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China NMPA Publishes new
Notification on Regulatory Inspection
and Analytical Testing Documentation
Posted 23 July 2019 | By Yingying Liu, MSc 

The Chinese regulatory system for marketing
authorization differs from other regulatory systems,
especially with regard to inspection and analytical
testing requirements. This article is a translation of the
first official notification, providing details on the
differences, as well as expected timelines.
 
Introduction
 
As part of the Marketing Authorization (MA) procedure
for pharmaceutical products in China, the Chinese
National Medical Products Administration (NMPA)
normally requires a manufacturing site inspection to be performed and for analytical test methods
to be validated, prior to granting an MA. For this, specific regulatory requirements exist, which may
differ from regulatory requirements elsewhere. To make the evaluation and approval process more
efficient, the Chinese Drug Evaluation (CDE) Agency (part of NMPA) published a guidance
document on 6 May 2019, “How to Prepare and Submit Documents Relating to Manufacturing Site
Inspection and Analytical Testing.”  Since this document has only been published in the Chinese
language, this article provides a summary overview of the original text.
 
This document is divided into five chapters and five annexes.
 
Table of Contents
Chapter I: Scope and Application
Chapter II: Submission Timelines
Chapter III: Submission Content and Copies
Chapter IV: Documentation Requirements
Chapter V: Other Requirements
 
Chapter I stipulates the following submissions fall under this guidance:
 

Applications that are accepted via the centralized acceptance procedure by the National
Medical Products Administration (NMPA)
New Drug Applications (NDAs) submitted to CDE for review
Abbreviated New Drug Applications (ANDAs)
Supplemental applications involving technology transfer and/or major changes as specified in
the relevant guidance, as well as supplemental applications relating to clinical trial data
Applications submitted via the Quality Consistency Evaluation (QCE) procedure that have
been accepted via the centralized acceptance procedure since 8 September 2017

 
Chapter II details which documents relating to the manufacturing site inspection and analytical
testing should be sent to CDE (the address is provided) within 10 days from receipt of the above-
mentioned applications. For applications that were accepted prior to this announcement, the
documents should be sent to CDE within 10 days from the day of this announcement.
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Chapter III states that the submission dossier is to be provided on discs (e.g., CD, DVD, etc.) The
submission must include the clinical trial database. The subsequent inspection of the
manufacturing site and the analytical test methods will be based on the information provided in the
dossier. For supplemental submissions, one disk with the supplemental information will suffice.
 
Chapter IV details the documentation requirements, including the type of disks to be used. Basic
information to be provided includes drug name, acceptance number, type of submission and
contact information. The documents on the disk shall be in PDF format. The labels for the disks are
prescribed, as is the paper box, which is used for storing the disk and the following three types of
paper documents:
 

A copy of the acknowledgement letter and deficiency letter, if applicable
Basic information (as tabulated summaries) in preparation for the on-site inspection (see
Annexes 1 to 5)
Letter of commitment claiming the consistency of documents between the disks and the
registration submission.

 
Chapter IV contains five Annexes:
 

Annex 1: Drug Research and Development (R&D) Tabulated Summaries
Annex 2: Drug Manufacturing Tabulated Summaries
Annex 3: Site Master File
Annex 4: Drug Clinical Tabulated Summaries Concerning the Marketing Authorization
Annex 5: Clinical Trial Information

 
Annex 1 covers four data elements:
 
Chemical, Manufacturing and Control (CMC) Development Studies 
 

Provide the following information: names of the R&D institutions, addresses, certificates (e.g.,
GLP, GMP), R&D period and responsible persons for R&D. Provide information on the R&D
activities, such as:

composition/manufacturing process development
quality studies
Structure elucidation studies
drug manufacturing for CMC studies
Investigational Medical Products (IMP) manufacturing
in vitro studies
stability studies  

Inventory of the models of the main equipment and instruments
Information on the reference standards, e.g., source, lot number, amounts, storage location
and certificates
Information on the Active Pharmaceutical Ingredient (API), excipients and primary packaging
materials (PPM), e.g., source, lot number, amounts, registration status and their
manufacturers

 
Batches From Pilot Manufacturing for CMC Studies
 

Information to include: lot numbers, manufacturing dates, intended purpose of use and
amounts. The main pieces of equipment and instruments used in the manufacture of the pilot
batches and their IDs. Plus, a list of the key analytical equipment used in the analysis of
these batches and their IDs.

 
IMP Pilot Manufacturing
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Information to include lot numbers, pilot batch manufacturing dates, intended purpose of use
and amounts. The main pieces of equipment and instruments used in the manufacture of
these IMP pilot batches and their IDs. Plus, a list of the key analytical instruments used in the
testing of these IMP pilot batches and their IDs.

 
Pharmacology and Toxicity Studies
 

Information of the research institutions, their addresses, certificates (e.g., GLP), activity
period and sample amounts. In addition, the names of the responsible persons for all relevant
pharmacology and toxicity studies, including:

pharmacology
single and repeat dose toxicity
genotoxicity and carcinogenicity
local tolerance
pharmacokinetics

Plus, basic information on the animals used in the studies.
 
Annex II covers information on drug manufacturing, including:
 

GMP inspections and registration inspections for the manufacturing site, including the
inspection organizations, inspection dates and results (including the type of deficiency and
number). The information can be limited to those inspections performed within the last five
years by a provincial drug administration or above (including inspections authorized by a
provincial drug administration) and other competent authorities from outside of China.
IMP batches for clinical trials, including lot numbers, batch sizes, manufacturing dates, the
manufacturing lines used (state whether or not the same line was used for commercial
products) and the types of the associated clinical trials
Manufacturing process validation batches, including lot numbers, batch sizes, manufacturing
dates, manufacturing lines and the names of the people who reviewed the validation
documentation
Location of the manufacturing site beginning with the quality consistency evaluation (between
generic and originator biological products) for the last three years, including lot numbers,
batch sizes, manufacturing dates, manufacturing lines and responsible persons
Intended manufacturing location, including name of the critical manufacturing process steps,
room locations, manufacturing period for the specific process and names of the responsible
operators
Equipment and instruments used in manufacturing, including the name, models, purchase
dates and locations
APIs, excipients and PPM, including names, dosage strengths, standards, manufacturers,
batch numbers and intended purpose of use
Any other products produced in the same manufacturing line, including product names,
strengths, batch numbers, batch sizes and manufacturing frequencies
Manufacturing personnel

 
Annex III covers the site master file:
 

General information on the company, including contact information, manufacturing scope,
other manufacturing activities
Quality management system, including the overall quality management system, batch release
procedure, management of suppliers and contract organisations, quality risk management
Personnel

Facilities and equipment, including a summary of the facilities and equipment, the Heating,
Ventilation and Air Conditioning (HVAC) system, water systems and other utilities, such as
steam, compressed air, or Nitrogen. Equipment for manufacturing and analytical testing,
cleaning and disinfection. Computerized systems in drug manufacturing and quality control.
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Documentation
Manufacturing, including the type of products, manufacturing process validation, materials
management and storage
Quality assurance
Distribution, complaints, product deficiency and recall
Self-inspection, including the self-inspection system with a focus on the criteria for selection
of self-inspection items, self-inspections performed and corrective actions
Random testing, recalls, GMP certificate withdrawals, penalties, serious safety events for
approved drugs and health emergencies

 
Annex IV describes the data required for clinical trials (such as Bioequivalence (BE), Phase II or
Phase III clinical trial) relevant to the marketing authorization, including:
 

Name of clinical trial, clinical trial authorization number, clinical trial registry number, raw data
storage place, plus the name and address of the actual research conduct address for the
following sites, organizations or institutions:

Clinical trial sites
Bio samples analysis laboratories
CRO(s)
CMO(s)
Data statistic agencies

 
Annex V contains a spreadsheet in which to summarize the information for the following three
types of studies:
 

1. BE, including the clinical trial site and analysis institution
2. PK, including the clinical site and analysis institution
3. Multi-centre trials, including the analysis and statistics agencies, name of the clinical trials,

the leading clinical trial site, other participating clinical trial sites, planned subject numbers,
screened subject numbers, enrolled subject numbers, completed subject numbers, whether
SAEs exist or not, the reported SAEs, the reported AEs
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