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Center for Drug Evaluation issued 5 guidances including
the Technical Guidance for Research & Development of
Prophylactic Vaccines for Novel Coronavirus (Interim)

for Non-Clinical Effectiveness Study and
Evaluation of Prophylactic Vaccines for Novel
Coronavirus (Interim), Technical Guidance for
Clinical Studies of Prophylactic Vaccines for

In order to guide the clinical research &
development of COVID-19 vaccines in China
and provide technical standards that can be
used as references, upon the approval by the
National Medical Products Administration
(NMPA), CDE issued the Technical Guidance
for Research & Development of Prophylactic
Vaccines for Novel Coronavirus (Interim),
Technical Guidance for Pharmaceutical Studies
of Prophylactic mRNA Vaccines for Novel
Coronavirus (Interim), Technical Essentials

Novel Coronavirus (Interim), and Guidance for
Clinical Evaluation of Prophylactic Vaccines
for Novel Coronavirus (Interim). The above
Guidances shall come into effect as of the date
of August 14, 2020.

(August 14, 2020)

Center for Drug Evaluation issued the Technical Guidance
for Real-World Study Supporting Research & Development

and Evaluation of Pediatric Drugs (Interim)

Considering the actual needs in research &
development and registration of pediatric
drugs, to help enterprises better understand
the application of the Guidance for Real-
World Evidences Supporting Research &
Development and Evaluation of Drugs
(Interim) in research & development of
pediatric drugs, upon the approval by the

NMPA, CDE issued the Technical Guidance
for Real-World Study Supporting Research
& Development and Evaluation of Pediatric
Drugs (Interim) on August 27, 2020, which
shall come into force as of the date of
issuance.

(September 1, 2020)

NMPA and General Administration of Customs issued
the Announcement on the Setting up of Wuxi Airport

and Jiangyin Port as Drug Import Ports

On September 2, 2020, NMPA and General
Administration of Customs issued the
following announcement:

According to the Drug Administration Law
of the People's Republic of China, upon the
approval of the State Council, it is agreed
to set up Wuxi Airport and Jiangyin Port as
drug import ports. The relevant matters are

Uplisnecioy,

o

announced as follows:

I. As of the date of issuance of this
Announcement, except for the drugs
specified in Article 10 of the Provisions
for Import Drugs (hereinafter referred
to as the Provisions), other import
drugs (including narcotic drugs and
psychotropic drugs) may be imported
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through Wuxi Airport and Jiangyin Port.

II. Wuxi Administration of Market
Regulation is added as the port drug
regulatory authority, which shall
undertake the specific drug import filing
at Wuxi Airport and Jiangyin Port.

II. Wuxi Center for Drug Safety Inspection

and Testing is added as the port drug
inspection agency. As of the date of
issuance of this Announcement, Wuxi
Center for Drug Safety Inspection and
Testing starts to undertake the drug port
inspection at Wuxi Airport and Jiangyin
Port.

(September 14, 2020)

NMPA issued the Announcement on Matters Concerning
the Production of Imported Medical Devices in Domestic

Enterprises in China

In order to further implement the Opinions
on the Reform of Review and Approval
System for Drugs and Medical Devices
issued by the State Council and the
Opinions on Deepening the Reform of
Review and Approval System to Encourage
Innovation of Drugs and Medical Devices
issued by the General Office of the CPC
Central Committee and the General
Office of the State Council as well as the
reform of "Streamline Administration,
Delegate Power, Strengthen Regulation and
Improve Services", and optimize business
environment requirements, comprehensively
deepen reform of the review and approval
system for medical devices, promote high-
quality development of the medical device
industry, and better meet public health
needs, on September 18, 2020, NMPA
announced the following matters concerning
the production of products with imported
medical device registration certificates in
domestic enterprises in China:

I. Scope of application

This Announcement is applicable to the
matters concerning the production of
Class II and Class III medical devices
with imported medical device registration
certificates in China by the imported medical
device registrants through their foreign-
invested enterprises established in China.

I1. Registration requirements

(I) The foreign-invested enterprise
established by an imported medical
device registrant in China shall, as
the registration applicant, submit
the application for medical device

registration in China to the corresponding
drug regulatory authority. The content of
the registration application, except the
name, domicile and production address
of the registrant, shall, in principle, be
consistent with relevant items specified
in the corresponding imported medical
device registration certificate and its
attachments.

(IT) The registration applicant shall submit
the registration application dossiers
according to the requirements of
Announcement on the Requirements
for Registration Application Dossiers
of Medical Devices and the Format
of Approval Documents (CFDA
Announcement [2014] No.43) and
Announcement on the Requirements for
Registration Application Dossiers of
In Vitro Diagnostic Reagents and the
Format of Approval Documents (CFDA
Announcement [2014] No.44). For
the summary data, study data, clinical
evaluation data, product risk analysis data
of medical devices, and the summary
data, study data of main raw materials
(if applicable), study data of main
production process and reaction system
(if applicable), analysis performance
evaluation data, positive cut-off value
or reference interval determination data,
stability study data, clinical evaluation
data, product risk analysis data etc. of
in vitro diagnostic reagents, the original
registration application dossiers for
the imported medical devices can be
submitted. The import registrant and
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domestic registration applicant shall
ensure that the above materials are
relevant to and supportive for this
registration application.

(IIT) The registration and application
procedures are implemented in
accordance with the Provisions for
Medical Device Registration, the
Provisions for In Vitro Diagnostic
Reagent Registration and relevant
provisions for electronic Regulated
Product Submission (eRPS).

(IV) Where an application for registration
is submitted and approved in
accordance with the requirements of
this Announcement, the column of
Remark shall indicate the medical
device registration certificate number
of the imported product that has been
approved for registration.

III. Registration system verification
requirements

Registration applicants shall ensure that the
main production process of the product is
included in the domestic production, commit
that there will be no change in main raw
materials and production processes, and
provide the self-inspection report that the
domestic production quality management
system of the product complies with the
Good Manufacturing Practice for Medical
Devices and equivalence comparison report
of overseas and domestic quality management
systems. According to the working procedure
for the verification of quality management
system for medical device registration,
drug regulatory authorities shall conduct
comprehensive verification for domestic
registration applicants, focusing on the

equivalence and traceability of domestic and
foreign quality management systems, as well
as whether changes in the system caused
by changes in the production processes will
generate new risks and cause changes in the
registered items.

IV. Post-marketing surveillance
requirements

Domestic registrants shall apply for the
production licenses of medical devices in
accordance with the Measures for Supervision
and Administration of Medical Device
Production, strictly implement the principal
responsibility of quality safety, and strengthen
the quality management of medical devices
throughout their life cycle; and establish and
improve the quality management system and
ensure its effective operation according to
the requirements of the Good Manufacturing
Practice for Medical Devices.

V. Other aspects

The production of Class II and Class III
medical devices with imported medical
device registration certificates in China by
overseas registrants invested by domestic
enterprises in China can be implemented
with reference to this Announcement. The
domestic enterprises in China that invest the
overseas registrants should apply for product
registration as the registration applicants.

The matters related to the products with
medical device registration certificates
obtained in Hong Kong, Macao and Taiwan
can be implemented with reference to this
Announcement.

This Announcement shall be implemented
as of the date of issuance.

(September 25, 2020)
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NMPA issued the Announcement on Provisions for the
Filing of Medical Representatives (Interim)

In order to regulate the academic promotion
of medical representatives and promote
the healthy and orderly development of
the pharmaceutical industry, NMPA has
organized to formulate the Provisions for the

Filing of Medical Representatives (Interim),

which was issued on September 22, 2020.
(September 30, 2020)
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Center for Drug Evaluation, NMPA issued the Clinical
Technical Requirements for Drugs Marketed Overseas

but Not Marketed in China

The marketing or imitation of overseas
marketed drugs is an important means to
solve the availability and accessibility of
drugs in urgent clinical needs of patients
in China. In order to speed up the research
& development and marketing processes
of such drugs, strengthen the scientific
regulation, according to the Provisions for

Drug Registration (SAMR Order No.27)
and supporting documents thereof, upon
the approval by NMPA, CDE issued the
Clinical Technical Requirements for Drugs
Marketed Overseas but Not Marketed in
China on October 9, 2020, which shall come
into force as of the date of issuance.

(October 16, 2020)

Clinical Technical Requirements for Drugs Marketed

Overseas but Not Marketed in China

I. Background

The marketing or imitation of overseas
marketed drugs is an important means to
solve the availability and accessibility of
drugs in urgent clinical needs of patients
in China. In order to speed up the research
& development and marketing processes
of the originator drugs and generic drugs
marketed overseas but not marketed in
China, according to the Provisions for
Drug Registration (SAMR Order No.27)
and supporting documents thereof, and in
combination with the Technical Guidance
for Accepting Overseas Clinical Trial Data
([2018] No.52), the technical requirements
for clinical study and evaluation of such
drugs have been formulated to provide
technical reference for the industry,
academia and regulatory authorities.

I1. Scope of application

The Technical Requirements are applicable
to the drugs marketed overseas but not
marketed in China, mainly including two
types of cases: (1) Originator chemicals and
therapeutic biological products marketed
overseas; (2) Generic chemicals at home and
abroad.

II1. General considerations

For drugs marketed overseas but not
marketed in China, technical requirements

for clinical trials to support its marketing in
China should be established in compliance
with the basic logic of clinical evaluation
and on the basis of full evaluation of clinical
demand of Chinese patients, clinical safety
and effectiveness of overseas originator
drugs, influences of racial factors as well
as the need of benefit/risk evaluation in
Chinese patients.

IV. Basic logic for clinical evaluation
(I) Clinical demand evaluation

The epidemiological status and severity
of diseases and prognosis of the proposed
indications in China as well as the existing
treatment means and the limitations thereof
should be analyzed, and advantages of
the drug compared with existing domestic
treatment means should be clarified, so as to
make a judgment on the degree of clinical
demand of Chinese patients.

For the drugs for the treatment of critical
diseases and rare diseases for which there
is no effective treatment means in clinical
practice, regulatory authorities should
take an encouraging attitude to conduct
review and approval on the premise that the
availability of drugs to the public is the first
priority.

(IT) Effectiveness and safety evaluation

First of all, scientific evaluation on the

4 NATIONAL MEDICAL PRODUCTS NEWSLETTER

EXRHGBE/AHEFR LR
(=5 E LHIERAR EHE
mlE R ARER) ———

BINE ETARERNETHGH, =2
FRIRFE E 2825 X i RIB V75 5K Ui 25 A BT
REMMTRENEETER, AMRILEZ
miftk LR, MmERRKE . WKiE (&4
EMEENEY) (RBESHTS) RER
EX, ZERGREEEERFEZER,
2020FE10H9H, AFEHLEA T (RINE
EHREAR ETARIRRRAZKR)  BX
iz HEMETT. (2020-10-16)

B ELHEAR LT @

I R P AR E K

— Hd6=
. BE=E

BN EHARERN ST, 2fF
R E B2 X I AR D)5 K U 2 s A T 3K
BHMTRENEETFE, AMREINNE £
MEAR EHERAREGHARHE LS
HE, KB (GRIMEEME) (BRES
$£275) REREXH, £6 (EXHEIMNG
RIREEIROBARIESENY (20185525
3X) ., HIESTIL A R FIEN H R
RER, ATLR. FARFMEEN ARG
BAS%E,

—. EREE

AFEAREREHTFRINE EHERARE
mH R, TEEEmEER. (1) 55
B EHHE L2 R AETT B H &
(2) BRASMELEZARHIZ.,

=. BEXEE

EINE EHERR LA RBNIEREA
IR, OEEIRRITNEAZE, RO
FEEERKER. BINEHARIERZE
MRMBERE. URFEREZZIOAER L,
ETHEEERINEITHENTE,
EER EHRTRNERREEAER,

M. IEFREERIZLE

(—) KRR

R IR IE RE A R E AR R T
mEIUR. EREERENRE, WEET
FERHEBRY, BRIZAGSERAEGE
TRERMERLE, #dThEEERRS
SKEVFE FEf H FI T,

AT RKRRE BRUATT FERNEER
RMENR AT ARE, KEYMERES



effectiveness and safety of drugs should be
performed according to relevant Chinese
technical requirements and based on the
clinical study data of the originator drug.
The evaluation steps are as follows:

1. Clarify the source of clinical data

It mainly includes two parts of data. One is
clinical trial data used for registration, and
the other is post-marketing clinical data.
At the same time, the dynamic evaluation
of the originator drug by foreign regulatory
authorities should be concerned.

2. Evaluate the quality of overseas clinical
trial data

The premise of scientific evaluation of
clinical trial data is that clinical trials
are carried out in accordance with the
internationally accepted GCP and the
clinical trial data shall be authentic, accurate,
complete and traceable. The applicant
can provide the drug evaluation authority
with relevant documents or materials
that prove the quality of clinical trial data
for supporting marketing application.
Verification results and conclusions of
regulatory authorities of foreign countries
with management practice can be taken
as the references for quality evaluation of
clinical trial data. China's drug regulatory
authorities should conduct necessary
verification of the clinical trial data for
supporting marketing registration in China
based on risks.

3.Understand the characteristics
of biopharmaceutics and clinical
pharmacology

In terms of biopharmaceutics, attention
should be paid to the data of bioavailability/
bioequivalence (BA/BE) of dosage form,
food influence and in vitro dissolution curve.

In terms of clinical pharmacology, attention
should be paid to pharmacokinetics (PK),
pharmacodynamics (PD), PK/PD correlation
and drug interaction, providing basis for safe
and effective clinical application. Possible
racial differences in PK and/or PD between
Chinese patient populations and foreign
study populations should be evaluated by
referencing ICH ES and E17 guidelines, etc.

4. Evaluate the overall effectiveness and
safety

Overseas clinical trial data and post-
marketing data for registration should
be systematically evaluated according to
the current criteria for effectiveness and
safety evaluation, so as to determine the
overall effectiveness and safety of the
investigational drug and assess whether
the overall benefits outweigh the risks for
patients.

(IIT) Racial sensitivity analysis

Racial sensitivity analysis should focus
on possible influences from differences
in PK and/or PD between Chinese
patient population and foreign population
on the safety and effectiveness. Such
analysis should be performed on existing
overseas clinical trial data to assess the
racial sensitivity in accordance with the
requirements in ICH E5 guidelines under
the premise that it is firstly determined
that the overall population benefits of the
drug outweigh the risks. Racial sensitivity
analysis involves the overall evaluation
related to in vitro and human PK, PD,
effectiveness and safety, judgment on
whether there is any racial sensitivity
difference in therapeutic response between
Chinese patients and foreign population, and
analysis on regulatory measures taken by
foreign regulatory authorities according to
the evaluation of clinical trial data. For those
with sufficient studies on racial sensitivity
conducted overseas, applicants should
also consider the actual situation in China
when submitting application for marketing
or imitation. Disease and medical practice
are two major factors that may affect the
therapeutic response, so they should also be
analyzed and judged together.
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(IV) Decision-making based on benefit-risk
assessment of Chinese patients

On the basis that the clinical study data of
the originator drug is sufficient to support
that the overall population benefits of the
drug outweigh the risks, the evaluation
decision should be made based on data
analysis on the influence of racial factors in
Chinese patients and foreign population. If
the analysis data shows that the therapeutic
response of Chinese patients is consistent
with the results of overall population, the
marketing of the drug can be supported. If
there is any difference, it is necessary to
evaluate whether the difference can affect
the safety and effectiveness of medication
for Chinese patients based on relevant
study data. For those that have impact, it
is necessary to further evaluate whether
the applicant has conducted the specific
study and taken necessary measures,
including adjusting dosage and usage,
adding contraindications, precautions and
other contents related to racial factors, to
support that the drug can be used in Chinese
patients. After conducting specific study and
taking necessary measures, if the benefits of
the drug for Chinese patients outweigh the
risks, its marketing can be supported.

V. Requirements for clinical trials

For the drugs marketed overseas but not
marketed in China, full evaluation should be
performed for the clinical study data of the
originator drugs according to the basic logic
of clinical evaluation and in combination
with the actual situation of the drugs, and
the clinical trial requirements should be
determined according to the evaluation
results. For drugs with different R & D
backgrounds, the clinical trials required to
be carried out should be determined case by
case.

(I) Overseas originator drugs

It is encouraged to conduct synchronous
clinical trials of overseas originator drugs
in the early clinical R & D stage in China,
for example, in the form of international
multi-center clinical study, conducting
synchronous human PK and PD, PK/PD,
effectiveness and safety and other clinical
trials in Chinese patients and foreign
patients in the form of international multi-
center clinical study and under the same
clinical trial design and implementation
conditions. These systematic clinical trials
will help obtain direct evidences of the
complete chain of evidences related to
racial factors, help conduct comparative
analysis on whether there is any difference
and how big the difference is in the dose-
exposure-effect relationship, effectiveness
and safety between Chinese patients
and overall patients worldwide and how
big the difference is on the basis of the
overall population safety and effectiveness
evaluation, and help conduct comprehensive
evaluation when any difference is identified,
to comprehensively weigh the clinical
benefits/risks of the drug for Chinese
patients, so as to support the marketing
application. Study design should comply
with recommendations of ICH guidelines
(such as ICH E5 and ICH E17).

Different overseas applicants have different
global clinical R & D strategies for
originator drugs, resulting in differences in
the contents and the degree of support of
clinical trial data at the time of submitting
application dossiers; therefore, the clinical
trial requirements for overseas originator
drugs should be determined according to the
basic logic of clinical evaluation and based
on the clinical needs of Chinese patients,
study data of completed clinical trials and
analysis results of the impact of racial
factors.

The clinical trial requirements mainly
include the following 3 conditions:

1. Safe, effective and racially insensitive

Where it is considered that a drug is safe,
effective and racially insensitive upon
evaluation, the exemption from clinical trials
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in China may be considered.

Where there have been PK, and/or PD,
effectiveness and safety data of Chinese
population in global data, and the analysis
shows that the benefits of the drug used for
Chinese patients outweigh the risks, data
from relevant domestic and overseas clinical
trials can be directly used to support the
marketing application.

For drugs with no relevant data of Chinese
population in the global data, but there is
relatively sufficient racial factor related
study and analysis data and no significant
impact of racial factors is identified, the
analysis should be conducted on a case-by-
case basis: (1) For a drug used for serious or
life-threatening diseases and rare diseases
for which there is no effective therapeutic
means, or a drug with significantly improved
effectiveness or safety and other advantages
over existing therapeutic means when being
used for such diseases, the approval for
marketing can be considered on the premise
of strict risk control, and post-marketing
effectiveness and safety clinical trial should
be conducted to support the whole life cycle
benefit/risk evaluation of the drug. (2) For a
drug without significant clinical advantages
over existing therapeutic means, the clinical
trial should be conducted with reference to
the requirements of Section "V (I) 2".

For adding new dosage form (with clinical
advantage), new administration route, new
usage and dosage approved overseas but not
in China for approved indications of drugs
marketed in China, and each domestically
marketed single drug in a new compound
drug marketed overseas but not marketed in
China, when the following conditions are
met simultaneously, reduction or exemption
of clinical trials can be considered according
to the evaluation of overseas clinical trial
data :
of marketed originator drugs indicates that

®Data of completed clinical trials

benefits of the drug for Chinese patients
outweigh the risks, and there is no significant
impact of racial factors compared with data
in foreign populations; @The overseas
clinical trial data of new dosage form, new
administration route, new usage and dosage
or new compound of the drug can be used to

fully evaluate its safety and effectiveness.

If a new indication that has been approved
overseas but not in China is added to
drugs marketed domestically, besides
complying with the above-mentioned basic
logic of clinical evaluation and clinical
trial requirements, analysis should be
based on cases because multi-dimensional
complicated factors of diseases and drugs
are involved. It is suggested to communicate
with regulatory authorities before
application.

2. Safe and effective but lacking racial
sensitivity data or racially sensitive

Where it is considered that the drug is safe
and effective but there lacks racial sensitivity
data upon evaluation, or the existing data
suggest that the drug is racially sensitive, a
bridging clinical trial should be considered.

In the absence of the study and data related
to the impact of racial factors in global data,
necessary PK, and/or PD, effectiveness
and safety studies should be conducted to
support the marketing application of the
drug.

Global data indicated that racial factors
had impacts on evaluation of safety and
effectiveness, and necessary clinical trials
(including dosage exploration) should be
conducted to support marketing application
of the drug.

3.Insufficient data of safety and
effectiveness

Where it is considered that there is
insufficient safety and effectiveness data
of the drug upon evaluation, the R &
D by applicants should be considered
carefully; and if they intend to continue
the R & D work, necessary exploratory
and confirmatory clinical trials should be
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conducted according to the requirements for
new drugs.

4. The clinical data show ineffectiveness, or
there are safety problems

Where there is sufficient evidence for
ineffectiveness of the drug or serious safety
problems, the clinical trial in China is not
recommended.

(IT) Domestic and overseas generic drugs

As for the requirements for clinical trials
of generic drugs marketed overseas
but not marketed in China, they should
be determined after comprehensive
consideration of two factors including
clinical evaluation results and pharmaceutics
of originator drugs.

1. Considerations based on clinical
evaluation results

The requirements for conducting necessary
clinical trials in Chinese patients based on
the results of clinical evaluation of originator
drugs should be consistent with those of
clinical trials of originator drugs (see V (I)
for details). Because it is difficult to obtain
complete clinical trial data of originator
drugs, there may be influences on the full
clinical evaluation. Therefore, necessary
clinical trials should be conducted to support
evaluation of safety and effectiveness of
generic drugs in Chinese patients.

2. Considerations based on pharmaceutics
factors

For pharmaceutical evaluation of generic
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drugs, analysis should be based on cases
according to drug characteristics. The details
are as follows:

The reference preparation should be
determined first. In general, the originator
products with sufficient effectiveness and
safety data should be selected, which are
mainly approved by EU EMA, US FDA and
Japan PMDA and marketed as reference
preparations. At the same time, the selected
reference preparation should be identified
in accordance with the requirements in the
Announcement on Issuing the Procedures for
Selection and Determination of Reference
Preparations for Generic Chemicals ([2019]
No.25).

Secondly, the consistency of quality
and effectiveness of generic drugs with
originator products should be proved
through studies according to pharmaceutical
and biopharmaceutical characteristics.
For example, for oral solid preparations,
in addition to the comparison with
pharmaceutical study of originator products,
bioequivalence study should be conducted
with reference to the issued technical
requirements. For complex dosage forms
(liposomes, microemulsions, external
preparations, etc.), necessary clinical
trials should be considered based on
pharmaceutics and non-clinical comparative
studies and evaluations and in combination
with the characteristics of drugs and
indications, so as to support the comparable
evaluation of effectiveness and safety
between generic drugs and originator drugs.
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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.

« For electronic version of the Newsletter please visit http://www.ccfdie.org
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