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Issuance of Administrative Measures for the Monitoring
and Re-evaluation on the Adverse Events of Medical
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To strengthen the monitoring and re-
evaluation on medical device adverse
events, so as to timely and effectively
control the risks of post-marketed medical
devices, recently, the State Administration
for Market Regulation and the National
Health Commission of the People’s Republic
of China jointly issued the Administrative
Measures for the Monitoring and Re-
evaluation on the Adverse Events of Medical
Devices (SAMR Decree No. 1, hereinafter
referred to as the Measures), which shall
come into force as from January 1, 2019.

The Measures clarified the principal
responsibilities of holders of marketing
license for medical device; separately
defined the time limits, procedures, and work
requirements for reporting and evaluation in
light of the essential requirements, individual
adverse events, group adverse events, and
periodic risk assessment reports; detailed the
requirements for the holders' risk control; and
stipulated that the holders should perform re-
evaluation actively, strengthen the supervision
and inspection of the drug regulatory
authorities, and increase the punishment for
violations of laws and regulations.

The Measures have improved the monitoring
system for adverse events and strengthened
the obligation of holders to report
adverse events directly. The risk control
requirements have also been consolidated.
It is stipulated that where the product has
been spotted with unreasonable risks that
may endanger human health and life safety
during the monitoring, the holder should
take the corresponding measures, such as
stopping production, implementing recall,
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and modifying the Instructions for Use, etc.,
and should timely publicize the risks related
to the safe use of medical devices and
corresponding disposals.

The Measures established the Intensive
Monitoring System, which stipulates that
the drug regulatory authorities at or above
the provincial level can designate qualified
units as the monitoring sites to actively
collect the data of products being monitored.
The drug regulatory authorities shall take
necessary administrative measures in a
timely manner against the risks found during
the monitoring.

The Measures improved the re-evaluation
system, clarified the principal responsibility
of the holders to carry out re-evaluation on
their own accord, and required the holders
to carry out re-evaluation actively. Where
the results of re-evaluation indicate that
the products have defects that endanger
personal safety, or the risk-benefit ratio is
unacceptable, the holders shall proactively
apply for cancellation of the marketing
license, and make the public informed in a
timely manner.

The Measures strengthened the supervision
and inspection to severely investigate and
deal with illegal acts of nonperformance of
responsibilities of direct reporting. It also
required that provincial drug regulatory
authorities shall formulate inspection plans,
clarify inspection priorities, and supervise
and inspect the system construction and
implementation status of adverse event
monitoring performed by the holders.

(August 31, 2018)
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NMPA Issued the Announcement on Adjusting the
Requirements for Application Dossiers of Long-term Stability

Studies of Chemical Generics

To advance the improvement of connection
of requirements for application dossiers
of long-term stability studies of chemical
generics to the international technical
requirements, accelerate the progress of
generics conformance evaluation, and
encourage application of new generics,
on September 4, 2018, National Medical
Products Administration (NMPA) issued
the Announcement on Adjusting the
Requirements for Application Dossiers of
Long-term Stability Studies of Chemical
Generics, which adjusted the requirements
set forth in the Requirements for
Application Dossiers of New Registration
Classification of Chemicals (Interim)
(CFDA Announcement [2016] No. 80) and

the Requirements for Application Dossiers
of Quality & Efficacy Conformance
Evaluation for Chemical Generics with
Oral Solid Dosage Forms (Interim) (CFDA
Announcement [2016] No. 120). Specific
requirements regarding the application
dossiers of stability trials are as follows:

While applying for chemical generics
marketing and conformance evaluation on
the quality and efficacy of generic drugs,
the application dossiers shall at least include
the long-term stability trial data of 6 months
for three registered batch samples on the
premise that the registered batch production
scale meets the requirements.

(September 4, 2018)

NMPA Issued the Announcement on Adjusting the
Review & Approval Procedures of Drug Clinical Trials

On July 27, 2018, NMPA issued the
Announcement on Adjusting the Review
& Approval Procedures of Drug Clinical
Trials, and the content is as follows:

To encourage innovation, accelerate new
drug R & D, meet the public demand for
medicine, and implement the principal
responsibilities of applicants in drug R&D, in
accordance with the Opinions on Deepening
the Reform of Review and Approval System
to Encourage the Innovation of Drugs
and Medical Devices jointly issued by the
General Office of the Central Committee
of the Communist Party of China and the
General Office of the State Council (General
Office No. 42 [2017]), the matters related to
the review & approval of drug clinical trials
shall be adjusted as follows: For applications
of drug clinical trials in China, an applicant
can conduct the drug clinical trial as per
the submitted protocols should the Center
for Drug Evaluation (hereinafter referred
to as CDE) of the former CFDA failed to
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issue an opinion of rejection or questioning
within 60 days as from its acceptance of the
application and the receipt of corresponding
administrative fees.

The specific matters are hereby announced
as follows:

I. Preparation and application of
Communication Session

(I) Before application of the first drug
clinical trial for the new investigational drug,
an applicant shall submit an application
for the Communication Session to CDE to
determine the completeness of the clinical
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trial application dossiers and the feasibility
of the trial on the basis of guaranteeing the
safety of subjects.

(IT) The dossiers of Communication Session
prepared by an applicant shall cover
clinical trial protocol or draft protocol,
and a complete summary of existing
pharmaceutical and non-clinical study data
and other research data.The applicant shall,
on his/her own, evaluate the compliance
of the existing study with the postulates
for the application of clinical trial to be
implemented, and identify the issues to be
discussed with CDE.

(ITT) An applicant shall submit the
Application Form for Communication
Session (Annex 1) in term of the
Administrative Measures for
Communication between Drug R&D
and Technical Review (Interim)
(hereinafter referred to as the Measures
for Communication). CDE shall timely
notify the applicant of its approval of the
Communication Session and negotiate
with the applicant on the timetable.
The applicant shall submit in a timely
manner the complete dossiers (see Annex
2) for the Communication Session in
accordance with the relevant requirements
for communication. CDE shall conduct
preliminary review on the dossiers for
Communication Session and notify the
applicant of the corresponding opinions
and Q&A via the "Applicant Window"
at least two days before the convening of
Communication Session. Upon receipt of the
preliminary review opinions and Q&A, the
applicant shall feedback as soon as possible
whether the questions thereof have been
addressed. Where the applicant deems that
the questions have been addressed and there
is no need for a Communication Session,
it shall, through the "Applicant Window"
on CDE website, notify CDE to cancel the
application for Communication Session;

otherwise, the applicant shall continue to
organize the Session as scheduled.

II. Convening of Communication Session

(IV) The Session shall be presided over by
CDE. The two parties shall discuss the key
technical questions raised by the applicant
as per the drug clinical trial protocol,
whether the existing dossiers and data
support the implementation of a clinical
trial and whether the subject safety risks are
controllable, and propose requirements and
suggestions for follow-up studies.

(V) For the Communication Session,
conference minutes shall be formed in term
of the "Measures for Communication".
Where the existing dossiers and data or
supplemented and improved dossiers and
data can support the implementation of
clinical trials, the applicant can submit
an application for clinical trials after
the Communication Session or after
supplementing dossiers and data. Where
the existing dossiers and data have major
defects and the clinical trial protocol is
incomplete or the risk control measures are
unable to guarantee the safety of subjects
in clinical trials, the applicant shall analyze
the reasons and carry out the relevant study.
The conference minutes shall be filed as the
review documents and shall be used as a
reference for review and approval.

III. Acceptance, review & approval of
clinical trial application

(VI) The applicant shall submit the
application for the first clinical trial of new
investigational drug and the application
dossiers in accordance with the relevant
requirements. For the application for Phase
I clinical trial, the dossiers specified in
Annex 3 of the Announcement shall also be
submitted.

CDE shall complete the formal review
within 5 days upon the receipt of application
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dossiers. Where the application dossiers or
those after supplementation and revision as
required meet the requirements, a Notice of
Acceptance shall be issued.

Notice of Acceptance shall state that: An
applicant can conduct the drug clinical trial
as per the submitted protocol should the
CDE failed to issue an opinion of rejection
or questioning within 60 days as from its
acceptance of the application and receipt of
the corresponding administrative fees.

Upon commencement of a clinical trial, the
applicant shall log on the website of CDE
and register the relevant information on the
"Registration and Information Disclosure
Platform for Drug Clinical Trials".

(VII) Where the application dossiers meet
the review requirements, but there is
relevant information that needs to remind
the applicant, CDE shall notify the applicant
within 60 days upon the acceptance and
payment, stating the relevant requirements
and precautions. The applicant shall inquire
and download the notice or reminder related
to clinical trial application through the portal
website of CDE.

(VIII) Where the accepted application
dossiers do not meet the technical review
requirements, CDE may give a one-time
notification to the applicant of all the
content that needs to be supplemented and
revised through communication session
or supplementary dossiers. The applicant
shall submit in the one-time manner the
supplementary dossiers within 5 days upon
the receipt of such notification. An applicant
can conduct the drug clinical trial as per the
improved protocol should CDE failed to
issue an opinion of rejection or questioning
within 60 days as from its acceptance of the
application and receipt of the corresponding
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administrative fees. Where the applicant fails
to supplement dossiers within the time limit
or the supplementary dossiers still cannot
meet the review requirements, CDE may
notify the applicant via a Notice of Pending
Clinical Trial with a list of corresponding
reasons.

(IX) Where there are major defects in
application dossiers, or the clinical trial
protocol is incomplete, or the safety
of subjects in clinical trials cannot be
guaranteed due to the lack of reliable risk
control measures, or there are potential
clinical risks, CDE may notify the applicant
via a Notice of Pending Clinical Trial with a
list of corresponding reasons. Before making
such a decision, CDE shall communicate
with the applicant. The applicant can inquire
and down the Notice of Pending Clinical
Trial on the portal website of CDE.

(X) Once the problems listed in the Notice
of Pending Clinical Trial are resolved, the
applicant can submit a written application
to CDE for reply and resumption of clinical
trial application. CDE shall provide, within
60 days upon the receipt of application,
reply of its consent or rejection. The replies
shall include the decision to approve the
resumption of clinical trials or continue the
implementation of suspended clinical trials,
and the reasons thereof. The applicant shall
not conduct the clinical trials until receiving
such a written reply from CDE. Should any
objection to the Notice of Pending Clinical
Trial arise and it cannot be solved through
communication, the applicant may apply for
holding an Expert Consultation Conference
or an open expert argumentation.

IV. Other relevant issues

(XI) For an application for international
multicenter clinical trial with clear technical
guidance, mature research experience in
drug clinical trials, the applicant's guarantee
of the quality of application dossiers, or
synchronous R&D across countries, and
approvals for implementation in countries
and regions with developed regulatory
system, the applicant may directly submit
the application for clinical trials without the
communication session.

AR TFIARS, FRIEAR B2
DITAN, & "AYERIREILSES
2R #HITHEXEEEIL.

(£) WTFRRAMTFEHITER, B
ERXEEFRREERIBEAN, AR
EXIRHTRR60H NBAFIEA, FIBAMER
BRMEEEI, HIFEANBE RO
F &I T R R R IEHE KB AN
1=2EE.

(N\) HFEREMNRBARRFER
THARE R, ZE OB AR RRN
HEAR TR R EMERIEAFTRZANLN
EMAE, RIBEARAERIHTARBRZ
HESHA—RMEZHERR., BFAL
AN EEIZRIEZEH T~ BE60E Ak
KEAEPORMEESRERALN, %
REERNAERTRERARE. FIFARE
R RN FE AR R TR GE R E R E
Key, AFEPONEERRREBERNBITR
BHEBIFEA, HIIHBERIEAREFRIER
A RE.

(L) WTFERRARFEERRME, R
IERIRETRATER, FRZ TR
=HERE. FAEERIR RN LA RE
EARRERREREN, ARTOUEER
RRBEBHMBIRNBAREBA, HBABT
IEFFRIERXENER, B8P OEED
EhARRERERN, N5RIBEADEBER
e BRIRATEEZE LA MG E
THEFRRLEBAE.

() FBRIBEAERRT EEH KRR E
HMBHFFEEE, TEGHEPOBEREDY
EEMRERRREHIE, BHEPOEK
HHEZHEORNRREEERENESER
. EEENBEBRRE kR4
SRHTEERKRRRRE, HiXHER, &
BAREREZFEHOPEZEERRRER
REHEUHRIERRE. RIBEANEEIRK
HEBHALERWEALTFBELABITRBER
B, THREBAEZREVEHERATLIE

A
o

M. HfAXEm

(+—) X THEARIEFEBRH. YRR
HEBRAMRER, RIBARBRERR
ARREN, HEFRRSHRHNERS TG
ARG G, AEERRTENERNGL
REZFALBIRAKIXLE, PFBEATRE
B B R AR I I R IE.

(+2) ERAEFRIGIERXRA,
e | #.  BilRRREE. R
KRB ZH], RIEARNEZGHEPORE B
XRSWHE, #ERENAkRKRLESTRR



(XII) Where the application for clinical
trial of new investigational drug has been
approved, upon the completion of Phases I
and II clinical trials and prior to Phase III
clinical trial, the applicant shall submit the
application for Communication Session to
CDE to discuss with CDE the key technical
questions including the design of Phase III
clinical trial protocol. The applicant may
also submit application for communication
on key technical questions at different
phases of clinical R&D.

(XTIIT) Where there is an application for
adding new indications during the period
of approved clinical trials, the applicant
may either submit a new application for
clinical trial, or submit application for
communication in accordance with the
Measures before a decision is made. In case
of submitting a new application for clinical
trial, the dossiers that are duplicated with
the first submission may be exempted from
this submission, but the number of relevant
dossiers in the first submission shall be
indicated in the application dossiers.

(XIV) In case of any changes, such as the
change of clinical trial protocol and major
pharmaceutical changes, and significant
safety discoveries in non-clinical studies,
that may increase the safety risks of
subjects, the applicant shall submit with
the least delay possible a supplementary
application as required. CDE shall complete
the technical review within the specified
time limit and notify, as fit, the applicant to

revise the clinical trial protocol, suspend or
terminate the clinical trial.

(XV) After obtaining the approval for the
first clinical trial, an applicant shall submit
periodic safety update report to CDE during
drug R&D, including global R&D and
marketing status, the ongoing and completed
clinical trials, the new safety consequences,
major production changes, overall safety
assessment, summaries of significant risks,
benefit-risk assessment and overall research
plans for the next year (usually once a year,
within two months of each full year after the
approval of the drug clinical trial). CDE may
require the applicant to adjust the reporting
period as per the review. Where the report
fails to be submitted within the time limit,
the applicant shall suspend the drug clinical
trial.

(XVI) In case of any suspected and
unexpected serious adverse reactions and
significant safety risk signals suggested by
toxicological studies during drug clinical
trials, the applicant shall submit (case by
case) safety reports to CDE pursuant to
relevant requirements in the Standards and
Procedures for Expedited Reporting of
Safety Data during Drug Clinical Trials. As
per the review, CDE may require that the
applicant revise clinical trial protocol, and if
necessary, suspend clinical trials.

(XVII) The applicant shall submit the
dossiers and data required for the review
on time, ensure their quality, and accept
the supervision and inspection on the R&D
process by the regulatory authorities.

(XVIII) The time limit specified in the
Announcement shall be calculated on the
weekday basis.

(XIX) The Announcement shall come into
effect on the date of promulgation, and shall
prevail where inconsistencies arise with

former Announcements. (July 27, 2018)
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Medical Devices
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NMPA Issued the Guidance for Technical Review of
Three Registrations of Nasal Feeding Nutritional

Catheters and Others

To strength the supervision and guidance
over the registration of medical device
products and further improve the quality
of registration review, NMPA formulated
and released on September 4, 2018 the
Guidance for Technical Review on the
Registration of Nasal Feeding Nutritional

Catheters (2018 Revision), Guidance for
Technical Review on the Registration
of Disposable Sterile Catheters (2018
Revision), and the Guidance for Technical
Review on the Registration of Customized
Denture (2018 Revision).

(September 4, 2018)

NMPA Issued the Announcement on Revising the
Requirements for Application Dossiers of Medical

Device Registration Renewal and Others

To implement the policies set forth in the
Opinions of the General Office of the CPC
Central Committee and the General Office
of the State Council on Deepening the
Reform of Review & Approval System to
Encourage Innovation in Drugs and Medical
Devices (General Office [2017] No. 42),
and the State Council's requirements for
deepening the reform of "Streamlining
Administration, Delegating More Powers
to Lower-level Governments and Society,

Improving Regulation and Optimizing
Services", further simplify and optimize the
registration renewal for medical devices
and review and approval of clinical trials,
improve the review & approval efficiency,
NMPA has organized revisions of the
requirements for application dossiers of
medical device registration renewal, etc.,
and issued an Announcement on August 23,
2018, which shall be implemented as from

the date of issuance. (August 23, 2018)

NMPA Office Issued the Notice on Strengthening
the Management of Medical Device Production &
Distribution Licensing (Record-filling) Information ———

To continuously improve the medical device
production & distribution licensing (record-
filling), strengthen the management of
information thereof, and facilitate regulatory
authorities and enterprises to use the
“Medical Device Production & Distribution
Licensing (Record-filling) Information
System”, so as to adapt to the provisions for
medical device administration, on August 2,
2018, NMPA Office issued the above Notice,
requiring the food and drug administrations
of all provinces, autonomous regions and
municipalities directly under the Central
Government, the Xinjiang Production and
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Construction Corps to effectively adjust,
disclose and upload the information of
medical device production & distribution

(record-filling). (August 2, 2018)
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Information from Office of ICH Affairs ICHTEDAZEER
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