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arm dose expansion cohort. I f antitumor act i\
mel anoma dose expansion stage 1, expansion cc
opened. If a confirmed response (PR based on
[ i CR], per independent entral review) occur s
for any other tumor type, a tumor-specific dc
tumor type at the dose level i1in which the <co
escalation has been completed.

Objective response rate per 1 RECIST (i ORR), a
is monitored using the Bayesian optimal phase
number of dose levels nvestigated during pha
I f the 1 ORR does mnot meet the optimal stoppir
6.9), then additional articipants may be enrt
2) Ot herwise, the enrollment at that dose 1 ¢
Phase 2 Combination Therapy Arm Dose Expansic
The combination therapy arm dose expansion ¢
escalation cohort has been completed. The met
open I f 5 confirmed responses (1PR or 1 CR pe
metastatic melanoma CPI naive participants, ¢
metastatic melanoma CPI refractory may be opece
(1 PR or 1CR per independent central review) i
refractory participants 1in the monotherapy ar
participants may be opened for combination ar
As 1n all cohorts, if the 1 ORR per independer
stopping oundardestiadn ed. 3 afger lhsteastatic n
participants, then additional participants ma
size for that tumor type

Similarly, for all other tumor types, 1f the
the optimal stopping boundariseesc tfioan tch.a%) t,u mtc
additional participants may be enrolled up tc
level.

I f both monotherapy and combination therapy e
same tumor type, randomization will Dbe expanc
combination therapy arms and the randomizatic
slots still available at each dose level
Replacement of Participants in Phase 2 Dose I
I f a participant 1in a phase 2 dose expansion
response analysis set [RAS]), an additional 7
on sponsor discretion.
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2.3Randomization

Priority for enrollment will be given to the
dose expansion.

In case the enrollment for both monotherap

escalation arm opens together, participants
combination arm in 1:1 ratio.

For phase 2 enrollment, 1f more than 1 dose
disease type, the newly enrolled participant
to 1 of the open dose levels. Randomization
l evel s, with the allocation ratio based on t

level. For example, if dose level ‘x’ enrolled 3 participants and dose level ‘y’ is newly
opened for expansion of ASP7517 monotherapy
randomly allocated to dose level ‘x’ or ‘y’ with the ratio of 15:18.

I f both monotherapy and combination thera
type, randomization will be expanded to 1in
arms and the randomization ratio will be base
each dose level.

o
o <

—

T T e R N

3 SAMPLE SI1IZE

Phase 1 Dose Escalation

The sample size of approximately 24, includi
combination therapy, 1s mnot based on a tati
participants enrolled will be dependent on t
participants should provide adequate infor ma
of he study.

Phase 2 Dose Expansion

It 1s estimated that up to approximately 361
and combination therapy arms (approximately
participants for combination therapy). The 1
each indication, with assumptions mentioned
statistical power would be approximately 0.8
(1-sided)

Monot herapy

Statistical Hypotheses:

HO : 1 ORR 1 s 10 %, under which the treatment 1
HI1 : 1 ORR 1s at l east 25 %, under which the tr
Combination Therapy
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Statistical Hypotheses:

Met astatic Mel anoma CPI Naive

HO : 1 ORR 1s 25 %, under which the treatment 1S

HI1 : i ORR 1s at l east 4 0 %, under which the tore

Met astatic Mel anoma CPIlI Refractory

HO : 1 ORR 1s13%, under which the treatment 1 s

H1 : i ORR 1s at l east 28 %, under which the tore

Ovarian Cancer

HO : 1 ORR 1 s 15 %, under which the treatment 1S

HI1 : i ORR 1s at l east 30%, under which the tore

Col orectal Cancer

HO : 1 ORR 1 s 18 %, under which the treatment 1S

H1 : i ORR 1s at l east 33 %, under which the tore

4 ANALYSIS SETS

In accordance with International Conference ¢

guidelinest E8 famldl E¥i,ng analysis sets will be

Set (FAS) and Response Analysis Set (RAS) wil

Analysis Set (SAF) will be wused for the anal.y

Analysis Set (PKAS) will be used for phar macoc

pharmacodynamics analysis set (PDAS) will be

dat a. The data from all participants who were
data listings. All enrolled participants are
were assigned a subject mnumbe

For each dose level group, the number and per

for all treated participants and by each anal

Popul ation Description

Enrolled Al'l participants who sign the i1igfor med
treat ment .

Full Analysis [SAltl (pFaASt)i cipants who are enrollg¢gd and r
treat ment .

Response Anal ysTihse Sreets p(oRnAsSe) anal ysis set wildl gonsist
enrolled and receive at 1least 1 |[dose of
baseline primary efficacy measuinement.

Safety Analysifs Set (SAF) All participants | who tak
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5.1.Ri.s3ease Control Rate per RECIST vi1.1 (DCR

DCR is defined as the proportion of participa
response 1s rated as confirmed CR, PR or SD 7

5.1.Q@v.ed4r al l Survival (0S)
OS 1 s defined as t he ti1me from the date of f1

(death fdats¢e dose date + 1). For a participan!f
of study follow-up, OS i1is censoredfatrsthdodet
date + 1).

Table 1 OS Definition

Situation Date of Event |[or Censor (
Death before or on| analysis cut/&EVEndafe D
Death after anal ysliAsn adwtsafsf cdiatqgef f dat]le |
Last known alive 1ijsLabbetf ckmeo wonr adn vceu tdoaft fe

dat e

Last known alive ijs after cutof|f date An ¢
OS = Date of -EPam¢ of EemsorDose +1

5.1.PRr.oSgression-free Survival per i RECIST (iP

i PFS is defined as the time from the start of
radiographic disease progression assessed per
whichever occurs first.

If 1 UPD occurs but 1 SD, 1 PR, or 1 CR 1s obser
will be disregarded for determination of 1 PFSE¢

Table 2 i PFS Definition
i PFS
Situation Date of Event |or Cens|or C
No evaluable post - pDastel ionfe fiimagji dgpse |( Day 1)
assessments, no depth
Participant did not receive new anti-¢ancer
i CPD First date whEvent

are me:t
No 1 CPD, but death| recorded on | ECRRhEt Date o
No i CPD nor death papmd en otf ilmsan€ aak odoegi cal
following cases : algigfyg etshiémemar tijci pant | st ops
protocol treatment| because they|] were mnot
judged to be c¢clinigally stable,| b) no|furthe
response assessments are done (lbecausg¢ of
participant refusal, protocol njon-
complipartideat h)
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