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Rebecca Moretti
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Organization: Chiesi Farmaceutici S.p.A

Rebecca graduated in Biostatistics Master of Science at University of 
Milano-Bicocca and is currently a Lead Statistical Programmer with more 
than 8 years of experience in the pharmaceutical sector. Before joining 
Chiesi, she worked in different CROs both as a Statistical Programmer 
and as a Real-World Evidence Analyst. She is currently Lead Statistical 
Programmer and SDTM Subject Matter Expert in Chiesi.

Emanuele Calabrò

Title: Lead Data Manager

Organization: Chiesi Farmaceutici S.p.A

Emanuele has a Master of Science in Biostatistics, and he is a data 
management expert with over 13 years of experience in the 
pharmaceutical sector. He is a member of the CDISC Controlled 
Terminology Protocol Deviation sub-team, a member of Chiesi Protocol 
Deviation Organization Working Group, and a referent point in Chiesi on 
submission in Chinese Medicines Approval Authority (NMPA).



Disclaimer and Disclosures

• The views and opinions expressed in this presentation are those of the 
authors and do not necessarily reflect the official policy or position of 
CDISC.
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• The authors have no real or apparent conflicts of interest to report.
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Setting the scene



Overview on our Drug Development process 

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
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Source: 

Drugs marketed overseas but not marketed in China – Clinical technical requirements

• https://www.cde.org.cn/zdyz/opinioninfopage?zdyzIdCODE=4832fe1bef75686610c58cc092e0f911&rddt=1 

• http://english.nmpa.gov.cn/2020-11/18/c_568155.htm  

PK: pharmacokinetics
HV: healthy volunteers

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                         
in the NDA review

.

CFDI

NIFDC
CDE
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Role Official name Responsibility

Main authority
National Medical Products 

Administration (NMPA)

Administrative approval for NDA 

application

Affiliated institutions

Center for Drug Evaluation 

(CDE)
Technical review  

National Institutes for Food 

and Drug Control (NIFDC)

Quality test conduction and review 

of quality tests

Center for Food and Drug 

Inspection (CFDI)

Inspection of drug clinical trial, 

non-clinical research institutions 

and sponsors

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

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


NDA submission
 General Procedure and Timelines
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Package 

validation

&

Supplement

documents
1-2 M

Technical Review

10-12 M

Q&A

4 M (max)

Technical Review

4-6 M

Admin 

Review

1-2 M

Clinical Trial Inspection

5-6 M

NDA

Sub

Non-Priority review with 1 round of Q&A

Notes:

Q&A Timeframe highly depends on the duration of the preparation of response document;

8M extension if a 2nd round of Q&A is required

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

Approval



Regulatory package



Regulatory package

eCTD Clinical Modules on Europeans population

Clinical Study Reports of Chinese studies

Additional documents on clinical  
development in China

Clinical Data Package

102024 Europe CDISC+TMF Interchange | #ClearDataClearImpact

eCTD: electronic Common Technical Document



1999 2007 2016 2020 2023

Regulatory package: Clinical Data
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Clinical 

Data 

Submission

in China

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

2023: CHINA 

NDA submission

China 

GCP

Prov isions f or Drug 

Registration

Tech Guidance on 

Data Management

Guideline on the Submission

of  Clinical Trial Data

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


Guideline on the Submission of 
Clinical Trial Data (Jul 2020)
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•July 2020Version: 

• This guideline is primarily applicable to 
pivotal clinical trials for the purpose of 
drug registration and marketing, as well as 
to clinical trials for non-registration purposes

Field of 
application

• Study database
• Analysis database

• Data definition file
• Data reviewer’s guide

• Annotated CRF
• Programming code

Submission 
components 
of Clinical 
Trial Data:



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

Aligns technical 
requirements for 

clinical data package 
supporting submission 

with international 
CDISC standards

Details on:

• Components of the data 
package

• Format and conventions

• Additional details
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Which studies should be submitted
as part of the data-package?

• Studies conducted in China should 
be submitted  

• At the moment PK studies in 
Chinese HV are not required

• Data package related to studies 
conducted abroad (i.e., EU only) 
are not required

PK: pharmacokinetics
HV: healthy volunteers



Clinical data package



DATABASES: SDTM and ADaM

ANNOTATED CRF

DATA DEFINITION FILES DATA REVIEWER’S 

GUIDE

PROGRAMMING CODE

aCRF.pdf*

XPT V5 or above* DM and ADSL are mandatory

.xml* or .pdf*

.pdf is not required when .xml is

used for submission

.pdf*
Recommended butnot
mandatory

Readable and understandable
Do not include external program calls; Avoid 
to use nested macros.

.txt as the file extension

*Chinese translation requirement for foreign language database

Clinical data package: required elements

2024 Europe CDISC+TMF Interchange | #ClearDataClearImpact 15

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



NMPA requirements

Clinical data package: annotated CRF
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- Pdf format

Chinese translation: 

- questions designed to collect data; 

- values or codes list of efficacy indicators.



eCRF English 
version

Translation of all
blank eCRF

Translation of 
bookmarks

eCRF CHINESE 

VERSION

NMPA requirements

- Pdf format

Chinese translation: 

- questions designed to collect data; 

- values or codes list of efficacy indicators.

Clinical data package: annotated CRF
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Translation of all
blank eCRF

Translation of 
bookmarks

aCRF English 
version

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

data not integrated in EDC

Translate dataset description 
from annotation (translation 
conformed to Chinese version 

of SDTM IG)

eCRF CHINESE 

VERSION

aCRF CHINESE 

VERSION

The CRF text should be 
identical with the Chinese eCRF 
translated 

NMPA requirements

- Pdf format

Chinese translation: 

- questions designed to collect data; 

- values or codes list of efficacy indicators.

Clinical data package: annotated CRF
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eCRF English 
version



Clinical data package: annotated CRF
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Clinical data package: annotated CRF
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Clinical data package: DATABASES 1/6

Data from 
CRF and 
external
sources

Sponsor is 
encouraged 

to submit 
SDTM 

according to 
CDISC

Chinese
translation

NMPA requirements

Traceability

Analysis 
ready

Analysis 
metadata

Sponsor is 
encouraged 

to submit 
ADaM

Chinese
translation

Dataset and variable labels

Adverse events terms

Generic name of concomitant 
medications

Medical history in CSR and other 
documents
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Dataset and variables 
labels be translated in 

an excel file

Dataset and variables 
labels conformed to 
Chinese version of 

SDTM and ADAM IGs

SAS programs to 
update the datasets 

with the Chinese text. 
Double-programming to 

ensure correctness

22

Clinical data package: DATABASES 2/6

strategy

All unique verbatim terms in an 
excel file (--TERM, --TRT) 
translated in Chinese in a 
different column than the 
verbatim terms in English

Excel file imported using SAS to 
update --TERM and --TRT 

variables with the translated 
term. Independent double-

programming applied to ensure 
correctness.

DATASET AND VARIABLE LABELS

For datasets coded using 
MedDRA dictionary, --LLT, --
DECOD, --HLT, --HLGT, --

BODSYS and –SOC variables 
have been translated. 

For CM, coded using WHO Drug 
dictionary, CMDECOD, 

CMCLASS, ATCNAME (1-4) 
have been translated. 

VERBATIM

Done programmatically 
using the Chinese 

version of the 

corresponding dictionary 

(the term codes are 

unique and identical 
between English and 

Chinese versions).

Translated terms extracted to check consistency with CSR tables

CODING TERMS
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Clinical data package: DATABASES 3/6
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Clinical data package: DATABASES 4/6
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Clinical data package: DATABASES 5/6
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If dataset needs 
to be split

Sponsor can 
just submit the 
split dataset*

Details to be 
included in 

cSDRG

NMPA databases general requirement

NO INDICATION OF 

SUBMISSION 
REQUIREMENTS

FDA 
REQUIREMENTS 

(5GB) HAVE BEEN 
CONSIDERED FOR 
THE SUBMISSION

strategy

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



Clinical data package: DATABASES 6/6 
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POINTS OF ATTENTION

Additional challenges in Chinese translation:

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

Medications Dictionary used for English 
package creation IQ2018Q3

• Length of variable might exceed the limit imposed by SAS 

xport format and CDISC requirements

• Chinese characters need UTF-8 encoding

• Chinese WHO Drug Dictionary version Q12020 used for 

translation (f irst Chinese version available). In case a 

Chinese term w as not available, the current English term has 

been displayed
Source: 
http://xml4pharma.com/publications/Poster_Jozef _Aerts_Chinese_characters_XPT.pdf

https://www.lexjansen.com/phuse-us/2021/dh/PAP_DH12.pdf

http://xml4pharma.com/publications/Poster_Jozef_Aerts_Chinese_characters_XPT.pdf
https://protect-de.mimecast.com/s/BHY_CBrVQ0UyOYl0C6WLPI?domain=lexjansen.com


NMPA requirements

Clinical data package: Data Definition Files
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Data Definition files (DDF)

Both SDTM 
and ADaM

definition files 
should be 
submitted

Good 
traceability 

between data 
to facilitate 
regulatory 

review

Sponsor needs 
to specify the 

dictionaries and 
their versions in 

DDF

DDF is 
generally in 
XML or PDF 

format

English SDTM and ADaM data definition files have been completely translated in Chinese 

Description/label and specification 
of each dataset

Description/label and derivation 
progress of variables

Values or codes list of efficacy 
indicators

Chinese translation

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

strategy



POINTS OF ATTENTION

The pagination in aCRF has changed due to translation, page numbering in SDTM define 
has been updated accordingly

Define.xml and data have been validated through P21 community with CDISC engine

Clinical data package: Data Definition Files
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ARM not
mentioned in 

Chinese
guideline

ARM to be 
prov ided f or 
submitted 
programs

Submit ARM f or 
primary  and key  

secondary  
endpoints with 

inf erential 
analy ses

It has been a Chiesi decision
to submit ARM to facilitate 
the package revision

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. 

Analysis Results Metadata include statistical displays or inferential statements such as p-values or 

estimates of treatment effect. 

NMPA Data definition files requirements

Clinical data package: 

Analysis Results Metadata (ARM) 
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strategy



Both English SDTM and ADaM

reviewer’s guides have been translated
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Submission package: Reviewer’s guide

30

Reviewer’s guide

Should be submitted in Chinese

Supplement to data definition files 
for the reviewers

Provides information in addition to 
what we have in data definition file

Submitted in .pdf

NMPA requirements

strategy



Submitted as txt files

Readable with comments Understandable No external macro calls

ADaM

• Dataset that contains primary endpoint

• Dataset that contains selected secondary endpoints

TABLES

• Tables used f or primary endpoint

• Tables used f or selected secondary endpoints

LISTINGS and FIGURES

• Not submitted

MACROS

• Only study  specif ic macros

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

NMPA programming requirements
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Clinical data package: Programming code

31

No 

translation
is needed!!

strategy



Walls / Wins / Wisdoms



Walls
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The Great China Wall, II century before Christ

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



Wins
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Gengis Khān, 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 
company team based in China to ensure full 
alignment on the strategy

3. Constant support to translation, regulatory and 
medical writers to ensure consistency



Wisdoms

1. Plan ahead: 

• Define internal standards for Chinese 
data submission

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!

35

Confucius, 551-479 before Christ
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A big big 
thank to..

Chiesi data package team:

• Paola Vaghi (Head of Statistical Programming)

• Glauco Cappellini (Lead Statistician)

362024 Europe CDISC+TMF Interchange | #ClearDataClearImpact



Thank You!

Rebecca Moretti: r.moretti@chiesi.com

Emanuele Calabrò: e.calabro@chiesi.com 

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