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CITD
Center for Drug Evaluation of NMPA Announced on
Issuing the Administrative Measures for Communication

of Drug R&D and Technical Review

Pursuant to the Announcement of NMPA
on Issues Pertaining to Implementing
the Provisions for Drug Registration and
the deployment of NMPA, to promote
the drafting and formulation of related
supporting normative documents and
technical guidelines, the Center for Drug
Evaluation organized the revision of the
Administrative Measures for Communication

of Drug R&D and Technical Review, which
has, as per the requirements of the Notice
of the NMPA Comprehensive Department
on Issuing the Release Procedures for
Pharmaceutical Technical Guidelines,
been released with NMPA's examination
and approval for implementation as from
December 10, 2020. (December 11, 2020)

SAMR Released the Provisions for the Lot Release of

Biological Products

To implement the newly formulated Vaccine
Administration Law and the newly revised
Drug Administration Law, and reinforce
the supervision and administration of the
lot release of biological products, NMPA
drafted the Provisions for the Lot Release
of Biological Products (hereinafter referred
to as the Provisions ). The Provisions has
been adopted upon deliberation at the 11th
Executive Meeting of the State Administration
for Market Regulation on November 19, 2020,
and shall go into effect as of March 1, 2021.

Vaccines are of great significance to
people's health, public health safety and
national security. General Secretary Xi
Jinping requires to improve China's vaccine
administration system and resolutely hold
on to the bottom line of safety. During
the revision process of the Provisions,
drawing on the advanced experience of
foreign lot release administration, the State
Administration for Market Regulation and
the NMPA resolutely implemented the
“Four Strictest” requirements of the Party

Central Committee and the State Council on
the drug safety of vaccines, elaborated the

principles and systems established by the
Vaccine Administration Law and the Drug
Administration Law in a practical way for
solving problems, and further improved the
administrative measures for determination
of competent agencies for lot release of
biologicals, as well as for the corresponding
application, review and inspection processes,
to effectively ensure the quality and supply of
biological products. At the same time, strict
approval administrative measures are adopted
to fortify risk prevention and control, further
consolidate the principal responsibility of drug
marketing authorization holders, and reinforce
the supervision and administration in this
domain. These Provisions contain 48 Articles
in eight Chapters, of which the major revisions
include:

1. Clarifications of the assignment of
responsibilities for lot release agencies,
and improvement of the procedures for
investigating and handling products with
serious quality risks. Additional clauses
provide that the provincial drug regulatory
departments shall be responsible for
the daily management of lot release
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agencies in the administrative area, while
investigating major deviations that may
affect product quality in the production
process of the enterprise. The requirements
for on-site inspection and handling
in relation to lot release are specified,
clarifying that if the drug regulatory
department spots biological products with
serious quality risks during the supervision
and inspection, it should promptly notify
the lot release agency based on the
inspection results to reject or suspend the
lot release of application by relevant drug
marketing authorization holders and order
for rectification .

N

. Standardization of administrative
requirements for lot release, clarifying
the exemptions, inspection items and
frequency requirements for lot release,
and emphasizing control over production
process deviations. According to the
Vaccine Administration Law, vaccines
that are urgently needed to prevent and
control infectious diseases or respond
to emergencies shall be exempted, with
NMPA approval, from lot release. Detailed
regulations have been made on the lot
release methods, inspection items, and
frequency for vaccines and other biological
products, and it is required that the lot
release of vaccines should be subject to
dossier review and sampling inspection.
It is stipulated that relevant dossiers such
as production process deviation should be

submitted while applying for lot release,
to facilitate the competent agency's review
and on-site inspections.

3. Implementation of the principal
responsibilities of the marketing
authorization holders, emphasizing
life-cycle management requirements.
Additional clauses provide that the drug
marketing authorization holders should
build up a complete production quality
management system and deviation control;
lot release products should be produced in
accordance with approved processes and
should meet national drug standards and
drug registration standards; and the whole
process of production should conform to
drug GMP requirements. It is clarified that
for products with quality problems or other
safety hazards, the holders should take
immediate measures such as stopping sales
and use, and recalling defective products,
etc. At the same time, the handling
measures for violations of laws and
regulations in the lot release process are
clearly defined in accordance with the law,
to implement the requirement of strictest
supervision and strictest punishment.

In the next step, the NMPA will quickly
formulate supporting documents to ensure
that all regulations are fully implemented
and that the biological products such as
vaccines are safe and effective.

(December 21, 2020)

NMPA Announcement on Issues Pertaining to Online

Application for Drug Registration Affairs

As per the requirements of the Notice of the
General Office of the State Council on the
Issuance of Implementation Program for
Furtherance of the 'Internet + Government
Affairs Service' and the 'One Network,
One Door, One Time (One Network Online
Service, One Door Offline Service and
One Time On-Site Service)' Reform and the
Guiding Opinions of the General Office of
the State Council on Accelerating 'Cross-
provincial Handling' of Government
Affairs Services, the NMPA has enabled
and officially launched on January 1, 2021

the online application module for drug
registration affairs.

Applicants for drug registration shall

complete user registration and authorization-
based binding of the drug business
application system through the Online
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Service Hall of the NMPA (https://zwfw.
nmpa.gov.cn/) as per the Operation
Guidelines for Enterprises on Pharmaceutical
Related Application System. As of January
1, 2021, drug registration can be applied
online. For the smooth and steady transition
of drug registration, relevant drug registration

applicants can continue to use the original
drug registration application software to fill
in the application after the Online Application
Module is launched. As of April 1, 2021,
application offers generated by the original
drug registration application software shall no

longer be handled. (December 28, 2020)

NMPA Announcement on Issuing the Provisions for the
Change Management of Post-approval Drugs (Interim)

In accordance with the relevant provisions
of the Drug Administration Law, to reinforce
the management of changes of post-approval
drugs, the NMPA organized to formulate of
the Provisions for Change Management of
Post-approval Drugs (Interim), is hereby
promulgated and shall go into effect as of
January 12, 2021. The provisions of this
present Announcement shall prevail over
those previously announced.

Each provincial drug regulatory department

shall implement the responsibility for
supervision over change management of
post-approval drugs at its administrative area,
by specifying requirements, formulating
working documents, and clarifying time
limits. The cooperation between drug
registration administration and production
supervision should be consolidated for mutual
support, to ensure the smooth and orderly
implementation of change management of

post-approval drugs. (January 13, 2021)

NMPA Announcement on the Cancellation of
Registration Certificates for Phenolphthalein Tablets

and Phenolphthalein Buccal Tablets

According to Article 83 of the Drug
Administration Law of the People's Republic
of China, NMPA organized a post-marketing
evaluation of phenolphthalein tablets
and phenolphthalein lozenges, with the
conclusion that these tablets have serious
adverse reactions, rendering that the risk
of use exceeds the benefit. The NMPA
therefore decided the immediate cessation

of production, sales and use of the two drugs
in China with their registration certificates
(drug approval number) revoked forthright.
The two drugs that have been released on the
market shall be recalled by the manufacturers.
The recalled products shall be destroyed
on-site under the supervision of the drug
regulatory departments directly governing the

manufacturers. (January 14, 2021)
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NMPA Announcement on Revising the Package Inserts

of Sulfasalazine Preparations

To further protect public medication safety,
the NMPA decided to revise the package
inserts of Sulfasalazine Preparations. The
relevant issues are hereby announced as
follows:

1. All manufacturers of Sulfasalazine
Preparations shall, in accordance with
the Provisions for Drug Registration
and relevant requirements, based on the
instruction of the revised Package Inserts
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of Sulfasalazine Preparations, submit a
supplementary application as such before
April 12, 2021 to the Center for Drug
Evaluation, NMPA or corresponding
provincial drug regulatory department for
filing.

If the modification relates to the label
of the drug, the latter shall be modified
together; the other content of the package
insert and the label shall be consistent
with the original approved ones. All
the insert sheets and labels of ex-
factory drugs shall be changed within
9 months after the record filing of the

N

supplementary application.

The manufacturers of Sulfasalazine
Preparations should conduct in-depth
research on the occurrence mechanism
of new adverse reactions, take effective
measures to publicize the training on
drug use and safety issues, and notify
the drug distributors and end-user units
in an appropriate and timely manner if
the medication safety-related contents
are changed, to guide the physician and
pharmacist to use the medicine rationally.

. The clinicians and pharmacists should

carefully read the revised contents of
the package inserts for Sulfasalazine
Preparations. Drug options should be
based on comprehensive benefit / risk
analysis as per the new revisions.

. The patients should carefully read the

newly modified package inserts before use,
and strictly comply with the medication

orders. (January 14, 2021)

NMPA Announcement on the Application of ICH
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Guideline E9 (R1): Estimands and Sensitivity Analysis in
Clinical Trials

To keep pace with the international technical
standards for drug registration, the NMPA has
decided to recommend the application of ICH
Guideline E9 (R1): Estimands and Sensitivity
Analysis in Clinical Trials. E9 (R1) will be
applicable to clinical studies of drugs initiated

Drug Evaluation, NMPA shall be responsible
for effective technical guidance in relation to
the implementation of this Announcement.

(January 21, 2021)

after 12 months from the date of issuance of
this Announcement on January 21, 2021.

The relevant technical guidelines may be
accessed on the website of the Center for
Drug Evaluation, NMPA. The Center for
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Medical Devices

NMPA Announcement on Issuing of Two Registration Technical Review
Guidelines Including the Guidelines for Technical Review of Clinical Evaluation
of Ultrasound Diagnostic Imaging Equipment Based on Predicate Products —

In order to strengthen the supervision and
guidance over medical device registration
and further improve the quality of
registration review, the NMPA has organized
to formulate 2 technical review guidelines
for registration including the Guidelines for

Technical Review of Clinical Evaluation of
Ultrasound Diagnostic Imaging Equipment
Based on Predicate Products, which are
hereby promulgated on January 15, 2021.

(January 18, 2021)

NMPA Announcement on Issuing the Catalogue of
Medical Devices Exempt from Clinical Trials (Revised

Second Batch)
In September 2018, NMPA issued the

Announcement on the Issuance of the
Newly Revised Catalogue of Medical
Devices Exempt from Clinical Trials, which
comprehensively revised and summarized
the previously published Catalog of medical
devices (and in vitro diagnostic reagents)
exempt from clinical trials. Consequently,
the revised and summarized Catalogue
of Medical Devices Exempt from Clinical
Trials and Catalogue of In Vitro Diagnostic
Reagents Exempt from Clinical Trials
were issued respectively. On this basis,
in December 2019, NMPA issued the
Announcement on the Issuance of the
New and Revised Catalogues of Medical
Devices Exempt from Clinical Trials, and
published the first batch of New and Revised
Catalogues of Medical Devices (and in vitro
diagnostic reagents) Exempt from Clinical
Trials.

In order to implement the Opinions on

Deepening the Reform of Review and
Approval System and Encouraging the
Innovation of Drugs and Medical Devices
issued by the General Office of the Central
Committee of the Communist Party of
China and the General Office of the State
Council and the requirements of the State
Council for deepening the reform of
"streamline administration, delegate power,
strengthen regulation and improve services",
in accordance with the Regulations for the
Supervision and Administration of Medical
Devices, the Provisions for Medical Device
Registration and the Provisions for In Vitro
Diagnostic Reagent Registration, the NMPA
organized the addition and revision of the
catalogue of the second batch of medical
devices (including in vitro diagnostic
reagents) exempted from clinical trials. It is
promulgated and implemented as of January
14, 2021.

(January 19, 2021)
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NMPA Announcement on Issuing Three Guidelines for
Technical Review of the Registration Including that of
Mycoplasma Pneumoniae IgM/IgG Antibody Detection

Reagents

To strengthen the supervision and guidance
over the registration of medical device
products and further improve the quality of
registration review, NMPA has organized
the formulation of and released on January
18, 2021 the Guidelines for Technical
Review of the Registration of Mycoplasma
Pneumoniae IgM/IgG Antibody Detection

Cosmetics

Reagents, Guidelines for Technical Review of
the Registration of Cryptococcus Capsular
Polysaccharide Antigen Detection Reagents,
and Guidelines for Technical Review of the
Registration of Hereditary Hearing Loss

Gene Mutation Detection Reagents.

(January 19, 2021)

SAMR Issued the Provisions for Registration and

Notification of Cosmetics

To implement the newly revised Regulations
on the Supervision and Administration of
Cosmetics (hereinafter referred to as the
Regulations), reinforce the administration
of cosmetics registration and notification,
protect consumers' health rights, and
standardize and promote the healthy
development of the cosmetics industry,
the NMPA drafted the Provisions for
Registration and Notification of Cosmetics
(hereinafter referred to as the Provisions).
The Provisions has been adopted upon
deliberation at the 14th Executive Meeting
of the State Administration of Market
Regulation on December 31, 2020, and shall
go into effect as of May 1, 2021.

The revised Regulations has established a
registration and notification administration
system with the registration persons and
notification persons as the subject of
liability for quality and safety, clarified
the procedures and requirements for the
registration and notification of cosmetics
and new cosmetic ingredients, and
determined a series of new concepts,
systems and mechanisms, which necessitate
the formulation of supporting provisions
to further elaborate cosmetics registration
and notification administration. During
the drafting of the Provisions, the NMPA

held multiple symposiums, on-site surveys
and special discussions, and extensively
listened to the opinions and suggestions
of local regulatory authorities, industry
associations, enterprises, legal and technical
experts from all social sectors. Emphasizing
on the "Four Strictest" requirements in a
practical way of problem orientation, the
Provisions elaborates the principles and
systems determined in the Regulations,
with a view to strictly implementing
review and approval as well as notification
administration, reinforcing risk control,
deepening the reform of "streamlining
administration, delegating more powers
to lower-level governments and society
and improving regulation and optimizing
services", encouraging R&D enterprises to
innovate, optimizing the registration and
notification procedures, and implementing
the principal responsibilities and supervision
responsibilities of various parties. With
a total of 63 Articles in 6 Chapters, the
Provisions covers:

1. The elaboration on the administration
system for registration and notification
persons to potentiate corporate principal
responsibilities. In accordance with the
related requirements of the Regulations,
detailed provisions for responsibilities,
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obligations and access conditions are
applied to registration and notification
persons of cosmetics and new cosmetic
ingredients to potentiate the supervision
and liability of product at its source.
A safety monitoring system for new
cosmetic ingredients is established
with detailed regulations on the safety
monitoring obligations of registration and
notification persons of cosmetics and new
cosmetic ingredients.

[\

. The optimization of the registration and
notification administration procedures
and concretization of reform measures for
the review and approval system. As per
the relevant provisions of the Regulations
and the reform of “streamlining
administration, delegating more powers
to lower-level governments and society
and improving regulation and optimizing
services”, the registration and notification
administration procedures are further
clarified and optimized on the basis of
summarizing the experience drew from
the reform implemented in the previous
stage, such as the transition from review
and approval to notification of imported
general cosmetics, and the adjustment
of special cosmetics to the informing &
pledging system for registration renewal.

W

. The enhancement of supervision and
administration of post-notification to

General Information

ensure that the responsibilities for product
quality and safety are in place. The
responsibilities and requirements for the
supervision and administration of post-
notification are clarified, with stricter
penalties for violations of laws and
regulations on filed products, which are
subject to classification management to
rationally allocate supervision resources.

4. The establishment of an innovation-
encouraging mechanism to serve the high-
quality development of the industry. The
relevant provisions of the Regulations
on encouraging innovative development
are further elaborated, clarifying that
during the safety monitoring period,
no cosmetics registration persons and
notification persons can use the new
cosmetic ingredient without the consent
of its registration person or notification
person so as to protect the enthusiasm
of enterprises in new ingredient R&D;
Greater efforts are made to construct the
information technology for registration
and notification, multi-functional
information service platforms shall
be built to improve the efficiency of
registration and notification, so as to
accelerate product marketing, and
promote the steady improvement of
the high-quality development of the
cosmetics industry. (January 12, 2021)

The State Administration for Market Regulation, the National
Medical Products Administration, and the China National Intellectual
Property Administration Jointly Commend Advanced Collectives and
Advanced Individuals in Fighting the COVID-19 Pandemic

On January 18, the State Administration
for Market Regulation held the National
Market Regulation Work Conference
and announced the Decision of the State
Administration for Market Regulation, the
National Medical Products Administration,
and the China National Intellectual Property
Administration on Commending Advanced
Collectives and Advanced Individuals in
the National Market Regulation System for
Fighting the COVID-19 Pandemic. 198

advanced collectives and 395 advanced
individuals in the market regulation system
were commended.

Approved by the CPC Central Committee
and the State Council, the commendation
was carried out by the SAMR in conjunction
with the NMPA and CNIPA to honor the
advanced models in the market regulation
system that have emerged in the severe fight
against the COVID-19 Pandemic, and to
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further potentiate market supervisors' sense
of responsibility, mission and honor.

The Conference emphasized that the
current task of coordinating and promoting
normalized epidemic prevention & control
and socio-economic development remains
arduous and heavy. Guided by Xi Jinping’s
Thought on Socialism with Chinese
Characteristics for a New Era, the national
market regulation system must enhance the
“Four Consciousnesses”, hold fast the “Four-
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sphere Confidence”, and ensure the “Two
Upholds™; take the commended advanced
collectives and advanced individuals as
examples, remain true to the original
aspiration, keep the mission in mind, fulfill
their duties and bravely shoulder important
responsibilities, in order to make new and
greater contributions to improving the
modern level of market regulation and better
serving the high quality socio-economic

development. (January 18, 2021)
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Notes: + All Chinese information in the Newsletter is extracted from newspapers and the
Internet. All English articles are translations from the Chinese version.
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