STATISTICAL ANALYSIS PLAN

Investigator-Initiated Clinical Trial to Evaluate the Safety and Efficacy of
Human Induced Pluripotent Stem (iPS) Cell-Derived Dopaminergic
Progenitor Transplantation in the Treatment of Parkinson's Disease

(Protocol No.: IACT16049-01)

Version :1.20
Prepared on 2 June 17, 2024
Prepared by (Biostatistician) : Kentaro Ueno

Reviewed/Approved by

Lead Biostatistician’s name: Date:



Revision History

Version No. | Prepared on Description of Revision

1.00 January 26, 2024 | Original version created

1.10 April 11, 2024 Corrected error in EQ-5D-5L equation

120 June 17, 2024 Corrected the formula for calculating adherence to

immunosuppressant medication




1
2
3

4

5

6

7

INTRODUCTION .....tttiiiiiteeeitteeeittee ettt e sttt e e et e e s ettt e e eabeeeeeasbeeesaateeesambaeesaabaeesnabaeeanane 2
SAP PREPARATION AND REVISION....cccoiittiiiiiiianiieeeniteeeniieeeeiteeeeiieeessiieeesniiee e e 2
STUDY SYNOPSIS ..ottt ettt ettt e ettt e e sttt e e sttt e sttt e ettt e e sbbeeessmbaeessabeeesnabaes 2
3.1 STUAY ODBJECLIVES eeeeeeeiiiiiiiiiiiiiiiietteet ettt eeeeeeeeeeeeesssasssaibbbbbebaaeeeeeeeeeeeeeaaeesssssssnnnnnns 2
3.2 Summary of StUAY DeSiZN....cceeveeeiiiiiiiiiiiiiiiiieeetee e e e e e e e e e e e e eee s 2
ANALY SIS SETS ..ottt ettt ettt ettt ettt e ettt e e ettt e e s bt e e sbbteesaabteesaabbeeesabteeeeneeeenn 3
4.1 EAficacy ANALySis SEt....ccciiiiiiiiiiiiiiiiiiiiiiiiiiieeetee e e e e e e e e e e e s e e e s e e e e e e e eeeeeas 3
4.2 SAfEty ANALYSIS S ...uuuuiiiiiiiiiiiiitetiteeeeeeeeeee e et itiitebrreeeeeeeeeeeeeeeeesssassssssssnanaebbaraees 4
STUDY PATTENTS ...oeiiittteeitte ettt ettt e ittt e ettt e e sttt e e sttt e e sttt e e sttt e e sabbeeessmbeeesnabeeesnaraee 4
5.1 DiSpOSTION Of PALIENTS 1.vvvveiieeeiieiiiiiiiiiiiiiicceee e e e e e e eeeeee e e e e e e e e e e e eeeeaeaeenaaneeeas 4
52 Discontinued Patients.......c.oeeurieieiiiiiiiiiieeieiiiieee et e e e 4
EFFICACY EVALUATION......uutttiiiitee ittt ettt eeitteeeeiteeesiteeeeitteesnateeesnabaeesambaeessabeeeanane 4
6.1 Disposition of Excluded Patients...........ccuuuuuiiiiiieiiiiiiiiieceeiiicieeee e eeeeeeeeeee s 4
6.2  Demographic and Other Baseline CharacteriStiCs.........cuuvereeerrnurerereernnnieieeeeenniieeeeeenns 4
6.3 Adherence to Immunosuppressant Treatment ............uuvuuveeieeeeeeeeeeeeeeeriiiiiiiieeeeeeeeeaeeenns 5
6.4  Efficacy Results and Individual Patient Data LiStings...........ceeevrevriuiiiriiiiiiiiiiieeeeeeeeeenn. 5
6.4.1 EAfICACY ANALYSES ..uuuuuiiiiiiiiiiiiiiiietteeeeeeeeeeeesseee e sttt ebreeeeeeeeeeeeeaaeeeessssssssnnnns 5
6.5 Statistical/Analytical ISSUES ........euveeiiiiiiiieetiiiiieiiiiiiiiiiiiereeeeeeeeeeeeeeeeeeeesesssssssaaaaes 10
6.5.1 AdJjustments fOr COVATIALES ........evviieiieriereeieeeeeertrrrririrsiiiiiiiiiereeeeeeeeeeeeeeaseessenns 10
6.5.2 Handling of Dropouts or Missing Data ...........cceevvrrririiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeeeeennn 10
6.5.3 Interim Analyses and Data MONItOrING ......ceeeeeuuuuieriiiiiiiiiieeeeeeeeeeeeeeeeesenssnnsianens 10
6.5.4 MUTHICENLET STUAIES e eeeirtreeeeiiiiiiee e ettt e e e e e e e s eereeeeee s 10
6.5.5 Multiple CompariSOn/MUItIPIiCILY ....eeeeeeeriereeeereriiirriririiiiiiiiiiereeeeeeeeeeeeeeeeeeeeens 10
6.5.6 Use of an Efficacy Subset of Patients ........cccoeevviiiiiiiiiiiiiiiiiiiiiiiiicccceeeeeeeee e e 11
6.5.7 Examination of SUDZIOUPS ....cceiviiiiiiiiiiiiiiiiiiiiiiiiieeteeeee et ee e e e e e e e e e e e s e 11
6.5.8 Tabulation of Individual Response Data............cccevviiiiiiiiiieeeeeeieeceeeiiiceee e 11
6.5.9 Drug Dose, Drug Concentration, and Relationships to Response.........ccccceeeeeennnn. 11
6.5.10  Drug-Drug and Drug-Disease INtEractions ................eeeeeeeeeeeeeeeeeeeeeeeenssnnsssnsnsnnnnns 11
6.6  By-Patient DISPIays ..ceeeeeieiiiiiiiiiiiiiiieee ettt ettt e e e e eeeeeaees 11
6.7  Efficacy CONCIUSIONS ....eeiviiiiiiiiiiiiiiiiiiiiiteeeee ettt e e e et e e e e e e e e eeeeeeeeeeas 11
SAFETY EVALUATION ...ccoiuttiiiiitteinitteeeitteeeitteeeitteesitte e sttt e ssiteeessabeeeseabaeesenbeeeseanee 11
7.1.1 Primary ANALYSES ...cceeeeeeiiiiiiiiiiiiiieteeetee et e e e e e e e ettt e et e e e e e e e e eeeeeeas 11
7.1.2 SECONAATY ANALYSES ...vvtiiiiiirieitrereeeeereeiriesiiiiiiiibiirrereeeeeeeeeeeeeesesesssssanssssssssnnes 12

TABLE OF CONTENTS

7.2 AAVEISE EVENTS ...eeiviiiiiiieiiee et e e et e et e e et e e e e eaanes 13



7.2.1 Brief summary of AdVerse EVENtS .......ccceiiiiiiiiiiiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeee e e e 13

7.2.2 Display and Analysis of Adverse EVents..........ccoovvvvvriiiiiiiiiiiiiiiiiiiiiceceeeeeeeeeeeeenn 13
7.2.3 Listing of Adverse Events by Patient..........ccceeouuuiiiiiiiiiiiiiieieeneeeeeeeeeee e 13
7.3 Deaths, Other Serious Adverse Events, and Other Significant Adverse Events............... 13
7.4 Clinical Laboratory EValUation ..............eeeiiiiiiieiiiieiiiniineiiniiiiiiiiiireeeeeeeeeeeeeeeeeeeens 13
7.4.1 Listing of Individual Abnormal Laboratory Values by Patient................cceeeueennnne 13
7.4.2 Evaluation of Each Laboratory Parameter...........ccccuuvvvviiiiiiiieeeeeeeeneennnnnnsnnnnnnns 14

7.5  Physical Findings and Standard 12-Lead Electrocardiogram Findings Related To Safety 14

7.6 By-Patient DISPIays ..ceeeeeeeiiiiiiiiiiiiiieee ettt ettt eeeeeeeeeaees 14
7.7 Safety CONCIUSIONS .eeiiiiiiriieeeiiieiiiiiiiiiett ettt eeeeeeeeeeeeessssssiaaibbbbbbeeeeeeeeeeeeeeeeeessnns 14

REMARKS ON THE STATISTICAL ANALYSIS ...ouuiiiiiiiieeeeeiiiie et eeevie e e 14
8.1 Statistical Analysis SOftWare USEd ......cceveiiriiiiiiiiiiiiiiiiiiiiiiiittteeeeeeeee e e e e e e e s e e 14

8.2  Quality Control of Statistical ANALYSIS .....evvreirierrireererrereeriiirriiiiiiiirirreeeeeeeeeeeeeeeeeeenns 14



| INTRODUCTION

This Statistical Analysis Plan (SAP) describes matters pertaining to the statistical analyses of data
from the “Investigator-Initiated Clinical Trial to Evaluate the Safety and Efficacy of Human Induced
Pluripotent Stem (iPS) Cell-Derived Dopaminergic Progenitor Transplantation in the Treatment of
Parkinson's Disease” (Protocol No. IACT16049-01). Analysis results based on this SAP will serve as
basic data for TLF and papers.

2 SAP PREPARATION AND REVISION

The Biostatistician will prepare and revise the SAP and the Lead Biostatistician will review and
approval the new or revised document. The Lead Biostatistician will appropriately store the revised
SAP and the revision dates. Appendices to the SAP will be prepared to describe any supplementary or
technical matters relating to the Statistician’s work performed pursuant to the SAP. Accordingly,
changes that are limited to the SAP appendices and that do not involve any changes to the SAP itself

shall not require revision of the SAP.

3 STUDY SYNOPSIS

3.1 Study Objectives

This is a single-center, open-label, uncontrolled study to evaluate the safety and efficacy of
transplanting human iPS cell-derived dopaminergic progenitors for the treatment of patients with

Parkinson’s disease.

3.2 Summary of Study Design
A summary of the study design is provided below.
*  Type of study:
+  Single-center, open-label uncontrolled study
*  Primary Outcome Measures:
*  Incidence and severity of adverse events (AEs)
»  Presence or absence of graft expansion in the brain at 24 months after transplantation
*  Secondary Outcome Measures:
*  Secondary Safety Endpoints
1) Uptake of ['*F]FLT
2) Uptake of ['*F]GE180
3) Dyskinesia score
4) Graft size
*  Secondary Efficacy Endpoints
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4.1

1) MDS-UPDRS total score

2) Average daily ON/OFF duration

3) L-dopa equivalent dose

4) Hoehn & Yahr severity

5) Bradykinesia subscale

6) Uptake of ['*F]JFDOPA

7) Uptake on DAT scan

8) PDQ-39(Parkinson’s Disease Questionnaire)

9) EQ-5D-5L

10) Work Productivity and Activity Impairment Questionnaire: General Health Ver. 2.2
(WPAI: GH)

11) Nursing care category

Target sample size: 7 patients

Rationale for sample size: The primary objective of the study is to evaluate the safety of the graft
in the brain at 24 months after cell transplantation. Presence or absence of graft expansion was
evaluated using a simulation based on the graft data of 8 nonclinical subjects (monkeys; 16 grafts)
with a particular focus on whether the graft size exceeded 3 cm®. A mixed-effects model (MEM)
for graft size that included timepoint and plateau in the effects was applied to the simulation based
on 6 animals (6 left and 6 right grafts for a total of 12 grafts) and the confidence interval (Cls)
was calculated for the maximum values at the upper limit of the 95% CI (herein “95% UCL”) of
the mean predicted values at each timepoint. In other words, 1000 samples were prepared based
on random sampling with replacement of 6 animals (12 grafts) out of 8 animals (16 grafts), the
UCL of the predicted values was calculated for each graft at each timepoint, and the maximum
values were determined. The 2.5% and 97.5% percentiles of the 1000 maximum values obtained
for the 1000 samples were set as the lower confidence limit (LCL) and the UCL for maximum
values at the UCL for predicted values. The results showed that the effects of the study drug on
the monkey grafts were similar for this study population. Therefore, assuming that the above
statistical model is valid for the data obtained in this study, graft size was predicted to be as high

as 110 mm’,

ANALYSIS SETS
Efficacy Analysis Set

The Efficacy Analysis Set will comprise the second and subsequent enrolled patients who undergo

simultaneous bilateral cell transplantation. Specifically, the Efficacy Analysis Set will comprise the



low cell dose group consisting of the second and third patients (transplanted cell count: 2.4x10° cells
each side) and the high cell dose group consisting of the fourth and subsequent patients (transplanted
cell count: 4.2-5.4x10° cells each side). However, any enrolled patients who are found to have major
protocol deviations or who are deemed ineligible for study participation after enrollment will be

excluded from the study.

4.2  Safety Analysis Set

The Safety Analysis Set will comprise all enrolled patients who have undergone even partial study
treatment. Specifically, the Safety Analysis Set will comprise the low cell dose group consisting of the
first to third patients (transplanted cell count: 2.4x10° cells each side) and the high cell dose group

consisting of the fourth and subsequent patients (transplanted cell count: 4.2-5.4x10° cells each side).

5 STUDY PATIENTS
5.1 Disposition of Patients
+ Patients will be tabulated for the following analysis sets and flow diagrams will be generated for
each set.
*  The number of patients in each analysis set (i.e., Efficacy Analysis Set and Safety Analysis
Set) will be calculated.
+ Patients who did not undergo the study treatment and patients who were deemed ineligible for

study participation after enrollment will be listed or tabulated by reason where necessary.

5.2 Discontinued Patients

* Alisting of all discontinued patients will be prepared.

6 EFFICACY EVALUATION
6.1 Disposition of Excluded Patients
+ The disposition of patients excluded from study entry will be included in the flow diagram

described in section 5.1 “Disposition of Patients.”

6.2 Demographic and Other Baseline Characteristics
The following analyses will be performed on the Safety Analysis Set. Listings will also be prepared.
+  Categorical variables:
*  Level-specific frequencies and proportions will be calculated for categorical variables
associated with demographic and other baseline characteristics (i.e., sex, previous medical

history, comorbidities, work history [e.g., handling of pesticides or chemicals], drug



allergies, family history, race) and for symptoms at Parkinson’s disease onset (e.g. , tremor,
bradykinesia/akinesia, abnormal gait, other), confirmation of Parkinsonism at enrollment

(i.e., presence or absence [ Y/N] of bradykinesia, resting tremor and rigidity).

+  Continuous variables:

. Summary statistics consisting of mean, standard deviation (SD), median and range
(minimum and maximum) will be calculated for continuous variables associated with
demographic and other baseline characteristics (i.e., age at informed consent, weight, BMI,
years of education).

6.3  Adherence to Immunosuppressant Treatment

Summaries of adherence to the tacrolimus treatment regimen by patients in the Safety Analysis Set
will be tabulated for the maintenance period (i.e., from after unilateral transplantation until 52 weeks
after contralateral transplantation [ Week 52] in the first patient, and up to Week 52 in all other patients)
and for all treatment periods (i.e., maintenance period + reduced dose period + re-dosing period).
Summary statistics consisting of mean, SD, median and range (minimum and maximum) will be
calculated for mean dose (mg/day), total dose (mg) and total number of dosing days. Mean dose will
be calculated as follows:

Mean dose = Total dose/Total dosing days

However, total dose will be determined according to the following equation:

Total dose = Y ;[i*"* daily dose x {(i*" final dosing day — i*" initial dosing day + 1) —

0.5(if initial dosing day is in evening) — 0.5(if final dosing day is in morning)}]

Total dosing days = Z_[(ith final dosing day — i*" initial dosing day + 1)

i
— 0.5 (if initial dosing day is in evening) — 0.5 (if final dosing day is in morning)],

and the daily dose will be calculated by multiplying the single dose by 2.

Furthermore, if the remark/footnote states “only in the morning” or “only in the evening,” the daily

dose is calculated as the single dose X2 and the number of dosing days becomes:

(i*" final dosing day — i*" initial dosing day + 1)/2

6.4 Efficacy Results and Individual Patient Data Listings

6.4.1 Efficacy Analyses

The following analyses will be performed for each endpoint in the Efficacy Analysis Set. For variables
measuring graft size, the mean of the 2 grafts (i.e., left and right) in each patient will also be calculated.

Unless otherwise specified, mean and SD will be calculated for summary statistics. Where necessary,



95% CI and p-value (two- sided significance level of 5%) will also be provided for reference purposes.

6.4.1.1

Secondary Analyses

MDS-UPDRS total scores

Individual time courses and summary statistics will be calculated for MDS-UPDRS total
scores at each timepoint. Individual time courses of absolute changes and percentage
changes from secondary enrollment in MDS-UPDRS total scores will also be presented, and
summary statistics and two-sided 95% Cls will be calculated.

The MDS-UPDRS total scores subjects to analysis are as follows: Part 111 (OFF) total score,
Part III (ON) total score, Part II total score, Part I total score, Sum of Parts I, IT and IIT (ON)
total scores, Sum of Parts I, II and III (OFF) total scores, Sum of Parts II and III (ON) total
scores, Sum of Parts II and III (OFF) total scores, and Part IV (Dyskinesia score [Sum of
scores for Q4.1 and Q4.2], Wearing off subscore [Sum of scores for Q4.3, Q4.4 and Q4.5],
and Dystonia subscore [Score for Q4.6)] total scores).

Efficacy will also be assessed based on absolute changes from secondary enrollment in the
Part III (OFF) total scores at 24 months after cell transplantation. Efficacy will be assessed
as “excellent" for improvements of >5 points, “good” for improvements of 0 to 4 points,
and “no improvement" for <0 points, and the proportions of patients with excellent or good
responses will be calculated along with their respective two-sided 95% Cls using Clopper-

Pearson's method.

*  Average daily ON/OFF duration

Individual time courses and summary statistics will be calculated for average daily ON
duration at each timepoint (with troublesome dyskinesia/with non-troublesome
dyskinesia/without dyskinesia/good ON time [with non-troublesome dyskinesia + without
dyskinesia]/total) and average daily OFF duration (with troublesome dyskinesia/with non-
troublesome dyskinesia/without dyskinesia/total). Individual time courses of absolute
changes from secondary enrollment in average daily ON/OFF duration will also be
presented, and mean absolute changes and their respective two-sided 95% Cls will be

calculated.

*  L-dopa equivalent dose

Individual time courses and summary statistics will be calculated for L-dopa equivalent dose
at each timepoint. Individual time courses of absolute changes from secondary enrollment

in L-dopa equivalent dose will also be presented, and mean absolute changes and their



respective two-sided 95% Cls will be calculated.

Hoehn & Yahr severity

Individual time courses will be presented and frequencies will be tabulated for Hoehn &

Yahr severity grade at ON and OFF times (Stages I to V) at each timepoint.

Bradykinesia subscale

Individual time courses and summary statistics will be calculated for bradykinesia subscale
scores at each timepoint. Individual time courses of absolute changes from secondary
enrollment in bradykinesia subscale scores will also be presented, and mean absolute
changes and their respective two-sided 95% Cls will be calculated.

Bradykinesia subscale scores will be calculated based on the sum of total scores for the
following MDS-UPDRS Part III (OFF) questions.

3.1 Speech, 3.2 Facial expression, 3.4 Finger tapping, 3.5 Hand movements, 3.8 Leg agility,
3.14 Global spontaneity of movement (body bradykinesia)

["*F]FDOPA Uptake

Individual time courses and summary statistics will be calculated for ['*F]JFDOPA uptake at
each timepoint. Individual time courses of absolute changes from secondary enrollment in
["*F]JFDOPA uptake will also be presented, and mean absolute changes and their respective
two-sided 95% Cls will be calculated.

["*F]JFDOPA uptake will be evaluated based on standard uptake value (SUV), striatal-to-
occipital ratio (SOR) and influx constant (Ki/min) in the striatum, caudate nucleus and
putamen.

The grafts will be used as the units of analysis.

Uptake on DAT scan

Individual time courses and summary statistics will be calculated for uptake on DAT scan
at each timepoint. Individual time courses of absolute changes from secondary enrollment
in uptake on DAT scan will also be presented, and mean absolute changes and their
respective two-sided 95% Cls will be calculated.

Uptake on DAT scan will be evaluated based on specific binding ratio (SBR) in the striatum
and striatal uptake ratio (SUR)in the striatum, caudate nucleus, and anterior and posterior
putamen.

The grafts will be used as the units of analysis.



Parkinson’s Disease Questionnaire (PDQ-39)

Individual time courses and summary statistics will be calculated for PDQ-39 scores at each
timepoint. Individual time courses of absolute changes from secondary enrollment in PDQ-
39 scores will also be presented, and mean absolute changes and their respective two-sided
95% Cls will be calculated.

The PDQ-39 comprises 39 questions in the following 8 domains:

Mobility (Q1-10), Activities of daily living (Q11-16), Emotional well being (Q17-22),
Stigma (Q23-26), Social support (Q27-29), Cognition (Q30-33), Communication (Q34—
36), Bodily pain (Q37-39)

Each question has 5 responses with an ordinal scoring system, specifically: Never (0 points),
Occasionally (1 point), Sometimes (2 points), Often (3 points), Always (4 points).

Each domain is scored between 0 and 100 using the following formula.

Total domain score
100

X
(4 X No. of questions in domain)

The PDQ-39 Summary Index will be calculated by dividing the total score for all domains
by 8.

Total scores will also be calculated for each question.

EQ-5D-5L

Individual time courses and summary statistics will be calculated for EQ-5D-5L index
scores and EQ-VAS scores at each timepoint. Individual time courses of absolute changes
from secondary enrollment in EQ-5D-5L index scores and EQ-VAS scores will also be
presented, and mean absolute changes and their respective two-sided 95% Cls will be
calculated.

The EQ-5D-5L comprises 5 dimension scores (Mobility, Self-care, Usual activities,
Pain/discomfort, and Anxiety/depression) and Today's health state (EQ VAS). Each of the 5
dimension scores is divided into 5 levels of health states from good (1) to bad (5), and these
scores are then combined to give the index score.

which is calculated using the following formula. Level 1 will be regarded as an estimated

score of 0. If all of the 5 dimension scores are Level 1, the index score will be 1.

Index score = 1 — 0.060924 + Estimated mobility score + Estimated self- care score

+ Estimated usual activities score + Estimated pain/discomfort score

+ Estimated anxiety/depression score
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Individual time courses and summary statistics will be calculated for Work Productivity and
Activity Impairment (WPAI) Questionnaire scores at each timepoint. Individual time
courses of absolute changes from secondary enrollment in WPAI scores will also be
presented, and mean absolute changes and their respective two-sided 95% Cls will be
calculated.

The WPALI consists of 6 questions (Q1-Q6) and responses are scored according to the
following 4 categories.

1) Absenteeism (%): Percent work time missed due to health=100x{Q2/(Q2+Q4)}

2) Presenteeism (%): Percent impairment while working due to health=100x{Q5/10}

3) Overall work impairment (%): Percent overall work impairment due to
health=100x {Q2/(Q2+Q4) +[(1-(Q2/(Q2+Q4)))*x(Q5/10)]}

4) Activity impairment (%): Percent activity impairment due to health=100x{Q6/10}



If the patient answers “No” to Q1, only 4) Activity impairment (%) is calculated.

*  Nursing care category
*  The proportions of patients graded as requiring nursing care (herein “nursing-care-required
categories™) and their respective two-sided 95% Cls will be calculated using the Clopper-
Pearson method. Frequencies will also be tabulated for each of the nursing-care-required
categories (i.e., Support required 1, Support required 2, Nursing required 1, Nursing

required 2, Nursing required 3, Nursing required 4, Nursing required 5).

¢ Other Endpoints
*  Where necessary, summary statistics will be calculated for continuous variables in the form
of mean (SD) and median (minimum and maximum) values, and frequencies will be
tabulated for categorical variables.

*  Exploratory analyses will be performed as needed.

6.5 Statistical/Analytical Issues
6.5.1 Adjustments for Covariates

*  Adjustments for covariates will not be performed in this study.

6.5.2 Handling of Dropouts or Missing Data

The Principal Investigator and the Lead Biostatistician will determine the data handling procedures
for data tabulation and analysis by discussion, and will record the adopted parameters along with their
descriptions and the date on which they were adopted.
*  Missing test values will not be imputed and will be handled as missing data.
*  If multiple values are recorded for the same measurement or assessment during the same period,

the value obtained closest to the date preceding the stipulated date will be used.

6.5.3 Interim Analyses and Data Monitoring

*  Interim analyses will not be performed in this study.

6.5.4 Multicenter Studies

«  This is not applicable to the present study.

6.5.5 Multiple Comparison/Multiplicity
*  Adjustment for multiplicity will not be done in this study.
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6.5.6 Use of an Efficacy Subset of Patients
«  This is not applicable to the present study.

6.5.7 Examination of Subgroups

*  Subgroups will not be examined in this study.

6.5.8 Tabulation of Individual Response Data
«  Listings will be prepared for the applicable endpoints in section 6.4.1.1 “Secondary Analyses.”

Time course and other graphs will be visually represented as needed.

6.5.9 Drug Dose, Drug Concentration, and Relationships to Response

¢  These variables will not be examined in this study.

6.5.10  Drug-Drug and Drug-Disease Interactions

*  These variables will not be examined in this study.

6.6 By-Patient Displays

+  Listings will be prepared as needed.

6.7 Efficacy Conclusions
The results of efficacy-related analyses will be comprehensively discussed and the efficacy

conclusions will be presented in the Clinical Study Report (CSR).

7 SAFETY EVALUATION

The following analyses will be performed for each endpoint in the Safety Analysis Set. For variables
measuring graft size, the mean of the 2 grafts (i.e., left and right) in each patient will also be calculated.
Unless otherwise specified, mean and SD will be calculated for summary statistics. Where necessary,

95% CI and p-value (two-sided significance level of 5%) will also be provided for reference purposes.

7.1.1  Primary Analyses
* Incidence and severity of adverse events (AEs)
*  AEs and adverse drug reactions (ADRs) (i.e., AEs for which a causal relationship cannot be
ruled out; meaning there is a reasonable possibility that the AE was caused by the
investigational cell product) and serious adverse events (SEAs) occurring up until the end

of the observation period will be tabulated according to incidences (i.e., patient numbers,

11



incidence proportions and event numbers).

+  Presence or absence of graft expansion in the brain at 24 months after transplantation
+  The proportions of excessive graft expansion exceeding 3 cm® at 24 months after
transplantation and their respective two-sided 95% Cls will be calculated using Clopper-
Pearson's method.

*  The grafts will be used as the units of analysis.

7.1.2  Secondary Analyses
+  ['FJFLT Uptake
+  The proportions of abnormal ["*F]FLT accumulation at the graft site at 6 months after
transplantation and their respective two-sided 95% Cls will be calculated using Clopper-
Pearson's method.
. Summary statistics will be calculated for ['*F]FLT accumulation at 6 months after
transplantation.
. ["*F]FLT accumulation will be assessed for the SUR graft site and cerebellum and for their
relative accumulation levels.

»  The grafts will be used as the units of analysis.

+  ['®F]GE180 Uptake

+  The proportions of abnormal ['*F]GE180 accumulation at the graft site at 12 weeks and 6,
12 and 16 months after transplantation and their respective two-sided 95% Cls will be
calculated using Clopper-Pearson's method.

. Individual time courses and summary statistics will be calculated for ["*F]GE180
accumulation at 12 weeks and 6, 12 and 16 months after transplantation.

+  ["®F]GE180 accumulation will be assessed for: SUV graft site, cerebellum, prefrontal cortex
and their relative accumulation levels; DV+graft site, graft site and cerebellum, and graft
site and prefrontal cortex, and binding potential (BP) graft site, graft site and cerebellum,
and graft site and prefrontal cortex.

*  The grafts will be used as the units of analysis.

*  Dyskinesia score
*  Individual time courses and summary statistics will be calculated for dyskinesia scores
(MDS-UDysRS) at each timepoint. Individual time courses of absolute changes from
secondary enrollment in MDS-UDysRS scores will also be presented, and mean absolute

changes and their respective two-sided 95% Cls will be calculated.
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+  The MDS-UDysRS comprises historical subscores and objective subscores. Both the

respective scores and the total score (Total UDysRS score) will be evaluated.

o QGraftsize
*  Individual time courses and summary statistics will be calculated for graft size (uL) at each
timepoint.

»  The grafts will be used as the units of analysis.

7.2 Adverse Events

7.2.1 Brief summary of Adverse Events

¢  AEs and ADRs for which a causal relationship to the study treatment cannot be ruled out (i.e.,
there is a reasonable possibility that the AE was caused by the investigational cell product) and

SAEs will be tabulated by patient numbers, incidence proportions and event numbers.

7.2.2 Display and Analysis of Adverse Events

* AE patient numbers and incidence proportions will be calculated by event and severity
(mild/moderate/severe). Similar tabulations will also be prepared for ADRs (i.e., AEs for which
a causal relationship to the study treatment cannot be ruled out, meaning there is a reasonable
possibility that the AE was caused by the investigational cell product) and SAEs.

*  When tabulating AEs, if the same AE has occurred multiple times in the same patient, the number
of patients will be counted as 1. If the same AE has occurred multiple times in the same patient
with different levels of seriousness/severity, the AE will be classified according to the more

serious/severe category.

7.2.3 Listing of Adverse Events by Patient
+  Listings of AEs by patient will be prepared.

7.3 Deaths, Other Serious Adverse Events, and Other Significant Adverse Events

+  Listings will be prepared as needed.
7.4 Clinical Laboratory Evaluation

7.4.1 Listing of Individual Abnormal Laboratory Values by Patient

*  Alisting of AEs in the form of abnormal laboratory test values will be prepared.
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7.4.2 Evaluation of Each Laboratory Parameter

*  Alisting of each laboratory value will be prepared.

7.4.2.1 Individual Patient Changes
+  Listings of individual patient changes will be presented in Section 7.4.2 “Evaluation of Each
Laboratory Parameter.”

*  Time course diagrams will be prepared as needed.

7.4.2.2  Individual Clinically Significant Abnormalities
+  These abnormalities will be investigated based on the results from Section 7.2.2 “Display and

Analysis of Adverse Events.”

7.5 Physical Findings and Standard 12-Lead Electrocardiogram Findings Related To Safety
+  Listings will be prepared for the physical findings of height, weight and vital signs.

7.6 By-Patient Displays

+  Listings will be prepared as needed.

7.7  Safety Conclusions
The results of safety-related analyses will be comprehensively discussed and the safety conclusions

will be presented in the CSR.

8 REMARKS ON THE STATISTICAL ANALYSIS
8.1 Statistical Analysis Software Used

The statistical analyses will be performed using SAS version 9.4 or higher.

8.2 Quality Control of Statistical Analysis

Quality control of statistical analyses will be performed in accordance with the “Working
Instructions for Analysis Operations” stipulated by the Department of Clinical Trial Science,
Institute for Advancement of Clinical and Translation Science (1ACT), Kyoto University Hospital.

The administrative structure of the study is shown in Appendix 1.
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Appendix 1

Operating Structure for Quality Review Procedures on Data

Tabulations and Analyses

Protocol Number

IACT16049-01

Study Title

Investigator-Initiated Clinical Trial to Evaluate the Safety and Efficacy of
Human Induced Pluripotent Stem (iPS) Cell-Derived Dopaminergic

Progenitor Transplantation in the Treatment of Parkinson's Disease

Data center:

Department of Clinical Trial Science, Institute for Advancement of Clinical and Translation
Science (1IACT), Kyoto University Hospital

54 Shogoin Kawahara-cho, Sakyo -ku, Kyoto 606-8507, Japan

Tel: +81-75-751-3858, Fax: +81-75-751-4732

Lead Biostatistician
Satoshi Morita, Department of Clinical Trial Science, Institute for Advancement of Clinical

and Translation Science (1IACT)

Biostatistician

Kentaro Ueno, Department of Clinical Trial Science, Institute for Advancement of Clinical
and Translation Science (1IACT)

Programmer

Takamasa Hori, Department of Clinical Trial Science, Institute for Advancement of Clinical

and Translation Science (1IACT)

Current at April 11, 2024
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