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Rebecca Moretti
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Milano-Bicocca and is currently a Lead Statistical Programmer with more
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and as a Real-World Evidence Analyst. She is currently Lead Statistical
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Emanuele has a Master of Science in Biostatistics, and he is a data
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pharmaceutical sector. He is a member of the CDISC Controlled
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Deviation Organization Working Group, and a referent point in Chiesi on
submission in Chinese Medicines Approval Authority (NMPA).
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CDISC.

» The authors have no real or apparent conflicts of interest to report.
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Setting the scene




The drug was developed and approved in
Europe :: and other countries (like Australia)

expansion into the Chinese market

Two studies were designed on a Chinese
population: PK study (on HV) and pivotal study

Application of the Chinese Clinical Technical
Requirements *-

PK: pharmacokinetics
HV: healthy volunteers

"""" Source:

Drugs mark

eted overseas but not marketed in China — Clinical technical requirements
http inioni e 4832fe1be 3

www. cde.org.cn/zdyz/opinioninfopage?zdyzldCODE=48 b 686610c58 9
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https://www.cde.org.cn/zdyz/opinioninfopage?zdyzIdCODE=4832fe1bef75686610c58cc092e0f911&rddt=1
http://english.nmpa.gov.cn/2020-11/18/c_568155.htm

Chinese national authorities involved
INn the NDA review

Role Official name

National Medical Products
Administration (NMPA)

Center for Drug Evaluation

(CDE)

National Institutes for Food
Affiliated institutions and Drug Control (NIFDC)

Main authority

Center for Food and Drug
Inspection (CFDI)

Responsibility

Administrative approval for NDA
application

Technical review

Quality test conduction and review
of quality tests
Inspection of drug clinical trial,

non-clinical research institutions
and sponsors

: % NATIONAL MEDICAL PRODUCTS ADMINISTRATION

by L=
ExRaamiEE

EER
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https://english.nmpa.gov.cn/

NDA submission

General Procedure and Timelines

NDA
Sub

Notes:

Package
validation
&

Supplement
documents
1-2M

Technical Review
10-12M

Clinical Trial Inspection
5-6 M

Technical Review
4-6 M

Admin

Review
1-2M

Q&A Timeframe highly depends on the duration of the preparation of response document;
8M extension if a 2" round of Q&A is required

This time may vary due to the time frame of Q&A and inspection.

cdisc
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Regulatory package




Regulatory package

N\

eCTD Clinical Modules on Europeans population

\ eCTD: electronic Common Technical Document

Clinical Study Reports of Chinese studies

Additional documents on clinical
development in China

/

Clinical Data Package

/

eoe
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Source:

Clinical
Data

Submission
in China

¥Chiesi
2023: CHINA

NDA submission

~ Provisions for Drug
@ Registration
China
GCP

1999 2007 2016 2020

https://data42 cn/c3c/iwebinar/20200527/C3C_NMPAmp4

cdisc
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https://data42.cn/c3c/webinar/20200527/C3C_NMPA.mp4

Clinical Trial Data (Jul 2020)

Version: «July 2020

. * This guidelineis primarily applicable to
Field of pivotal clinical trials for the purpose of
i i drug registration and marketing, as well as
appllcatlon to clinical trials for non-registration purposes

SmeiSSion * Study database
* Analysis database

COMPONENLS PRI

N »Data reviewer’s guide
Of Cllnlcal * Annotated CRF

Trial Data: « Programming code

4. Other Considerations

Guideline on the Submission of

1. Background and PUFPOSES ..o s ssss s s s e s esne 3

2. Submission Components of Clinical Trial Data .........cccooemiiininnninessin e, 4

2.1 Study database
2.2 Analysis database
2.3 Data definition file

2.4 Data revIeWer 'S GUIAR .ovuriirmsimsness e e e 7
2.5 Annotated CRF i s s 7
2.6 Programming COAE ..o e s s 8
3. Submission Document Format and Conventions........c...ccmmmniiiimaenn, 8
3.1 Portable document fOrmat ....oouciiiisimini s s 8
3.2 Extensible mark-up language format......oiiemien s e, 8

3.3 Plain text format

3.4 Data transport file format

3.5 Dataset split
3.6 Dataset name, variable name and 1ength .. 9

3.7 Dataset labels and variable 1abels ... s 10

4.1 Traceability of trial data

4.2 Data files under eCTD ..o s s 11
4.3 Foreign language database ... s 11
4.4 Communication with regulatory AFency. i .- 12

eoe
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Guideline on the Submission of
Clinical Trial Data (Jul 2020)

: : Which studies should be submitted
Aligns technical as partof the data-package?

- requirements for | | _
ISC ' clinical data package » Studies conducted in China should
AL supporting submission be submitted 4

INTERCHANGE STANDARDS with international
CONSORTIUM _~* CDISC standards

* At the moment PK studiesin
Chinese HV are not required

Details on: - Data package related to studies
« Components of the data conducted abroad (i.e., EU only)

package are not required
* Format and conventions

» Additional details

PK: pharmacokinetics
HV: healthy volunteers

L]
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Clinical data package




+. Clinical data package: required elements

DATABASES: SDTM and ADaM

L

XPT V5 or above* DM and ADSL are mandator

[ . [

1

i ANNOTATED CRF @ PROGRAMMING CODE

: Readable and understandable

Do notinclude external program calls; Avoid

4 T aCRF pdf*
- to use nested macros.
txt as the file extension

i &

DATA DEFINITION FILES

GUIDE
xml* or .pdf* pdf*
i .pdfis not requ_|re_d when .xmlis Recommended butnot
ot used for submission mandatory

: ' , . v
*Chinese translation requirementfor foreign language database o XML:Extensible Mark-up Languiage
PDF: portable document format

L
Cd ISC 2024 Europe CDISC+TMFInterchange | #ClearDataClearImpact 15



% Clinical data package: annotated CRF

NMPA requirements

R - Pdf format ¥
"y Chinese translation:

-- - guestions designed to collect data;

- values or codes list of efficacy indicators.

gty
Giotitosh
A
.
. -
f.:';...

PR | eeee
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2T - Pdf format ¥
S E Chinese translation:

Clinical data package: annotated CRF

NMPA requirements

- guestions designed to collect data;

- values or codes list of efficacy indicators. .

eCRF CHINESE
VERSION

Translation of
bookmarks

LL LR
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Translationofall — "&CRF English
blank eCRF version
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Clinical data package: annotated CRF

i NMPA requirements
N - Pdf format .
piy el . Q
o, Chinese translation: -
§iissns - questions designed to collect data; Translation ofal Q'_ S RF Engiish
s ¥ : o blank eCRF i
5~ - values or codes list of efficacy indicators. o anke version

Translation of
bookmarks

eCRF CHINESE
VERSION

‘ Translate datasetdescription
from annotation (translation
conformed to Chinese version
of SDTM IG)

Translation of External data
Data Transfer Specifications
(DTS) because of external
data notintegrated in EDC

The CRF text should be
identical with the Chinese eCRF
translated

LL L
Cdlsc 2024 Europe CDISC+TMFInterchange | #ClearDataClearlmpact 18



Clinica

4R
v

{

Amoted Sy ook~ Page 90191
oL Demography (DM)
1.| Date of Birth [Date of Birth] (DD/MM/YYYY
[Date of Birth] :|/| ]/\ ]
2.|Age [Age]
[Age]
3.|8ex [Sex]
[Sex] (Male
()Female
4. |Race [Race]
[Race] -fDWh{te
ﬂ[kace]
RACE, when more than one selected, —F Asian
RACE=MULTIPLE' and indfvidual
North East A v ]
responses are in SUPEDALQVAL Qtlrh ez 5'a“€"““-|SUPPD]\LQ\JLLwhenQVn[ ASLINNS
()South East Asian
Black
[If Other ticked, please specify]
Other
If Other ticked, please specify
|SUPPDM.QVAL when QNAM=RACEQTH' ‘

0

| data package: annotated CRF

Anrofaed SudyBook - Fis¥, AR
ARZitE (DM)
L | R 4% FI%1 (DD/ MM/ YrYY)
e | My ¥y B
2| & [£#]
—
3| #3 [#8] Fay
[H] 0% -
0%
4| B [#E]
[7E] 70 B
?Ij [RE]
SRETHARER, RCEIL LT 1%
TPLE' B #EMILRESTPPOMQ okt¥ > T -
e | oxes ﬁ SUPPDMLQVAL when QNAVEASTANNS
02\
O [mBa"5R" #iH)
A
DRtk HEa
[SUPPDMVAL when QNA\=RACEQTH
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Clinical data package: annotated CRF
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Clinical data package: DATABASES 1/6

NMPA requirements

Data from
CRF and
external
sources

Traceability

Analysis
ready

Analysis
metadata

cdisc

Sponsor is
encouraged

to submit
SDTM
according to
CDISC

Sponsor is

encouraged
to submit

ADaM

Dataset and variable labels

Chinese
translation

@ % ‘ Adverse events terms

Generic name of concomitant
medications

Chinese
translation

5

2024 Europe CDISC+TMFInterchange | #ClearDataClearImpact 21

Medical history in CSR and other
documents



.. Clinical data package: DATABASES 2/6
'*ChiESistrategy§§ DATASET AND VARIABLE LABELS

SAS programs to
update the datasets
with the Chinese text.
Double-programming to
ensure correctness

Dataset and variables
labels conformed to
Chinese version of

SDTM and ADAM IGs

¢ e Dataset and variables
Peeed, labels be translated in
§iirsinia an excel file

VERBATIM CODING TERMS

All unique verbatim terms in an For datasets coded using
excc(]el file (-TERM, --TRT) MedDRA dictionary, --LLT, --

translated in Chinese in a DECOD, --HLT, --HLGT, --

different column than the BODSYS and —SOC variables Done programmatically
verbatim terms in English have been translated. using the Chinese

version of the
corresponding dictionary
(the term codes are
Excel file imported using SAS to . unigue and identical
update --TERM and --TRT For CM, coded using WHO Drug between English and
variables with the translated dictionary, CMDECOD, Chinese versions
term. Independent double- CMCLASS, ATCNAME (1-4) : Versions).

programming applied to ensure have been translated.
correctness.

oo Translated terms extracted to check consistency with CSR tables
Cd Isc 2024 Europe CDISC+TMFInterchange | #ClearDataClearImpact 22



E AFSEQ & AESPID 6 AFTERM 8 AFLLT
11 Upper respiratory tract infection Upperrespirator...
22 Upper respiratory tract infection Upperrespirator...
17 Alanine amino acid transferase increased Alanine aminotr...
2 11 Upper respiratory tract infection Upper respirator...
39 glucose increased Glucose increased

®

AFLLTCD
10046306

10046306
10001551
10046306
10018421

O AESEQ & AESPID & AETERM & AELLT ®  AELLTCD

11 RO e R
2 2 RO B R
17 RNRBEIER.
2 11 ROk e R
39 BEBEAS

E PR E R
PR E R
AREEER.
E PO E R
AERTE

10046306
10046306
10001551
10046306
10018421

Cd ISC 2024 Europe CDISC+TMFInterchange | #ClearDataClearImpact
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Clinical data package:

DATABASES 4/6

: () CMSEQ CMSPID CMTRT ACATT ACAT2 CMINDC CMDECOD
119 Salmeterol Xin.. Asthma Asthma FLUTICASONE PROPIONATE:SALMETEROL X...
23 Acarbose Tabl., Non-Asthma MH: Type 2 dia.. ACARBOSE
31 Gliclazide Mod... Non-Asthma MH: Type 2 dia... GLICLAZIDE
4 2 Rosiglitazone... Non-Asthma MH: Type 2 dia... ROSIGLITAZONE
x- 59 Thioctic Acid f.. Non-Asthma MH: Type 2 dia... THIOCTIC ACID
o CMSEQ & CMSPID & CMTRT 6 CMDECOD
119 HEFBERBIABNETRIUBBAMS0/S00g AERETRILEEE)VERS
2 3 PlRERA BRIt
31 B ERR 18515
42 BIE5BR A B8

cdisc
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Clinical data package: DATABASES 5/6

('

If dataset needs
to be split

MPA databases general requirement

Sponsorcan
just submit the

split dataset*

Details to be
included in

cSDRG

~

NO INDICATION OF
SUBMISSION
REQUIREMENTS

J
*Chiesi strategy §§
- I
k )

*Different approach from FDA that requires also the non-splitdataset to be submitted

cdisc
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Clinical data package: DATABASES 6/6

A POINTS OF ATTENTION

Additional challenges in Chinese translation:

* Chinese character =3 bytes
* English character=1 byte (generally)

Medications Dictionary used for English
package creation 1Q2018Q3

Length of variable might exceed the limit imposed by SAS
xportformatand CDISC requirements
Chinese characters need UTF-8 encoding

Chinese WHO Drug Dictionary version Q12020 used for
translation (first Chinese version available). In case a
Chinese termw as not available, the current English term has
been displayed

Cd Isc 2024 Europe CDISC+TMFInterchange | #ClearDataClearImpact
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http://xml4pharma.com/publications/Poster_Jozef_Aerts_Chinese_characters_XPT.pdf
https://protect-de.mimecast.com/s/BHY_CBrVQ0UyOYl0C6WLPI?domain=lexjansen.com

-+ Clinical data package: Data Definition Files

& NMPA requirements

Chinese translation

Data Definition files (DDF)

" Good

e Both SDTM traceability Sponsor_ needs DDE is

/o and ADaM to specify the ,

L : between data g : generally in

Tt definition files e dictionaries and

TR should be fo facilitate i versions in <ML Or PDF

ORI regulatory DDE format : i

submitted

~ review |
O
.. (Chiesi strategy §§

XML:Extensible Mark-up Language
PDF: portable document format

PR | LI
. . Cdlsc 2024 Europe CDISC+TMFInterchange | #ClearDataClearlmpact 27



Clinical data package:

Data Definition Files

DM (AO%) - SPECIAL PURPOSE

BEAFEEESIIEE: SUPPDM (DMANEIRER)

KEASRE EEAERISORT RE/B/EER

fn
STUDYID | Fi%Ehmie  |text | Identifier 15 Protocol
DOMAIN | HIEES text Identifier 2 | SDTM Domain Abbreviation Assigned

[31 4] FNSHRAEES.
USUBND | Em&B—1F |text Identifier 24 Derived
L USUBIDESTUDYIDAISUBIIDEESERE , /605, Bl
SUBJID | EEATRE |text | Topic 8 CRF
Annotated Case Report Form [80 & ]

ARGl

Lz Ak gibi

Table 14.2.1.1.2 Slistica

Beseite ove the Efre i g PEF (LMin) ANCOVA Mods! {Itention To-Tret it}

cdisc

2024 Europe CDISC+TMFInterchange | #ClearDataClearImpact
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-%: Clinical data package:
-1~ Analysis Results Metadata (ARM)

Analysis Results Metadata include statistical displays or inferential statements such as p-values or
estimates of treatment effect.

. I E m NMPA Data definition files requirements
o [1® (4Chiesi strategy 3

Analysis results metadata are not needed or even advisable
for every analysis included in a clinical study report or
submission. The sponsor determines which analyses
should have analysis results metadata.

Ithas been a Chiesi decisio
to submit ARM to facilitate
the package revision

Table 14.2.1.1.2

£ [ statist i the Entire Treatment Period in Average Pre-Dose Morning PEF (L/Min) ANCOVA Model (Intention-To-Treat Set)
ERFEHERTSEEIENEE (n)
ARSH PARAMCD - "PEFAMETP" (SRR 2@ persE (L/min))
A ADPEF TRTOIP (RE01:26T)
ARER SPECIFIED IN S4P
@oav'e AHEN PRIMARY QUTCOME MEASURE
F . flm ADPEF. [PARAMCD = "PEFAMETP" and BASE + missing and CHG * missing and [TTEL = °¥* 2nd REGION] = “missing" and SEX + “missing’]
@ crrans ®
3 REEE S, EEd EEEE ) A, BT ( ERAHE) R
. H AT,
. SAPED.LIT [35 ]
. SAPE14E [8 2]
ey ® Ll [545 version 9.4]
RO e
o select distinct TRTOLZ, count(distinct USUBJID) as o
i, from ADPEF 4
241 where ITTFI="Y" and DABAMCD="PEFEMETP" and missing(CHG)=0 and missing(BASE)=0 and REGION] and SEX
. TRI0LE;
i . e
% Haz2112@
i@

eeen
Cdlsc 2024 Europe CDISC+TMFInterchange | #ClearDataClearlimpact 29
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% Submission package: Reviewer’s guide

.. . NMPA requirements

o (-¥Chiesi strateg y§§

Both English SDTM and ADaM

binoi reviewer's guides have been translated
S

N = |

9;.-~;--‘;: [T
s Cdlsc 2024 Europe CDISC+TMFInterchange | #ClearDataClearlmpact 30



Clinical data package: Programming code

NMPA programming requirements

- Submitted as txt files

Readable with comments Understandable No external macro calls

No clear definition within the Chinese guideline of which programs should be submitted

S G stroteoy 2.

ods output ModelANOVA= ModelANOVA ContrastEstimate= ContrastEstimate;

ADaM broc ghreg dots - adan.adtce;
. . . CLASS TRTPN SITEGR1 EXP1YG2 FVIPPGl SMSTT;
< Dataset that contains primary endpoint MODEL AVAL®cnsr(1) = TRTPN SITEGR1 EXP1YG2 FVIPPGL SMSTT / ties=exact type3(wald) RL=wald;
+ Dataset that contains selected secondary endpoints CONTRAST 15Tty sreatnent ve Placebdl JRTPN 1 / estimate-ein;
| ¢ RUN;
TABLES ods output close;
ods exclude none; NO
Pty : I I « Tables used for primary endpoint proc freq dataadam.adsl noprint;
1 « Tables used for selected secondary endpoints vnere ITTRL=YTS I A
v 33 4 . A / ‘table TRTBIPN*TRT@1P / out=trtcnt 81 (drop=percent); trans at|0 n

run;

printord="01";

sort=TRTE1PN;
\ / ‘text=strip(put (TRTO1P,$30.))| | (N="||strip(put(count,4.))|[")";

MACROS
« Only study specific macros

Cdlsc 2024 Europe CDISC+TMFInterchange | #ClearDataClearlmpact 31
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Walls / Wins / Wisdoms




The Great ChinaWall, Il century before Christ

Walls

1. Chinese requirements: evolving regulations with
continuous updates and China-specific activities

-

2. It is not all about translation: Chinese SDTM
IG and ADaM IG should be applied and
consistency between documents should be
ensured

3. Complex review of the Chinese translation of e-
submission package

b
by —

S o 15 B8

eoe 1
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i 4 F
than, 1162-1227 after Christ

1. Strong internal know-how on FDA package
preparation

2. Cross-functional team-work is the key:

- + Close cooperation between clinical, regulatory and
AR company team based in China to ensure full
alignment on the strategy

... 3. Constant support to translation, regulatory and

| medical writers to ensure consistency

e \ I, 15!

LL LR
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Confucius, 551-479 before Christ

. Wisdoms
1. Plan ahead:
- Define internal standards for Chinese
3 sk data submission
=i 2. Chinese Guideline to be more and more
# aligned with requirements from other
countries

3. ...and a dream: that in the mid term Chinese
authority will not longer ask the translation of
the database!

L] «
Cd lsc 2024 Europe CDISC+TMFInterchange | #Cle arDataClearlr
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A big big
thank to..

Chiesi data package team:
» Paola Vaghi (Head of Statistical Programming)

* Glauco Cappellini (Lead Statistician)

2024 Europe CDISC+TI



Thank You!

Rebecca Moretti: r.moretti@chiesi.com
Emanuele Calabro: e.calabro@chiesi.com



mailto:r.moretti@chiesi.com
mailto:e.calabro@chiesi.com
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