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2 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

Abbreviation

Term

ADA

anti=drug antibody

Ab

adverse event

ATC

anatomical therapeutic chemical

"I- L.{._.ll:-'l ]

arca under the concentration-time curve from zero time extrapolated to

infinite time

AL

area under the concentration-time curve from zero time to time of last

gquantiliable concentration

BC

Dredsl cancer

BLO

below the limut of gquantification

BOR

best overall response

B5A

body surface area

CBR

clhimigal benefit rate

Ll

confidence interval

Ll

total clearance

{—."I::'

maximum observed concentration

LR

L'[]:'I]]".ll_'h_‘ TESPOTSE

CRC

coloreactal cancer

CRF

case report form

CSR

climeal study report

CTCAE

common toxicity eriteria for adverse events

Ch

coefficient variation

DCR

discase control rate

DT

dose hmiting toxicity

DOR

duration of response

ECG

glecirocardioeriam

FCOG

Eastern Cooperative Oncology Group

GC

UAstio Cancer

Her2

human epidermal srowth factor receptor type?

HI’D

highest posterior density

HTPY

human papillomavirus

LLT

lower level term

Med DR A

Medical Dictionary for Regulatory Activities

MTD

maximally tolerated dose

mTPI

modified tosxacity probabihity interval
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Abbreviation

Term

ME

not evaluable

ORR

objective response rate

05

overall survival

PAVA

pooled adjacent violators alsorithm

P

pharmacodynamics

P

progressive disease

PES

progsression free survival

PG

pharmacosenomics

I’k

pharmacokinetics

PR

partial TCSPOSE

'S

performance status

PPSN

]‘ll:fl'i]‘ll'.i.‘f'i]. SCNsSOry I'.L".IZ'[]L'.IL['.']‘\'

PT

]"T:_‘j.';_‘l'f";_‘i.'. term

0T

O interval

0l

first quartile

03

third quartile

kD

recommended dose

RECIST

response evaluation criterta in solid tumor

SAE

sertous adverse event

SAPR

statistical analysis plan

SCCHN

sguamous cell carcinoma of the head and neck

S0

standard deviation

S0

stable disgase

Sl

svsteme (nternational

SOC

SYRLCI OTEal cliss

Spk

PErculansous OxXvEen saturation

terminal elinination phase halt-life

'EAE

treatment-emergent adverse event

[EMAN

treatment-emercent markedly abnormal laboratory value

LG

tables, hstings, and graphs

time at which the highest drug concentration occurs

'R

[1Tme to response

LC

urothehal carcinoma

LN

unit probability mass

Vi

volume of distribution at steady state
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Abbreviation Term

WHO DD World Health Oreanization drug dictionary

Pz '.';_‘I':'I]'.Hi'll phase rate constant
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3 INTRODUCTION

The purpose of this statustical analysis plan (SAP) 15 to describe the procedures and the
statistical methods that wall be used to analyvze and report results for Eisa Protocol E7130-
Jus1-101.

3.1 Study Objectives

3.1.1 Primary Objective

o evaluate the tolerability and safety profile of E7130 10 subjects with advanced solid

mors

312 Secondary Objectives

l'o determine the maximally tolerated dose (MTD) of E7130 {onlv in Part 1)

-

¢ o evaluate the pharmacokinetics (PR of E7130

. ['o determune the recommended dose (KDY for future studies,

e Toevaluate objective response rate (ORR), disease control rate (DCR) and clinical
benefit rate (CBR).

. [0 evaluate progression-free survival (PFS). duration of response ( DOR) and the overall
survival (OS) (onlv i Part 2).

3.1.3  Exploratory Objectives

3.2 Overall Study Design and Plan
3.21 Overall Study Design and Plan

This 15 a Phase | study of E7130 10 subjects with advanced solid tumors. This study wall be
conducted in 2 parts (Part 1 and Part 2). Part | will be the dose escalation portion of this
study to assess dose-hmitng weacity (DLT) and o determine the MTD in subjects with solid
tumors. Based on the efficacy, safety, PK and biomarker data in Part 1, 480 pg/m* every 3
Protocol amendment 03], Based on the safety data

weeks regimen was chosen for Part 2
observed m the [irst 8 subyects treated 1 Parl 2 at 450 ug/m- starting dose every 3 weeks, the
starting dose was further reduced to 410 pg/m- everv 3 weeks. The starting dose may be

onfidential o 1ol 35
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reduced [urther to 350 pg/m” every 3 weeks based on the safety data of the st 10 subjects
i Part 2 at 410 peg/m? every 3 weeks. The criteria for the further starting dose reduction are
the occurrence of =Grade 3 penipheral sensory neuropathy (PSN) and/or =Grade 3 ileus
which 15 considered to be related to neuropathy m 3 subjects or more out of the first total 10
subjects of both cohort 1 and 2 1in the first 2 cveles. Based on the totality of the safety data
ohserved in the first 2 cveles at 410 pg/m” every 3 weeks resimen. the Sponsor and Principal
mvestizator(s) might decide to further reduce the starting dose to 350 ng/m-” every 3 weeks
To ensure the salety of each subject. the Sponsor and Principal investigator(s) momnitor the
safety data closelv, and the AEs will be assessed in ongomng basis. In addition. if complete
response (CR) or partal response (PR)Y in tumor assessment 15 observed in 2 subjects or more
out of 10 subjects 1n one mmitial dose level of cohort 2 {UC cohort), additional 20 subjects wall
be enrolled 1n this cohort. CR and PR must be confirmed by another scan in 4 weeks or later
from the first observation [Protocol amendment 07 Part 2 wall comprise cohort expansions
to further characternize the safety and tolerability of E7130 and to evaluate preliminary
efficacy of L7130 10 subjects with squamaous cell carcinoma of the head and neck (SCCHN)
and urothehal carcinoma (UC), KD for future studies will be determined based on the data
from Part 1 and Part 2.

Part 1 (Dose Escalation Part) Part 2 (Expansion Part)
MTD determination MTI:T ) Safletv and preliminary efficacy in MTD
— = = determined

Cohortl. SCCHN (n=15-15)
480 pgim? every 3 week (n=2)
5 410 pg-‘ln! every 3 week (n=13)

of every 2 weeks
Solid tumoers {(All eomer)

MTD determination Select ome regimen 350 pz'm’ every 3 week (n=10)"
of every 3 weeks Ccricyery) merhs Cohort?. Urothelial carcinoma (n=16-46")
1 DLT Solld tumors (All comer) or 3 weeks 480 llg-'m-: every 3 weel: (n=6)
— 410 pgim® every 3 week (n=10)

350 pg'm’ every 3 week (n=10)"
a : If further reduction to 350 pg/m® is required.

bz Adbditional 20 snbjects will be enrolled it pleliminary
ellicacy is confirmed in one initial dose level.

Figure 1 Overview of Study Desien

3.2.2 Fart 1

The studv design overview of Part | 15 presented mn Figure 2. Part 1 will be conducted in
subjects with sohid tumors. Part | will consist of a Pretreatment Phase, Treatment Phase, and
Follow=-up Phase

=i Confidential Page 11 ol 33
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Pretreatment Phase Treatment Phase Follow-up Phase
—— Screcming Baszeline Cycle 1 Cycle 2 Cycle 3 or later | Discontinuation i fim
I I !
I 1 £
I | £ _ 8
i . I 2 I 2 83 &
& & | =] | =] = g 5
2 ! ! B ; - 2 E 2
1 i | — B -
£ & B | g
= I 1 ]
1 1 \
— M 1
: wj.ﬂ:l:l.lll 28 days : DLT observatios I #)is:mﬂ'i.umnun | 1
date +7
I I I I I I :
1 1 | —— | i
1 I Within Every 2 weeks: 28 days/cycle I 30 (+7) days after last dose
1 | 3 days Intravenous admimstration of E7130 on Day 1 and 15 of each cyele
: Every 3 weeks: 21 days/cvele o 1
1 I Intravenous administration of ET130 on Day 1 of each cyele | i

Figure 2 Owerall Study design of Part 1

The Pretreatment Phase will mvolve obtaining mformed consent. a screemng peniod, and a
baseline assessment. The Treatment Phase will consist of Cycle 1 for DLT assessment with
every 2 weeks and every 3 weeks regimen and subsequent cycles for sequence treatment. First,
DLT assessment will be mnitiated to determune MTD with every 2 weeks. Once the first DLT
with every 2 weeks regimen is observed, DLT assessment will be initiated to determine MTD
with every 3 weeks at (-1) lower dose than the dose where the first DLT with every 2 weeks
regimen was observed. Based on result of DLT assessment including PK profile with every 2
weeks regimen. DLT assessment with every 3 weeks regimen may be shifted before the first
DLT with every 2 weeks regimen is observed. For Cycle 1 and onward, each cycle is 28 days
long for every 2 weeks regimen and 21 days long for every 3 weeks regimen. In Cycle 1 and
onwards, subjects will be administered E7130 every 2 weeks (Day 1 and 15 of each cycle) or
every 3 weeks (Day 1 of each cycle) until they meet any of the criteria in “Criteria for
discontinuation” of study protocol. The Follow-up Phase will consist of the examination at
study discontinuation and the last observation penod.

Dose assionment of subjects

An accelerated Modified Toxicity Probability Interval (mTPI) design (J1 Y and Wang 57, 2013)
will be employed to determine the MTD of E7130. Firstly, MTD of E7130 with every 2 weeks
regimen will be determined in following manner. The mitial dose level of E7130 with every 2
weeks regimen will be 25 pg/m? and the first cohort would enroll 3 subject for DLT evaluation.
In the first cohort only, mmitial admimstration of E7130 for the second subject must be started
on and after the 29th day after C1D1 of the first subject. If drug-related Grade 2 or higher
toxicity 1s observed in 1 or more subjects within the mitial cohort, dose assignment for
following cohorts will be determined based on mTPI design, described below. If drug-related
Grade 2 or higher toxicity is NOT observed in the mitial cohort, DLT will be evaluated in
successive dose level with single-subject until such a toxicity was observed. If such a toxicity

Eisai Confidential Pape 12 of 55
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1s observed, the cohort will be expanded o enroll total 3 subjects

After that, cach subject will beassigned a dose of E7130 1 accordance with the rules of the
m TPl design based on a DL T rate of 23% and the corresponding 3 toxicity probabihity mtervals
that are defined as 20% 1o 30% (proper dosing), (%6 1o <20% (underdosimg) and =30%0 1o 100%
(overdosing). The entire dose assignment decision rule can be precaleulated under the mTPI
desien and presented in Table 1

Lisai Confidential Page 130l 33
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Table 1 Decision Rule for Dose Assignment

Mumber of Evaluable Subjects at the Current Dose

3 6 9 12 15
~ | o E E E E E
= S * E E E
EN D 5 S 3
AR D, L D 5 g
EN D. U D S 5
=1 s D. U D. U S S
g 6 . U D. U D, U S
z | =7 . U D. U D. U

E = Fscolote 1o the nest higher dose, 8= Sty an the current dose, D= Dicaesealate te the nex
lowver dose U U = Current dose 1= nnaceeptably tosie e, ool re-enter the corrent dose)
Target DET rate at MTLY = 25%0its equivalenee tesicity interval = 200 300 Ul sive = 3
sibpect=
Prisploy for mare than 13 subjects ol the current dese is omithad

ar Pl MU determanation and tnitiation of exploring OB candidate may be considened

b Lo Lo o 308 Jdose escalation resulted in 7137 then an imntermediate dose level between pre-
amd post-dese esealation would be evaluated mthe nest cohont

Based on the number of subjects developing DLT{s) during the DL'T assessment period n
each dose level. dose assignment (escalate, stay. de-escalate) for the next 3 subjects will be
determined according to the above table. When 1 subject has already been evaluated in next
dose, two subjects will be enrolled and dose assignment will be determined based on a result
from the 3 subjects. In case where 4 or more subjects were enrolled and evaluated ma
cohort, dose assignment (not shown in above table) will be determined by a result from all
the subjects at the dose. MNext cohort at the dose level will enroll and evaluate 2 or less
subject so that the number of subjects at the dose level be multiples of 3. For example, 1if 4
subjects are treated and evaluated at once as 1 cohort and another cohort 15 assigned to the
same dose, 2 subjects will be treated and evaluated as the another cohort. At the new dose
level where 3 subjects (except for imtial dosing cohort of every 2 weeks regimen) are
enrolled. the second subject should start to recerve the initial administration of E7130 on the
following dav atter the first subject 15 observed in C1D1. Subjects who are not evaluable for
DLT (lor example. those subjects who discontinued during Cyele 1 for reasons other than
DLT occurrence) should be replaced within their dose level. When DLT evaluation 1s
completed m 7 cohorts bemng composed of 3 subjects (except Tor mitial dosing cohort), MTD
for every 2 weeks rezimen will be determined. However. the maximum number ol the cohort
may be adjusted as required. Details of the mTPI design are described i Section 5 3.6,
Fizure 3 shows the process of dose assignment 1o subjects based on Table 1.

=i Confidential Page [ ol 33
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Diosr to 3 subjects to evaluate DT (s
[
i v
DLT occurred in 0 DLT ccowred in 1 DLT ocourmed in =2
out of 3 subjects out of 3 subjects out of 3 subjects
i W
y . D De-escalate to the next
E: Escalate to the next higher dose 5: Stay at the current dose ey
| I
) Yes
New dose level?

Dose to 3 additional subjects

v
Evaluate DLT

Complete DLT evaluation in 7 cohorts
(except for the first dose cohort) each composed of 3 subjectsT

Close subject registration prematurely? Yes
Determine the dose for the next cohort based on the total number of evaluable :
5 5 : Clase subject
subjects and the number of subjects with DLT at the current dose 1R

E: Escalate to the next higher dose: 5: Stay at the current dose; D De-escalate D ine MTD
to the next lower dose®

a: If a 100% or 50% dosc escalation resulted n “D,” an intermediate dose level between the current dose and the next
lower dosz will be evaluated in the next cohort.

Figure 3 The Process of Dose Assignment

MTD in every 2 weeks regimen will be selected as the dose with the smallest difference
between the target DLT rate of 25% and an estimate of DLT rate based on the postenor
distribution of DLT rate for each dose. Once MTD is selected in accordance with that way, we
will finally determine MTD after toxicity data until Cycle 2 1s taken into account. Once the
first DLT with every 2 weeks regimen is observed, DLT assessment will be imitiated to
determine MTD with every 3 weeks at (—1) lower dose than the dose where the first DLT with
every 2 weeks regimen was observed. Based on result of DLT assessment including PK profile
with every 2 weeks regimen, DLT assessment with every 3 weeks regimen may be shifted
before the first DLT with every 2 weeks regimen 15 observed. The initial dose level of E7130
with every 3 weeks regimen will be decided based on safety profile in every 2 weeks regimen
and the first cohort would enroll 3 subjects for DLT evaluation.

Eisai Confidential Pape 15 of 55
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The dose assignment rule m every 3 weeks reqimen 15 also determined by mTPL method,
described above To determine dose assignment mevery 3 weeks regimen, the DLT evaluation
result al a same dose level in every 2 weeks rezimen will not be pooled. When DLT evaluation
15 completed i 5 cohorts being composed of 3 subjects, MTD for every 3 weeks rezimen will
be determined in the same step as every 2 weeks rezimen. However, the maximum number of
the cohort mav be adjusted as required.

If there are subjects who could not complete infusion of E7130 on C10D1 and C1D15 (only
every 2 weeks remimen) or the DLT assessment during 28 days (every 2 weeks) /21 days
{every 3 weeks) period [ollowing first dose of E7130 because of any reasons except DLTs, the
sponsor should discuss whether the subjects should be ncluded in the DLT analysis population
with the mvestgator, medical expert and if necessary, independent medical advisors. And
based on the discussion, the sponsor could also replace DLT evaluable subjects enrolling
additional subjects. In addition, transition to next dose levels and dose escalation range will be
decided after also considering the safety data of those subjects who were excluded from the
DLT analvsis population.

When MTD of one schedule regimen 1s determined. the sponsor may be able o decide the
schedule rezimen for Part 2 and start the enrellment i Part 2 cohort, based on the totahity of
prechnical and climeal mformation

<Protocol Amendment 05>

It was determined that the schedule regimen tor Part 215 every 3 weeks (480 pgim-).

Lisai Confidential Page 1ool 33
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323 Part2

Part 2 wall consist of 2 cohorts. Subjects i each cohort will be enrolled in parallel. The
subject will be enrolled at MTD of one schedule either every 2 weeks or 3 weeks selected in
Part | (MTD of every 3weeks rezimen (480 pug/m’) is chosen Tor Part 2 [Protocol amendment
03], Based on the safety data observed in the first 8 subjects treated in Part 2 at 480 pg/'m-
starting dose every 3 weeks, the starting dose was [urther reduced to 410 pg/m* every 3
weeks. The starting dose may be reduced further to 350 pg/m” every 3 weeks based on the
safety data of the first 10 subjects m Part 2 at 410 pg/m? every 3 weeks. The criteria for the
further starting dose reduction are the occurrence of = Grade 3 PSN and/or = Grade 3 ileus
which 15 considered to be related to neuropathy in 3 subjects or more out of the first 10
subjects i the first 2 cveles. Based on the wotahity of the safety data observed i the first 2
eveles at 410 po/m” every 3 weeks recimen, the Sponsor in collaboration with the Principal
Investizator(s) might decide to further reduce the starting dose to 350 po/m” every 3 weeks.
l'o ensure the safetv of each subject, the Sponsor and Principal investigator(s) monitor the
safiety data closely, and the AEs will be assessed m ongomg basis, Inaddition, if CK or PR in
tumaor assessment 15 observed i 2 subjects or more out of 10 subjects in one minal dose level
ot cohort 2 (U cohort), additional 20 subjects will be enrolled m this cohort. CR and PR
must be confirmed by another scan in 4 weeks or later [rom the {irst observation. |Protocol
amendment U7]. In cohort], subyect with SCCHMN wall be enrolled, and consists of 15-25
subjects. In cohort2, subjects with urothelial carcinoma will be enrolled, and consists of 16-
46 subjects.

Part 2 wall consist of a pretreatment phase, o treatment phase, and a follow-up phase. The
pretreatment phase will involve obtainimg informed consent. a screening period, and a
baseline assessment. The treatment phase will consist of treatment cycles that 15 21 days
(Fweeks regimen) n duration, and admimstration of E7130 every 3 weeks will continue until
subjects meet any of the critena in “Critena for discontinuation”™. The follow-up phase will
consist of the examination at study discontinuation, the final observation and the follow-up
for OS5, In the follow-up for OS5, subject’s survival and post-anti-cancer trestment will be
followed every & months until 18 months after the last subject enrollment. and 1if requested by
the sponsor

Lisai Confidential Yage 17 of 33

Wersion 20 25 Mar 2025
Page 18 of 106



Statistical Analv=is Pl 27130008 1-110]

4 DETERMINATION OF SAMPLE SIZE

The primary objective of this study 15 1o evaluate the wlerability and salety prohle of E7130.
The number of subjects 1 the Part 1 will be approximately 4 For every 2 weeks regimen. 1f
drug-related Grade 2 or higher toxicity 1s not observed 3 subjects at initial dosing cohort,
some subjects will be enrolled i single-subject cohort and then 7 cohorts of 3 subjects {except
for intial dosing cohort in brweekly regimen) will be mvestigated after increasing of cohort
size from 1 to 3. Five cohorts of 3 subjects will be investigated in dose linding of every 3 weeks
regimen. The maximum number of the cohort in m TP parts mayv be adjusted 1if necessary. The
maximum sample number of cohort for each regimen was deemed approprate 1o explore some
dose levels around MTD, and evaluate thenr safety profile.

I'he number of subjects i each cohort of Part 2 were mainly based on the feasibility of
enrollment. This number of subjects will offer further evaluation for satety, preliminary
efficacy and exploration of biomarker also. For cohort 1, 15 subjects with SCCHN will be
enrolled. For cohort 2. 16 subjects with urothehal carcinoma will be enrolled mmitially,
Additienal 20 subyects will be enrolled when eflicacy results from 10 subjects i an inimal
dose level meet the criteria described m interim analvsis section to allow further investigation
of safety and efficacy:.

[+1=01 onbdential Page 180l 55
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5 STATISTICAL METHODS

All stanstical analyses will be performed by the sponsor or designee afler the data cutoft for
analvsis or the studv 15 completed and the database 15 locked. Statistical analyses will be
performed using SAS software or other vahdated statistical software as required.

All descriptive statistics for continuous vanables will be reported using mean, standard
deviation (SD), median, first quartile (Q1), third quartile (Q3), mmimum and maximum,
Categorical vanables will be summarized as number (percentage) of subjects.

All statistical analvsis will be performed by part separately. Every 2 weeks and 3 weeks
regimen are not pooled on summarization m Part 1 but summanzed separately.

As for Part 2, statistical analysis will be performed m following groups for each analvsis
item. A; 410 ug/m” in SCCHN, B: 480 pg/m™ in SCCHN, C: 410 pg/m” i UC, D: 480 pg/m”
in O Mark of plus stands for data pooling.

o Section 521,522 524525 A B AR C.D.C-D. A+C, B+D. A-B-C-D
e Section 34 A B C.D

e Scction 5.5 As descrive there,

o Scction 500 AL BLATB, C, D CHD, AHC, BHD. A-B-C-D

Note: Subjects were enrolled in 410 ug/m?® and 480 pg/m- in SCCHN and UC cohorts.

-
o

The results of other biomarker analyses will be reported separatelv, and the details of these
analyses will be described 1n a separate analysis plan.

5.1 Study Endpoints
511 Primary Endpoints

*  Tolerability endpoint: DL Ts.

»  Safety endpoints: Abs. chinical laboratory tests, vital signs, artenal oxygen saturation,
body weight. 12-lead ECGs. and ECOG PS.

512 Secondary Endpoints

«  MTD determination; will be selected as the dose with the smallest difference between
the tarzet DLT rate of 25% and an estimate of DLT rate based on the posterior
distribution of DLT rate for each dose. Toxioity data until Cyele 21s taken imto account
o finally determine MTD,

*  Pharmacokinetic endpoints: The endpoints are PR parameters derived by
noncompartmental analysis usig the plasma concentration—time data of E7130,
mcluding followings but not himited to; maximum observed concentration (O, time at
which the ighest drug concentration occurs {1y,,), area under the concentralion—time
curve (AUC), terminal elimimation phase half-life (t.), total clearance (CL), and
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distribution velume (Vy). The amount of unchanged drug excreted mn urine and renal
clearance(C L) will be derived, if possible in subjects who have urine samples in Part],

o RD: The RD will be selected based on the MTD. efficacy, safetv, PR profile and
biomarker data in Part 1 and Part 2.

» Efficacy endpoints: Best overall response (BOR) based on RECIST 11, ORR, DCR.
CBR. PFS, DOR, 08 and percent changes from baseline in the sum of the diameters of
tumor target lesions (1if apphicable). Time to response {(TTR) will also be caleulated and
presented.

BOR i5 complete response (CR), partial response (PR, stable disease (SD), progression of
disease (DY), and not evaluable (NE), where 5D has to be aclieved at =5 weeks after first
dose. CR or PR in Part 1 of this study requires no confirmation of the subsequent response at
=4 weeks. The confirmation 15 mandatory i Part 2. 1t 15 accepted there 15 one NE between
two CRs for the conlirmanon of CR, one SD or NE between two PRs, or between PR and CR
for the confirmation of PR,

ORR 15 detined as a proportion of subjects with BOR of CR or PR
DR 15 defined as the proportion of subjects with BOR of CR, PR or SD.

CBR 15 defined as the proportion of subjects with BOR of CE. PR or durable SD {duration of
S = 23 weeks). Duration of SD s defined as the ume [rom the date of [irst dose 1o the date
of the first documentation of disease progression or death from anv cause, whichever occurs
first. Same censoring rules as PFS will beapplied to calculate duration of SD. It will be
caleulated for subjects whose BOR 15 5D,

PFS is defined as the time from the date of first dose to the first documented date of event
{disease progression or death from any cause, whichever ocours first).

DOE 15 defined as the time from the date of first documented date of CR or PR to the tirst
documented date of event (disease progression or death from anv cause, whichever oceurs
first). DOR will be calculated for subjects whose BOR 1s PR or CR.

05 15 defined as the time from the date of first dose to the date of death from any cause. For
the subjects who are alive or unknown, 05 1s censored as the date ol last known alive date or
the date of data cut off, whichever comes first

TTR is defined as the time from the date of first dose te the date of first documented date of
CR or PR TTR will be calculated for subjects whose BOR 15 PR or CR

5121 FPharmacokinetic (PK) Endpoints

Pl parameters derived by non-compartmental analysis using plasma and urine concentrations
of E7130 which include, but are not limited to. are shown as below:
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Plasma Pk Parameter=

Cvele | Dav 1 and Cvele 2 Day ]

Cinas maximum observed concentration
L time at which the highest drug concentration occurs

arga under the concentration-time curve from zere time to tme of last
guantifiable concentration

A [_- (_l‘n RN

arca under the concentration-time curve from zere time i"'\TI'."I['II.'!|."ITL"{l [i»

ALC L
mtmite tume

terminal elimmation phase halt-lhite
Cl total clearance

MR mean residence time

by terminal phase rate constant

Vs volume of distribution at steady state

Cvele 1 Day 15, Cvele 2 Dav 15 (2 weeks recimen onlyvh and Cvele 3 or later

Cimay maximum observed concentration

Urmary PK Parameter

amount of unchanged drug excreted m urine up to time of” last quantifiable

urmary concentration (atter dosing at time 0}

.'1'L._;||:-:.
amount of unchanged drug excreted in urine up to fixed time of x (after dosing
at e )

Avcit-iz)y amount of unchanged drug excreted m urine between 2 data points t and t

Fe fraction of dose excreted in uring

51.3 Exploratory Endpoints
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5.2 Study Subjects
521 Definitions of Analysis Sets

The DLT Analvsis Set 15 the group of subjects n the Part | who completed Cycle |
treatment of the study drug and were evaluated for DLT, and those who developed DLT

durimg Cyele 1. This will be the analvsis set for MTD determunanon in the Part 1.

The Safety_ Analvsis Set 15 the group ol subjects who recerved at least | dose ol the study
drug.

The Pharmacokinetic Analvsis Set 15 the sroup of subjects who recerved at least 1 dose of
the study drug and whose at least | postdose sample of blood was taken for PK analysis

The Efficacy Analvsis Set 15 the sroup of subjects who recerved at least | dose of the study

drug.

The PD and PGx Analyvsis Set s the group of subjects who recerved at least | dose of the
study drug and had at least 1 PD and/or PGx data.

The number ol subjects entered ite Treatment Phase. the number and the percentage of
subjects included in each analysis set will be presented. The results will be summarized by
each dose group and for total dose groups m Part 1. The results i Part 2 wall be summarized
as defined m Section 5 Subject data hstings will be provided.

5272 Subject Disposition

For the summary table of screening subjects, the number {percentage) of subjects who were
enrolled (1e, subjects who signed informed consent), continued in the study after screenmy,
failed screening. and the primary reason lor screen fatlures will be presented.

Subject disposition table will include the number of subjects who were treated/not treated.
Similarly, the number of subjects who discontinued the studv treatment, and the primary
reason [or the study treatment discontmuation will also be summarized. The results will be
summarized by each dose group and for total dose groups in Part 1. The results in Part 2 will
be summanzed as defined in Section 5.

Subject data histings will be provided.

523  Protocol Deviations

Important protocol deviation eriteria will be established and subyects with important protocol
deviations will be identified before the database lock. Also. all deviations related to COVID-

149 will be identified.

Subject data histings will be provided.
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524  Demographic and Other Baseline Characteristics

Demographic and other baseline charactenstics will be summanized using descriptive
statistics m Safety Analysis Set. I the subjects included 1n PR Analysis Set 1s different from
those who are i Safety Analysis Sel, summarzanon on PR Analysis Set will be also
performed in Part 1. The results will be summanized by each dose group and for total dose
oroups i Part 1. The results in Part 2 will be summanized as detined in Section 5.

Contnuous demographic and baseline vanables include

Ape
Height
Weight
BMI

Body surtace area

Catezorical demographic and baseline vanables include

Age group (<0 63 vears, & 05 years)
Sex

Race

Ethnieity

ECOG-PS

Smokimg history

Disease istory and charactensnucs at study entry will also be summarized by

Tumor type (for Part 1)

Location of primary tumor (for Part 2)

I'umor staging at diagnosis

FGEFR alternation (for UC cohort i Part 2 )

HPY (for SCCHMN cohort i Part 2)

D=1 status (for Part 2)

known gene mutation status | positive, negative)
Biomarker status in tumaor tissue (positive, negative)

~  CD31, o-SMA positive cancer associated fibroblast, acetvlated c-tubulin in tumaor
tissue —ifavailable

Time from first diagnosis to the date of first study treatment (months) (as continuous
variable)

Involved disease organ

Number of mvolved disease organ (1, 2, =3)
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e Number of previous anticancer medication as regimen (1, 2, =3)
~  For Part 1, umque number of remimen number used for locally advanced or
metastatic setting as recored n previous anti-cancer medication form are counted
~ For Part 2, number of svstenue therapy recorded in tumor diagnosis form are
counted.
e Subjects with any previous anti-cancer surgery
e Subjects with any previous radiotherapy

e Subjects wath any previous anti-cancer procedure olher than surgzery

Subject data histings wall be provided

Medical History

A subject data histing of medical history and current medical condition will be provided.
525  Prorand Concomitant Therapy

All investigator terms for medications recorded in the CRF will be coded to an 11-digit code
using the World lealth Organizaton Drug Dictionary (WHO DD) drug codes  Prior
medications will be defined as medications that started before the first dose of study treatment.
Concomitant medications will be defined as medications that (1) started betore the first dose
of study treatment and were continuing at the time of the first dose of studv drug, or (2) started
on or after the date of the first dose of study treatment up to 30 days after the subject’s last
dose. Medications received after 30 days of last dose will be considered as post treatment
medications.

The number (percentage) of subjects who took gach prior and concomitant medications will be
summartzed by Anatomical  Therapeutic Chenucal (ATC)Y class  (anatonucal  class,
pharmacological class), and WHO DD preterred term on the Satfety Analvsis Set. The results
will be summarized by each dose group and for total dose groups i Part 1. The results in Part
2 will be summarized as defined 1n Section 5. For Part 2, the number (percentage) ol subjects
who recerved previous anti-cancer medication will be summarized in same manner

Non=pharmacological procedures will be classified into standardized medical termmology
using the Medical Dictionary for Regulatory Activities (Med DR A).

All medications and non=-pharmacological procedures will be presented in subject data histings,
526  Treatment Compliance

Subjects with treatment related important or COVID-12 related protocol deviations will be
provided in the subject data histings.
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5.3 Data Analysis General Considerations

5.3.1 Pooling of Centers

Subjects from all centers will be pooled for all analyses.

532  Adjustments for Covariates

Mo adjustment for covanates will be performed.

53.3  Multiple Comparisons/Multiplicity

Mo statistical comparison 1s planned m this study.

534 Examination of Subgroups

The subgroup analyses will not be performed.

93.3.9  Handling of Missing Data, Dropouts, and Outliers
The details of handling of missing data will be described in the section 8.
2.3.6  Other Considerations

Accelerated mTPI Design

An accelerated mTPI design will be employed to determine the MTD of E7130. When a diug-
related Grade =2 toxicity is not observed in the first dose cohort (3 subjects) of every 2 weeks
regimen, dose will be escalated in successive cohorts by single-subject DLT assessment until
such a toxicity is observed. If such a toxicity is developed, the cohort will be expanded to
evaluate DLT in 3 subjects and mTPI design with cohort size of 3 will be adopted.

The mTPI design uses a Bavesian statistical framework and a beta/binomial hierarchic model
to compute the posterior probabilities of three intervals that reflect the relative distance
between the DLT rates of each dose level to the target DLT rate of 25%.

Decision rules for dose-finding are based on calculating the unit probability mass (UPM) of
three intervals corresponding to 0 to <20% (underdosing). 20 to 30% (proper dosing) and =30
to 100% (overdosing) in terms of toxicity. The UPM for each interval is defined as the
probability of the mterval divided by the length of the interval, and the one with the largest
UPM implies the decision for fumre dose level to be assigned. i.e., dose escalation (E), staying
at the current dose (S), or dose de-escalation (D), respectively. This dose assignment rle
minimizes the posterior expected penalty in the Bayes rule under a decision-theoretic
framework with the equal prior expected penalties for E, S, and D. The entre dose assignment
decision rule can be precalculated and presented.

Determination of MTD
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MTD wall be determined when the lowest dose has a =95% postenior probability of bemg DLT
rate =25% (1.e, unacceptable DLT rate bevond the target DL T rate) or a prespecified maximum
sample size, 7 or 5 cohorts being composed of 3 subyects in every 2 weeks or every 3 weeks
regimen respectively {except for mitial dosing cohort i biweekly regimen), is reached.
Howewver, the maximum sample size will be adjusted as necessary according 1o the actual
number of dose levels that will be evaluated and the number of subjects evaluable tor DL'T. In
addition, if the Bavesian predictive probability that future dose assignments will be S 15 80%;
or greater {in other words, 1l it 15 considered hughly likely that future remstered subjects will
also be assigned to the current dose level) when @ further subjects are added to a particular
dose level, subject remistravion will be closed early and the MTD can be determimed.

MTD s detined as the dose with the smallest dilference between the target DLT rate of 25%
and an estimate of DLT rate at cach dose among all the tested doses with =93% posterior
probability of bemng DLT rate =253%. Toxicity data until Cyele 215 taken into account to finally
determing MTD. The sotomcally transformed posterior mean under the beta posterior
distribution with nen-ifermative beta prior distribution Beta (0,005, 0.005) will be used to
determine the estimate of DLT rates at cach dose. The pooled adjacent violators algorithm
(PANVA) (Bartholomew, [, 1983) will be used to maimtain monotonicallv merease of DLT rate
with increasing dose level

5.4 Efficacy Analyses

Cilicacy analyses will be conducted based on the Elfficacy Analysis Set. The results will be
summarized by each dose group and for total dose groups in Part 1. The results in Part 2 will
be summanzed as defined in Section 3,

5.4.1 Frimary Efficacy Analyses
Smcee this trial 15 phase |, primary efficacy endpoint 15 not defined
Part 1

Based on the tumor assessments according 1o RECIST v 1, BOR will be summanized. 1t a
subject had a best overall response of non-CR/non-PL, the subject’s best overall response
will be grouped with the SD category. ORR, DOR, CBR and 1its correspondimg exact 2-sided
S93% contidence intervals will be caleulated.

Acwaterfall plot will be presented for the percent changes trom baseline in the sum of the
diameters of target lesions at post-baseline nadir (1e, maxamum tumor shrinkage). A spider
plot waill be presented for the percent changes [rom baseline in the sum ol the diameters of
target lesions.

Part 2

Besides the similar analvses for the Part 1, followings will be summanized.
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PFS 15 defined as the ume from the date of first dose to the date of first documented PD or
death due to anv cause (whichever occurs first) and calculated as below. For subjects who did
not have an event, PFS will be censored Censoring rules for PFS are shown in Table 2,

Note: Tumor assessment results afler censoring or event of PFS will NOT be used n any
efficacy summanes based on tumor assessment. For Part 1, PFS is not evaluated but same rule
should be apphed. Subject data listing contains all tumor assessment results,

PFS (months) = ( Date of first documented PD! death/ censored date — Date of first dose 1)/
(365 257120

The cumulative PES rate will be caleulated using Kaplan-Meier method, The median, Q1,
and Q3 for PFS wath their 93% Cls will be evaluated. The 95% Cls will be caleulated based
on Greenwood formula and log-log transformation. The number (percentage) of subjects with
event/censored will be summanized. The PES rate with its 93% Clat appropriate timepoimts
(e 2,4 6 months) will also be caleulated. Kaplan-Meier plots wath the number of subjects
at nisk will be presented.

DOR 1s defined as the time from the date of first documented date of CR or PR to the first
documented date of event (disease progression or death [tom anv cause, whichever occurs
first). Censoring rules for DOR 15 same as PFS.

DOR (months) — (Date of first documented PDY death’ censored date — Date of first
documented CR or PR+ 1) /(363 25712).

For subjects whose BOR 15 PR or CR, DOR waill be summarnized in same manner as with
PES

08 is defined as the time from the date of first study dose to the date of death from any cause
and caleulated as below. Subyects who were lost to follow-up or the subjects who were alive
at the date of data cutoff will be censored at the date the subject was last known alive or the
cut-oft date, whichever comes earhier. Censoring rules for O5 are shown i Table 3. 0% will
also be summarized in the same manner as with PFS. In addivon, duration of survial follow-
up tme will also be summarized by median, Q1 and Q3 with their 95% Cls, Survival
follow-up time 15 calculated 1n the same way as the kaplan-Mecier estimate of overall survival
but the indicator of “censor” and “event™ 1s reversed,

5 (months) — (Date of death’ censored date — Date of first dose + 1) 7365 25/12).

TTR is defined as the time from the date of first dose to the date of first documented date of
CR or PR, For subjects whose BOR 15 PR or CR, TTR will be summarized using summary
staitistics as continuous variable

TTE (months) = (Date of first documented CR or PR — Date of first dose — 1)/ (363.25/12),
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A swammer plot will be presented for the duration of treatment 1 each subject. A waterfall
plot will be presented tor the percent changes from baseline in the sum of the diameters of
target lesions at post-baseline nadir (1e. maximum tumor shrinkage). Also, duration of
treatment of each subject and maximum tumor shrinkage will be presented i one fizure

Subject data histings will be provided.
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Table 2 Censoring rules tor PFS

Mo |Situation Date of Evenl or Censoring Outcome
My basclme tiumoer as=essment= Xt ol first dose L ensored
- -t r " e . ajrrisgs - . . .
2 Progression documented between Daaie of st radiologie PLY ssaessment JEvend
e heduled visns
3 Mo prociession nor death gt the dme of|Dale ol last adequate Locnsanod
data cat-of 1 ritclicloaie assesamen ™ prior o
or on dale of data cut-off
-} Mew anticancer realment slarted Dinle ol Jast adequate radiologie JCensored
el priee looor en date of
new anticancer reatment
S [eath befon: st PLY asaesanend [date ef death Event
) Peath between adequate gesessament]Dale of death Event
SR
7 Dleatl or progresston aller Do or Diate ol Tust adequate radielogic L crsored
mede conscentve missed pmEanent® o belore mised
VTG e n U F o assesanents

¥ Adequate lumaer assessment s a radiologic assessment of CRL PR ST non=Uldmon-PL or
PIY as determined by investigators,

BT or more missed visit s delimed it the duration between the Tost adeguate tumer assessment and death
or PLY s lenger than TR2 davs gie 12 weeks < 200 2 weeks [allowanee of tmor assessment | beonsidering the
sibjects om the every [ 2-week scanning schedule o this study alter Week 24,

[he priceiny of e consoring rles 15 as follows
[0 the sibpeet had PLY or death, the fallosving sequence wall be applhicd:

[ o subject did not have boseline tumor gssessment (e D the subject will be censored on date of Tirs
dese Flowever af the subject dicd withim 175 davs 025 weeksy aller the Nrst desing date and did nel
receive new anticaneer treatment, the dote ol death will be the PES event dote (not censened ),

[ o subyect had new anbicancer treatment betore P or death (e 43 the subjeet wall be censored on the
dhate ol the Tast adequate tumor assessment prior o er on the date of new anticancer treatment,

o sibeet misscd wooor more assessments consceulively boefone PEYor death (i, 70 the sobjeet wall be
censored o the date ol the Tast adequate tumor assessment belore P or death Mote that i o subject =
censored by both this eriterion and the anticancer treatment eriteria, the carliest consaring date will he

nsed,

Crberwise, 0 subject ad anevent (oo 205 600 the carliest event date will be used.

2010 g sabject did et have PR o deaths the censering date swill be the carliest censoring date i the subject met
rnliiple censoring criteria iMoo 1304 7
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Table 3

Censoring rules for (3s

Mo, |Situation

Date of Evenl or Censoring

Outcome

[ e ol Death

[ ate of data cul of T

[ ate of data cul of T

[ate last known o be alive

dval [ate Tast knoswn e b alive

5.4.2  Secondary Efficacy Analyses

Mot apphicable.

543 Other Efficacy Analyses

For evaluated tumor marker parameters. the actual value and the change from baseline to

cach posthaseline visit wall be summarized by visit using summary slatistics. Spaghett plot
will be also presented for each subject. The percent change from basehine will also be used if

deemed necessary.
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5.5 Pharmacokinetic, Pharmacodynamic, Pharmacogenomic, and
Other Biomarker Analyses

5.5.1 Pharmacokinetic Analyses
The Safety Analvsis Set will be used for individual hstings of E7130 plasma and urinary
concentrations and PR parameters.

The PR Analvsis Set will be used for the summaries of E7130 plasma and urmary
concentrations and PR parameters.

In Part 1 of this study, using non-compartmental analysis, plasma concentrations of E7 130 will
beanalvzed to determine the PK parameters meluding C e G AUC 6. CLoand V. Urinary
concentrations of E7130 will be analyzed to determine the PR parameters including amount of
unchaneed drug excreted in urine i subjects who have urine samples i Part |, if possible.
Plasma concentration data m Part 2 of this study will be used to population PK analvsis
integrating plasma concentration data from Part 1 and other future studies. For population PK
analvsis, the details will be described n the separately prepared analvsis plan and its report,
and the results will not be included in the climcal study report.

The data m patient with dose interruption during 1V infusion or patient who has no completion
of study drug admimistration will not be used tor pharmacokinetic analyses at the relevant visit.
The data in patient with dose skip, dose delav, or dose reduction will not be mcluded on
calculation of summary statistics,

For summary statistics, following mfusion time category will be used. 5 min = 0 min to less
than 7.5 muan, 10 mn — 7.5 mun (o less than 12,5 mun, 15 mun -~ 12,5 mun to less than 22,5 mun,
30 min =225 min to less than 45 min, &0 min =45 min to less than 90 min, 120 min =90 min

oW,

5.5.1.1 Plasma Concentrations and its PK Parameter Analysis

<Plasma Congentration=

In Part 1, plasma concentrations of E7130 will be summanzed using summary statistics (n,
mean. SD. median, mimimum and maximum) by gach dose group and infusion time separately
by regimen {every 2 weeks/every 3 weeks) and nommal time pomnts. Plasma concentrations
of E7130 will be listed for cach subject by cach dose group and infusion time separately by
regimen, and actual sampling time.

In Part 2, plasma concentrations of E7130 wall be histed for each subject by cach dose group
and infusion tume separately by regimen, and actual sampling time,

<Plasma PK Parameter=
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PK parameters will be derived by noncompartmental analysis usimg Phoenix Winlonlin
software (version 6 2.1 or later) according to Eisat non-compartmental pharmacokinetic
Analysis Manual {302-10401-MNL}

Plasma concentrations of E7130 at predose on next dosing will be used for calculation of
individual PK parameters after Cvele 1 Day 1 and Cvele 2 Day 1 {eg. E7130 concentration

data at predose on Cycle | Day 15 will be used lor calculation of plasma PK parameters after
Cwele 1 Day 1 dosing m every 2 weeks rezimen).

Ihe following Pk parameters for E7130 will be calculated in Part 1:

Cvele | Dav] and Cwvele 2 Day |

{:I"m\. Livy e, ALJ{:IHL'I, ALJ{:IHI-iuIl. | B \IRll. -}'u.-', (_L-. "-"I._-.

I'he followimye PR parameters will be caleulated on Cvele 1 Dav 1 only:

Forevery 2 weeks regimen; AUC i exne AUC oo, AUC ratio (RAAUCT) [RAAUCT will
be obtained as RAAUCI={ALUC oo AUCuoasn)/ AUC 5 100],  AUC ratio
(RAALC3) [RAAUCS will be obtained as RAAUC3 [ 1-{AUC 300 AUCinn ) * 100]

Forevery 3 weeks resimen; AUC im0 AUC s, AUC ratio (RAAUCZ) [RAALUCZ will
be obtamed as RAAUCZ=[(AUCsom— AUCu:m0) AUCHwn[*100] AUC ratio
(RAAUCS) [RAAUCS will be obtamed as BAAUC | T-{ALCosond AUC i n ) * 100

I'he followimye PR parameters will be caleulated on Cvele 2 Dav 1 only:

A LJ{:IHI- - RH'_‘{ [ -.|||:1\ }- R.‘I'_‘{ ALIC :|-_ Hm

Cvele 1 Day 15, Cvele 2 Dav 15 {every 2 weeks resimen only')

CIIIIiI\- I-IIIH\

Other PR parameters may be calculated as appropriate. For each dose group and infusion
time separatelv by regimen, summary statstics will be tabulated for the PK parameters
Summary statistics (n, mean, S0, median, mimmum and maximum) will be presented for all
parameters {(apart trom tye. where mean and SD are not required). In addition, geometne
mean and %0 will also be presented for all parameters apart from ty..

Pl parameters of E7130 for each subject wall be hsted.

5.5.1.2 Urine Concentration and its PK Parameter Analysis

L rine volume and urinary concentrations of E7 130 will be histed for each subject by each
dose group, infusion time, collection penod separately by rezimen and actual samphng tme
in Part 1.

[+1=01 onbdential Page
Wersion 20 25 Mar 2025



Statistical Analv=is Pl 27130008 1-110]

The following urinary PK parameters will be derived by SAS and/or Phoemx WinNonlin
according to 302-104 01-MNL.

Cwvele | Day |

=LUrmary PK parameter=

Amount of E7130 recovered in urine { Awoan) by each collection interval

Cumulative amount of Ag oo m unine until end of each collection interval { Auo.) and total
collection perniod { Auina)

Fraction of dose excreted (Fe; %o of dose) in uring by each collection interval

Cumulative Fe in uring until end of cach collection mterval and total collection peniod

Summary statistics (n, mean, S, median, mimmmum and maximum) will be tabulated for the
urmary PR parameters of E7130 respectuively by cach dose group. infusion time and
collection pertod

Lrinary Pl parameters of E7130 for each subject will be listed.

5.5.1.3 Pharmacokinetic Data Figures

=Plasma Concentration=
The following figures will be displaved separately by regimen in Part 1.

Linear and semi-log plots of mean E71 30 plasma concentration-time profiles of all dose sroups
separated by infusion tme will be displayved i the same graph using nomimal tme with 50D by
Cvele (Cvele 1 Dayl dosing and Cwele 2 Day 1 dosing) up o 168 hours and 336 hours after
the end of mlusion respectively for every 2 weeks resimen and every 3 weeks regimen.

Lincar plots of mean E7130 plasma concentration-time profiles of all dose groups separated
by infusion time will be displaved in the same graph using nomimal tme with SD by Cyvele
(Cvele | Davl dosmg and Cycle 2 Dav | dosmg) up to 4 hours after the end of infusion.

Lincar and semi-log plots of mean E7130 plasma concentration-time profiles after Cvele 1
Davl dosing and Cvele 2 Day 1 dosing will be displaved usimg nommal time by cach dose
group separated by mfusion time in the same graph up to 168 hours and 336 hours after the
end of infusion respectively for every 2 weeks regimen and every 3 weeks rezimen.

Limear plots of mean E7130 plasma concentration-time profiles after Cyele 1 Day] dosimg and
Cwvele 2 Day 1 dosing wall be displaved using nomimal time by gach dose croup separated by
infusion time m the same graph up to 4 hours after the end of infusion

Linear and semi-log plots of E7 130 plasma concentration-time profiles of all subjects by each
dose group separated by infusion time will be displaved using actual tume by Cvele (Cwvele |
Day | dosmg and Cycle 2 Day | dosimg) upte 168 hours and 336 hours after the end of infusion
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respectively for every 2 weeks regimen and every 3 weeks resimen,

Lincar and semi=log plots of EV130 plasma concentration-time proftiles after all doses will be
displayed using actual time by individual subject up to 168 hours and 336 hours after the end
ol mlusion respectively for every 2 weeks regimen and every 3 weeks reqimen.

Langar plots of E7130 plasma concentration-time profiles after all doses will be displaved using
actual time by individual subject up to 4 hours after the end of infusion

Linear and semi-log plots of E7130 plasma concentration-time profiles after Cyvele 1 Day |
and Cyele 2 Day 1 dosing will be displaved using actual time by individual subject. Plasma
concentrations of E7130 at predose on next dosing will be used for E7130 plasma
concentration-time profiles after Cwvele 1 Day 1 and Cwele 2 Day 1 (e, E7130 concentration
data at predose on Cvele 1 Day 15 wall be used for plots after Cyele 1 Day 1 dosing i every 2
weeks regimen).

5.5.1.4 Evaluation of Dose-Proportionality in PK Parameters

The PK Analysis set will be used for evaluation of dose proportionabity. This will be
apphicable where there are PR parameters of at least 3 dose levels separately by regimen,

The dose proportionality tor E7130 will be imvestizated using PR parameters obtained from
non-compartmental analysis after Cvele 1 Day | dosing in Part 1. Proportionality of Cy.. will
be evaluated only i patients with ifusion time category of 1 hour e, actual imfusion time of
45 min to less than 90 min.

Doses (ug/m=) will be plotted on the X axis and each parameter (C,.. and AUCo . for both
regimer. AL C 00 for every 2 weeks regimen, and AUC w0 for every 3 weeks regimen)
will be plotted on the Y axis to display the data of all subjects.

PK parameter { C and AUC 00 for both regimen, AUC 300, for every 2 weeks resimen,
and AUC s, for every 3 weeks regimen) will be employed 1 assessing dose
proportionality using the power model, assuming Cu. = o (dose)”. which s equivalent to the
logarnthm transformation model;

log (Chue) = log (o) + B log{dose)

The linear regression model will be used to assess the slope parameter (B) and estimate the
95% confidence mtervals for [i.

The same analvsis will be performed for AUC . for both regimen, AUCq 5, for every 2
weeks regimen, and AUC s, tor every 3 weeks regimen.

552 Pharmacodynamic, Pharmacogenomic, and Other Biomarker Analyses

The PD» and PGx Analvsis Set will be used for blomarker analvsis in blood samples and the
analysis will be conducted in Part 2 an each UC and SCCHMN subject croup. Dosc levels of
cach cancer will be pooled for summarization For selected markers, box plot will be
displaved for actual value at bascling to early posthaseline visit, Percent change from
baseline will also be presented i same manner. For collagen 1V, prechimical data showed
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E7130 increases plasma collagen IV with different time points m a tumor model dependent
manner, Based on this finding, largest value and largest percent change from baseline by
Cwele 2 Dav 1 of collagen IV will be displaved by box plot with baseline value. Also, actial
value at baseline and earlv postbaselime visits will be plotted for selected markers of cach
subject (1e spaghett plot).

For selected markers in Part 2 subjects, percent change from baseline at each postbaseline
will be summarized with median. Each postbaseline percent change from baseline will be

tested by one-sample Willeoxon test and s P-value will be presented, Using the P-value, Q-
value to mvestgate [alse discovery rate for cach marker at a tmepoimnt will also be presented.

Subject data histings will be provided.
553 Fharmacokinetic / Pharmacodynamic Analyses

E7130 concentration=0 Te analvsis will not be conducted.
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5.6 Safety Analyses

DLT analvses will be performed on the DLT Analysis Set by each dose group and for total
dose groups. The Safetv Analysis Set will be used for all other safety analyses. The satety
analysis will be performed by each dose group and for total dose groups in Part 1. The results
in Part 2 will be summarized as defined in Section 5. Safety data wiall be summarized on an
“as treated” basis using summary statisties (e g, n, mean, standard deviation, median, 1,
Q3, mimimum, maximum for continuous variables, number [percentage] for categorical
variables)

561 Extent of Exposure
For everv 2 weeks regimen, the parameters to be summarized are defined as follows.

o MNumber of cyeles = The last eyvele with study drug dosing

o Duration of treatment (davs) — Date of Day 1 of the last cyvele with studv drug dosing +
28 — first dosing date

e Duranen of treatment (months) — (Date of Day | of the last cycle with study drug dosing
+ 28 — tirst dosing date) 7 (363 25/12)

*  Moumber of subject-month with study drug dosing = Sum of duration of treatment
{months) per subjects

s Total doses (ug/m?) — Sum of all the actual dose derived by:
{ Planned dose of each cvele [ug/m’]) x (Actual volume infused [ml] / volume to be
infused [ml])

e Dose intensity (ng/m<'4 weeks) — Total doses / (Duration of treatment [days| / 28)
*  Relative dose mtensity (%6) — 100 < Dose mtensitv /7 Planned total dose in Cyvele 1
(ug/m’)

For every 3 weeks regimen, the parameters to be summarized are defined as follows.

e Mumber of cycles — The last cyele with study drug dosing

e  Duration of treatment {davs) — Date of Day 1 of the last cycle with study drug dosing +
21 first dosing date

o Duration of treatment (months) — (Date of Day 1 of the last cycle with study drug dosing
21 — st dosing date) [ (3635.25/12)

e Mumber of subject-month with study drug dosing = Sum of duration of treatment
{months) per subjects

e Total doses (ug/m”) — Sum of all the actual dose derived by
{ Planned dose of each cvele [ug/m’]) x (Actual volume infused [ml] / volume to be
infused [ml])

e Dose intensity (nez/m*3 weeks) — Total doses / (Duration of treatment [days] / 21)
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= Relative dose mtensity (%) = 100 = Dose mtensity / Planned total dose in Cycle 1

(ng/m?%)

The number (percentage) of subjects who experienced dose skp (1e. no drug admimistration
on scheduled date). dose delay (1e. postponing the next dosing), dose reduction, dose
mterruption (1e. permanent or temporary admimstration stopping during a certain drug
mfusion) will be provided. When “Planned Dose” 1s 0 and “Study drug start date” 1s
completed, they are considered as dose skip event. For every 2 weeks regimen, the following
two cases are considered as dose delay event; 1) Cycle X Day 15 - Cycle X Day 1 == 16
days, 2) Cycle X + 1 Day | - Cycle X Day 15 == 21 days. For every 3 weeks regimen in Part
1, when Cycle X + 1 Day 1 - Cycle X Day 1 == 28 days, it is considered as dose delay event.
For every 3 weeks regimen in Part 2, the following two cases are considered as dose delay
event; 1) Cycle 2 Day 1 — Cycle 1 Day 1 == 22 days, 2) Cycle X + 1 Day 1 — Cycle X Day 1
== 24 days (X == 2). When a planned dose is less than previous one but more than 0, it is
considered as dose reduction event. When “Study Drug Interruption” in Study Medication
form of CRF is checked OR doses of actual volume infused is less than volume to be infused,
it 1s considered as dose intermiption event.

In addition, ¢ycle of first dose reduction (2, 3, 4, 5, ==6) and frequency of dose reduction
(0,1, 2, >==3) is summarized.

Subject data listings will be provided.

56.2 Adverse Events

DLTs (Part 1 only)

The number (percentage) of subjects who experienced DLT will be summarized. DLT will
also be summarized by below criteria as reported in CRF.

e Febrile neutropenia

# (raded neutropema that persists for more than 7 days or any neutropenia that requires
hematopoetic stimulating agents.

e  Grade 4 thrombocytopenia, or thrombocytopenia that requires platelet transfusion
e Grade 4 anenma, or anemia that requires blood transfusion.

s Any Grade 3 or higher non-hematological toxicity with the exception of abnormal
clinical laboratory values with no climical significance, or any events which can be
managed and controlled to Grade 2 or less by maximal medical management

s  Any Grade 4 non-hematological toxicity

e Inevery 2 weeks regimen, development of any toxicity that is considered to be related to
E7130 and where dose skip at C1D135 is necessary.
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e Ineverv 3 weeks reqimen, development of anv toxicity that i1s considered 1o be related o
E7130 and where dose at C2D1 15 necessary to postpone tor over 14 days for recovery
from the toxicities

The estimates of DT rate based on Bayesian statistics will be provided using non-
informative beta prior distribution of Beta (0005, 0.003) by each dose. The estimates will
include posterior mean, median, mode (1ifapphicable), vanance, standard deviation, 95%,
highest posternior density (HPD) credible interval, probability of = 25%, - 208, 20 - 30%
and 30 - 100%, 1f the postenior mean does not increase monotonmically, adjusted posterior
mean using the PAV A weighted by mverse of posterior variance in each dose level, will also
be shown,

Al DL Ts will be presented m subject data histings.
Adverse events

I'he AE verbatim descriptions (investigator terms trom the CRE) wall be classified into
standardized medical terminology using the MedDRA. Adverse events will be coded to the
MedDEA lower level term (LLT) closest to the verbatim term.  The linked Med DEA
preferred term ( PT) and primary svstem organ class (SOC) wall also be captured n the
databasc.

Atreatment-emergent adverse event ( TEAEY defined in the section 8.3, wall be mcluded in
summuary tables. All AEs, treatment emerzent or otherwise, will be presented n subject data
listings.

Treatment-related TEAEs include those events considered by the immvestigator to be related to
study treatment.

A subject will be counted only once within a SOC and PT, even if the subject experienced

more than | TEAE withim a specilic SOC and PT.

An overview table, mcluding the mcidence of and the number of subjects with TEALs,
Treatment-related TEAEs, TEAEs with grade 3 or above, serious adverse events (SAEs),
deaths, and TEAESs that led to discontinuation, dose reduction and. dose interruption of study
treatment will be provided based on the report in AE form of CRE

The meidence of below events will be reported as the number (percentage) of subjects with
TEALs by MedDRA 50OC and PT.

+  TEAEs

*  TEAEs with frequency == 10%

*  TEAEs by the highest CTCAE grade

e TEAEs grade 3 or above

e Sernous TEAES

*  Non-serious TEAES

*  Treatment-related TEAES

Lisai Confidential Page 3% ol 33

Wersion 20 25 Mar 2025
Page 39 of 106



Statistical Analv=is Pl 27130008 1-110]

e Treatment-related TEAEs with [requency =— 0%

» Treatment-related TEAEs by the highest CTCAL grade
e Treatment-related TEALS grade 3 or above

*  Treatment-related serious TEAES

*  TEALSs leading to discontinuation of study treatment

*  TEALSs leading to dose reduction of study treatment

*  TLEADs leading to dose interruption of study treatment
o COVID-19 related TEAES

All deaths within 30 days of last dose and deaths =30 days of last dose will also be
summarized. The AEs leading to death wall also be summarized by its reason (due to disease
progression, not due to disease progression) from AL form of CRF i same table

Subject data histings of all deaths, SALs, ALs leading to death. discontinuation of study
treatment, dose reduction of study treatment, dose mterrupltion of study treatment and all Aks
will be provided.

56.3  Laboratory Values

Laboratory results will be summarnzed using Svsteme International (S1) units. Forall
quantitative parameters, theactual value and the change from baseline to each postbaseline
visit will be summarized by visit using summary statisties. Qualitative parameters will be
summarized by number and percentage of subjects, and changes from baseline to each
posthaseline visit will be reported using shift tables. Percentages will be based on the
number of subjects with both nonmissing baseline and relevant postbaseline results,

Box plot display wall be used to show the longitudimal change of actual data of the
parameters by visil

Laboratory test results wall be assigned a lownormal/high (LNH) classification according to
whether the value is below (L), within (N}, or above (H) the laboratory parameter’s reference
range. The result of LNH classification will be provided 1 a subject data histing.

Laboratory parameters will be graded by CTCAE ver. 4.03 1in thesection 13,1, Changes
from CTCAE grade at basehine to each posthaseline visit and worst postbaseline will be
reported usig shifl tables. CTCAE will also be used 1o 1dently subjects with Treatment-
emergent markedlv abnormal laboratory value (TEMAN) The number ( percentage) of
subjects with TEMAY (markedly abnormal high/low) will be summarized for each visit and
overall studv period. The changes from baseline to each postbaseline visit and overall study
period will also be reported using shitt tables. The TEMAY will be defined in the section
5.3

Subject data hsting will be provided.
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56.4  Vital Signs

Summary statistics for vital signs parameters (diastolic and systolic blood pressure, pulse,
resprratory rate, and temperature), weight, and 5p0- and changes trom baseline wiall be
presented by visit

Box plot display will be used to show the longitudinal change of actual data of the
parameters by visit

Subject data hstings will be provided.
56.5  Electrocardiograms
ECG evaluation by clinical site

Shift tables will present changes from baseline in ECG interpretation {categonzed as normal;
abnormal, not chimeally sigmficant, and abnormal, climeally sigmflicant) to cach visit.

Subject data hstings will be provided.

ECG evaluation by central reviewer

Summary statistics for ECG parameters (Heart Rate, RR, PR, QRS, QT, and (I¢cF) and
changes from baseline will be presented by time point. For Part 1, the results assessed at
same time points (1e. betore dose, 10 minutes atter end of infusion, 2 hours atter end of
infusion, 4 hours after end of infusion) n baseline assessment will be used as the baseline
data and change trom baseline will be calculated. For timepomt of 24 hours after dose, result
of before dose in baseline assessment will be used as baseline. As for Part 2. bascline data 1s
defined as the last non-missing value observed prior to the first dose of study treatment. If the
relevant baseling data i1s missing, the change from baseline will also be caleulated as missing.
For continuous variable in Part 2, mean of 3 ttmepomts before first study treatment 1s used as
baseline value, When one or two value(s) of the 3 timepoints 15/are missing, non-nussing
values are used for calculation of the mean.

Shift tables will present changes from baseline in ECG interpretation (catesornized as normal,
abnormal, not evaluable) to cach visit. For ECG mterpretation, worst result of each tmepomt
1s selected for the representative value (abnormal = normal = not evaluable).

In addition. the number {percentage) of subjects who met below criteria at least one postdose
abnormal ECG result in QTel measured at the external ECG assessment orgamzation will
be presented:

Absolute QTcF mterval prolongation:
= OQTeFinterval =450 ms
«  OTcFinterval =480 ms
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« Qe interval =500 ms

Change trom baseline in Q'Tcl” interval:
= OTeF interval increases from bascline =30 ms
= OTeF interval increases from bascling =60 ms

Subject data histings will be provided.

56.6  Other Safety Analyses
ECOG PS

The number {(percentage) of subjects for each category of ECOG PS will be summarized by
visit, The highest posthaseline scale of ECOG PS tor each subject will also be summanzed.

Subyect data histings will be provided.

Potential Hy's law cases

A subject data hsung for potential subjects who meet Hy's law critena will be presented.
Potential subjects meeting Hy's law criteria are those who meets tollowimg defimition at a
same timepoint mcluding basehine and postbaselne;

Clevated AST or ALT lab value that 15 greater than or equal to 3X the upper himit of normal
AN

Elevated total bilirubin lab value that 1s greater than or equal 1o 2X the upper himit of nermal
AN

Alkaline phosphatase lab value that 1s less than 2X the upper limit of normal.

5.7 Other Analyses

Mo other analysis s planned Tor this study .

5.8 Exploratory Analyses

No exploratory analyses are planned for this study.
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6 INTERIM ANALYSES

There is no formal interim analysis planned. DLT assessment will be on an ongoing basis
according to the dose escalation schedule. Analyses may be performed for each cohort in
Part 2 separately.

In urothehal carcinoma cohort of part 2, mterim evaluation will be performed to determine
whether sample size 1s increased or not. If BOR of CR. or PR 1s observed in 2 subjects or
more out of 10 subjects in one initial dose level (i.e. 410 pg/m® Q3W, or lower initial dose
level when applicable) of cohort 2, additional 20 subjects will be enrolled in the dose level.
CR and PR must be confirmed by another scan in 4 weeks or later from the first observation.
The detail of criteria to increase sample size in cohort 2 of Part 2 is following. Prior Beta
(1.1) will be used in posterior probability estimation. After tumor assessment in 10 subjects
received a dose level in UC cohort have been followed for sufficient time, a futility
evaluation will be done using posterior probability with a probability cutoff of 60% and a
threshold objective response rate (ORR) of 20% for UC. Number of subjects in UC cohort
with the dose level will be expanded if the posterior probability of ORR =20% is at least 60%
to a total of 30 (10 subjects from expansion cohort, 20 subjects from additional expansion
cohort); 1.e. there are 2 or more responders among the first 10 subjects, the cohort will be
expanded. The cohort will not be expanded if the posterior probability of ORR =20%% is less
than 60%.

7 CHANGES IN THE PLANNED ANALYSES

A summary of all major additions, changes and deletions in the planned analyses described in
the protocol will be provided in this section.

»  The defimition of prior medication (non-anticancer medication) was updated to align with
new standard.

s Summary group in Part 2 was reconsidered and defined.
*  Waterfall and spaghetti plot will be generated in Part 1 also.

*  Time to response will be summarized.

Pharmacokinetic Analyses

*  Because it was decided not to collect urinary and fecal samples between 0-168 hour in
Part 1 for pharmacokinetic analysis (protocol ver 06), related descriptions in this
document were deleted.

Plasma E7130 concentration-Q)Tc analysis Analyses

*  Plasma E7130 concentration-QQTec analysis will not be condueted.
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8 DEFINITIONS AND CONVENTIONS FOR DATA HANDLING

The data will be handled as follows. The sponsor will determine how to handle all data prior
to data base lock

8.1 General Data Handling
Definition of Baseline data

Except tor electrocardiograms assessment in Part 1, bascling 1s defined as the last non-nussing
vilue observed prior to the first dose of study treatment for a given parameter.

The detinition of baseline data for electrocardiograms in part 1 1s shown in Section 5 6.5
Definition of Change from Baseline, Percent Change from Baseline

Change from baseline 1s defined as post-baseline value minus baseline value.
Percent change {rom baselme 1s defined as {ollows:

% Change [rom baseline — (Change [rom baseline / Baseling) ® 100%

For any Baseline value of 1) the subject’s corresponding percent change from baseline will not
be included 1 the summary statistics table

Calculation of Body Surface Area

i Bois method will be used to caleulate body surtace area (BSA).
BSA (m-) = height" " {em) * weight' 7 (ka) * 0.007 184

8.2 Efficacy Data Handling

Handling of missing data for tumor assessment result
For the caleulation of ORE, DCR and CBR, subjects with missing response status (subjects

whose baseline 1s missing and/or no adequate post-baselime tumor assessments result) will be
not included in numerator, but mcluded n denominator,

8.3 Safety Data Handling

Treatment-emergent adverse event
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A treatment-emergent adverse event (TEAL) 1s delined as an AE that emerges during the
time from the first dose of study drug to 30 davs following the last dose of study drug, having
been absent at pretreatment ( Baseline) or

+  Reemerged dunng treatment, having been present at pretreatment but stopped belore
treatment, or

+  Worsened in severity during treatment relative to the pretreatment state, when the AE
Was Continuous,

Adverse Fvents

Adverse Events with incomplete start dates will be considered treatment emergent 1l

<.

d

53

Day and month are missing and the vear 15 equal to or after the vear of the first dose
date:

Dray 1s missing, and the vear is atter the vear of the first dose;

rav 1s missing and the vear 15 equal to the yvear of the first dose date and the month 15
equal to or alter the month of the [irst dose date,

Yer 15 missing;

Complete date 15 nussing.

Concomitant Medications

Medications will be considered concomitant if;

<.

o

Day and month are missing and the vear 15 equal to or after the vear of the first dose
date:

Dray 1s missing, and the vear is atter the vear of the first dose;

Dav 1s massing and the vear 15 equal to the vear ol the {irst dose date and the month 15
equal to or after the month of the first dose date; or

Yer 15 missing;

Complete date 15 nussing.

TEMAY (Treatment-Emergent Markedly Abnormal Value)

Treatment-emergent markedly abnormal laboratory value (TEMAN ) 15 defined as a
posthaseline laboratory value with grade 3 or higher, and with a grade increase [rom baseline.
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{1e, Increasing grade O 1o 3 or hagher, grade | 1o 3 or higher, grade 2 (o 3 or higher, urade 3
o 4 or 5, grade 4 to 3))

Handling of below lower quantification values in laboratory results

In the cases where laboratory result contains below lower quantitication (BLOY) value, it wall
be replaced 1o the lower limut value of quantilication (LLOQ) for summary tables.

Visit Windows

The analvsis window for safety analysis 15 based on the visits recorded m CRF. In the
calculation of descriptive statistics for safety parameters (e g, laboratory values and vital
siens, ete.) per scheduled visit, and change [rom baseline per visit, 1if muluple observations
are recorded 1 one scheduled visit, the earhiest record will be used for summary tables.

Other salety analyses (e.u, worst grade laboratory results, individual ploting) wall include all
observations,
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8.4 Pharmacokinetic Data Handling
841 Lower Limit of Quantification of E7 130 Plasma Concentration

el

lhe LLOQ of ET130 concentration m plasma and uring are 0.00200 ng/mL, and
0,100 nz/mlL, respectively.

B.42 BLQ Handling for Calculation of PK Parameters

While calculating PK parameters i Winhonlin, BLO values will be handled according to
J02-104.01-MNL.

8.43  BLQ Handling for Developing Concentration-Time Profiles

When developing mdmvidual concentration-time profiles, BLOY values will be handled
according to 302-104.01-MNL.

8.4.4 BLQ Handling for Developing Figures of individual ECG parameter values —
plasma Concentration of E7130

When developing heures of individual ECG parameter (QTel or AQTcel) values-plasma
concentration of E7130, BLOQ values will be assigned to “zero™,

8.45 Handling of Anomalous Concentration Values

['he handhing of anomalous concentration values will follow 302-10: 01-MNT,

85.486 General Rules for Presentation of Drug Concentrations and PK Parameters
When presenting individual‘raw (raw, hereafter) values and summary statisties, the following
rule will be applhied: for drug concentrations and concentration-dependent pharmacokinetic

parameters, all summary statistics (mean, median, geometric mean, SD and CV) will have 3
significant digits. For Gyee, taw values are median are shown in tixed 2 decimal places,

. . \ Mican ) Cieomelng
[vpcal vanable Linn [, [Jaaf rule rnmum S SR
o - Medan Mean (%)
Waximum
Flasma E7131 S Siemificanm . . .
meml. x = 2 3 3
pongenirabion B diiznls
Llrmmary E7 130 S Siemificam . ) -
: ngiml. b = t : 3
LT irilien diiznls
- S Sienificant . . . ) )
Cmax nedml. ™ . 3 3 3 3 3
- dieils
Fised
[— I kY decimal 2 2
places
1500 1 i Page 460l 55
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Stemificant
dicils

Stemificm
divils

AUC _ )
ALC neshi/ml. | X x““”“” 3 3 3 3 3

_ ; dieits
ALC .

Stemificant .
dicils )

YaAUC,, Y X

Significant . . - - .
dieils . . | ) .

1. LT N

MET L X

Sizmficant . . - - .

digils

Sizmficant . . - - .

digils

Significant . . N - .
dieils . . | ) .

Significant
dieils

EAaALC T A

a: Mean, 8D, geometric mean and OV owall not be caleulated for t.

CVi%) = sqrifexp|SD- of log transformed datal-1)- 100

NOTE: The following parameters are reported in the CSE, but appear in Listings onlv. They
are mmportant information to confirm that indrvidual £, and 1s related parameters such as
AUC ian are approprately dertved and allow those PK parameters to be reproduced when

TIECEsaATY

a) Time poimnts used for estimation of . (lower and upper)

by MNumber of the ttme pomts used for A

¢} Adjusted regression coefficient { B ad))

dy Percentage of AUC0n obtained by extrapolation (%o AUC)

e} The last time points used for caleulation of AUC w0 ()

) The mterval of the terminal disposition phase duration expressed as the number of
half lives (A, Span)

In Listings, a) and e) are shown m same digits as aclual samphng tme aller dosing used fon
calculation of PK parameters. For b), integer number 15 used m Listings, For ¢). d), and £),

stgnificant 3 digits are used i Listings
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9 PROGRAMMING SPECIFICATIONS

The rules for programming dervations and dataset specifications are provided in separate
documents.

10 STATISTICAL SOFTWARE

Adl statistical analyses will be performed using SAS (version 9.3 or later) or WinNonlin
(Protessional version 6.2.1 or later). As necessarv, other validated statistical software will
also be used.

Validation method and analysis conductor

All statistical analyses apart [rom PK parameter calculation will be conducted by a contract
research orgamzation, usimg validated standard programs or double programming. For
analyses needed 1n data review, single programming will be used. PR parameter calculation
will be conducted by Eisan.

11 MOCK TABLES, LISTINGS, AND GRAPHS

I'he study TLCG shells wall be provided ina separate document, which will show the content
and format of all tables, hstings, and graphs in detail.

[+1=01 onbdential Page 450l 55
Wersion 20 25 Mar 2025

Page 49 of 106



Statistical Analv=is Pl 27130008 1-110]

12 REFERENCES

*  Bartholomew, D). [sotomic inference. In: Samuel K, MNorman L), editors. Encyelopedia of
Statistical Science volume 4, New York: Wiley-Interscience, 1983:260-3,

e LY LinP L1y, Bekele BN, A modified toxicity probability interval method for dose-
finding trials. Chin Trials. 2010:7-653-63,

o Y, Wang, 5 Modified Toxicity Probability Interval Design: A Safer and More
Rehable Method Than the 3 + 3 Design for Pracucal Phase | Trials. 1 Chin Oncol.
201331178591,

o FDA Guidance for Industry Climeal Tnial Endpoints for the Approval of Cancer Drugs
and Biologics, Dec 2018 |mnternet. cited on 1st Aug 2024 Available from:
https: Ywwew fda cov/media/ 7 195 download,

[<1=01 Confidential Page 49 ol 33

Wersion 20 25 Mar 2025
Page 50 of 106



U] ™

L EERTRR N

fr 0] W aT
1] Do Fan)
(AYRIN] __“_.._._uur._:_...
LHopeway
w LAY F 2pedy £ ApPEd)y L TPEd)y [ Apedy
s Sl i ) A1UaA ] AN Ji] BRI .m_w": CVLILLREASY | LIRLRELLRLY i Jdaaeae, g e
5 - (4¥2.00) 4 [Py derf BLIRL Y [rrul L YN ! L |

|BLLLIOU JO LT J2M0)|
Ayl S A7 pus pewou jo o saddn sy st w0 218y mojaq 2pqe 2

0L ¢

e sIaeind AoIRIoqe] pRloaas 101 Sapeis 9y )10
FoAVILYSOE VLAV Tdiaot yrrausaa; sdny
BAUTUO DJQEIIBAR S1 {0 [T 2UNT €0 #A) o007 AR 0§ U01512A
(V1)) SIU2AT 2SI2APY 10] BLIAILL) AT0Jouiua], wowey weifosd vonemeas Adeiayl 12ouey (1N ) 20mggsuf 1 1) [BUOTER,

1 U1 palsl

-

ipdy x¢ aouniapayyam)

0 ¥ Uoisdap, h.H____c_,U._..U“_ SjuaAg sslanpy 10} BUSIUD hmG_OEEL_m.F UoLIwoD ‘UlieaH 10 a1njisu) |[EUCNEN LS L

S3JIAN3ddV €1




et

I

e
I

£ Apay

b apen

£ apedy

7 APy

_” ..__-._u.

)

SHIUY % - _..”_.# 3L .u._ SIUA ] 5AANY d) BLIJL ) ..”ﬂ..__“._.._.__..._..._.u._.. LALLILTRY LU T I




s
[T

|
i
"W

LRIRRI N

Lkl

N

(OO ok
._._m. -
(O
(NN iR
(N =W

(i | 7 N
ol ¥ w i |
N I B PR A LTk RIL ™% I
LIy |_..ﬂ_ _| i VLT ....f.l./

£ apedy

7 APy

_” ..__-._u.

SHULY S - (A¥ L)) SIUIAT RIIAPY J0) ELILL)

CROJOUILLIA | WOy [N,

et




fial i

. o

et




LD U B D P Eisy Lo

A%

NiaRATRl

|30

IV

Sy [P

L

PRSP D0 R L ELTULINAP (][4 [ (a0

=loa ][] LA SILALLILE 180 sy 2T e junp A ueagodd aanopoad e R AL
Jux LI ”._._ ___r._. ]

e a0 2]

[raes msop=psed poe =2kl unoaag [2An] SSeP 2 UIPALILA UL UE UYL f ] U PRI LG |EDD 280] as0

PALAPISLILE .._._ ...__ L1 3]

.,....f.. ....4_... ..,..J._.
MBI { e JUALITEY - AL

[0 ] 1RSIy o) Ay

nda

S

o

a a ntda

o

o

o

nda

1"a

ma a2a nta ona onma ara

ra o ¢a o na o nta o yYa o onva onta o ona s orda 8

ma rYa na na omnma nra na onma aYa o ada

S S ] nta o ya o rvYa na va o a2a o aa mda 9
e S o) S S ] na o ya mra o ma o ra rda .
e ™ ) Y 5 S S ( ma nta 171 17 17 15

”
2
»
»
»
72
o
o
72
o

a n1a na nda
b 5 ( (l

| | | A A | | | A | 5 5 S S I
K | K | A | | A | | K | A A A k| | il

e

o
o
o
o
o
n
o

[}

L1C YAy s1oalgng Jo mgquinp,

ASO(] ULy A 1e s122lgng ajqen[eA;] JO Iagump,

ubisaq (1dLw) jeaaiu) Aipgeqold Aloixo ] payipoly Buisn juawubissy aso(

Ztlh

[ =T =Or=as Lo




stattstical Analvsis Pl <71 500=l0s] =11

SIGNATURE PAGE

Author;

[electronic approval in eDMS]

Hirok: Ikezawa Date
Japan and Asia Clinical Data Science Department,

Climeal Evidence Generation Fulfillment, DHBL

Approval:

|_|.?|L‘.L‘.'.I'L‘!:‘|i: approval in M5

Head of Biostatisitics Group Date
kenichi Saito
lapan and Asia Clinical Data Science Department,

Clinical Evidence Generation Fulfillment, DIBL

[electronic approval in eDDMS]

Study Director Date
Fakuma Miura
Japan and Asta Chmcal Development, Oncology,

Clinical Evidence Generation Fulfillment, DIBL

[electronic approval in eDDMS]

Pharmacokinetic Analyst Date
Sari Shiba
Climical Pharmacology, Chinical Pharmacology Science,

Clhinical Evidence Generation Fulfillment. DHBL

[<1=01 onfidential [Fape 3501 35

Page 56 of 106



Statistical Analvsis Plan ET130-0081-101

Eisai

STATISTICAL ANALYSIS PLAN

Study Protocol E7130-JO81-101

Number:

Study Protocol A phase | study of E7130 1 subjects with sohd tumors

Title:

Date: 06 Apr 2018

Version: Wersion 1.0

i sal Conlidential |"ugk' Lol 44

Version |00 06 Apr 2018

Page 57 of 106



Statistival Analvsis Plan L7 A= -1

1 TABLE OF CONTENTS

I TABLE OF CONTENTS e, 2
2 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS.. ... 5
30 INTRODUCTIOMN 7
3l Sy etV eS 7
3l Primary O Bective 7
il2 Secondary Objectives. 7
313 Exploratory Objeclives | 7
3.2 Meerall Study Designoand Plan..o 7
321 Crverall Study Destenand Plan.. i, 7
322 P | 5
323 Tt |3
4 DETERMINATION OF SAMPLE SIZE . e, 14
5O STATISTICAL METHODS i, 15
51 Study ENdpomits 15
511 Primary Endpoints 15
1.2 Secondary Endpomts 15
1.2 Pharmacokinetic (PR) Endpomnts. 16
213 Exploratory Endpomts 17
52 Study Subjects. 17
521 Detimitions of Analvsis Sets. 17
522 Subect Dispostlon. o 15
523 Protocol Deviations....... 15
524 Demographic and Chher Baseline Charactenstics .. 15
5.2 Prior and Concomutant Therapy... 20
326 Treatment Compliance. ..., 20
3.3 Data Analvsis General Considerations 20
531 Poolmg of Centers,... 20
532 Adjustments for COVATIATES .. 20
533 Multiple Comparsons/Mualtiplicity o 20

534 Examination of Subgroups. . 21

535 Handling of Missing Data, Dropouts, and Quthers.... ... . 21

330 Other Considerations 21
54 Efficacy Analyses .. O TRUD .
541 Primary Elficacy Analvses .. 22
542 Secondary Efficacy Analvses ..., 25
543 Other EfMicacy Analyses. 25

Fisai Conlidential Page 2 ol 44

Version |00 06 Apr 2018

Page 58 of 106



Statistical Analvsis Plan

ET1a0J0R =100

5.5 Pharmacokmetic, Pharmacodvnamie, Pharmacogenomic, and Other
Biomarker Analyses

Pharmacokinetic Analyses

26

351 Plasma Concentrations and its PR Parameter Analvsis . 20
551.2 Lrine and Fecal Concentration and its P Parameter Analvsis . 27
5513 Pharmacokinetic Data Figures . 24
3514 Evaluation of Dose-Proportionality in PR Parameters ... 28
352 Pharmacodvnanie, Pharmacogenomic, and Other Biomarker Analyses | 29
233 Pharmacokinetic / Pharmacodynamic Analyses 29
30 Safety ANAIVSES e, 30
S6l Extent of EXPOSUTE... 30
562 Adverse EVents 31
363 Laboratory Values. . 33
3604 WAL LS. 33
565 Electrocardiourams . 33
5606 Other Salety Analyses. . 34
57 Oher Analvses. e, 34
35 Exploratory Analyses. ., 35
6 INTERIM ANALYSES 36
T CHANGES IN THE PLANNED ANALYSES i, 30
5 DEFINITIONS AND CONVENTIONS FOR DATA HANDLING..... ... ... 37
81 General Data Handling . 37
8.2 Efficacy Data Handling, e, 37
8.3 Satety Data Handling . 38
5.4 Pharmacokmetic Data Handling ... 41
841 Lower Limut of Quantification of E7130 Plasma Concentration.......... 41
542 BLO Handhing for Calculanon of PK Parameters ... ... 41
843 BLOQ Handhing for Developing Concentration-Time Profiles . . 41

54d.4 BLO Handhing for Developing Figures of individual ECG parameter
values — plasma Concentration of E71300 . .. 41
845 Handling of Anomalous Concentranon Values . ... 41

5406 General Rules for Presentation of Drug Concentrations and P
Parameters... 41
9 PROGRAMMING SPECIFICATIONS . i, 43
10 STATISTICAL SOFTWARE . i 43
Il MOCK TABLES, LISTINGS, AND GRAPHS ... 43
12 REFERENCES [ 4
13 APPENDICES e 45
Foisal Conlidential |"ugk' o4y

Version |00 06 Apr 2018

Page 59 of 106



Nan FIAJ0R] =10

National Institute for Health: Common Terminology Criteria for Adverse
Ewvents (CTUARY Version U3 0, -

Dose Assignment Using Modified Toxaeity Probability Interval (mTPI)
D s LTIl a8
15 Conlidential Page o ol 44
€T3 (N r 201%

Page 60 of 106



A

statistical Analvsn

71300081101

2 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

Abbreviation

I'erm

ADA

anti-drug antibody

Ab

adverse event

ATC

anatomical therapeutic chenucal

AL iing

area under the concentration-time curve from zero time extrapolated to

infinite time

AUC

area under the concentration-time curve from zero time
quantifiable concentration

to time of last

BC

.L'Y‘Z'C;'IE,[ CAneer

BLO

below the hmiat of guantification

BOR

hest overall TESPHNSE

BSA

body surface area

CBR

climeal benefit rate

'l

confidence interval

L

total clearance

maximum observed concentration

concentration at end of infusion

l[._.Il.-u'_'

trouch drug concentration of ecach cvele

CR

L'E]:'IH'.I.I;_‘H_' TERPONSE

CRC

coloreactal cancer

CRF

Case report form

CSR

clincal study report

CTCAE

commaon toxicity critena for adverse events

vV

coctticient vanation

DCR

discase control rate

DLT

dose linmating wxicity

ECG

electrocardiogram

ECOG

Lastern Cooperalive Oncology Group

Ll

UASTIC cancer

HerZ

human eprdermal growth factor receptor tvpeZ

1HPD

highest posterior density

HPV

human papillomavirus

LLT

lower level term

MedDRA

Medical Dictionary for Regulatory Activities

MTD

maximally tolerated dose
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Abbreviation Term

m 1Pl modified toxacity probability mnterval

NE not evaluable

OBD optimal biologic dose

ORRE objective response rate

0S overall survival

PAVA pooled adjacent violators algorithm

PD pharmacodynamics

PD progressive disease

PFS proaression [ree survival

P pharmacogenomics

Pk pharmacokinetics

PR partial response

P performance status

PT preferred term

PTF peak-troush tluctuation

QT (Ol interval

[E4D] recommended dose

RECIST response evaluation eritera in sohid twmor

SAE serious adverse event

SAP statistical analysis plan

S0 standard deviation

S0 stable discase

51 systeme mternatienal

SOC svstem oruan class

Spd; percutanecus oxyoen saturation

terminal elimmation phase halt-lhife

[EAE treatment-emercent adverse event

FEMAN treatment-emergzent markedlv abnormal laboratory value

FLG tables, hstines, and sraphs

time at which the highest drug concentration occurs

LCPM unit probability mass

Vo volume of distribution at steady state

WO DD World Health Orcamzation drug dictionary

o rerminaal E!l]i'l.‘i:_‘ rate constant
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3 INTRODUCTION

[he purpose of this statistical analysis plan (SADY) 15 to deseribe the procedures and the
statistical methods that will be used to analyze and report results for Eisal Protocol E7130-
JUR =101,

3.1 Study Objectives
3.1.1 Primary Objective

e loevaluate the tolerability and safetv profile of E7130 10 subjects with advanced solid

[mors,

312 Secondary Objectives

o To determine the maximally tolerated dose (MTD) of E7130 (only in Part 1).

o Toevaluate the pharmacokinetics (PR) of E7130.

. ['o determine the recommended dose (RD) for future studies.

e lo evaluate objective response rate (ORR), disease control rate (DOR) and clinical
benefit rate (CBR).

o Toevaluale progression-free survival (PFS) and the overall survival (O8) (only in Part

2).

313  Exploratory Obhjectives

3.2 Overall Study Design and Plan
3.21  Qverall Study Design and Plan

[his 15 a Phase 1 study of E7130 m subjects with advanced sohd tumors. This study will be
conducted 1n 2 parts (Part 1 and Part 2). Part | will be the dose escalation portion of this
studv to assess dose-limiting tocacity (DLT) and to determine the MTD i subjects with solid
tumors. Considening etficacy, satety, PR and biomarker, up to 3 doses in | regimen either
every 2 weeks or 3 weeks will be selected from Part | for Part 2. Part 2 will comprise cohort
expansions to further characterize the salety and tolerability o E7130 and 1o evaluale

e Conhdential Prape Fol 449
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preliminary efficacy of E7130 in subjects with Her2-negative breast cancer (BC), followed
by other solid tumors (squamous cell carcinoma of the head and neck [SCCHN] and other
cancer, eg, gastric cancer [GC] and colorectal cancer [CRC]). After completion of Part 2, RD
for future studies will be estimated based on the data from Part 1 and Part 2.

Pare1 Select up to 3 doses Part 1
= (MTD and 1-2 doses
MTD determination in 1 regimen
of every 2 weeks either every 1 weeks
Solid mmors (All comer) or 3 weeks)
Safetv and Safetv and
 e—preliminary efficacy | preliminary efficacy
MTD determination Subjects with i Subjects with
of every 3 weeks Her 2-negative BC other solid tumors
| Solid tumors (All comer)

Figure 1 Ovwerview of Study Design

322 Part1

The study design overview of Part 1 is presented in Figure 2. Part 1 will be conducted in
subjects with solid tumors. Part 1 will consist of a Pretreatment Phase, Treatment Phase, and
Follow-up Phase.

Pretreatment Phase Treatment Phase Follow-up Phase
h::-nscﬂl Screcmng Baseline Cyele 1 Cyele 2 Cyele 3 or later | Discontinuation Last . |
I I L
1 1 =
=
. ! ! B . 8
g = [ 2 [ 2 E 2 =
& = 4 =
£ g | s : E 35 5
o ) - = == 5
3 B : z ' 3 25 |2
£ = 1 o 1 ER o
S 1 1 - 3
5 1 1 &
1 1
I - I : — | 1
I u"!“’ﬂl'l 28 days I DIT ohservation I bugcmtmmmu 1 |
date +7 1
i i i | | I I
[ — | —— | E— "
1 I Within Exvery 2 weeks: 28 days/cycle 130 (+7) days after last dose
1 1 3 days Intravenous admmstration of E7130 on Day 1 and 15 of each cycle 1
Every 3 weeks: 21 davs/cycle il 1
1 1 Intravenous administration of ET130 on Day 1 of each cycle I [

Figure 2 Overall Study design of Part 1

The Pretreatment Phase will involve obtaining informed consent, a screening period, and a

Eisai Confidential Page 8 of 49
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baseline assessment. The Treatment Phase will consist of Cvele 1 for DLT assessment with
every 2 weeks and every 3 weeks resimen and subsequent cycles for sequence treatment. First,
DLT assessment will be inhated to determine MTD with every 2 weeks. Once the first DLT
with everv 2 weeks regimen 15 observed, DLT assessment will be initiated to determine MTD
with everv 3 weeks at (=1) lower dose than the dose where the first DLT with everv 2 weeks
regimen was observed. Based on result of DLT assessment includimg PR profile with everyv 2
weeks regimen, DL assessment with every 3 weeks rezimen mav be shifted before the first
DLT with every 2 weeks rezimen 1s observed. For Cycle | and onward, each cvele 1s 28 davs
long for every 2 weeks regimen and 21 davs long for every 3 weeks remimen. In Cyele | and
onwards, subjects will be adnumistered E7130 every 2 weeks (Day | and 15 of each cvele) or
every 3 weeks {(Day | of each cvele) untl they meel any of the critena i “Critenia for
discontinuation” of study protocol. The Follow-up Phase will consist of the examination at
study discontinuation and the last observation period.

Dose assignment of subjects

Anaccelerated Moditied Toxicity Probabihity Interval (m' TP design (110Y and Wang 51, 2013)
will be emploved to determine the MTD of E7130. Firstly, MTD of E7130 with every 2 weeks
regimen will be determined in following manner. The mitial dose level of E7130 with every 2
weeks regimen will be 25 pu/m- and the first cohort would enroll 3 subject for DLT evaluation.
In the first cohort onlv, iitial admimstration of E7130 for the second subject must be started
on and after the 29th dav after C1D1 of the first subject. It drug-related Grade 2 or higher
toxicity 15 observed 1n | or more subjects within the 1mitial cohort, dose assignment for
following cohorts will be determined based on m'TPl design, described below. It drug=related
Grade 2 or higher toxicity 15 NOT observed i the mitial cohort, DLT will be evaluated in
successive dose level with smgle-subject unul such a toxicity was observed. I such a toxicity
1s observed, the cohort will be expanded 1o enroll total 3 subjects.

After that, each subject will be assigned a dose of E7130 1n accordance with the rules of the
m TPl design based ona DLT rate of 23% and the corresponding 3 toxaeity probabilhity intervals
that are defined as 20% to 30% (proper dosing), 0% to <20% (underdosing) and =30% to 100%,
{overdosing). The entire dose assignment decision rule can be precalculated under the m'TPI
design and presented i Table |

[SNEE]] Conhdential [Fape ool 4
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Table 1  Decision Rule for Dose Assienment

Mumber of Evaluable Subjects at the Current Dose

k! I8} L 12 15
- 0 E K E K
5 | S S : E
= 2 D 5 - 5 E
L’t
i 1 D. 1 (b 3 ol o i
; 1 D, L D 5 5
o 3 .1 D, L S 5
o
= 6 D, L D, L D, L S
Z ~7 D, L D. L D, L

E = Fscalate o the nest bngher dose 8 = Stav at the corrent dese, D= Dre-csealate te the nex
lower dose ™ U= Current dose s onaceeptably wosie des Do net re-enter the current dose)
Torger DT vade ot WD = 25% s cquivalence tosicity interval = 20t 30%, Colwrt siee = 3
subpects
isplay for more than 13 subjects al the corrent dose 15 omined

ac Barly 8D determmation and mtation ol explorimg CRIY candidate may be consdered

B ot o 20%0 dose escalation resulied o 710 then an intermediate dose level between pre-

and post-dese escolation would be evaluated i the next cohait,

Based on the number of subjects developing DLUT(s) during the DLT assessment period in
cach dose level. dose assignment (escalate, stay, de-escalate) for the next 3 subjects will be
determined according to the above table. When 1 subject has already been evaluated i next
dose, two subjects will be enrolled and dose assignment will be determined based on a result
from the 3 subjects. In case where 4 or more subjects were enrolled and evaluated ma
cohort, dose assignment (not shown in above table) will be determined by a result from all
the subjects at the dose Next cohort at the dose level wall enroll and evaluate 2 or less
subject so that the number of subjects at the dose level be muluples of 3. For example, 1if 4
subjects are treated and evaluated at once as | cohort and another cohort 1s assigned 1o the
same dose, 2 subjects will be treated and evaluated as the another cohort. At the new dose
level where 3 subjects {except for imtial dosing cohort of every 2 weeks regimen) are
enrolled. the second subject should start to recerve the mitial administration of E7130 on the
following day after the first subject 15 observed in C1D 1. Subjects who are not evaluable tor
DLT (for example, those subjects who discontinued during Cvele 1 for reasons other than
DLT ocearrence) should be replaced within their dose level When DLT evaluation s
completed in 7 cohorts being composed of 3 subjects (except for imtial dosimg cohort), MTD
tor every 2 weeks regimen will be determined and then “additional subjects to explore
candidate OBD™ (described later) will be enrolled. However, the maximum number of the
cohort mav be adjusted as required. In addinon. early determination of MTD and start of
exploring candidate OBD mav be considered 1f the probability of future subjects also bemng

[SNEE]] Conhdential [ T0hol 44
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allocated to that dose 1s expected to be high enough. Details of the mTPI design are
described m Section 5.3.6. Figure 3 shows the process of dose assignment to subjects based

on Table 1.

Dose to 3 subjects to cvalate DLT s
1

v v v
DLT vcowred in 0 DLT ocowned in 1 DLT ocovred in =2
out of 3 subjects out of 3 suljects out of 3 sulyects
¥ W
: . D De-escalate to the next
E: Escalate to the next ugher dose 5: Stay at the cumrent dose s
[ | |
Yes

New dose level?

Dose to 3 additional subjects
v
Evaluate DLT

Complete DLT evaluation in 7 cohorts
(except for the first dose cohort) each composed of 3 subjects?
Clase subject registration prematursly?

Yes

Dietermune the dose for the next cohort based on the total mmmber of evaluable P T
subjects and the number of subjects with DLT at the current dose caroll nan ¢

E: Escalate to the next higher dose; 5: Stay at the cwrent dose; D Die-cscalate Determine MTD
to the next lower dose®

a: Ifa 100% or 50% dose escalation resulted in “D,” an intermediate dose level between the current dose and the next
lower dose will be evaluated in the next cohort,

Figure 3 The Process of Dose Assignment

MTD m every 2 weeks regimen will be selected as the dose with the smallest difference
between the target DLT rate of 25% and an estimate of DLT rate based on the posterior
distribution of DLT rate for each dose. Once MTD 1s selected 1n accordance with that way, we
will finally deterinine MTD after toxicity data until Cycle 2 is taken into account. Once the
first DLT with every 2 weeks regimen is observed, DLT assessment will be initiated to
determine MTD with every 3 weeks at (—1) lower dose than the dose where the first DLT with
every 2 weeks regimen was observed. Based on result of DLT assessment including PK profile
with every 2 weeks regimen, DLT assessinent with every 3 weeks regimen may be shifted

Eisai Confidential Page 11 of 49
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betore the first DLT with every 2 weeks regimen 15 observed. The mutial dose level of E7130
with every 3 weeks remimen will be decided based on safetv profile in everv 2 weeks regimen
and the first cohort would enroll 3 subjects for DLT evaluation.

The dose assignment rule m every 3 weeks regimen 15 also determined by mTPI method,
described above. To determune dose assignment inevery 3 weeks regimen, the DLT evaluation
resull at a same dose level in everyv 2 weeks recimen will not be pooled. When DLT evaluation
15 completed in 5 cohorts being composed of 3 subjects, MTD for every 3 weeks remmen will
be determimed in the same step as every 2 weeks regimen and then “Additional subjects to
explore candidate OBD” {desenibed later) can be enrolled. However, the maximum number of

the cohort mav be adjusted as required.

It there are subjects who could not complete mfusion of E7130 on CID1 and CIDIS (only
every 2 weeks reqimen) or the DLT assessment durmg 28 davs (every 2 weeks) / 21 davs
{every 3 weeks) penod Tollowing Nirst dose of E7130 because ol any reasons except DLTs, the
sponsor should discuss whether the subyjects should be mcluded i the DLT analvsis population
with the investigator, medical expert and 1f necessarv. independent medical advisors. And
based on the discussion, the sponsor could also replace DLT evaluable subjects enrolling
additional subjects. In addition, transition to next dose levels and dose escalation range will be
decided after also considernng the safetv data of those subjects who were excluded from the
DL T analvsis population.

Additional subjects to explore candidate QBD

In Part 1, during the escalation process to determine the MTD for the 2 weeks or 3 weeks
regimen, selected doses at and below the MTD (up to 2 doses and MTD in each regimen) could
be expanded with an additional & to 9 subjects (total 9 subjects per cohort) to obtam additional
safetv, efficacy, PK oand biomarker data. Based on totality of prechinical and clinical
information including safetv and tolerability, PR, efficacy and biomarkers obtamed m Part 1,
1 schedule regimen would be selected and the MTD and up to 2 lower doses (candidate OBLDs)
m selected regimen would be considered for Part 2 to explore the OBD m Her2(—) BC cohort.
The OBD candidates at lower dose level than MTD from the | selected regimen only {every 2
weeks or 3 weeks) wall be taken

Frisai Conldental [Faee 12 ol 44
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3.2.3 Fart 2

Part 2 will consist of 2 steps - A and B, where in Step AL subjects with Her2(-) BC will be
enrolled at MTD and up 1o 2 lower doses ol | selected recimen either every 2 weeks or 3
weeks in Part | Each dose level consists of 20 subjects. Based on the totality of information
in this cohort, further cohorts mav be enrolled 1o determine the OBD based on all salety, PK,
biomarker data and eflicacy data in specific umor types. Tumor tvpes considered i this Step
B are SCCHN, and other cancers (eg. CRC, GC). Each dose level consists of 10 subjects.

Subjects with HerZ-negative BC and other sohd tumors (SCCHN, GO and CRC) wall be
evaluated in Part 2. Part 2 will consist of a Pretreatment Phase. a Treatment Phase, and a
Follow-up Phase. The Pretreatment Phase will involve obtaming informed consent, a
screemng penod. and a baseline assessment. The Treatment Phase will consist of treatment
cveles that are each 28 days (every 2 weeks regimmen) or 21 davs (every Jweeks regunen) i
duration, and admimistration of E7130 every 2 weeks or 3 weeks will continue untl subjects
meel anv ol the critena in “Critena for discontinuation” of study protocol. The Follow-up
Phase will consist of the exammation at study discontinuation, the final observation and the
tollow-up for PFS and OS5, In the follow-up for PES and 085, subject’s survival and post-anti-
cancer treatment, 1f requested by the sponsor, will be tollowed (eg, 6, 12, 18 months after the
last subject’s enrollment) until the sponsor terminates the study, the followed last subject 15
death/lost to follow-up/withdraws his or her consent, or 18 months after the last subject’s
enrollment, whichever comes first.
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4 DETERMINATION OF SAMPLE SIZE

The primary objective of this study 15 to evaluate the tolerabihity and satety profile of E7130.
The number of subjects 1n the Part 1 wall be approximately 70 For every 2 weeks regimen. 1f
drug-related Grade 2 or higher toxicity 1s not observed in 3 subjects at mmitial dosing cohort,
some subjects will be enrolled in single-subject cohort and then 7 cohorts of 3 subjects
{except Tor imual dosing cohort in every 2 weeks resimen) will be investugated aller
mereasing of cohort size from | to 3. Five cohorts of 3 subjects will be mvestisated in dose
finding ol every 3 weeks remmen. The maximum number of the cohort in mTPI parts may be
adjusted if necessary. The maximum sample number of cohort lor each resimen was deemed
appropriate to explore some dose levels around MTD, and evaluate their safetv profile. After
dose finding with m'TP1 design, approximately 30 subjects will be enrolled for explonng
candidate OBD purpose.

The Part 2 by 10-20 subjects each dose of each tumor cohort will allow for further evaluation
ol salety and prehminary anti-tumor activity. The numbers of subjects were mainly based on
the leasibihity of enrollment. For illustrative purposes. 1if there are no objective responses on
=20 subjects, where the probability 15 <12.2 %0 under ORR of 10 %o, the dose level of E7130
might be considered unpromising for this population, unless the chinical judgment suggested
otherwise
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5 STATISTICAL METHODS

All statistical analyses will be performed by the sponsor or designee after the data cutoft for
amalvsis or the study 15 completed and the database 15 locked. Statistical analyses will be
performed using SAS software or other vahdated statistical software as required.

All desenptive statistics for continuous variables will be reported using mean. standard
deviation (5D), median, minimum and maximum. Categorical vanables will be summuarized
as number {percentage) of subjects,

All stanstical analvsis will be performed by part separately. Every 2 weeks and 3 weeks
regimen are not pooled on summarization i Part 1. The cancer cohort in Part 2 other than
BC or SCCHN wall be defined by actuallv enrolled cancer (e, GO, CRC, ete ).

The results of other bomarker analvses will be reported separately, and the details of these
anmalyses will be described in a separate analysis plan.

5.1 Study Endpoints
511 Frimary Endpoints

*  Tolerability endpoint: DI Ts,
o Safety endpoints: AEs, chinical laboratory tests, vital signs, arterial oxveen saturation,
body weight, 12-lead ECGs, and ECOG PS

512 Secondary Endpoints

o MTD determination: will be selected as the dose with the smallest difference between
the tarzet DL'T rate of 25% and an estimate of DL'T rate based on the posterior
distribution of DLT rate for each dose. Toxicity data until Cwvele 21 taken imto account
to finally determine MTD.

* Pharmacokinetic endpoints: The endpoimnts are PK parameters denved by
noncompartmental analysis using the plasma concentration time data of E7 130,
imcluding followings but not hmited to; maximum observed concentration {C ). time at
which the highest drug concentration oceurs (ty ), area under the concentration time
curve (AUC), terminal elimmation phase halt-life (t. ), total clearance (CL), and
distribution volume {(Va). The amount of unchanged drug excreted in urine and feces and
renal clearance(C L) will be derived, if possible in subjects who have urine and feces
samples in Part]

¢+ RD: The RD 15 determined based on the MTD. the OBD and efficacy/safety/ PR D data
in Part 1 and Part 2.

«  Efficacy endpoints: Best overall response (BOR) based on RECIST 1.1, obective
response rate (ORR ), disease control rate (DCR), chinical benetit rate (CBR), PFS. O8
and percent changes {rom baseline in the sum of the diameters of tumor tareet lesions (1f

apphcahle).
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BOR is complete response (CR), partial response (PR), stable disease (SD). progression of
disease (PD), and not evaluable (NE). where SD has 1o be achieved at =5 weeks aller first
dose CR or PR n Part | of this study requires no conlirmation of the next response at =4
weeks The conlirmation 1s mandatory m Part 2.

ORR 15 defined as a proportion of subjects with BOR of CR or PR,
DCR 15 delined as the proportion of subjects with BOR of CR, PR or SD.

CBR 15 defined as the proportion of subjects with BOR of CR, PR or durable 5D {duration of
SD = 23 weeks), Duration of 8D s defined as the time from the date of first dose to the date
of the first documentation of disease progression or death from anv cause, whichever occurs
first. 1t will be calculated for subjects whose BOR 1s 5D

PFS 15 defined as the time from the date of first dose to the first documented date of event
(disease progression or death [rom any cause, whichever occurs lirst).

0S8 15 defined as the time from the date of first dose to the date of death from any cause. For
the subjects who are alive or unknown, 08 15 censored as the date of last known alive date or
the date of data cut off, whichever comes first.

51.21 Pharmacaokinetic (FK) Endpaints

Pk parameters derived by non-compartmental analvsis usimg plasma, urine. and fecal
concentrations of E7130 which include. but are not limited to. are shown as below:

“Plasma PK Parameter=

Cwvele | Day 1 and Cyele 2 Davy |

Cimax maximum cbserved concentration

tmax time at which the highest drug concentration oceurs

ALC, arga under the concentration-time curve from zero time to time of last
o quantifiable concentration

AUC it arca under the concentration-time curve from zero time extrapolated to
' (fhmt) infinite time

t:: ternunal elimimation phase halt-hife

CL total clearance

MRET mean residence time

tur termuinal phase rate constant
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WV volume of distribution at steady state

Cwvele | Day 15, Cyele 2 Day 15 (2 weeks remimen onlv), and Cwvele 3 or later

i maximum chserved concentration
Cend congentration at end of infusion

trough drug concentration of each administration interval

Urinary and fecal PK Parameter
\ amount of unchanged drug excreted n unine (or feces) up to time of last
Shgely - . . . . s

- quantifiable urinary concentration (after dosing at time )

d drug excreted m ourine (or feces) up to fixed time of x

amount of Unenanged

-'1||~-.'| R . - - x
' (after dosing at time )

amount ol unchanged drug excreted i urme (o1 Teces) between 2 dala ponts
e t) and t

fraction of dose excreted i urime (or feces)

Cln renal clearance

513  Exploratory Endpoints

5.2 Study Subjects
521 Definitions of Analysis Sets

Lhe DL Analysis Set 15 the group of subjects m the Part | who completed Cvcle |
treatment of the study drug and were evaluated for DLT, and those who developed DLT

durmng Cwele 1 Thas wall be the analysis set for MTD determuination m the Part 1.

The Safetv Analvsis Set 15 the group of subjects who recerved at least 1 dose of the study

drug.

The Pharmacokinetic Analvsis Set 15 the group of subjects who recerved at least | dose of
the studv drug and whose at least 1 postdose sample of blood was taken for PR analysis,
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The Efficacy Analysis Set 15 the group of subjects who received at least | dose of the study
drug and had both baseline and at least 1 postbaseline tumor assessments.

The PD and PGx Analysis Set 1s the sroup of subjects who recerved at least | dose of the
study drug and had at least 1 PD and/or PGix data.

The number ot subjects entered into Treatment Phase, the number and the percentage of
subjects included in each analysis set will be presented. The results will be summarized by
each dose group and for total dose groups i Part 1. The results in Part 2 will be summarized
by cach dose in cach cancer cohort. by each cancer cohort (1e. dose will be pooled within
each cancer cohort), and tfor whole subjects. Subject data hstings wall be provided

5272 Subject Disposition

For the summary table of screening subjects. the number (percentage) of subjects who were
cnrolled (1, subjects who signed informed consent), contimued in the study after screening,
fatled screeming, and the primary reason for screen failures will be presented.

Subject disposition table will include the number of subjects who were treated not treated.
and completed’discontinued the study., Similarly. the number of subjects who
completed/discontinued the study treatment, and the primary reason for the study treatment
discontinuation will also be summarized. The results will be summarnized by each dose group
and for total dose groups m Part 1. The results in Part 2 wall be summarized by each dose n
cach cancer cohort. by each cancer cohort, and for whole subjects.

A subject who completed the study 1s delined as whose last observation had been done. A
subject who completed the study treatment 1s delined as who discontimued study treatment
due to disease progression or study cut-oft,

Subject data histings will be provided.
523  Protocol Deviations

Major protocol deviation criteria will be established and subjects with maor protocol
deviations will be identified and documented betore the database lock. The protocol deviations
identified according to the criteria at study entry and durimg treatment will not be included in
TLGs covered by SAP, but will be presented in the clinical study report (CSK)

5.2.4  Demographic and Other Baseline Characteristics

Demographic and other baseline charactenstics will be summarnized using descriptive
statistics n Safetv Analysis Set. If the subjects included 1n PR Analysis Set 1s different from
those who are in Salety Analysis Sel, summarization on PR Analysis Set will be also
performed. The results will be summarized by cach dose group and [or total dose groups n
Part |. The results in Part 2 will be summarized by each dose in each cancer cohort, by each
cancer cohort, and for whole subjects.
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Continuous demographic and baseline vanables include

e Aue

*  Heicht
o Weight
«  BMNI

*  Bodysurface arca

Categorical demographic and baseline vanables include

e Ae group (<03 vears, & 03 years)
s Sex

*  Race

*  Ethncity

« LECOG-PS

Dhsease history and charactenstics at study entry will also be summarized by:

s  Primary tuwmor
= For BC subjects, status of HerZ expression, estrogen receptor, and progesterone
receptor are also summarized (positive, negative)

~  For SCCHN subjects, status of infection of human papillomavirus (HPV) 15 also
summarized (positive, negative).

~  For GC subjects, status of Her2 expression 1s also summarized (positive, negative).

~  For colorectal cancer subjects, status of KRAS, NRAS, and BRAF mutation are also
summarized (positive, negative).

e Tumor staging at diagnosis
*  known gene mutation status (positive, negative)
. Biomarker status m tumor tissue (posilive, nesalive)

»  CD31, o-SMA positve cancer associated lbroblast, acetylated a-tubulin in tumor
tissuc

e Time from first diagnosis to the date of first study treatment (months ) {(as continuous
variable)

* Involved disease organ

*  MNumber of mvolved disease organ (1, 2. =3)

¢  Number of previous anticancer medication as regimen (1, 2, =3)
o Subjects with any previous radiotherapy

e Subjects with any previous anti-cancer procedure

Subject data histings wall be provided.
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Medical History
A subject data hsting of medical history and current medical condition will be provided.

525 FPrior and Concomitant Therapy

All investigator terms for medications recorded i the CRE will be coded to an 11-digit code
usimg the World Health Orgamzation Drug Dictionary (WHOQ DDY drug codes. Prior
medications will be detined as medications that stopped before the first dose of study treatment.
Concomuant medications will be delined as medications that (1) started belore the first dose
of study treatment and were continuing at the ume of the lirst dose of study drug, or (2) started
on or atter the date of the hirst dose of study treatment up to 30 days after the subject’s last
dose or up to the start date of new anticancer agents, whichever comes first.  Medications
recerved after 30 days of last dose or start date of new anticancer medication will be considered
as post treatment medications,

The number (percentage) of subjects who ook prior and concomitant medicatons will be
summarized by Anatomical  Therapeutic Chemical (ATC)Y class  (anatonucal  class,
pharmacological class), and WHO DD preferred term on the Safety Analvsis Set. The results
will be summanized by each dose group and for total dose groups i Part 1. The results i Part
2 wall be summanzed by each dose 1 each cancer cohort, by each cancer cohort, and for whole
subjects. For Part 2. the number {percentage) of subjects who received previous anti-cancer
medication will be summarized in same manner,

Non-pharmacological procedures will be classified into standardized medical termmologsy
usimg the Medical Dictionary for Regulatory Activities (MedDBEA version 2001 or later).

All medications and non-pharmacological procedures will be presented m subject data listings.
526  Treatment Compliance

Subjects with treatment related protocol deviations will not be included in TLGs, but presented
i CSR as provided in Section 5.2.3.

5.3 Data Analysis General Considerations
531 Pooling of Centers

Subjects from all centers will be pooled for all analvses.
532  Adjustments for Covariates

Mo adjustment Tor covanates will be performed.

533  Multiple Comparisons/Multiglicity

Mo statistical comparison 1s planned i ths study.
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534 Examination of Subgroups

The subgroup analyses will be performed, if deemed appropriate. The definmmion of
subgroup will be determined and documented i SAP belore database locked.

53.5 Handling of Missing Data, Dropouts, and Outliers

I'he details of handhing of missing data wall be described i the section 5.
536  Other Considerations

Accelerated mTP1 Design

An accelerated mTPI design will be employed (o deternune the MTD of E7130, When a drug-
related Grade =2 toxicity 1s not observed i the first dose cohort (3 subjects) of every 2 weeks
regimen, dose will be escalated n successive cohorts by single-subject DLT assessment until
such a toxicity 15 observed. 11 such a toxicity 15 developed, the cohort will be expanded 1o
evaluate DLT in 3 subjects and mTPI design with cohort size of 3 will be adopted.

Ihe mTPI design uses a Bavesian statistical framework and a beta/bimomial hierarchic model
1o compute the postenor probabihtes of three intervals that reflect the relanve distance
between the DLT rates of each dose level 1o the target DLT rate of 25%

Decision rules for dose-finding are based on calculating the unit probability mass (UPM) of
three intervals corresponding to O to =20% (underdosing), 20 to 30% (proper dosing) and =30
o 100% {overdosing) i terms of toxicity. The UPM for each terval 1s delined as the
probability of the interval divided by the length of the mterval, and the one with the largest
UPM imphes the decision Tor future dose level 1o be assigned, 1e., dose escalaton (E), staying
at the current dose (S), or dose de-escalation (D), respectivelyv. This dose assignment rule
minimizes the posterior expected penalty i the Baves rule under a decision-theoretic
framework with the equal prior expected penalties tor E; S, and D The entire dose assignment
decision rule can be precaleulated and presented.

Determination of MT1)

MTD will be determined when the lowest dose has a =93% posterior probability of bemng DLT
rate =25% (1Le, unacceptable DLT rate bevond the target DLT rate) or a prespecified maximum
sample size, 7 or 5 cohorts bemy composed of 3 subjects i every 2 weeks or every 3 weeks
regimen respectively (except for mutial dosing cohort in biweekly regimen), 15 reached.
However, the maximum sample size will be adjusted as necessary according to the actual
number of dose levels that will be evaluated and the number of subjects evaluable for DLT. In
addition. 1 the Bayesian predictive probability that future dose assignments will be S 15 80%
or greater (in other words, 1l 11015 considered highly likely that future remstered subyects will
also be assigned to the current dose level) when 9 further subjects are added to a particular
dose level, subject reaistration will be closed early and the M TD can be deternuned.

MTD 1s defined as the dose with the smallest difference between the target DLT rate of 23%%
and an estimate of DLT rate at each dose among all the tested doses with =95% posterior
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probability of bemng DL rate =23%. Toxicity data until Cwvele 215 taken into account to finally
determing MTD. The isotomeally transformed posterior mean under the beta posterior
distribution with non-informative beta prior distnibution Beta (0003, 0.003) will be used to
determing the estimate of DLT rates at each dose. The pooled adjacent violators algorithm
(PAVA)Y (Bartholomew. D, 1983) will be used to maintain monotonically increase of DLT rate
with increasing dose level

5.4 Efficacy Analyses

Efficacy analvses will be conducted based on the Efficacy Analysis Set. The results will be
summarized by each dose group in Part 1. The results in Part 2 wall be summanzed by each
dose in gach cancer cohort, and by each cancer cohort,

541 Primary Efficacy Analyses
Since this trial 1s phase |, primary etficacy endpoint 1s not defined.
Part 1

Based on the tumor assessments accordmg to RECIST v 1.1, BOR will be summanzed. If a
subject had a best overall response of non-CKE/non-PD, the subject’s best overall response
will be grouped with the SD category. ORR, DCR. CBR and its corresponding exact 2-sided
03% confidence intervals will be caleulated.

A waterfall plot wall be presented lor the percent changes [rom baseline i the sum of the
diameters of target lesions at post-baseline nadi (1e, maximum tumor shrinkage). A spider
plot will be presented Tor the percent changes from baseline in the sum ol the diameters of
tarzel lesions

Part 2
Besides the similar analyses lor the Part 1, PFS and O% will be summarized.

PFS 15 defined as the time from the date of first dose to the date of first documented PD or
death due to any cause (whichever oceurs first) and calculated as below. For subjects who did
not have an event, PES will be censored. Censoring rules for PES are shown in Table 2

PES {months) = (Date of first documented P/ death/ censored date — Date of first dose 1)/
(365 25712).

The cumulative PES rate will be caleulated using kaplan-Meier method The median, 1,
and Q3 for PFS with their 95% Cls will be evaluated. The 95% Cls will be caleulated hased
on Greenwood formula and log-log transformation. The number (percentage) of subjects with
event/censored will be summanized, The PES rate with is 953% Clat 6, 12, 18, 24, 36, 32 78,
and 104 weeks will also be calculated, but not limited o these tme pomts. Kaplan-Meier
plots with the number of subjects at nisk will be presented.
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05 15 defined as the time from the date of first study dose to the date of death from anv cause
and calculated as below, Subjects who were lost to follow-up and the subjects who were
alive at the date of data cutoft will be censored at the date the subject was last known alive or
the cut-off date, whichever comes earlier. Censoring rules for OS are shown in Table 3. O8
will also be summarized in the same manner as with PES

OS5 {months) = (Date of death’ censored date — Date of first dose + 1) /(365 25/12)

Acswimmer plot will be presented for the PES of each subject. A watertall plot will be
presented for the percent changes from baseline in the sum of the diameters of target lesions
al post-baseline nadir (1e, maximum tumor shrinkage) with PES of each subject will be
presented in one figure,

Subject data hstings will be provided.
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Table 3

Censoring rules for O8

Situalion
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5.5 Pharmacokinetic, Pharmacodynamic, Pharmacogenomic, and
Other Biomarker Analyses

5.5.1 Pharmacokinetic Analyses

Ihe PR Analysis Set will be used for individual hstings and the summaries of E7130 plasma,
urinary. and fecal concentrations and for summaries and hstings of PR parameters.

In Part 1 of this study, using non=compartmental analysis, plasma concentrations of E7 130 wall
be analvzed to determine the PR parameters including Crs G, AUC, ¢, CL, and Vi
Urinary and fecal concentrations of E7130 will be analvzed to determune the PR parameters
including amount of unchanged drug excreted in urine or teces and renal clearance (CLg) in
subjects who have unine and feces samples m Partl, if possible. Plasma concentration data in
Part 2 of this studyv wall be used to population PR analysis integrating plasma concentration
data from Part 1 and other future studies. For population PR analysis, the details wall be
described 1in the separately prepared analysis plan and 1ts report, and the results will not be
in¢luded m the clinical study report.

5.5.1.1 Plasma Concentrations and its PK Parameter Analysis

<Plasma Congentration=

Plasma concentrations of E7130 will be summarized usimg summary statistics (n, mean, SD,
median, mmmum and maximum) by ecach dose group separatelv by regimmen (everv 2
weeks/every 3 weeks) and nominal time pomts. Plasma concentrations of E7130 wall be listed
for each subject by cach dose group separately by regimen, and actual sampling time.

<Plasma PR Parameter=

PR parameters will be derived by noncompartmental analvsis using Phoenix WinNonlin
software (version 6 2.1 or later) according to Eisa non-compartmental pharmacokinetic
Analysis Manual (302-104 00-MNL). The following PR parameters for E7130will be
calculated:

Cvele 1 Dav] and Cyele 2 Day |

£1|'|'|:|\._. t'll:l'\_—, AL-|(1|'|.I-I]_, :'J'lLl..-I{..|'II-|||I'|. t';_—, r""]-RT_-, -}'-..':_._ {L, "'t"l-..‘-

Cyvele 1 Dav 15, Cyele 2 Dav 15 (2 weeks recimen onlv)

£1 s Elnd ':11I\."'II‘-_'_|'|

Cwvele 3 or later

CI\.'IId and (11|-.'-|I:__|'|

(her PR parameters may be calculated as appropriate. For each dose group separately by
regimen. summary statistics will be tabulated lor the PK parameters. Summary statistics (n,
mean, S0, median, minimuam and maximum) will be presented for all parameters (apart from
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U where mean and S0 are not required). In addition, geometrnic mean and %oCY wall also
be presented for all parameters apart from ty..

PK parameters of E7130 lor each subject will be histed.

5.5.1.2 Urine and Fecal Concentration and its PK Parameter Analysis

Lrine volume and urinary concentrations of E7130and fecal weight and fecal concentrations
of E71300will be histed for each subject by each dose group separately by regimen and actual
sampling time

I'he tollowing unnary and fecal PK parameters wall be denved by SAS and/or Phoenix
WinNonlin according to 302-104 00-MNL,

Cvele 1 Dayv |

=lrinary PR parameter=

Amount of E7130 recovered in uring { A=) by each collection mterval

Cumulative amount of Axiaz i urine until end of each collection interval { Ao and total
collection period { Ao

Fraction of dose excreted {Fe; %o of dose) in urine by each collection interval

Cumulative Fe in urine until end of each collection interval and total collection perniod
Fenal clearance (CLg) [CLr will be obtained as Clr= Ao AUC ]

=Fecal PR parameter=

Amount of E7130 recovered in feces (Auqaz) by each collection interval

Cumulative amount of Ay in feces until end of cach collection imterval and total collection
period { A
Fraction of dose excreted (Fe; %o of dose) in feces by each collection interval

Cumulative Fe in feces until end of each collection interval and total collection period

Summary statistics (n, mean, 512 median, mimmum and maximum) will be tabulated for the
urmary and fecal PR parameters of E7130 respectively by cach dose group combined
regardless of regimen and separately by recimen, and collection period.

Urinary and fecal PR parameters of E7130 for each subject by each dose group combined
regardless of regimen and separately by recimen will be Listed.

< Total {urine and feces)=

Summary statistics (n, mean, S0 median, minimum and maximum) will be tabulated for
sum of cumulative Fe in urine and feces until end of cach collection interval and total
collection penod by each dose group combined regardless of regimen and separately by
regimer.
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5.5.1.3 Pharmacokinetic Data Figures

=Plasma Concentration=
The following figures will be displaved separately by recimen.

Linear and semi-log plots of mean E7130 plasma concentration-time profiles of all dose groups
will be displaved i the same graph using nommal time with SD by Cyele (Cyele 1 Dayl
dosing and Cyvele 2 Day 1 dosimg).

Lingar and semi=log plots of mean E7130 plasma concentration-time profiles after Cvele |
Davl dosmg and Cwele 2 Day 1 dosing wall be displaved using nominal time by each dose
roup m the same graph.

Lingar and semi-log plots of E7130 plasma concentration-time profiles of all subjects by each
dose group will be displayed using actual time by Cvele (Cyele 1 Dayl dosing and Cyele 2
Day | dosing).

Lingar and semi-log plots of E7130 plasma concentration-nme profiles afler Cvele 1 Dayl
dosing and Cyvele 2 Day 1 dosimg will be displayed using aclual ume by individual subject.

The mdrvidual and mean (£50) plasma trough concentrations of E7 130 will be displaved using
the nominal time in lincar scale,

The indradual and mean (150) Cona of ET130 will be displayed usimg the nominal time in
liear scale.

<Urine and fecal PK parameters=

Mean cumulative Fe until end of each collection mterval and total collection penod in urine,
feces, and urme and feces totally wall be plotted by each dose group combined regardless of
regimen and separately by recimen.

5.5.1.4 Evaluation of Dose-Proportionality in PK Parameters

The PK Analysis set will be used for evaluation of dose proportionality. This will be
apphcable where there are PK parameters of at least 3 dose levels separatelyv by regimen,
The dose proportionahity for E7130 will be mvestigated using PK parameters obtained from
non-compartmental analvsis after Cyele 1 Dav 1 dosing.

Doses (pa/m) will be plotted on the X axis and each parameter (e, AUC, 1, and
AUC jinn) will be plotted on the Y axis to display the data of all subjects.
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552 Pharmacodynamic, Pharmacogenomic, and Other Biomarker Analyses

The results of other bomarker analvses will be reported separately, and the details of these
analyses will be described 1 a separate analysis plan.

553  Pharmacokinetic / Pharmacodynamic Analyses

Plasma E7130 concentration and electrocardiogram (ECG) analyses will be performed based
on the Safety Analysis Set. PIC Q1 interval relationships between plasma E7 130
concentration and I/l wall be evaluated graphically

Individual AQTeF 15 calculated as QTck on Day 1 or later minus the time-matched QTek on
Dav-1 or carlier.

Individual ECG parameter (QTel” or AQTel') values at each ume point will be plotted against
plasma E7130 concentration collected at the same time pomt by each dose group in the same
uraph separately by regimen,

Mean(£510) AQTelF values at each time poimnt will be plotted against Mean(£50) plasma
E7130 concentration collected at the same time pomt by cach dose group to evaluate
hysteresis effect separately by regimen.

e Coonlidentia e 24l 4y
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5.6 Safety Analyses

DLT analyses will be performed on the DLT Analysis Set by each dose group and for total
dose groups. The Salety Analysis Set will be used for all other salety analyvses. The safely
analysis will be performed by each dose group and lor total dose groups in Part 1. The resulls
in Part 2 will be summanzed by each cohort, by each cancer cohort, and for whole subjects.
safety data will be summanzed on an “as treated” basis using summary statistics (e, n,
mean, standard deviation, median, Q1, Q3. nunimum, maximum for continucus variables:
number [ percentage| for catezorical variables).

561 Extent of Exposure
For every 2 week regimen, the parameters to be summanzed are defined as follows.

¢ MNumber of cyeles = The last evele with study drug dosing

e Duration of treatment {davs) — Date ol Day | ol the last cvele with study drug dosmyg +
28 — [irst dosing date

o Duration of treatment (months) = (Date of Dav 1 of the last eyvele with study drug dosimg
+ 28 first dosing date) 7 (363.25/12)

*  MNumber of subject-month with study drug dosing — Sum of duration of treatment
{months) per subjects

e Total doses (ug/m?) — Sum of all the actual dose derived by,
(Planned dose of each evele [ug/m?*]) x (Actual volume infused [ml] / volume to be
infused [ml])

e Dose intensity (ng/m~4weeks) — Total doses / (Duration of treatment [davs] / 28)

*  Relative dose mtensity (%s) — 100 » Dose intensity / Planned dose m Cyele 1 (ug/m”)

For every 3 week regimen, the parameters to be summanzed are defined as follows.

¢ MNumber of cyeles = The last evele with study drug dosing

e Duration of treatment {davs) — Date of Day | of the last evele wath study drug dosing +
21 first dosing date

*  Duration of treatment (months) — (Date of Day | of the last cyele with study drug dosimg
21— st dosing date) [ (365.25/12)

o MNumber of subject-month with study drug dosing = Sum of duration of treatment
{muonths) per subjects

e Total doses (ug/m”) = Sum of all the actual dose derived by,

. . P .

{Planmed dose of each cvele [ug/m™|) « (Actual volume infused [ml] 7 volume to be
infused [ml])

o Dose intensity (ug/m*3weeks) — Total doses / {Duration of treatment [days] 7 21)

v

o Relative dose mtensity (%) — 100 Dose intensity / Planned dose in Cyele 1 {ng/m®)

Frisai Conldental [Fe Aol 44

Version 100 06 Apr 2018
Page 86 of 106



Statistical Analvsis Plan 7] A= 0] 1]

The number {percentage) of subjects who experienced dose interruption {(1e. permanent or
temporary stopping admimstration during an mfusion), dose delay (1e. postponing the next
dosing), dose reduction will be provided. When ~Actual volume mfused” 15 less than
“volume to be infused™ v a cyele, or “Infusion Speed™ contains O, they are considered as
dose interruption event. For every 2 week rezimen, the [ollowing two cases are considered as
dose delay event: 1) Cyele X Dav 15 15 more than 14 days after Cyele X Day 1, 2) Cvele X +
1 Day 11s more than 21 days after Cyele X Dav 15 For every 3 week regimen, when a
successive cvele starts more than 28 davys after the previous cyele Day 1, 1t 15 considered as
dose delay event. When a planned dose 15 less than previous one, 1t 1s considered as dose
reduction event.

ln addition, cvele of first dose reduction (2, 3, 4, 5, ==0) and {requency ol dose reduction
(0,1, 2, ==3) 15 summarized.

Subyject data histings will be provided.
5862 Adverse Events
DLTs (Part 1 only)

The number {percentage) of subjects who experienced DLT will be summarized. DLT will
also be summarized by below eriteria as reported in CRF

* Febrile neutropenia

o  (Craded neutropenia that persists for more than 7 davs or any neutropenia that requires
hematopoetic stimulating agents.

o Crade 4 thromboeytopenia, or thromboceytopena that requires platelet transfusion
e Cirade 4 anemia, or anemia that requires blood transfusion

o Any Grade 3 or higher non-hematological toxicity with the exception of abnormal
chimical laboratory values with no chimcal sigmlicance, or anv events which can be
managed and controlled 1o Grade 2 or less by maximal medical management

o Any Grade 4 non-hematological toxicity

o Inevery 2 week recimen, development of any toxicity that 15 considered to be related to
E7130 and where dose skip at C1D15 15 necessary.
* Inevery 3 week regimen, development ol any toxicity that 1s considered 1o be related 1o

E7130 and where dose at U2 15 necessary to postpone for over 14 davs for recovery
from the toxicities

The estimates of DLT rate based on Bayesian stanstics will be provided using non-
informative beta prior distribution of Beta (0,005, 0.003) by each dose. The estimates will
include posterior mean, median. mode (1t apphicable), variance, standard deviation, 95%
highest posterior density (HPD) eredible mterval, probability of = 23% 0 - 20%., 20 - 30%
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and 30 - 100%, If the posterior mean does not increase monotonically, adjusted mean using
the PAV A, welghted by the number of patients in each dose, will also be shown

All DLTs wall be presented m subject data hstings.
Adverse events

The AE verbatim descriptions (investigator terms from the CRE) will be classified mto
standardized medical terminology usmg the Medical Dictionary for Regulatory Activities
(MedDEA version 2001 or later). Adverse events will be coded to the MedDEA lower level
term (LL'T) elosest to the verbatim term. The hinked Med DRA preferred term (1T and
primary svstem organ class (SOC) will also be captured in the database.

A treatment-emerzent adverse event ( TEAE), defined in the section 8.3, wall be included in
summuary tables. All AEs, treatment emerzent or otherwise, will be presented in subject data
listimgs.

Treatment-related TEAEs include those events considered by the investgator to be related to

study treatment.

A subject will be counted only once within a SOC and PT, even il the subject expenenced
more than | TEAE within a specific SOC and PT.

An overview table, meluding the madence of and the number of subjects with TEAESs,
Treatment-related TEAEs, TEAEs with grade 3 or above, serious adverse events (SAEs),
deaths, and TEALSs that led 1o discontmuation, dose reduction and, dose interruption of study
treatment will be provided based on the report in AE form of CRT

The incidence of below events will be reported as the number (percentage) of subjects with
TEAEs by Med DRA SOC and PT.

» TEAEs

* [EAEs by the highest CTCAE grade

o TEAEs grade 3 or ahove

* Scrious TEAEs

s Treatment-related TEAES

o Treatment-related TEAEs by the highest CTCAE grade
e Treatment-related TEAESs grade 3 or above

e Treatment-related serious TEAES

*  TEALSs leading to discontinuation of study treatment

o TEAEs leading to dose reduction of study treatment

e TEAEs leading to dose interruption of study treatment

All deaths will also be summanzed by primary reasons of deaths (progressive disease, AEs,
others), deaths within 30 davs of last dose, deaths =30 davs of last dose, and treatment-
related deaths.
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Subject data histimgs of all deaths, SAEs, ALs leading to death, discontinuation of study
treatment, dose reduction of study treatment and dose interruption of study treatment will be
provided

563  Laboratory Values

Laboratory results will be summanzed using Systeme International (51 units, For all
guantitative parameters, the actual value and the change from baseline to each postbaseline
visit will be summarized by visit using summary statistics. Qualitative parameters will be
summarized by number and percentage of subjects, and changes from baseline to each
posthaseline visit will be reported using shift tables. Percentages will be based on the
number of subjects with both nonmissing baseline and relevant postbaseline results.

Box plot display wall be used to show the longitudinal change of actual data of the
parameters by visit.

Laboratory test results wall be assigned a low/normal/high (LMNH) classification according to
whether the value i1s below (L), within (N), or above (H) the laboratory parameter s reference
range. The result of LNH classilication will be provided 1 a subject data hstng.

Laboratory parameters will be graded by CTCAE ver, 4 03 in the section 13 1. Changes
from CTCAE grade at baseline to each postbaseline visit and worst postbaseline will be
reported using shift tables. CTCAE will also be used to identify subjects wath Treatment-
emergent markedlv abnormal laboratory value (TEMAN). The number {(percentage) of
subjects with TEMAY (markedly abnormal high/low) will be summarized for each visit and
overall study period. The changes from baseline to each postbaseline visit and overall study
pertod will also be reported using shift tables, The TEMAY will be defingd in the section
5.3

Subject data hsting wall be provided.

564  Vital Signs

Summary statistics for vital signs parameters (diastolic and svstolic blood pressure, pulse,
respiratory rate, and temperature), weight, and SpO» and changes from baseline will be

presented by visit.

Box plot display will be used to show the longitudinal change of actual data of the
parameters by visit,

Subject data histings will be provided,
565  Electrocardiograms

Part 1
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Summary statistics for ECG parameters (Heart Rate, KRR, PR, QRS, Q1) and (FI'eF) and
changes from basehine will be presented by time point. For cyele 1 and 2, the results assessed
at same time pomts (e before dose, 10 minute after end of infusion, 2 hours after end of
infusion, 4 hours after end of infusion) 1n baseline assessment will be used as the baseline
data and change trom baseline will be caleulated. For eyele 3. 5, and 8, the assessment time
points are before dose and 10 minute after end of infusion. The calculation of change trom
baseline will follow same manner, I the relevant baseline data 15 mussing, the change from
bascling will also be calculated as nussing.

Shift tables will present changes from baseline m ECG interpretation {categorized as normal;
abnormal, not climeally sigmificant; and sbnormal, climeally significant) to cach visit,

In additon. the number {percentage) of subjects who met below critena at least one postdose
abnormal ECG result in QTcF measured at the external ECG assessment orgamzation will
be presented:

Absolute QTel mterval prolongation:
«  OQTcF interval =450 ms
«  QTckF interval =480 ms
«  OQTek mterval =300 ms

Change [rom baseline in QTcl interval:
«  QT¢F interval increases from baseline =30 ms
«  QTcF interval increases from baseline =60 ms

Part 2

Shift tables will present changes from baseline m ECG interpretation {categorized as normal;
abnormal, not climeally sigmificant; and sbnormal, climeally significant) to cach visit,

Subject data hstings will be provided.
566  Other Safety Analyses
ECOG PS

I'he number (percentage) of subjects for each category of ECOG PS will be summarized by
visit, The highest postbaseline scale of ECOG PS for each subject will also be summanzed,

Subject data histings will be provided,
5.7 Other Analyses

No other analysis 1s planned for this study.
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5.8 Exploratory Analyses

Mo exploratory analvses are planned lTor this study.
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6 INTERIM ANALYSES
Mointerim analyses are planned for this study
7 CHANGES IN THE PLANNED ANALYSES

Asummary of all major additions, changes and deletions in the planned analvses desernibed n
the protocol will be provided in this section.

«  Watertall and spaghetti plot will be generated m Part 1 also.

= Tumor marker will be summarized as an exploratory endpoint.
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8 DEFINITIONS AND CONVENTIONS FOR DATA HANDLING

I'he data will be handled as follows. The sponsor will determine how to handle all data prior
to data base lock.

8.1 General Data Handling
Definition of Baseline data

Except for ¢lectrocardiograms assessment in Part 1, baseline is defined as the last non-missing
vilue observed prior to the first dose of study treatment for a given parameter.

The definition of baseline data for electrocardiograms in part 115 shown m Section 36,3,
Definition of Change from Baseline, Percent Chanee from Baseline

Change from baseline 1s defined as post-basehine value minus basehine value.

Percent change from baseline 15 defined as follows:
%5 Change from baseline = (Change from baseline " Baseline) * 100%

For any Basehine value of 0. the subject’s corresponding percent change Irom baseline will not
be mcluded in the summary statisiics lahble.

Calculation of Body Surface Area

Du Bois method will be sued 1o calculate body surface area (BSA).
BSA (m?) — height” ™ (cm) * weight™ " (kg) * 0.007184

8.2 Efficacy Data Handling

Handling of missing data for tumor assessment result

For the caleulation of ORE, DCR and CBR, subjects with muissmg response status (subjects
whose baseline 15 mussing and/or no adequate post-baseline tumor assessments result) will be
not included in numerator, but included i denominator.

Data of tumor assessment result after documented P or discontinuation from treatment

For the analysis of tumor assessment relevant efficacy endpoimnts, tumaor assessment result
after PD or final observation visit (for non-PD subjects) are excluded trom the analyses, but
included in subject data hsting.
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8.3 Safety Data Handling

Treatment-emergent adverse event

A treatment-emergent adverse event ( TEAE) 15 defimed as an AE that emerges during the
time from the first dose of study drug to 30 days following the last dose of studv drug or the

start date of new anticancer agents { whichever comes first), having been absent at
pretreatment | Baseling) or

«  Reemerged durng treatment, having been present al pretreatment but stopped before
treatment. or

«  Worsened i severity during treatment relative to the pretreatment state, when the AE
Wwas continuous,

Adverse Events
Adverse Events with imcomplete start dates will be considered treatment emergent 1f;

a. Day and month are missing and the vear 15 equal 10 or alter the vear of the lrst dose
date,

b, Day s missing, and the vear 1s after the vear of the first dose;

¢ Dav s missing and the vear 1s equal to the vear ol the lirst dose date and the month 15
equal to or alter the month of the [irst dose date,

d. Year is missing;

-

;. Complete date 15 nussing.
Concomitant Medications
Medications will be considered concomitant if:

a.  Day and month are missing and the vear 15 equal to or atter the vear of the first dose
date:

b, Day s missing, and the vear 1s after the vear of the first dose;

¢ Dav s missing and the vear 15 equal to the vear of the first dose date and the month 1s
equal to or after the month of the first dose date; or

d. Year is missing;

e, Complete date 1s nussing.
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TEMAY {Treatment-Emergent Markedly Abnormal Value)

Ireatment-emergent markedly abnormal laboratory value { TEMAN ) 15 defined as a
postbaseline laboratory value with grade 3 or higher, and with a grade increase from baseline.
(1e. Increasing grade O to 3 or higher, grade 1 to 3 or higher, grade 2 to 3 or higher, grade 3

to 4 or 3, grade 4 to 3
Handling of below lower quantification values in laboratory results

In the cases where laboratory result contains below lower quantification ( BLOQ) value, 1t will
be replaced to the lower limit value of quantification (LLOOQY) for summary tables,

YVisit Windows

[he purpose of visit windows 18 to provide a single record per subject per visit for the
calculation of descriptive statistics for safety parameters (e g, laboratory values and vital
siens, ete ) per scheduled visit, and change from baseline per visit. Other safety analyses
(e, worst grade laboratory results ) will imclude all observations.

[he observation closest to the target date wall be used 1n by visit summanes. If two or more
observations have the same distance to the target visit day, the one that has the highest
CTCAE grade or 1s furthest away from the normal range will be used for summary tables, It
the multiple data in the same distance to the target date are in the same range from normal
value, the data measured at an earlier date will be vsed for summary tables,

For ECG parameters i Part |, the analvsis window for each tiime point may be set up
depending on actual data i individual data monitoring meeting, 1t necessary.

[he visit window 1s applied for safety assessment item which 15 scheduled at each visit. The
window 1s summarized following tables.

For everyv 2 weeks regimen in Part 1,

Analvsis visit Farget Dy Wasil W dow
Slart s ol Vsl Windos o D ol s Windom
Cvele [ lay s Cyele T lav ] +7 Cuele 1 ayv D 7 Cuele 1 1ay | )
vle 1Ly 13 Cuele 11k =+ Cuele 1 1ayv Lo 14 Cuele 1 D |
cle Yay 22 Cuele 11k 2 Cuele 11y i Cugle 112 2
cle 2 Dy s Cyele 2 1a Cuele 2 [ ay Cugle 2 12 3
Cvele 2 Cuele 210 Cuele 2 10 { ¢ 2 1) 3
vle 2 [ 22 Cuele 210 2 Cuele 21y 2 Cugle 2 1) 22
l¢ vHI | vy | 3 [ 1L | Cwele | i
clu Yay 15 ! Cuelen 1) 14 L :-l.'ll.' 1 .:':._'- 2 Cvele ¥ &
en Dav 221 i Cuele 3 ? Cuelen 1 ] { f 3 |
Nscoantinal Xl discontinuat 10 Xl liscontimual 1 - Lxate ab discontinu 1l
| Vil hal lis 5 1 L3l las 5 Jate ol [EIAETS

Db ot B the analvses vis can be |,_..|'|:\.:.Z,_' ol other time el data
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For every 3 weeks regimen in Part 1;

Analvsis visit Farmet Lhay Srsah Womdow

Stant sy ol Wasil Window Fond Dy ol Wasit Window

Cvele [y Cyvele | Dav ] + 7 Coele | Doy [0 Cvele 1 1

=l

Cvele |y 13 vele av | 14 Cvele lav | |3 Cvele o

Crele 2 Ly B Cyele 2 Dav ]+ 7 Crele 2 v ] o0 Cvele 2 Dy

Cvele 2 Dav 13 Cuele 2 Dy | 14 Cuele 2 Dav | |3 Cwgle 2 Dy |+ 13

Cuelen Iy Ein - 33 Cyelen Dav ] + 7 Cyelen Dav 1 Cvele o Ly

Cuelen Day [50n iy Cuelen Dav | 1 Cuelen Dav | | Cuelen Dy

Ldate af discontimuation =7 Lxate ab discontinatien

Llate b last dose Fate ol lasl dos

Fothe data tor the analvsis visit can be -'...|'|'l.' e ol other time pinl data

e Conhdential o b o] 44

Page 96 of 106



Statistical Analvsis Plan IR

8.4 Pharmacokinetic Data Handling
8.41 Lower Limit of Quantification of 7130 Plasma Concentration

lhe LLOG of E7130 concentration in plasma, urine, and feces are 000200 na/mlL.,

0100 ng/mb, and 0,100 ne/u feces, respectively.
842  BLQ Handling for Calculation of PK Parameters

While calculating PK parameters in Winhonlin, BLO values will be handled according to
JOZ-104 00-MNI

843  BLQ handling for Developing Concentration-Time Profiles

When developimg individual concentration-time profiles, BLOY values will be handled
according 1o 302-104 00-MNL..

B.4.4 BLQ Handling for Developing Figures of individual ECG parameter values —
plasma Concentration of E7130

When developing Dgures of indirvidual ECG parameter (QTcel” or AQTcel') values-plasma

concentration of E7130, BLO) values will be assigned (o “rero”

8.45 Handling of Anomalous Concentration Values

The handhng of anomalous concentration values will Follow 302-104 00-MNL.

846 General Rules for Fresentation of Drug Concentrations and PK Parameters
When presenting individual/raw (raw, hereatter) values and summary statistics, the following
rule will be applied: for drug concentrations and concentration-dependent pharmacokinetic

parameters, all summary statistics (mean, medan, geometnc mean, SD and CV) will have 3
sienficant digits. For Ly, raw values are median are shown in Iixed 2 decimal places.

Faw \ ] ) c
. . . ) .. . cian ) QMg
[vpical variable LInn M gii rule Miarmimum a0 Licometric
' : Median Mean (%l
Waximum
Plasma E7 130 ) Siemificant N . .
: : . neml. M - L 3 ] K - -
concentraton - digits
Urinary E7I30 X Siemificant ,
: . ngml. | X g ; 3 3 - -
concentralion - dioits
Fecal E-'.'-'"_.F:I ng/y . ..\l'.!_fl!'.:ﬂ.'IL'EIZI'. 3 1 1 i i
concentralion leces dioits
- . . . tenificant ,
Cvae, Cenat, Corongl ne‘ml. | X oten e : 3 3 ; 3
- : digits
[EST Conlidental I::|;_.' Pl 44
CTEI00 RN} r 201&
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Fised
Ly h X decimal 2 - -
places
3 . v ..\'.!_fl!'.:ﬂ.'IL'EIZI'. 3 3 2
it
e L \ H:!_fl!:f?_l.';l:r. 3 , ,
it
AU
nesh/ml | X 3 3 3
AL =
Al { . e :\ K - -
', |him- X 3 3 3
W L/m- X 3 3 2
MRET h X 3 3 ]
) ificant
A 1Ry by . 3 1 -
A HE s
. ,, - Sipmificant . : :
Fe S I I '
CLi n [ x| S| c s

a: Mean, SD. geometnic mean and OV wall not be calculated for tyu.

CV(%)= sqri{exp[ SD of log transformed data]-1)- 100

NOTE: The lollowing parameters are reported i the CSR, but appear in Lisungs only. They
are mmportant information to confirm that indrvidual

ALIC,

NEeCessary

a) Time pomts used for estimation of A {lower and upper)

by Number of the time points used for A,
¢l Adjusted regression coeftficient (Kad))

d) Percentage of AUC0n obtamed by extrapolation (%2 AT Cex)

and 1ts related parameters such as
varcapproprnately derved and allow those PK parameters 1o be reproduced when

In Listings, a) are shown m same digits as actual samplhing time after dosing used for

calculation of PK parameters. For b), integer number 15
stiznficant 3 di

nls are used in Listings.

used in Listings. For ¢) and d),
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9 PROGRAMMING SPECIFICATIONS

The rules tor programming derivations and dataset specifications are provided 1in separate
documents.

10 STATISTICAL SOFTWARE

All statistical analvses will be performed using SAS (version 9.3 or later) or WinNonlin
(Professional version 6.2.1 or later). As necessary, other validated statistical software will
also be used.

Validation method and analvsis conductor

All statistical analvses apart from PR parameter calculation will be conducted by a contract
research organization, using validated standard programs or double programming. For
amalyses needed 1in data review, single programming will be used. PR parameter calculation
will be conducted by Eisan.

11 MOCK TABLES, LISTINGS, AND GRAPHS

The studv TLG shells wall be provided i a separate document, which will show the content
and format of all tables, listings, and graphs m detail.
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