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Disclaimer

The opinions expressed in this presentation are those of the presenter
and do not necessarily reflect the official policy of Pierre Fabre.
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Introduction

 Pierre Fabre conducted global pivotal worldwide clinical trials for oncology product in CRC and
NSCLC:

« Supported FDA and EMA approvals
« China mainland not included

"« Pierre Fabre initiated in 2021 specific clinical trials in China mainland and Taiwan to access
Chinese market:

* First submission to NMPA in August 2024

« Second submission planned in January 2025
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How data submission to NMPA looks like for
Pierre Fabre?
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Let’s start with NMPA Guidance

Guideline on the Submission of Clinical Trial
Data

(for trail implementation)

Center for Drug Evaluation, NMPA
Jul, 2020

Available in Chinese on the NMPA welbsite
Translated version obtained from professional network

Additional documentation found on the web: P21 webinar,
PharmaSUG or PHUSE archives
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https://www.nmpa.gov.cn/directory/web/nmpa/images/obbSqc7vwdm0ssrU0enKb7dtd29u9a4tbzUrdTyo6jK1NDQo6mhty5wZGY=.pdf

Six key elements of clinical data package

Study/Raw Database: SDTM* ™ Analysis Database: ADaM*
[XPT version 5 of above] [XPT version 5 of above]

Data Definition file [ xml or .pdf]

Data reviewer's guide [.pdf]

Annotated CRF [.pdf] | Programming code |[.txt]

* If a sponsor submits clinical trial data according to CDISC standards; not mandatory Pierre Fabre
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CDE consultation

« One of Pre-NDA meeting objectives was to ensure the data package and translation strategy

IS adequate
 EngishVersion | Chinese Version _
Global worldwide trial Yes Yes
Local safety lead-in trial (different dosage) Yes No
Local pivotal trial in China Yes Yes
Integrated Safety Pool Yes No

y * Response from CDE: “Please submit the Chinese version of the relevant contents”

. ~/ :, « Recommendation from Affiliate and Global CRO regulatory teams based on guidance:
2
ya& °

« No change in data package submission

 Integrated Safety Pool translated but not submitted: upon request during the NDA revievxg
(timelines) hy
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Study and Analysis databases - Translation

« For study database, at least the following content should be in Chinese:

dataset label and variable label

adverse events terms

generic name of concomitant medications

Medical history in CSR and other documents
» Process:
 Excel file created with all unique terms translated, reviewed by Sponsor Affiliate

« Translated terms uploaded and replacing English terms

AETERM_EN ~ | AETERM_CN -
ABDOMINAL BLOATING RS BERS: A

ABDOMINAL CRAMP B =E=iraE

ABDOMINAL CRAMPS IR =E=iraE

ABDOMINAL DISCOMFORT FEEET 3

ABDOMINAL DISTENSION gDy

ABDOMINAL PAIN [ERE ()

ABDOMINAL PAIN (LOWER) fEfm T Pierre Fabre
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Study and Analysis databases - Example

Dataset label and variables label are translated
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| *
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@ AGEGRIN A

@ AGEGRIN /b
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M

4y RACE
ASIAN
ASIAN
ASIAN
ASIAN
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Ay RACE

ASIAM
ASIAN
ASIAN
ASIAN
ASIAM

View with variable

name
A HE

ASIAN
ASIAN
ASIAN
ASIAN
ASIAN

View with variable label

External file properties

File: name:
Created:

Last modified:
Data Type:

Label:

mardi 18 juin 2024 12:37
mardi 18 juin 2024 12:37
SAS Data Set

FiREREDITEHIER

Mame: | =

Label: |l
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Study and Analysis databases - Example

Adverse Event terms and coding variables translated

§Iﬂ
FAN

AETERM &

CONFIDENTIAL [ P T1

AEDECOD Ay AEBODSYS @ AEBDSYCD iy AELLT i@ AELLTCD
ALANINE AMINOTRANSFERASE INCREASED Alamne aminotransferase increased Investigations 10022851 Alanine aminotransferase increased 10001557
ARTHRODYNIA Arthralgia Musculoskeletsl and connective tissue disorders 10028355  Arthralgia 10003235
RASH ACNEIFORM Dermatitis acneiform Skin and subcutaneous tissue disorders 10040785 | Rash acneiform 10037847
ﬂ DIARRHEA D?arrhoea Gastro?ntest?nal disorders 1001 jﬁﬂj D?arrhea 10012323
o DIARRHEA Diarrhosza Gastrointestinal disorders 10017547 Diarrhea 10012727
< ';}.ft . 3 HEPATALGIA Hepatic pain Hepatobiliary disorders 10013805 Hepatic pain 10015705
o *
AETERM M AEDECOD & AEBODSYS {@ AEBDSYCD b AELLT @ AELLTCD
FEBE RS ER A P B REERAS E=lE 10022891 AEBEEEHEERAS 10001551
*T748 ER R & AL BRE I 24 SR ARIER 10023395 %T1HE 10003239
R L3I E ke FZRER R TR =R 10040785 fEREHF BRAE 10037847
REiE IEiE BlatEERm 10017247 REIE 1002727
REiE IEiE BladimiERm 10017947 REIE 1002727
At Rt HT IR 4R ER 10013805 HtiE 10015705
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Study and Analysis databases - Challenges

Chinese translations in database should be consistent with all other documents in submission
package

Two vendors used for translation:
- Affiliate vendor for study documents (e.g. CSR)
» Global CRO Chinese programming team for databases

=¢ Dataset labels and variable labels should be in Chinese and should not exceed 40 bytes in
£ ' length.
“ . After translation threshold sometimes exceeded in Chinese, label was reworded.

e |
¥ 4
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= recommended

Study and Analysis databases - Challenges

Reencoding of study datasets using UTF-8 was needed prior to starting translation activities to
allow Chinese characters which require more than one byte.

Some Chinese characters require more than one byte

PROC COMPARE was done to ensure there was no change in English version of datasets after
encoding change

Due to transcoding from wiatinl to utf8, the length of some variables increased to more than
200 characters, which is not allowed for XPT file version 5

Decision to use XPT V8 as per guidance: SAS Transport File Format version 5 (..) or above is

Example: Protocol deviation terms in DV/ADDV
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Data Definition file

- Data Definition file provided in the Guidance is referring to definexml

« Both SDTM and ADaM define should be submitted

At least the following content should be translated in Chinese:
- description/label and specification of each dataset in the database
- description/label and derivation process of variables in dataset
» values or codelists of efficacy indicators

é * Process:
# - SDTM and ADaM specification excel files were translated in Chinese to recreate Definexml
document

« Note: aCRF or SAP pagination could change during translation, page number reference in
Define.xml should be adjusted ®
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Data Definition file - Example

_ Define-XMLErHiE &5 OEE/Ea): 2024-06-18T23:18:52-04:00
Define-XMLEEE: 2.0.0
#FEIIF EEEEE: 2018-11-21
EiEE
B S ot ADaM-IG 1.1
oiE B
fxEs
BIFEFREVLM
EEFEVLM SR

TEIEER Study -Data Definitions

-
-
$ Hiliztk
}3’ BigE =13 - 5l =[] fi i pra izl Livi =4
| ADS EEERESFIES SUBJECT LEVEL ANALYSIS EEFTE_SSE Analysis | STUDYID, USUBIID PSEESR ADRG E 16 [ adslxpt &
DATASET
! ADEG LB i SR BASIC DATA STRUCTURE SEEFEG RIS oRElEe M SRIE | Analysis | STUDYID, USUBJID, PARAMCD, AVISITN, FEESRADRG E 16 T, adeg.xpt
m—RioR ATPTN
ADEX EESTHEE BASIC DATA STRUCTURE EEFEEETETE#0—SCE Analysis | STUDYID, USUBJID, ECTRT, PARAMN adex.xpt o&F
ADIE MR S SR BASIC DATA STRUCTURE SESHES TSRS aNT I ofAR—= | Analysis | STUDYID, USUBJID, SUBJID, PARAMCD, adie.xpt 7
ioR AVISITN
ADLE RETEESITIES BASIC DATA STRUCTURE EESREE M EEE NS ONER—& | Analysis | STUDYID, USUBJID, PARCATL, PARAMN, | #EZ@&&# ADRG = 17 f. adlb.xpt &
fiet= AVISITN

Documentation

Description Structure
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Data Definition file - Examples

Derivation of confirmed Best Overall Response

AVALC MM SHE(C) | text 59 Derived

£ VLM iERs e iinER/ES
VLM

PARAMCD = SRS | text 50 | SEEASEESESNHEC) | perived

'BRESPC” (2l | =58 [6 #5] 1) {85 BRCNFL = "Y" B1#) ADTRL.AVALC (AVAL 20(E). MNSZETE ADTRL 5584 BRCNFL = "Y" 45338, 5 BRONFL = Y &5iE

WEEER) A AVAL= -1, TIE=E 2) REEE 1) AVAL = 45 5 4528, #8ii) ADY ==43, #E i) PRCANFL="Y", H#H iv) ZEizs
AVAL = -1 #4528, TReE AVALC = "SRiE (AVAL = 3). TN NESEE ADTRL FieEEFE EMEE (1) (2) 8928, B5Fh
ADTRL &, Mh2E AVALC = "FE[EE" (AVAL = -99), INESEHE ADTRL TiRE{EE, #ASREx "FahEE" (AVAL = -99),

Codelist for OS censoring Codelist for confirmed Best Overall Response
SN STSBEE (D) AR EERAE(C)
5o .
=EEE
S
AEEFATES (RAEAETE s 2 MRS e EaE) 3ECR/3EPD
FESIRE, REERC TN
BEAERS E—
()
BT Pierre Fabre
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Data reviewer’s guide translated in Chinese,
with version encoding

3 W R i e U

HE

SR < S

SR =
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Annotated CRF

« For aCRFs, at least the following content should be in Chinese:
- description of questions designed to collect data
 values or codelists of efficacy indicators

~ + Process:
« ACRF translation was done starting with Blank CRF translation in Word
« SDTM mapping added in Chinese in PDF version.

©

Pierre Fabre
Medical Care
Research & Development

CONFIDENTIAL [ P18



Annotated CRF - Example

|Dm="pemggraphics " SUPPDM="Supplemental Qualifiers for DM"

[DM=" [ %"

5.0_PROD_CCB4_LJ)_11Dec2023: All Unique Forms
Project Name: I

Form: Demographics

Generated On: 11 Dec 2023 12:01:23

Age at entry in the study (Years)

Age Unit YEARS ()

Sex
Race

If Other, Specify [SUPPDM.QVAL where GNAN="RACEOTH"

[SUPPDM=" A [ 4t e B i B B "]
5.0 PROD CCB4 LJ 11Dec2023: FrEME—FH
151 B 4% I

Fg: AOHIHHE

AR 20234128110 12:01:23

MW TR RS ()

AGE
AL 5 @
5 SEX
AF

RACE

E

oA, i R

i QNAM="RACEOTH" Ii], i SUPPDM.QVAL H{& |»
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Programming code

« Sponsors should submit programming codes in TXT format:

. Derivc;tion process of derived variables of analysis datasets: ADaM datasets only (not
SDTM

» Generation process of analysis results for the efficacy endpoints

« Programming codes submitted should be readable, understandable, executable, and do not
include external program calls, which in particular avoid using external macro programs:

« Macro variables embedded at the top of each program

« SAS programs are not translated

w * Pierre Fabre decision: Submit Primary and key secondary efficacy endpoint programs
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How to integrate the Chinese documentation in
module 5?

Refers to the ¢CTD module tn which study data 1s being
Name ths folder mS for climcal data. Do not place
files at thus level

Resides within the module folder as the top-level folder for
clinical study data being subnutted for the module 5. Do not
place files at this level

Option 1: Create a new « Study » folder for
Chinese translated databases

Name thus folder with the study identifier or analyus type
performed. Do not place files at this level

[

for ADaM datasets and comresponding
software programs. Do not place files at ths level

s Option 2:
datasets Pl A st e e v | | [l Create subfolders for Chinese
T— Pace s g A e, bl translated databases

Contans legacy formatted analysis datasets and
legacy ponding software programs. Do not place files at this
level

Place legacy analyss datasets, data defimtion file, and data
reviewer guide m this subfolder

Place software programs for legacy analyss datasets, tables
programs and figures in this subfolder

—‘ tabulations l cham-u for -mm‘:‘m Denolpl.xeﬁugl

legac Place legacy (non-standardized) tabulation datasets, data
gacy defimtion file, data reviewer gude, and aCRF m ths folder

Place SDTM tabulation datasets, data definition file, data *
sdtm reviewer guide, and aCRF in this subfoldes. Should caly be —
used in m5 for clinscal data.
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How to integrate the Chinese documentation in
module 5?

Folder Level 1

Refers to the ¢CTD module m which study data is being
Name this folder mS5 for clincal data Do not place,
files at ths level

[module]

Resides wathin the module folder as the top-level folder for

PF decision to create a dedicated STUDY folder

clinical study data beung submtted for the module 5. Do f h | d d
ot Lew e ot or eacnh translated stu %
l | Name thus folder with the study identifier or analysis
B'“&! | "t Dompl-é-nhnm:mu i
- L N J
analysis | il Do not place files at this level.
Folder Level § v datasets
— X N )
|| cootstas for ADaM datasets and coresponding v | globaltrial-chinese
—l software programs. Do not place files at this level.
w | | analysis
Place ADaM datasets, data definttion file, and data reviewer v | adam
guade in thus subfolder
| datasets r

Place software programs for ADaM datasets, tables and
figures mn ths subfolder

| Global Study NDA data package
Contaws legacy fommatted analy s datasets and ] t_:bz::;:r:s trO nSlOted

ponding software programs. D&nmpueeﬂuutn
level

| sdtm —
M.m':ﬂuy:w;:%m“m v | globaltrial-english
Place software programs for legacy analyss datasets. tables w | | analysis
and figures i this subfolder v Tl adam
|
_ I — ~awe. [ Global Study NDA data package

Place legacy (non-standardszed) tabulation datasets, data _i programs
defimtion file, data reviewer gude, and aCRF m ths foldes

v | tabulations

Place SDTM tabulation datasets, data definition file, data
reviewer guide, and aCRF in this subfolder. Should only be sdtm —
used in msS for clinical data. -~

> | | iss-en

» | localtrial-chinese Pierre Fabre
X ) Medical Care
> | Iocal'tnal-enghsh Research & Development



How to integrate the Chinese documentation in

module 5?

Folder Level 1

Refers to the éCTD module i which study data is being

[module]

Folder Level 2

datasets

1 clinical study data being subnutted for the module 5. Do not

Name ths folder mS for climcal data. Do not place
files at thas level

[ Resides within the modute folder as the top-level folder for

[ place files at thus level

| Name this folder wath the study identifier or analysis type

| performed. Do not place files at this level

| Contans folders for analysis datasets and software programs

Foldes Level 3
e
<‘ [study]
Folder Level 4
T———
H analysis

Folder Level 3

Do not place files at this level

| Folder Level 6
——

[ —

|
f | Contatns subfolders for ADaM datasets and comesponding
| software programs. Do not place files at thus level

| Place ADaM datasets, data definition file, and data resiewer
guide wn ths subfolder

| Place software programs for ADaM datasets, tables and
" figures in this subfolder
L

|

Contans legacy formatted analyns datasets and

1 legacy [

>

\

g software programs. Do not place files at thy

level

| Place legacy analyss datasets, data definstion file, and data

programs

—I" tabulaw

'—; legac | Place legacy (non-standardszed) tabulation datasets, data
| gacy | defimtion file, data reviewer gunde, and aCRF m thas folder

[ reviewer guide m this subfolder

| Place software programs for legacy analyss datasets. tables
and figures w thas subfolder

o |Contams subfolders for tabulation datasets. Do not place files
1 at thus level

[ | Place SDTM tabulation datasets, data defistion file, data
1 sdtm  reviewer gwide, and aCRF 1n this subfolder. Should caly be
l used in mS5 for clinscal data

4 | m3
4 | datasets
4 | [study id [ iss [ ise]

4 | anabysis

< 4 | adam

|, datasets

. programs

| adarm_j
4 | legacy
|, datasets

. programs
| misc
4 | tabulations
. legacy
|, sdtm

L osdtm_j
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Create subfolders for Chinese documentation
PMDA recommandation April 2024: LINK
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https://www.pmda.go.jp/files/000267935.pdf

Teamwork was key element of success

s m £
i L. o S,
Submission Strategy ~ Data preparation Translation Final translated
Pre-NDA meeting Encoding Consistency between data package
Planning activities Documentation* documents

Il/ \\‘ I/’ “s\ I/’ ~~\\ Il/
tod £ & I' §+2
8 | 27 [
> : - >
\uf : ; :
g - :
! o ®o0 1
- I £ i _
i *
! AN L Vi \\ P ! “\ - /' ‘\\
* Protocol, SAP, CSR ﬁ ﬂ

[ Regulatory ] [ Medical J [ Regulatory ]
| Regutory | programming | | Programming | | Programming
PFQ ][ Project Team ] [ Biometry ] [ Biometry ] [ Biomstry ”mffgg;e
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You remember how data submission to NMPA
initially looked like for Pierre Fabre, right?

Pierre Fabre
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Well, that's how it really was!
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SAO5

Navigating first Data Submission:
Pierre Fabre's Journey and Insights
INnto Data Submission Challenges

Thank you for your attention with the NMPA

Contact details:
Q&A
Benoit Sansas
Laboratoires Pierre Fabre
3 avenue Hubert Curien — 31035 Toulouse

Email:benoit.sansas@pierre-fabre.com
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Links

» Preparing CDISC Submissions for China’s NMPA [Ulodoted] | Pinnacle 21

« New Requirements of Clinical Trial Data Submission for Chinad Filing: An Implementation
(lexjansen.com)

« Challenges and solutions for e-data submission to NMPA under new regulation
(lexjansen.com)

« Submitting Software Programs to the Regulatory Agencies - Clinical Trial Software & Data
Analysis | Cvtel | Contact Us

Pierre Fabre
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https://www.pinnacle21.com/blog/preparing-cdisc-submissions-chinas-nmpa
https://www.lexjansen.com/pharmasug/2021/SS/PharmaSUG-2021-SS-073.pdf
https://www.lexjansen.com/pharmasug/2021/SS/PharmaSUG-2021-SS-073.pdf
https://www.lexjansen.com/pharmasug-cn/2021/DS/Pharmasug-China-2021-DS047.pdf
https://www.lexjansen.com/pharmasug-cn/2021/DS/Pharmasug-China-2021-DS047.pdf
https://cytel.com/perspectives/submitting-software-programs-to-the-regulatory-agencies/
https://cytel.com/perspectives/submitting-software-programs-to-the-regulatory-agencies/
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