but not hmited to an external Data
Monitoring Commuttee (eDMC) review, interim and/or final analysis. Upon MSD
notification, all participants who do not/will not have a scheduled study visit or study contact
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during MSD defined time peniod will be contacted for their survival status (excluding
participants that have a previously recorded death event in the collection tool).

10. Statistical Analysis Plan

This section outlines the statistical analysis strategy and procedures for the study. If, after
the study has begun, changes are made to primary and/or key secondary hypotheses, or the

statistical methods related to those h
with ICH Guideline E9).

otheses. then the protocol will be amended (consistent

10.1 Statistical Analysis Plan Summary

NOTE: As of Amendment 04, this section has been updated.

Key elements of the SAP are summanzed below; the comprehensive plan is provided
Section 10.2 through Section 10.12.

Study Design Overview

This is a randomized, double-blind, mmlticenter Phase 3 smudy to evalunate the
efficacy and safety of Pembrolizumab (MK-347%) in combination with
epacadostat or placebo in participants with cisplatin-ineligible urothelial
carcinoma (KEYNOTE-672/ECHO-307).

Treatment Assignment

Approximately 100 participants will be randomized 1:1 to receive
pembroliznmab + epacadostat (P+E) or pembrolizumab + placebo (P).
Stratification factors are as follows:

1) Bajorin risk score bazed on the presence of visceral (lung, liver, or bone)
metastasis and’ or KPS < 80%: 0 (neither criterion) vs 1 {exactly 1 criterion) vs 2
(both eriterion)

2} PD-L1 CPS per IHC assav: <10 vs =10

Analysis Populations

Efficacy: Intention-to-Treat (ITT)
Safety: All Participants as Treated {APaT)

Primary Endpoint

Objective Response Rate (ORR) per RECIST 1.1 assessed by investigator
determination.

Statistical Methods for

Key Efficacy Analyses

ORR is estimated by treatment group with 95% CT calenlated by
Clopper-Pearson exact method [Clopper. C. J. and Pearson. E. 5. 1934].

Statistical Methods for

Key Safety Analyses

Point estimates (count and percentage) by treatment group will be provided for
safety endpoints.

Tnterim and Final

There i= no interim analysis. During the course of the study, DMC will

Analyses perform 1 zafety review based on the DMC charter.
The final analysis will be performed after the last participant completes the
Week 9 imaging assessment.

Multiplicity There is no multiplicity adjustment.

Sample Size and Power

Total sample size is approximately 100,
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10.2 Responsibility for Analyses/In-House Blinding

The statistical analysis of the data obtained from this study will be the responsibility of the
Climcal Biostatistics department of the SPONSOR.

The IVRS vendor/Sponsor will generate the randomuized allocation schedule(s) for study
treatment assignment for this protocol, and the randonuzation will be implemented in IVRS.

This study will be conducted as a double-blind study under in-house blinding procedures.
The official, final database will not be unblinded until medical/scientific review has been
performed, protocol deviations have been identified, and data have been declared final and

complete.

An external DMC will be convened to review accumulating safety data. The eDMC
responsibilities and review schedules will be outlined in the DMC charter.

Blinding to treatment assignment will be maintained at all investigational sites until the last
participant completes the first scheduled imaging (1e, Week 9) for efficacy analysis.
Participant-level unblinding will be restricted to an external unblinded statistician and
external unblinded scientific programmer performung the analysis, who will have no other
responsibilities associated with the study. The extent to which individuals are unblinded with
respect to the results will be documented. Additional logistical details, revisions to the above
plan, and data momtoring gmdance will be provided in the DMC Charter.

Prior to final study unblinding, the unblinded statistician and unblinded scientific
programmer will not be involved in any discussions regarding modifications to the protocol,
statistical methods, identification of protocol deviations, or data vahdation efforts.

10.3 Hypotheses/Estimation

Objectives of the study are stated in Section 4. 4 — Objectives and hypotheses and Endpoints.
10.4 Analysis Endpoints

10.4.1 Efficacy Endpoint

10.4.1.1 Primary Endpoint

Objective Response Rate 15 defined as the proportion of participants in the analysis
population who have a best response of CR or PR based on RECIST 1.1 by investigator
determunation.

10.4.2 Safety Endpoints

Safety and tolerability will be assessed by climcal review of all relevant parameters including
AFEs, SAFEs, fatal AEs, laboratory tests, and vital signs as described in Section 9.5.
Furthermore, specific events will be collected and designated as ECIs as described mn

Section 9.3.7.
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10.5 Analysis Populations
10.5.1 Efficacy Analysis Population

The Intention-fo-Treat (ITT) population will serve as the population for the efficacy analysis.
All randonized participants will be included in this population. Participants will be analyzed
in the treatment group to which they are randomized.

10.5.2 Safety Analysis Population

The All Participants as Treated (APaT) population will be used for the analysis of safety data
n this study. The APaT population consists of all randomized participants who recerved at
least 1 dose of study treatment. Participants will be analyzed in the treatment group
corresponding to the study treatment they actually received for the analysis of safety data
using the APaT population. For most participants this will be the treatment group to which
they are randomized. Participants who take incorrect study treatment for the entire treatment
period will be included in the treatment group corresponding to the study treatment actually
recerved. Any participant who receives the mcorrect study treatment for one cycle but
recerves the correct treatment for all other cycles will be analyzed according to the correct
treatment group and a narrative will be provided for any events that occur during the cycle
for which the participant 1s mcorrectly dosed.

At least one laboratory or vital sign measurement obtained subsequent to at least one dose of
study treatment 1s required for inclusion in the analysis of each specific parameter. To assess
change from baseline, a baseline measurement 1s also required.

10.6 Statistical Methods

10.6.1 Statistical Methods for Efficacy Analyses

This section describes the statistical methods that address the primary objective.
10.6.1.1 Objective Response Rate (ORR)

The primary efficacy endpoint ORR 1s defined as the proportion of participants in the
analysis population who have a best response of CR. or PR at the first scan based on
RECIST 1.1 by investigator determination.

ORR will be estimated by treatment group. 95% CI for ORR will be provided using the
Clopper-Pearson (exact) method.
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10.6.2 Statistical Methods for Safety Analyses

Safety and tolerability will be assessed by clinical review of all relevant parameters including
adverse experniences (AEs), laboratory tests, and vital signs.

Individual events and the broad AE categories consisting of the proportion of participants
with any AE, a drug related AE, a serious AE, an AE which 1s both drug-related and serious,
a Grade 3-5 AE, a drug related Grade 3-5 AE, a fatal AE, dose mterruption due to an AE and
discontinuation due to an AE, will be summarized by counts and percentages by treatment
group (Table 11).

Table 11  Analysis Strategy for Safety Parameters

Safety Endpoint Deescriptive Statistics

Any AE X
Any Serious AE

Any Grade 3-5 AE
Any Drug-Related AE

Any Serious and Dug-Related AE
Any Grade 3-5 and Dmg-Related AE

Dose Interruption due to AE

Disconfimiation due fo AE

Death

Specific AFs, 50Cs

Change from Baseline Results (Laboratory toxicity grade)

CC I I I I A T I I

10.6.3 Summaries of Demographic and Baseline Characteristics

The comparability of the treatment groups for each relevant characteristic will be assessed by
the use of tables and/or graphs. No statistical hypothesis tests will be performed on these
characteristics. The number and percentage of participants screened and randomuzed, and the
primary reasons for screemng failure and discontinuation will be displayed. Demographic
vanables (eg, age), baseline charactenistics, pnmary and secondary diagnoses, and prior and
conconutant therapies will be summarized by treatment either by descriptive statistics or
categorical tables.

10.7 Interim Analyses

NOTE: As of Amendment 04, there will be no interim efficacy analysis. The eDMC will
conduct safety review based on DMC charter.

10.8 Multiplicity

NOTE: As of Amendment 04, no hypothesis testing will be performed in this study.
Therefore, no multiplicity adjustment is needed.
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10.9 Sample Size and Power Calculations

The study will randonuze participants m a 1:1 ratio into the pembrolizumab + epacadostat
and pembrolizumab + placebo arms. The pnimary objective 1s to estimate ORR for each
treatment arm. The overall sample size of approximately 100 1s based on the projected
randonuzed participants when a strategic decision was made to redesign the study based on
ORR as the primary endpoint.

With an estimated 50 participants per treatment arm Table 12 gives examples of ORR
estimates and 95% CI, with difference numbers of observed responders.

Table 12 ORR estimate and 95% CI

# of participant # of responder ORR 05% CI CI Width
50 14 28% (16.2%, 42 5%) 26.3%
50 15 30% (17.9%, 44.6%) 26.7%
50 16 32% (19.5%, 46.7%) 27.2%
50 17 34% (21.2%, 48.8%) 27.6%
50 18 36% (22.9%, 50.8%) 279%

10.10 Subgroup Analyses

Note: As of Amendment 04, this section is no longer applicable.
10.11 Compliance (Medication Adherence)

Drug accountability data for study treatment will be collected durmmg the study. Any
dewviation from protocol-directed adnunistration will be reported.

10.12 Extent of Exposure

The extent of exposure will be summarized as duration of freatment in cycles. Summary
statistics will be provided on Extent of Exposure for the APaT population.
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12. Appendices

12.1 Appendix 1: Abbreviations and Trademarks

Abbreviation/Term Definition

1L first-line (therapy)

5-FU fluorouracil

AE adverse event

ALT alanine aminotransferase

APaT All Participants as treated

aPTT activated partial thromboplastin time

ASCO The Amenican Society of Clinical Oncology

AST aspartate aminofransferase

BCG Bacillus Calmette-Guérin (tuberculosis vaccine)

BICR blinded independent central imaging review(er)

C1D1 Cycle 1 Day 1

C2D1 Cycle 2 Day 1

CD3( CD3 zeta

CI confidence interval

cLDA constrained longitudinal data analysis

CNS cenfral nervous system

CPS Combmed Positive Score for PD-L1 positivity (combined
expression of tumor cells and inflammatory markers)

CR complete response

CrCl creatinine clearance

CRF case report form

CSR Clinical Study Report

CT computed tomography

CTCAE Common Terminology Criteria for Adverse Events

CTLA-4 cytotoxic T-lymphocyte-associated antipen-4

DCR disease control rate (CR, PR, and SD)

DMC Data Momitoring Commuttee

DNA deoxyribonucleic acid

DOR duration of response

ECI events of clinical interest

ECG electrocardiogram

ECOG Eastern Cooperative Oncology Group

eCRF electronic case report form

EDC electronic data capture

EMA European Medicines Agency

EOC Executive Oversight Commuttee

EORTC European Organisation for Research and Treatment of Cancer
European 1sation for Research and Treatment of Cancer

EORTC QLQ-C30 | uahP; ” f%m .

ePRO electronic patient-reported outcomes
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Abbreviation/Term Definition

EQ-5D EuroQol-5 Dimensions, 5-level Questionnaire

ePRO electronic patient-reported outcome

ERC Ethics Review Commuttee

EuroQol European Quality of Life

FAS Full Analysis Set

FDA U_S. Food and Drug Administration

FDAAA Food and Drug Administration Amendments Act

FFPE formalin-fixed paraffin-embedded

GCP Good Clinical Practice

GEM gemcitabine

H1 Hypothesis 1

H2 Hypothesis 2

HBsAg Hepatitis B surface antigpen

HCV Hepatitis C virus

HIV human immunodeficiency virus

HRQoL Health Related Quality of Life

IA interim analysis

1B Investigator’s Brochure

ICF mformed consent form

ICH [ntematinnal Canfer_euce_ on Harmuuisﬁion of Techmeal
Requirements for Registration of Pharmaceuticals for Human Use

1CPD confirmed radiographic progression

IDO1 mdoleamine 2 3-dioxygenase

IEC Independent Ethics Commuttee

IeG immunoglobulin G

IgV immunoglobulin variable

THC immunohistochemustry

IRB Institutional Review Board

rAE immune-related adverse events

1IRECIST immune-based therapeutics RECIST

ITT Intention-to-Treat

IUD mtrauterine device

IV mfravenous

IVRS mteractive voice response system

TWRS mtegrated web response system

KPS Karnofsky performance status

mAb monoclonal antibody

MAOI Monoamine oxidase mhibitor

MCAVI Methotrexate plus carboplatin plus vinblastine

me mullieram

mg/ke milligram per kilogram
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Abbreviation/Term Definition
Igg;gg;i 5) (formerly Merck designation for pembrolizumab
MRI magnetic resonance imaging
mRNA messenger nnbonucleic acid
MSI microsatellite instability
MSD Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
NA or N/A not applicable
NCCN National Comprehensive Cancer Network
NCI (US) National Cancer Institute
NSCLC non-small cell lung cancer
NYHA New York Heart Association
ORR objective response rate
0S overall survival
OTC over-the-counter (non-prescription)
PD progressive disease
PD-1 programmed cell death 1
PD-L1 programmed cell death-ligand 1
Pembro Pembrolizumab
PFS progression-free survival
PH proportional hazard
PI Principal Investigator
PK pharmacokinetic(s)
PECH protein kinase C-theta
PR partial response
PRO patient-reported outcome
PS performance status
PT prothrombin time
PTT partial thromboplastin fime
PSA prostatic-specific antigen
Q2W every 2 weeks
Q3W every 3 weeks
QLQ Quality of Life Questionnaire
QoL Quality of Life
QTc corrected QT interval
RECIST Response Evaluation Criteria in Solid Tumors
RNA ribonucleic acid
ER response rate
SAE seriolls adverse event(s)
SAP Statistical Analysis Plan
SCCHN squamous cell carcinoma of the head and neck
SD stable disease
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Abbreviation/Term Definition
SGOT Serum Glutamic Oxaloacetic Transanunase
SGPT Serum Glutamic-Pyruvic Transaminase
SoA Schedule of Activities

SOC standard of care

SS serotonin syndrome

sSAP supplemental Statistical Analysis Plan
SNRI serotonin/norepinephrine reuptake inhibitor
SSRI Serotonin reuptake inhibitor

T1DM Type 1 diabetes mellitus

T1DM Type 1 diabetes mellitus

TB tuberculosis

T-regs regulatory T-cell

TRAE treatment-related adverse event

TSH thyroid-stimulating hormone

TTD time to true deterioration

uC urothelial carcinoma

us United States

WOCBP woman of childbearing potential

ZAP70 zeta-chain associated protem kinase
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12.2 Appendix 2: Clinical Laboratory Tests
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¢ The fests detailed in Table 13 will be performed by the local laboratory.

¢ Protocol-specific requirements for melusion or exclusion of participants are detailed

in Section 6 of the protocol.

¢ Additional tests may be performed at any time during the study as determined
necessary by the Investigator or required by local regulations.

Table 13 Protocol-Required Safety Laboratory Assessments

L riy Parameters
Asgsessments
Hematology Platelet Count RBC Indices: WBC count with
RBC Count MCV Differential:
Heumgl{ﬂ{rm MCH Neutrophils
Hematocnt ]
PT %Reticulocytes Lymphocytes
Monocytes
aPTT . )
Eosmophils
Basophils
Chemustry BUN Potassmum AST/ SGOT Total bilirubin
(and direct
bilirubin, 1f
Unes® total bilirubimn 1s
elevated above
the upper limut
of normal)
Albumin A measure of Chlonde Phosphorous
carbon dioxide
(CO; or
bicarbonate)®
Creatinine Sodium ALT/ SGPT Total Protein
Glucose Calcrum Alkaline
[Indicate if phosphatase
fasting, or
nonfasting]
Uric acid Amylase Lipase
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Laboratory

Assesements Parameters

Routine e Specific gravity

Urmalysis ¢ Glucose, protein, blood, ketones by dipstick

s Microscopic examination (1f blood or protein 1s abnormal)

s Pregnancy test, as needed for women of childbearing potential
(WOCBP) within 72 hours before randomization

Other Tests e Thyroid panel: TSH, FT4, FT3/T3

e Follicle-stimulating hormone and estradiol (as needed i women of
non-childbearing potential only)

¢ Serum or urine f§ human chorionic gonadotropin (p hCG) pregnancy
test (as needed for women of childbearing potential).

e Serology:
o Hepatitis B surface antigen, HBV-DNA

o HCV-RNA, HCV antibody (if HCV-RNA 1s not the local standard
of care)

o HIV-BNA (if required by local regulations)

Maotes:
a Blood Urea MNitrogen is preferred; if not available urea may be tested.

b If available as SoC in vour region. The carbon dioxide may be either a measurement of CO; or bicarbonate
as an electrolyte.

Abbreviations: ALT = alanine aminotransferase; aPTT = activated partial thromboplastin time; AST = aspartate
ammotransferase; BUN = blood urea nitrogen: DNA = deoxyribonucleic acid, FT3/T3 = Free triodothyromne;
FT4 = free thyroxine; HC'V = Hepatitis C Virus; INR = nternational normalized ratio; MCH = mean
corpuscular hemoglobin; MCWV = mean corpuscular volume:; PT = prothrombin time; EBC = red blood cells;
EMA = ribonucleic acid; RBC = red blood cells: SGOT = serum glutamic oxaloacetic ransaminase; SGPT =
serum glutamic-pyruvic transaminase: SoC = Standard of Care: T3 = wriothyronine; TSH = thyroid stimulating
hormone (thyrotropin): WBC = white blood cells.

Investigators must document their review of each laboratory safety report.
Laboratory/analyte results that could unblind the study will not be reported to mmvestigative
sites or other blinded personnel until the study has been unblinded.
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12.3 Appendix 3: Study Governance Considerations

Merck Code of Conduct for Clinical Trials

Merck*
Code of Conduct for Clinical Trials

L. Imtroduction

A. Purpose

Merck, through its subsidiaries, conducts clinical trials worldwide to evaluate the safety and effectiveness of our
produocts. As such, we are committed to designing, implementing, conducting, analyzing and reporting these trials in
compliance with the highest ethical and scientific standards. Protection of participant safety is the overnding concem
in the design of clinical trials. In all cases, Merck clinical trials will be conducted in compliance with local and/or
national regulations and in accordance with the ethical principles that have their origin in the Declaration of Helsinki.

B. Scope

Such standards shall be endorsed for all clinical interventional investigations sponsored by Merck imrespective of the
party (parties) employed for their execution (eg, contract research organizations, collaborative research efforts). This
Code is not infended to apply to trials which are observational in nature, or which are retrospective. Further, this Code
does not apply to investigator-initiated trials which are not under the control of Merck.

II. Scientific Issues
A, Trial Conduct

1. Txial Desi
Except for pilot or estimation trials, clinical trial protocols will be hypothesis-driven to assess safety, efficacy
and/or pharmacokinetic or pharmacodynamic indices of Merck or comparator products. Alternatively, Merck may

conduct outcomes research trials, trials to assess or validate various endpoint measures, or frials to determine
participant preferences, etc.

The design (ie, participant population, duration, statistical power) must be adequate to address the specific purpose
of the trial. Research participants must meet protocol entry criteria to be enrolled in the trial.

2. Site Selection

Merck selects investigative sites based on medical expertise, access to appropriate participants, adequacy of
facilities and staff, previous performance in Merck trials, as well as budgetary considerations. Prior to tral
initiation, sites are evaluated by Merck personnel to assess the ability to successfully conduct the trial.

1. Site Monitoring/Scientific Integrity

Trial sites are monitored to assess compliance with the trial protocol and general principles of Good Clinical
Practice. Merck reviews clinical data for accuracy, completeness and consistency. Data are verified versus source
documentation according to standard operating procedures. Per Merck policies and procedures, if frand,
misconduct or serious GCP-non-Compliance are suspected, the issues are promptly investigated. When necessary,
the clinical site will be closed, the responsible regulatory authorities and ethics review committees notified and
data disclosed accordingly.

B. Publication and Authorship

To the extent scientifically appropriate, Merck seeks to publish the results of trials it conducts. Some early phase or
pilot trials are intended to be hypothesis-generating rather than hypothesis testing. In such cases, publication of
results may not be appropriate since the trial may be underpowered and the analyses complicated by statistical issues
of multiplicity.

Merck’s policy on authorship is consistent with the requirements outlined in the ICH-Good Clinical Practice
guidelines. In summary, authorship should reflect significant contribution to the design and conduct of the trial,

performance or interpretation of the analysis, and/or writing of the manuscript. All named authors must be able to
defend the trial results and conclusions. Merck funding of a trial will be acknowledged in publications.
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IMT. Participant Protection
A. IRBIEC review

All clinical tnials will be reviewed and approved by an independent IRB/TEC before being initiated at each site.
Significant changes or revisions to the protocol will be approved by the IRB/TEC prior to implementation, except that
changes required urgently to protect participant safety and well-being may be enacted in anticipation of IRB/IEC
approval. For each site, the IRB/IEC and Merck will approve the participant informed consent form.

B. Safety
The guiding principle in decision-making in clinical trials is that participant welfare is of pnmary importance.
Potential participants will be informed of the nisks and benefits of, as well as alternatives to, trial participation. Ata

minimum, trial designs will take into account the local standard of care. Participants are never denied access to
appropriate medical care based on participation in a Merck clinical tral.
All participation in Merck clinical trials is voluntary. Participants are enrolled only after providing informed consent
for participation. Participants may withdraw from a Merck trial at any time, without any influence on their access to,
or receipt of, medical care that may otherwise be available to them.

C. Confidentialitv

Merck is committed to safeguarding participant confidentiality, to the greatest extent possible. Unless required by
law, only the investigator, sponsor (or representative) and/or regulatory authorities will have access to confidential
medical records that might identify the research participant by name.

D._Cenomic Rescarch
Genomic Fesearch will only be conducted in accordance with informed consent and/or as specifically authorized by
an Ethics Committee.

IV.Financial Considerations

A. Pavments to Investigators
Clinical trials are time- and labor-intensive. It is Merck’s policy to compensate investigators (or the sponsoring
institution) in a fair manner for the work performed in support of Merck trials. Merck does not pay incentives to
enroll participants in its trials. However, when enrollment is particularly challenging, additional payments may be
made to compensate for the time spent in extra recruting efforts.

Merck does not pay for participant referrals. However, Merck may compensate refernng physicians for time spent
on chart review to identify potentially eligible participants.

B. Clinical R b Fundi
Informed consent forms will disclose that the trial 1s sponsored by Merck, and that the investigator or sponsoring
institution is being paid or provided a grant for performing the trial. However, the local IRB/TEC may wish to alter
the wording of the disclosure statement to be consistent with financial practices at that institution. As noted above,
publications resulting from Merck tnals will indicate Merck as a source of funding.

C. Funding for Travel and Other nests
Funding of travel by investigators and support staff (eg, to scientific meetings, investigator meetings, etc.) will be
consistent with local guidelines and practices including, in the .5, those established by the American Medical
Association (AMA).
V. Investigator Commitment
Investigators will be expected to review Merck’s Code of Conduct as an appendix to the tnal protocol, and in signing
the protocol, agree to support these ethical and scientific standards.

* In this document, "Merck" refers to Merck Sharp & Dohme Corp. and Schering Corporation, each of whichis a
subsidiary of Merck & Co., Inc. Merck is known as MSD outside of the United States and Canada. As warranted by
context, Merck also includes affiliates and subsidiaries of Merck & Co_, Inc."
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Financial Disclosure

Financial Disclosure requirements are outlined in the US Food and Drug Admimistration
Repulations, Financial Disclosure by Climical Investigators (21 CFR Part 54). It 1s MSD’s
responsibility to determine, based on these regulations, whether a request for Financial
Disclosure information 1s required. It 1s the mvestigator's/subinvestigator's responsibility to
comply with any such request.

The mvestigator/subinvestigator(s) agree, if requested by MSD 1n accordance with 21 CFR
Part 54, to provide his/her financial interests i and/or arrangements with the Sponsor or
MSD to allow for the submussion of complete and accurate certification and disclosure
statements. The mnvestigator/subinvestigator(s) further agree to provide this information on a
Certification/Disclosure Form, commonly known as a financial disclosure form, provided by
MSD. The investigator/subinvestigator(s) also consent to the transmission of this information
to the Sponsor and MSD i the United States for these purposes. This may involve the
transmission of information to countries that do not have laws protecting personal data.

Data Protection

Participants will be assigned a unique 1dentifier by MSD. Any participant records or datasets
that are transferred to MSD will contain the identifier only; participant names or any
information which would make the participant identifiable will not be transferred.

The participant must be informed that his/her personal study-related data will be used by the
Sponsor and MSD 1n accordance with local data protection law. The level of disclosure must
also be explained to the participant.

The participant must be informed that his/her medical records may be exanuned by Clinical
Quality Assurance auditors or other authorized personnel appomted by MSD, by appropriate
IRB/TEC members, and by mspectors from regulatory authorities.

Confidentiality of Data

By signing this protocol, the investigator affirms to MSD that information furnished to the
mvestigator by MSD will be mamtamed in confidence, and such mformation will be divulged
to the mstitutional review board, ethics review commuttee (IRB/IEC) or simular or expert
commuttee; affihated institution and employees, only under an appropriate understanding of
confidentiality with such board or commuttee, affiliated mnstitution and employees. Data
generated by this trial will be considered confidential by the investigator, except to the extent
that 1t 15 included in a publication as provided in the Publications section of this protocol.

Confidentiality of Participant Records

By signing this protocol, the investigator agrees that the Sponsor, MSD (or Sponsor or MSD
representative), IRB/IEC, or regulatory authority representatives may consult and/or copy
trial documents in order to verify worksheet/case report form data. By signing the consent
form, the participant agrees to this process. If trial documents will be photocopied during the
process of verifying worksheet/case report form information, the participant will be identified
by umique code only; full names/mitials will be masked prior to transmussion to MSD.
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By signing this protocol, the investigator agrees to treat all participant data used and
disclosed m connection with this trial i accordance with all applicable privacy laws, rules
and regulations.

Confidentiality of IRB/IEC Information

MSD will record the name and address of each IRB/TEC that reviews and approves this trial
MSD will document that each IRB/TEC meets regulatory and ICH GCP requirements by
requesting and mamtaimng records of the names and qualifications of the IRB/TEC members
and to make these records available for regulatory agency review upon request by those

agencies.
Committees Structure

Trial Steering Committee

This trial will be conducted in consultation with a Trial Steering Comnuttee. The Tral
Steering Commuttee comprises:

= Sponsor and MSD personnel

» Investigators participating in the trial

* Consulting therapeutic-area experts and clinical trnialists

The Tnal Steering Commuittee will provide gmdance on the operational aspects of the trial

Specific details regarding responsibilities and governance of the Trial Steering Commuttee
will be described 1n a separate charter.

Joint Executive Oversight Committee

The Joint Executive Oversight Commuittee (EOC) comprises members of Sponsor and MSD
Senior Management. The EOC will receive and decide upon any recommendations made by
the Data Monitoring Commuittee (DMC) regarding the trial.

Data Monitoring Committee

To supplement the routine trial momitoring outlined in this protocol, an external Data
Monitoring Commuttee (DMC) will monitor the safety data from this trial. The voting
members of the commuttee are external to the Sponsor and MSD. The members of the DMC
must not be mvolved with the trial in any other way (eg, they cannot be trial mvestigators)
and must have no competing mterests that could affect their roles with respect to the trial.

The DMC will make recommendations to the EOC regarding steps to ensure both participant
safety and the continued ethical integrity of the trnial.

Specific details regarding composition, responsibilities, and governance, including the roles
and responsibilities of the various members and the Sponsor and MSD protocol team;
meeting facilitation; the trial governance structure; and requirements for and proper
documentation of DMC reports, minutes, and recommendations will be described in the
DMC charter that 1s reviewed and approved by all the DMC members.
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A DMC recommendation will be commumnicated to the Joint EOC as agreed to in the DMC
Charter

Publication Policy

The results of this study may be published or presented at scientific meetings. The Sponsor
and MSD will comply with the requirements for publication of study results. In accordance
with standard editorial and ethical practice, the Sponsor and MSD will generally support
publication of multicenter studies only in their entirety and not as individual site data. In this
case, a coordinating mvestigator will be designated by mufual agreement.

If publication activity i1s not directed by the Sponsor or MSD, the mvestigator agrees to
submut all manuscripts or abstracts to the Sponsor and MSD before submussion. This allows
the Sponsor and MSD to protect proprietary information and to provide comments.

Authorship will be determined by mutual agreement and in line with International Commuttee
of Medical Journal Editors authorship requirements.

Compliance with Trial Registration and Results Posting Requirements

Under the terms of the Food and Drug Adnministration Amendments Act (FDAAA) of 2007
and the European Medicines Agency (EMA) climcal trial Directive 2001/20/EC, the Sponsor
of the tnial 1s solely responsible for determuning whether the trial and its results are subject to
the requurements for subnussion to http://www _clinicaltrials gov,
www_climicaltrialsregister eu or other local registries. The Sponsor will review this protocol
and submut the information necessary to fulfill these requirements. Enfries are not limited to
FDAAA or the EMA climcal tnal directive mandated trials. Information posted will allow
participants to identify potentially appropnate trials for their disease conditions and pursue
participation by calling a central contact number for further information on appropnate trial
locations and tnial site contact information.

By signing this protocol, the investigator acknowledges that the statutory obligations under
FDAAA the EMA climcal trials directive or other locally mandated registries are that of the
Sponsor and agrees not to submit any information about this trial or its results to those
registries.

Compliance with Law, Audit and Debarment

By signing this protocol, the investigator agrees to conduct the trial in an efficient and
diligent manner and in conformance with this protocol; generally accepted standards of Good
Climical Practice (eg, ICH Good Clinical Practice: Consolidated Gmdeline and other
generally accepted standards of good clinical practice); and all applicable federal, state and
local laws, rules and regulations relating to the conduct of the clinical trial.

The Code of Conduct, a collection of goals and considerations that govern the ethical and
scientific conduct of clinical mvestigations sponsored or executed by MSD, 1s provided in
this appendix under the Merck Code of Conduct for Clinical Trials.
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The mnvestigator agrees not to seek rextmbursement from participants, their msurance
providers or from government programs for procedures included as part of the trial
reimbursed to the investigator by MSD.

The mvestigator will promptly inform MSD of any regulatory authority mspection conducted
for this trial.

The Investigator agrees to provide MSD with relevant information from inspection
observations/findings to allow MSD to assist in responding to any citations resulting from
regulatory authonty mspection, and will provide MSD with a copy of the proposed response
for consultation before submussion to the regulatory authority.

Persons debarred from conducting or working on clinical trials by any court or regulatory
authority will not be allowed to conduct or work on this study. The investigator will
immediately disclose in writing to MSD 1f any person who 1s involved in conducting the trial
15 debarred or if any proceeding for debarment is pending or, to the best of the mvestigator’s
knowledge, threatened.

Data Quality Assurance

All participant data relating to the study will be recorded on printed or electronic CRF unless
transmitted to MSD or designee electronically (eg, laboratory data). The investigator or
qualified designee 15 responsible for verifying that data entries are accurate and correct by
physically or electronically signing the CRF.

Detailed information regarding Data Management procedures for this protocol will be
provided separately.

The mvestigator must maintam accurate documentation (source data) that supports the
information entered in the CRF.

The mvestigator must permit study-related monitoring, audits, IRB/IEC review, and
regulatory agency mspections and provide direct access to source data documents.

Tnal documentation will be promptly and fully disclosed to MSD by the investigator upon
request and also shall be made available at the trial site upon request for mspection, copying,
review and audit at reasonable times by representatives of MSD or any regulatory authorities.
The investigator agrees to promptly take any reasonable steps that are requested by MSD or

any regulatory authorities as a result of an audit or inspection to cure deficiencies in the trial
documentation and worksheets/case report forms.

MSD or designee 15 responsible for the data management of this study, mncluding quality
checlang of the data.

Study monitors will perform ongoing source data review and verification to confirm that data
entered into the CRF by authorized site personnel are accurate, complete, and venifiable from
source documents; that the safety and nghts of participants are being protected; and that the
study 1s being conducted in accordance with the currently approved protocol and any other
study agreements, ICH GCP, and all applicable regulatory requirements.
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Records and documents, mcluding signed ICF, pertamning to the conduct of this study must
be retained by the investigator for 15 years after study completion unless local regulations or
mstitutional policies require a longer retention period. No records may be destroyed during
the retention period without the written approval of MSD. No records may be transferred to
another location or party without written notification to MSD.

Source Documents

Source documents provide evidence for the existence of the participant and substantiate the
mntegrity of the data collected. Source documents are filed at the investigator’s site.

Data reported on the CRF or entered in the electronic case report form (eCRF) that are
transcribed from source documents must be consistent with the source documents or the
discrepancies must be explained. The investigator may need to request previous medical
records or transfer records, depending on the study. Also, current medical records must be
available.

Study and Site Closure

MSD, in collaboration with the Sponsor, may stop the study or study site participation in the
study for medical, safety, regulatory, admumistrative, or other reasons consistent with
applicable laws, regulations, and GCP.

In the event MSD prematurely ternunates a particular trial site, MSD will promptly notify
that trial site’s IRB/TEC.
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12.4 Appendix 4: Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

Definition of AE

AFE Definition

¢ An AFE is any untoward medical occurrence in a patient or clinical study participant,
temporally associated with the use of study treatment, whether or not considered
related to the study treatment.

¢ NOTE: An AE can therefore be any unfavorable and unintended sign (including an

abnormal laboratory finding), symptom, or disease (new or exacerbated) temporally
associated with the use of a study treatient.

¢ NOTE: for purposes of AE definition, study treatment includes any pharmaceutical
product, biological product, vaccine, device, diagnostic agent or protocol specified
procedure whether investigational (including placebo or active comparator product)
or marketed, manufactured by. licensed by. provided by or distributed by the
Sponsor or MSD for human use m this study.

Events Meeting the AE Definition

® Any abnormal laboratory test results (hematology, climical chemuistry, or urinalysis) or
other safety assessments (eg, ECG, radiclogical scans, vital signs measurements),

mcluding those that worsen from baseline, or are considered clinically significant in
the medical and scientific judgment of the investigator.

¢ FExacerbation of a chronic or intermittent pre-existing condition including either an
crease in frequency and/or intensity of the condition.

¢ New conditions detected or diagnosed after study treatment administration even
though it may have been present before the start of the study.

¢ Signs, svmptoms, or the climical sequelae of a suspected drug-drug mfteraction.

¢ Signs, symptoms, or the clinical sequelae of a suspected overdose of either study
treatment or a concomitant medication.

e For all reports of overdose (whether accidental or intentional) with an associated
adverse event, the AE term should reflect the clinical symptoms or abnormal test

result. An overdose without any associated climical symptoms or abnormal laboratory
results is reported using the termimology “accidental or intentional overdose without
adverse effect.”

® Any new cancer (that is not a condition of the study).

Note:; Progression of the cancer under study 1s not a reportable event. Refer to
Section 9.3.5 for additional details.
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Eventis NOT Meeting the AE Definition

¢ Medical or surgical procedure (eg, endoscopy, appendectomy): the condition that
leads to the procedure 1s the AE.

e Situations in which an untoward medical occurrence did not oceur (social and/or
convenience admission to a hospital).

¢ Anficipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present
or detected at the start of the study that do not worsen.

¢ Swrgery planned prior to informed consent to treat a pre-existing condifion that has
not worsened.

¢ Refer to Section 9.3.5 for protocol specific exceptions

Definition of SAE

If an event 13 not an AE per defimition above, then it cannot be an SAE even if serious
conditions are met

A SAE is defined as any untoward medical occurrence that, at any dose:

a. Results in death

b. Is life-threatening

® The term 'life-threateming' n the defimition of 'serious' refers to an event in which the
participant was at risk of death at the time of the event. It does not refer to an event,
which hypothetically might have caused death. if it were more severe.

¢. Requires inpatient hospitalization or prolongation of existing hospitalization

& Hospitalization 15 defined as an inpatient admission, regardless of length of stay, even
if the hospitalization 1s a precantionary measure for continued observation. (Note:
Hospitalization for an elective procedure to treat a pre-existing condition that has not
waorsened 1s not a serious adverse event. A pre-existing condition is a climcal condition
that 1s diagnosed prior to the use of a Merck product and 1s documented n the patient’s
medical history.

d. Results in persistent or significant disability/incapacity

¢ The term disability means a substantial disruption of a person’s ability to conduct
normal life functions.

® This definition is not intended to include experiences of relatively minor medical
significance such as uncomplicated headache, nausea, vonmting, diarrhea, influenza, and
accidental trauma (eg, sprained ankle) which may interfere with or prevent everyday life
functions but do not constitute a substantial disruption.

€. Is a congenital anomaly/birth defect
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¢ in offspring of participant taking the product regardless of time to diagnosis

f. Other important medical events:

¢ Medical or scientific judgment should be exercised in deciding whether SAE
reporting 1s appropriate in other situations such as important medical events that may not
be immediately life-threatening or result in death or hospitalization but may jeopardize
the participant or may require medical or surgical mtervention to prevent one of the other
outcomes listed in the above defimition. These events should usunally be considered
serions.

Examples of such events include invasive or malignant cancers, intensive treatment
m an emergency room or at home for allergic bronchospasm, blood dyscrasias or
convulsions that do not result in hospitalization, or development of drug dependency
or drg abuse.

Additional Events reported in the same manner as SAE

Additional Events which require reporting in the same manner as SAE

& In addition to the above criteria, adverse events meeting either of the below criteria,
although not serious per ICH definition, are reportable to MSD in the same timeframe

as SAEs to meet certain local requuirements. Therefore, these events are considered
serious by MSD for collection purposes.

¢ TIs anew cancer (that is not a condition of the study);
® I3 associated with an overdose.

Recording AE and SAE

AFE and SAE Recording

¢  When an AE/SAEFE occurs, it 1s the responsibility of the nvestigator to review all
documentation (eg, hospital progress notes, laboratory, and diagnostics reports)
related to the event.

¢ The investigator will record all relevant AE/SAE information on the Adverse Event
case report forms/worksheets at each examination.

¢ [t 1s mot acceptable for the mvestigator to send photocopies of the participant’s
medical records to MSD in lien of completion of the AE CRF page.

¢ There may be mnstances when copies of medical records for certain cases are

requested by MSD. In this case, all participant 1dentifiers, with the exception of the
participant number, will be blinded on the copies of the medical records before
submussion to MSD.

® The investigator will attempt to establish a diagnosis of the event based on signs,
symptoms, and/or other clinical information. In such cases, the diagnosis (not the
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mdividual signs/symptoms) will be documented as the AE/SAE.

Assessment of Intensity

¢ Anevent is defined as ‘serious” when 1t meets at least 1 of the predefined outcomes as
described in the defimtion of an SAE, NOT when it is rated as severe.

® The investigator will make an assessment of intensity for each AE and SAE (and
other reportable safety event) according to the NCI Common Terminology for
Adverse Events (CTCAE), version 4.0. Any adverse event which changes CTCAE

grade over the course of a given episode will have each change of grade recorded on
the adverse event case report forms/worksheets.

*

Grade 1: Mild; asymptomatic or muld symptoms; clincal or diagnostic
observations only; mmtervention not mdicated.

Grade 2: Moderate; minimal, local or nomimvasive intervention indicated; hmiting
age-appropriate mstrumental ADIL.

Grade 3: Severe or medically significant but not immediately life-threatening:

hospitalization or prolongation of hospitalization indicated: disabling; hmiting
self-care ADL.

Grade 4: Life threatening consequences; urgent intervention indicated.

Grade 5: Death related to AE.

Assessment of Causality

¢ Did the study treatment cause the adverse event?

The determination of the likelihood that the study treatment cansed the adverse
event will be provided by an investigator who 1s a qualified physician. The
mvestigator’s signed/dated mitials on the source document or worksheet that
supports the causality noted on the AE form, ensures that a medically qualified
assessment of cansality was done. This imitialed document must be retained for
the required regulatory time frame. The criteria below are intended as reference
gmdelimes to assist the investigator in assessing the likelithood of a relationship
between the test product and the adverse event based upon the available
information

The following components are to be used to assess the relationship between
the study treatment and the AFE; the greater the correlation with the components

and their respective elements (in number and/or intensity), the more likely the
study treatment caused the adverse event:

¢ Exposure: Is there evidence that the participant was actually exposed to the

study treatment such as: reliable history, acceptable complhiance assessment
(p1ll count, diary, etc.), expected pharmacologic effect, or measurement of
drug/metabolite in bodily specimen?

¢ Time Course: Did the AE follow m a reasonable temporal sequence from
adminmistration of the study treatment? Is the time of onset of the AE

compatible with a dmig-induced effect (applies to trials with investigational
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medicinal product)?
e Likely Cause: Is the AE not reasonably explained by another etiology such

as underlying disease, other drug(s)/vaccine(s), or other host or environmental
factors

e Dechallenge: Was the study treatment discontinued or
dose/exposure/frequency reduced?

e If yes, did the AE resolve or improve?
e If yes, this 1s a posttive dechallenge.
e Ifno, this 1s a negative dechallenge.

(Note: Thus criterion 1s not applicable 1f- (1) the AE resulted in death or
permanent disability; (2) the AE resolved/improved despite continuation of
the study treatment; (3) the tnal 1s a single-dose drug tnial); or (4) study
treatment(s) 1s/are only used one time)

e Rechallenge: Was the participant re-exposed to the study treatment in this
trial?
e If yes, did the AE recur or worsen?
e If yes, this 1s a posttive rechallenge.
e Ifno, this is a negative rechallenge.

(Note: Thus criterion 1s not applicable 1f: (1) the imitial AE resulted in death
or permanent disability, or (2) the tnial 1s a single-dose drug trial); or (3) study
treatment(s) 1s/are used only one time )

NOTE: IF A RECHALLENGE IS PLANNED FOR AN ADVERSE EVENT WHICH
WAS SERIOUS AND WHICH MAY HAVE BEEN CAUSED BY THE STUDY
TREATMENT, OR [F RE-EXPOSURE TO THE STUDY TREATMENT POSES
ADDITIONAL POTENTIAL SIGNIFICANT RISK TO THE PARTICIPANT THEN
THE RECHALLENGE MUST BE APPROVED IN ADVANCE BY THE MSD
CLINICAL DIRECTOER. AS PER DOSE MODIFICATION GUIDELINES IN THE
PROTOCOL, AND IF REQUIRED, THE INSTITUTIONAL REVIEW
BOARD/INDEPENDENT ETHICS COMMITTEE.

e Consistency with Study treatment Profile:Is the clinical/pathological
presentation of the AE consistent with previous knowledge regarding the
study treatment or drug class pharmacology or toxicology?

e The assessment of relationship will be reported on the case report forms /worksheets
by an mvestigator who 15 a qualified physician according to his'her best clinical
judgment, including consideration of the above elements.

e Use the following scale of criteria as gmidance (not all criteria must be present to be
mndicative of a study treatment relationship).

e Yes, there 1s a reasonable possibility of study treatment relationshap:
There 1s evidence of exposure to the study treatment. The temporal sequence of

150
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the AE onset relative to the admimstration of the study treatment is reasonable.
The AE is more likely explained by the study treatment than by another cause.

& No, there 13 not a reasonable possibility of study treatment relationship:
Participant did not receive the study treatment OR. temporal sequence of the AE
onset relative to administration of the study treatment is not reasonable OR. the
AF is more likely explained by another cause than the study treatment. (Also
entered for a participant with overdose without an associated AE.)

® For each AE/SAE, the investigator must document in the medical notes that he/she
has reviewed the AE/SAE and has provided an assessment of causality.

¢ There may be situations in which an SAE has occurred and the investigator has
minimal information to include 1n the mitial report to MSD. However, 1t 1s very important
that the investigator always make an assessment of causality for every event before the
imifial transmission of the SAE data to MSD.

¢ The investigator may change his/her opinion of causality in light of follow-up
mformation and send an SAE follow-up report with the updated causality assessment.

® The causality assessment 15 one of the cnitena used when determining regulatory
reporting requirements

® For studies in which multiple agents are administered as part of a combination
regimen, the mvestigator may attribute each adverse event causality to the
combination regimen or to a single agent of the combination. In general, causality
attribution should be assigned to the combination regimen (1.e., to all agents in the
regimen). However, cansality attribution may be assigned to a single agent if in the
mvestigator’s opinion, there is sufficient data to support full attribution of the adverse
event to the single agent.

Follow-up of AE and SAE

# The investigator 1s obligated to perform or arrange for the conduct of supplemental
measwrements and/or evaluations as medically indicated or as requested by MSD to
elucidate the nature and/or causality of the AE or SAE as fully as possible. This may
mclude additional laboratory tests or mmvestigations, histopathological examinations,
or consultation with other health care professionals.

¢ New or updated information will be recorded in the CRF.

¢ The investigator will submit any updated SAE data to MSD within 24 hours of receipt
of the mformation.

Reporting of AE, SAE, and Other Reportable Safety Events to MSD

AE, SAE, and Other Reportable Safety Event Reporting to MSD via Electronic
Data Collection Tool

¢ The primary mechanism for reporting to MSD will be the electronic data collection
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(EDC) tool.

¢ FElectronic reporting procedures can be found in the EDC data entry guidelines (or
equivalent).

o If the electronic system 1s unavailable for more than 24 hours, then the site will
use the paper AE Reporting form.

® Reference section 9.3.1 — Time Period and Frequency for Collecting AE and
SAE and Other Reportable Safety Event Information for reporting time
requirements

¢ The site will enter the SAFE data into the electronic system as soon as it becomes
available.

o After the study 1s completed at a given site, the electronic data collection tool will be
taken off-line to prevent the entry of new data or changes to existing data.

e If a site receives a report of a new SAE from a study participant or receives updated
data on a previously reported SAE after the electronic data collection tool has been
taken off-line, then the site can report this information on a paper SAE form or by
telephone (see next section).

& Contacts for SAE reporting can be found in the Investigator Trial File Binder (or
equivalent).

SAE Reporting to MSD via Paper CRF

¢ If the electronic data collection tool 15 not operational, facsumile transmission or

secure e-mail of the SAE paper CRF 1s the preferred method to transmut this
information to MSD.

¢ Inrare circumstances and in the absence of facsimile equipment, notification by
telephone 1s acceptable with a copy of the SAE data collection tool sent by overnight
mail or courier service.

¢ Initial notification via telephone does not replace the need for the investigator to
complete and sign the SAE CRF pages within the designated reporting tume frames.

¢ Contacts and mstructions for SAE reporting and paper reporting procedures can be
found in the Investigator Trial File Binder (or equivalent).
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12.5 Appendix 5: Contraceptive Guidance and Pregnancy Testing

Woman of Childbearing Potential (WOCBP)

A woman 15 considered fertile followimng menarche and until becoming post-menopausal
unless permanently sterile (see below)

Women i the following categornes are not considered WOCBP:
e Premenarchal
e Premenopausal female with 1 of the following:
o Documented hysterectomy
o Documented bilateral salpingectomy
o Documented bilateral oophorectomy
Note: Documentation can come from the site personnel’s review of the participant’s
medical records, medical examination, or medical history interview.
e Postmenopausal female
o A postmenopausal state 1s defined as no menses for 12 months without an alternative
medical cause.
= A high follicle stimulating hormone (FSH) level in the postmenopausal range may
be used to confirm a postmenopausal state 1n women not using hormonal
contraception or hormonal replacement therapy (HRT). However, in the absence

of 12 months of amenorrhea, confirmation with two FSH measurements in the
postmenopausal range 1s required.

o Females on HRT and whose menopausal status is in doubt will be required to use one
of the non-hormonal highly effective contraception methods if they wish to continue
theirr HRT duning the study. Otherwise, they must discontinue HRT to allow
confirmation of postmenopausal status before study enrollment.
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Contraception Requirements

Male Participants:
Male participants with female partners of childbearing potential are eligible to participate if
they agree to one of the following during the protocol defined time frame in section 6.1:

e Be abstinent from penile-vaginal intercourse as their usual and preferred lifestyle
(abstinent on a long term and persistent basis) and agree to remain abstinent
e Use a male condom plus partner use of a contraceptive method with a failure rate of <1%

per year as described in Table 14 when having penmile-vaginal intercourse with a woman of
childbearing potential who 1s not currently pregnant.

o Note: Men with a pregnant or breastfeeding partner must agree to remain abstinent
from penile-vaginal intercourse or use a male condom during each episode of penile
penetration.

Female Participants:

Female participants of childbearing potential are eligible to participate if they agree to use a
highly effective method of confraception consistently and correctly as described in Table 14
during the protocol-defined time frame mn Section 6.1.
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Table 14 Highly Effective Contraception Methods

Highly Effective Contraceptive Methods That Are User Dependent *
Failure rate of <1% per vear when used consistently and correctly.

[

e Combined (estrogen- and progestogen- containing ) hormonal contraception >

o Oral
o Intravaginal
© Transdermal
o Imjectable
e Progestogen-only hormonal contraception ™ ©
o Oral
o Imjectable

Highly Effective Methods That Have Low User Dependency
Failure rate of <1% per vear when used consistently and correctly.

Progestogen- only contraceptive implant ™ ©
Intrauterine hormone-releasing system (IUS) "
Intrauterine device (IUD)

Bilateral tubal occlusion

® Vasectomized pariner

A vasectomized partner 1s a highly effective contraception method provided that the partner is the sole
male sexual partner of the WOCBP and the absence of sperm has been confirmed. If not, an additional
highly effective method of contraception should be used.

® Sexual abstinence

Sexual abstinence 15 considered a highly effective method only if defined as reframning from
heterosexual intercourse during the entire peniod of nisk associated with the study treatment. The
rehiability of sexual abstinence needs to be evaluated in relation to the duration of the study and the
preferred and usual lifestyle of the participant.)

Notes:
Use should be consistent with local regulations regarding the use of contraceptive methods for
participants of clinical studies.

a) Typical use failure rates are higher than perfect-use failure rates (1.e. when used consistently and
correctly).

b) If hormonal contraception efficacy 1s potentially decreased due to interaction with study treatment,
condoms must be used 1n addition to the hormonal contraception during the treatment period and for at
least 120 days after the last dose of study treatment.

c) If locally required. in accordance with Clinical Tnial Facilitation Group (CTFG) guidelines,
acceptable hormonal contraceptives are limited to those which inlibit ovulation.

Pregnancy Testing

WOCREP should only be included after a negative highly sensitive urine or serum pregnancy
test within 72 hours of randonuzation. If urine pregnancy results cannot be confirmed as
negative, a serum pregnancy test will be required. Monthly pregnancy testing should be
conducted as per local regulations where applicable.

Following mitiation of treatment, pregnancy testing will be performed whenever an expected
menstrual cycle 1s missed or when pregnancy 1s otherwise suspected and as required locally.
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12.6 Appendix 6: New York Heart Association (NYHA) Functional Classification

Class

Functional Capacity: How a patient with cardiac disease feels
during physical activity

Participants with cardiac disease but resulting m no hnitation of
physical activity. Ordinary physical activity does not cause undue
fatipue, palpitation, dyspnea or anginal pamn.

Participants with cardiac disease resulting in shght linitation of
physical activity. They are comfortable at rest. Ordinary physical
activity results in fatipue, palpitation, dyspnea or anginal pain.

Participants with cardiac disease resultng in marked limitation of
physical activity. They are comfortable at rest. Less than ordinary

activity causes fatigue, palpitation, dyspnea or anginal pain.

n?

Participants with cardiac disease resulting in inability to carry on
any physical activity without discomfort. Symptoms of heart
failure or the anginal syndrome may be present even at rest. If any
physical activity 1s undertaken, discomfort increases.

* dAs published in:

The Criteria Committee of the New York Heart Association. (1994).

Nomenclature and Criteria for Diagnosis of Diseases of the Heart and Great Vessels. (9th ed ).
Boston: Little, Brown & Co. pp. 253-256.
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12.7 Appendix 7: ECOG and Karnofsky Performance Assessments

ECOG Performance Status

GRADE | ECOG PERFORMANCE STATUS

0 Fully active, able to carry on all pre-disease performance without restriction

Restricted m physically strenuous activity but ambulatory and able to carry
out work of a light or sedentary nature, eg, ight house work, office work

Ambulatory and capable of all self-care but unable to carry out any work

2 activities; up and about more than 50% of waking hours

3 Capable of only linmted self-care; confined to bed or chair more than 50% of
walang hours

4 Completely disabled; cannot carry on any self-care; totally confined to bed or
chair

5 Dead

* As published in: Oken, M M., Creech, R H, Tormey, D.C., Horton, J, Davis, T.E., McFadden,
E.T., Carbone, P.P.: Toxicity And Response Criteria Of The Eastern Cooperative Oncology
Group. Am J Clin Oncol 5:649-655, 1982
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Karnofsky Performance Status (KPS)

GRADE | KARNOFSKY PERFORMANCE STATUS
100 Normal; no complaints; no evidence of disease.
20 Able to carry on normal activity, nunor signs or symptoms of disease.
80 Normal activity with effort; some signs or symptoms of disease.
70 Cares for self, unable to carry on normal activity or to do active work.
60 Requures occasional assistance, but 1s able to care for most of their personal needs.
50 Requures considerable assistance and frequent medical care.
40 Disabled; requures special care and assistance.
30 Severely disabled; hospital admission 1s indicated although death not imminent.
20 Very sick; hospital admission necessary; active supportive treatment necessary.
10 Moribund; fatal processes progressing rapidly.

0 Dead
As published -

Karnafsky DA, Burchenal JH, The clinical evaluation of chemotherapeutic agents in cancer.
In: Evaluation af Chemotherapeutic Agents, Maclead CM, ed. New York: Columbia University Press,

1949,

Schag CC, Heinrich RL, Ganz PA. Karnofsky performance status revisited: reliability, validity, and
guidelines. J Clin Oncol 1984;2(3):187-93.
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12.8 Appendix 8: Description of the iRECIST Process for Assessment of Disease
Progression

Note: As of Amendment 04, this section is no longer applicable; iRECIST data will no
longer be collected. Participants with radiographic disease progression as determined
by RECIST 1.1 will discontinue from the study and be followed for safety monitoring,
as detailed in Section 9.3; no confirmatory scans are required.

Assessment at Screening and Prior to RECIST 1.1 Progression

Until radiographic disease progression based on RECIST 1.1, there 1s no distinet iIRECIST
assessment.

Assessment and Decision at RECIST 1.1 Progression

For participants who show evidence of radiological PD by RECIST 1.1as determuned by the
Investigator, the Investigator will decide whether to continue a participant on study treatment
until repeat imaging 1s obtamed (using 1IRECIST for participant management (see Table 7
and Figure 3). Thus decision by the Investigator should be based on the participant’s overall
climical condition

Climical stability 15 defined as the following:

e Absence of symptoms and signs indicating climcally sigmificant progression of
disease, including worsening of laboratory values

¢ No decline in ECOG performance status
¢ No requirements for mtensified management, including increased analgesia,
radiation, or other palhative care.
Any participant deemed clinically unstable should be discontinued from study treatment at

central venfication of site-assessed first radiologic evidence of PD, and 1s not required to
have repeat imaging for confirmation of PD by iRECIST.

If the Investigator decides to continue treatment, the participant may continue to recerve
study treatment and the tumor assessment should be repeated 4 to 8 weeks later to confirm
PD by iRECIST, per Investigator assessment. Images should continue to be sent in to the
central imaging vendor for potential retrospective BICR.
Tumor flare may manmifest as any factor causing radiographic progression per RECIST 1.1,
mncluding:

e Increase m the sum of diameters of target lesion(s) identified at baseline to >20% and

=5 mm from nadir

o Note: the iIRECIST publication uses the termunology “sum of measurements”,
but “sum of diameters™ will be used in this protocol, consistent with the
origmmal RECIST 1.1 terminology.

e Unequvocal progression of non-target lesion(s) identified at baseline
¢ Development of new lesion(s)
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1IRECIST defines new response categories, including 1UPD (unconfirmed progressive
disease) and 1CPD (confirmed progressive disease). For purposes of IRECIST assessment,
the first visit showing progression according to RECIST 1.1 will be assigned a visit (overall)
response of 1UPD, regardless of which factors caused the progression.

At this visit, target and non-target lesions identified at baseline by RECIST 1.1 will be
assessed as usual.

New lesions will be classified as measurable or non-measurable, using the same size
thresholds and rules as for baselme lesion assessment in RECIST 1.1. From measurable new
lesions, up to 5 lesions total (up to 2 per organ), may be selected as New Lesions — Target.
The sum of diameters of these lesions will be calculated, and kept distinct from the sum of
diameters for target lesions at baseline. All other new lesions will be followed qualitatively
as New Lesions — Non-target.

Assessment at the Confirmatory Imaging

On the confirmatory imaging, the participant will be classified as progression confirmed
(with an overall response of 1CPD), or as showing persistent unconfirmed progression (with
an overall response of 1UPD), or as showing disease stability or response (1SD/iPR/1CR).

Confirmation of Progression

Progression 1s considered confirmed, and the overall response will be 1CPD, if ANY of the
following occurs:

e Any of the factors that were the basis for the 1UPD at the previous visit show
worsening

o For target lesions, worsening 1s a further increase in the sum of diameters of
=5 mm, compared to any prior iUPD time poimnt

o For non-target lesions, worsening 1s any significant growth in lesions overall,
compared to a prior iUPD time point; this does not have to meet the
“unequivocal” standard of RECIST 1.1

o For new lesions, worsening 1s any of these:
* Anincrease in the new lesion sum of diameters by =5 mm from a prior
1UPD fime point
= Visible growth of new non-target lesions
*  The appearance of additional new lesions
e Any new factor appears that would have tnggered PD by RECIST 1.1
Persistent iUPD
Progression 1s considered not confirmed, and the overall response remains 1UPD, 1f-
¢ None of the progression-confirming factors identified above occurs AND

e The target lesion sum of diameters (1mtial target lesions) remains above the mitial PD
threshold (by RECIST 1.1)
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Additional imaging for confirmation should be scheduled 4 to 8 weeks from the 1maging on
which 1UPD 1s seen. This may correspond to the next visit in the original visit schedule. The
assessment of the subsequent confirmation imaging proceeds in an identical manner, with
possible outcomes of 1CPD, 1UPD, and 1SD/1PR/ACE.

Resolution of iUPD
Progression 1s considered not confirmed, and the overall response becomes 1SD/1PR/ICR,, 1if:
¢ None of the progression-confirming factors identified above occurs, AND

e The target lesion sum of diameters (1mtial target lesions) 1s not above the imitial PD
threshold.

The response 1s classified as 1SD or 1PR. (depending on the sum of diameters of the target
lesions), or 1CR if all lesions resolve.

In this case, the imtial 1UPD 1s considered to be pseudo-progression, and the level of
suspicion for progression is “reset”. This means that the next visit that shows radiographic
progression, whenever it occurs, 1s again classified as 1UPD by iRECIST, and the
confirmation process 1s repeated before a response of 1CPD can be assigned.

Management Following the Confirmatory Imaging

If repeat imaging does not confirm PD per iRECIST, as assessed by the Investigator, and the
participant continues to be clinically stable, study treatment may continue and follow the
regular imaging schedule. If PD 1s confirmed, participants will be discontinued from study
treatment.

NOTE: If a participant has confirmed radiographic progression (1CPD) as defined above, but
the participant 1s achieving a chnically meamingful benefit, or 1if RECIST 1.1 PD has not been
verified centrally, an exception to continue study treatment may be considered followmg
consultation with MSD. In this case, if study treatment 1s continued, tumor 1maging should
continue to be performed following the mtervals as outlined in Section 2 and submutted to the
central imaging vendor.

Detection of Progression at Visits After Pseudo-progression Resolves

After resolution of pseudo-progression (1e, achievement of 1ISD/1PR/1CR), 1UPD 1s mdicated
by any of the following events:

e Target lesions

o Sum of diameters reaches the PD threshold (>20% and =5 mm increase from
nadir) erther for the first time, or after resolution of previous pseudo-
progression. The nadir 1s always the smallest sum of diameters seen duning the
entire study, either before or after an mnstance of pseudo-progression.
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e Non-target lesions

o If non-target lesions have never shown unequivocal progression, their domng
so for the first time results m 1UPD.

o If non-target lesions have shown previous unequivocal progression, and this
progression has not resolved, 1UPD results from any sigmificant further growth
of non-target lesions, taken as a whole.

¢ New lesions
o New lesions appear for the first time
o Additional new lesions appear

o Previously identified new target lesions show an increase of = 5 mm in the
new lesion sum of diameters, from the nadir value of that sum

o Previously identified non-target lesions show any significant growth

If any of the events above occur, the overall response for that visit 1s iUPD, and the 1UPD
evaluation process (see Assessment at the Confirmatory Imaging above) 1s repeated.
Progression must be confirmed before 1CPD can occur.

The decision process 1s identical to the 1UPD confirmation process for the imitial PD, with
one exception: if new lesions occurred at a prior instance of 1UPD, and at the confirmatory
imaging the burden of new lesions has increased from its smallest value (for new target
lesions, the sum of diameters 1s =5 mm increased from its nadir), then 1UPD cannot resolve
to 1SD or 1PR. It will remain 1UPD until either a decrease in the new lesion burden allows
resolution to 1SD or 1PR, or until a confirmatory factor causes 1CPD.

Additional details about iRECIST are provided in the iRECIST publication [Seymour, L., et
al 2017].
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