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Disclaimer and Disclosures

• The views and opinions expressed in this presentation are those of the 
author(s) and do not necessarily reflect the official policy or position of 
CDISC.
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Background of the project
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Double-blind, 
Randomized

Multi-Regional 
Clinical Trial 
(MRCT)

Phase II/III

Vaccine
(COVID-19)

NMPA EUA 
Submission

30000+ 
Subjects



Challenges of the Project
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FDA and NMPA 
Dual 

Submission
NMPA EUA 
Submission Vaccine Study



FDA Guides
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FDA Guides

FDA，《Submitting Study Datasets for Vaccines to the Office of Vaccines Research and Review, Version 2.1》，2019-12
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• Exchange Format Standards
• Study Data Standard
• Controlled Terminology 

Standard

FDA Data Standards Catalog v9.1 (04/19/2023)
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ü Extensible Mark-up Language (XML) 
• Facilitates the sharing of structured data across different information systems.

ü Portable Document Format (PDF)
• Versions
• Security
• Fonts
• Optimize For Fast Web View
• Document Navigation (TOC(Table of Content), hypertext links, bookmarks)
• Initial View Settings

ü File Transport Format
• SAS Transport Format (XPORT, xpt v5)
• Dataset Size (maximum size, split if > 5 GB)
• Dataset Column Length  (maximum length of the variables)
• Variable and Dataset Descriptor Length (Maximum length: Variable Name:8, Label:40)
• Special Characters: Variables and Datasets (ASCII text code only)
• Variable and Dataset Names 
• Variable and Dataset Labels

Exchange Format – Electronic Submissions
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Study Data Standardization Plan (SDSP)

FDA，《Study Data Technical Conformance Guide v5.4》，2023-06
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Submission Data Package Components Requirement

Reviewer’s 
Guides

Suggest to use the latest 
version on PHUSE 

Website;
nsdrg, csdrg, adrg

Data
• Follow CDISC standards 

and provide in xpt
format.

• Pinnacle 21 check the data 
and define

• Avoid technical rejection 
criteria

aCRF
• Ensure that all fields are 

annotated with SDTM 
variables or marked as 
“Not Submitted”.

• Dual Bookmarking

Controlled Terminology 
Standard
Common dictionaries should 
be used

Define-XML
Transmits metadata 

that describes any 
tabular dataset 

structure

Software Programs
• TXT format;

• Should provide the programs used 
to create all ADaM datasets and 

generate tables and figures 
associated with primary and 
secondary efficacy analysis.



NMPA Guides
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• July 27, 2016.  药物临床试验数据管理与统计分析的计划和报告指导原则

• July 27, 2016. 药物临床试验数据管理工作技术指南

• June 01, 2017. 关于补交“临床试验数据库”资料的通知

• Oct 09, 2019.   eCTD中临床试验数据库及相关资料的申报要求

• Jul 20, 2020.    发布《药物临床试验数据递交指导原则（试行）》的通告

• Sep 30, 2021.  关于实施药品电子通用技术文档申报的公告

• Nov 4, 2022.    公开征求《关于药品注册申请实施电子申报的公告（征求意见稿）》等文件意见

ü 原始数据、分析数据建议采用XPT第5版本（简称XPT V5）或以上版本作为数据递交格式

ü 鼓励申办方参照CDISC标准递交临床试验数据

ü 必须递交数据说明文件，可以为XML或者PDF格式

ü 鼓励递交数据审阅说明，应为PDF格式

ü 注释病例报告表aCRF应为PDF格式，程序代码采用TXT格式
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NMPA Data Submission Requirements
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Difference for submission between FDA and NMPA
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FDA NMPA

File Size for XPT 5GB 4GB

XPT Version V5 V5 or above

Dataset Standard CDISC standard CDISC standard is recommended

Define XML XML or PDF



Key process to prepare for NMPA submission
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Files need to be Translated/Prepared

aCRF

ADaM Define-XML

cSDRG

ADRG

TLG

SDTM

The submission was based on the IA results. The whole datasets and TLGs package 
had been completed in English. To support the NDA to NMPA, the Chinese package 
which met NMPA Data Submission Requirements need to be prepared.



Key process to prepare for NMPA submission
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Raw data SDTM ADaM TLGs

English

Chinese

DatabaseProtocol, SAP,
CRF, aCRF

Translation Translation Compare

cSDRG & define.xml ADRG & define.xml



aCRF translation
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Import annotations/bookmarks
n Manually review

03

Export annotations/bookmarks
01

Translate aCRF annotations/bookmarks
n Central Dictionary

n Update page number if possible
n Manually review

02



SDTM datasets translation
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Extract items need to be translated
n Dataset label
n Variable label
n Code List

n Free text
Note: Garbled characters 

Split variables
Remove duplicates

01

Import items back to datasets
n Encoding
n Double programming
n Compliance check (P21&CCSCC)
n Compare with origin datasets

p Truncation
p Obs number/order
p Variable number/type
p Items that have not been translated should be 

consistent

03

Prepare Dictionary
n SDTM IG3.2 Metadata
n ADaM IG1.1 Metadata
n ADaM-IG 1.1 OCCDS 1.0 metadata
n Controlled_Terminology_Chinese_Translation

n MA Team

02



TLF translation
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Dev 
programs 

(EN)

Dev 
programs 

(CN)
TLF outputs 

(CN)

n TOC

n Header

n Tables column 1

n Listings body content

n Graphs axis label & legend

n Page break

TLF outputs 
(EN)

V a l i d a t i o n



Maintenance of Blinding
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Chinese data 
and define 

package (Blind)

Prepare CDs 
and delivery 

note for 
submission

Chinese data 
and define 
package 

(Unblinded)

M5 folder 
structure

Split

Blinding Team

Got the EUA 
Approval!

Managed by Unblinded Team

Access Control

Blinding Environment Unblinded Environment



M5 Structure
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Some Key Points
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4.Page number in 
translated files
Bookmark and Annotation in aCRF

3.Encoding
UTF8

1. Consistency
Dictionary Control

5.Derivation、Complex 
Algorithms、Review Guide
Translation department, Programmer 
review

2.Variable Split
Translate the merged text, split the 
translated text base on actual length

6.Validation
Double programming
Pinnacle 21
CCSCC tool



Introduction of the CFDI inspection



Introduction of the CFDI inspection
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Refer to: https://www.cfdi.org.cn/cfdi/index?module=A002&m1=15&m2=1501&nty=STA001&tcode=STA002



Introduction of the CFDI inspection
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Answer questions about 
the data and results, 
and help to filter and 
check data for CDE 

experts

Study Lead 
Programmer 

support on-site

Part.1

Answer questions and 
do some analysis per 

experts’ request

Statistician and 
Programming 

manager support 
online

Part.2

Coordination, 
communication, 

support any other 
document verification

All 
PM, QC, RA, etc.

Part.3

All elements 
To pass the CFDI 

inspection 
successfully

Part.4

One week to full time 
on it



Focus points during the CFDI inspection
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“Points “Questions “Solutions
nRandomization and sample 

selection

nData and analysis results

nProtocol deviation 

nSOP training

nServers, tools

nDocumentations

nRandomization can be 

reproduced?

nNeed to review data for 

selected sites

nWhat’s the PD codes stand for?

nDid everyone finished SOP 

training before joining the study?

nDo the servers, tools safety?

nWhy some documents didn’t 

be signed, or didn’t be signed by 

everyone involved

nReproduced on the 

randomization software

nGenerated some outputs for 

selected sites only; Provide 

program to convert XPT to SAS

nProvided the instruction file

nProvided the training records

nProvided the validation files of 

the severs and tools by IT

nProvided note to file



Summary and Thought



Summary and Thought

During the preparation of the NMPA submission for this study, what’s more 
important is to keep consistent between the Chinese version and English 
version data/documents, and to meet the NMPA submission requirements. 
We were searching and practicing a better way to make the process more 
efficient and accurate.

32



Summary and Thought

For programming process:
• Suggest to prepare both English and Chinese version at the same time if possible.
• Suggest to follow CDISC standard as much as possible when we prepare NMPA submission.
• It’s important to keep consistent between English version and Chinese version.
• The blinding should be strictly maintained through all processes until the study is unblinded.
• Obey the local law/policy first.

For CFDI inspection:
• Any key or important process need a signed file to support.
• A signed meeting minutes for everyone is required for any key meeting.
• Any import files to support the inspection need to have a Chinese version.
• Everyone who need to support CFDI inspection is expected to be familiar with the study.
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Thank You!


