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International organizations:

International Council for Harmonisation (ICH)
European Directorate for the Quality of Medicines
Council of Europe (EDQM-CoE)

International Medical Device Regulators Forum
(IMDRF)

Pharmaceutical Inspection Co-operation Scheme
(PIC/S)

World Health Organization (WHO)

World Health Organization Collaborating Centres
(WHOCC)
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_! International organizations

| North America | Canada USA

] Europe® _| European Union [] EAEU
] Austria ] Estonia ] Ireland =] Norway —] Slovenia
_] Belgium ] Finland Italy ] Poland _] Spain
_1 Bulgaria L1 France Latvia _1 Portugal _ 1 Sweden
—] Croatia 1 Germany Lithuania —] Romania Switzerland
O Cyprus** [ Greece O] Luxembourg®® [ Russia O Turkey

| Czech Republic ] Hungary ] Malta®™ ) Serbia } Ukraine

1 Denmark [ Iceland*” Netherlands 1 Slovakia o1 UK

O Asia Pacific* ] ASEAN
] Australia 1 India ] Malaysia 1 Singapore "1 Thailand
] China ] Indonesia ] New Zealand ] South Korea ] vietnam
[J Hong Kong _] Japan Philippines L] Taiwan

[ Latin America® ] MERCOSUR L] SICA**
[ Argentina 71 Chile ] Costa Rica 1 Mexico 71 Peru
] Brazil ] Colombia | Guatemala ] Panama 1 Venezuela

[l Middle East, [] Geec**

Africa® . _ _
LJ Algeria L] Israe Lebanon _J SaudiArabia 1 UAE
Egypt | Jordan ] Morocco _1 South Africa

O Irag [ Kenya Nigeria [ Tunisia
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Sign in to continue with Cortellis

Looking for the
next blockbuster drug? o .

Accelerate life sciences innovation

Cortellis unlocks hidden insights in data and accelerates innovation through a
suite of life science intelligence solutions spanning discovery and clinical
development through regulatory submission and commercialization. & Sign in with S50 ’

Current subscribers can log on to the right. Not yet a subscriber?

Learn More - '
Need help? Contact Cortellis Customer
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CDE Notification No.2023/39: Technical Guidelines for the ldentification, Management and Evaluvation of Drug-
induced Liver Injury in Clinical Trials, 07-Jul-2023

Valid 367494 China Reference Document Guideline Translation: Machine Translation
Drugs and Biologics

Clinical Research Pharmacovigilance Technovigilance Risk Management

[ | h ch -

L. Summary Summary

Abst
2. Document shract

In order to further guide the evaluation of the potential possibility of drug-induced liver injury in drug clinical trials, ensure the safety of subjects,

and obtain safety information to evaluate the risk characteristics of investigational dentification,

Management and Evaluation of Drug-induced Liver Injury in Clinical Trials is publi

3. Reason For
Machine Translated Document

Update
dRk
4. Mentioned This document provides guiding principle for monitoring, assessment, and manaff @ [roe | @ fjury (DILI}, which is
Documents mainly used to guide the clinical evaluation of DILI risk in Preview Download | View on Side
{English]gj (English) by side
5. Mentioned By Disclaimer:

AUTOMATED TRANSLATIONS POWERED BY GOOGLE
Last Updated Date Added Date Authority Acceptance Date are not modified or altered by Clarivate and are
05-Feb-2024 10-Jul-2023 07-Jul-2023 provided "as is” without warranty. Any
discrepancies or differences created in the
translation are not binding and have no legal effect
for compliance or enforcement purposes. If any
questions arise related to the accuracy of the
Document translated information, please refer to the official

source language version.
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III Direction

1 Direction

Improve reliability of clinical trials by strengthening clinical trial

Strengthen risk-based expert clinical trial follow-up

L_|

| Direction

| |

Tasks

Improving quality and
increasing reliability of
Korean dinical trials

B Ori 3 risk basis, expand subjects of inspections on
Korean-developed new drugs and high-risk clinical
trials such as conditionally suthorised items
* Conduct inspection to confirm reliability of

marketing authorisation clinical trial final report

P [Sponsar) Clinical trial safety information collection,
o, and it organi

Priority management of o and
patient safety and rights systems
protection P [5ite] Clinical trizl subject damage compensation and
other patient safety and rights protection procedures.
I Strengthen competency of investigstor through things
Strengthening the expertise such as domestic and foreign specialized education
of clinical trial investigators * strengthen competancy in electronic data

management due to the increase in electronic data
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Clinical Trial Regulatory Requirements

China

» Quality Assurance Requirements

¥ Good Clinical Practice (GCP) and Inspections

China

GOGCPEMH Y UMNSChinazoUw D
* Good Laboratmmers —— —— o

* Good Manufacturing Practice (GMP) and Inspections

Pharmacovigilance and Risk Management Regulatory Requirements

China
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Quality Assurance: Good Clinical Practice and Inspections
Valid 46806 China Regulatory Summary Expert Report @@EE (:%7.]__\ énj—:/\\) 1/7’1/ :I

> BReportzo ' Jw I

Drugs and Biologics

Compliance and Inspection GCP

[«

in' ..A

Save and Alert on

Report

1. Summary Summary

2. Document Abstract

This document covers aspects of GCP in China, with information of general principles, data handling and inspection.
3. Reason For Update

4, Mentioned Last Updated Date Added Date
Documents 02-Dec-2024 09-Nov-2004
Document
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. ™ Compared to the previous version (IDRAC 329945), this document:
Cortelis 12 Clarivate
- add the application methods for electronic and paper submission
11-Mar-2025 - revise item 1 of the application documents that should be attached
when applying for authorization transfer of pharmaceutical importer
REGULATORY SEARCH ALERT for an approval document for QWIS compliance of manufacturers of
Your DAILY alert contains information that was updated on 10-Mar-2025 Imp{)_rted medical de‘”cfm (Numbe_r 8}_ . .
- revise the terms used in the application form without major changes
Name: GMP 27-Jan-2025 03:00:57 in the content
Owner:

Contact:

1 new 0 updated 1 total.
This document supersedes the Guideline: Checklist for Applications

_— ) of Medical Device Manufacturing License and Log-in Letters for
NEW - SINCE LAST ALERT View in Cortellis . . .
1 Report was new to your results set in this time period. gnze;gzaﬁl) Device GMP/QSD Accredltatlon, 01'MaY'2021 {IDRAC

Taiwan - Guideline: Application for Changes to the Registration of Medical Device New on 11-Mar-2025:

Manufacturing License and Approval Documents, 10-Mar-2025

Reason for Update

This document provides the revised version of Guideline: Checklist for IDRAC Number 403487 Document Date 10-Mar-2025
Applications of Medical Device Manufacturing License and Log-in

Letters for Medical Device GMP/QSD Accreditation, 01-May-2021

(IDRAC 329945), which includes the following parts: 2 CHIIE Reference Document
Category
Document Type Guideline

1. Application methods. There are two application methods. . - .
Applicants are encouraged to choose one and prioritize using the Regulatory Version | Revision Languages Chinese
Medical Device Quality Management Application Platform to submit
their application, as it can help improve the efficiency of case review.

UPDATED - SINCE LAST ALERT
2. Application fees No reports were updated in this time period for the update types you are subscribed to

3. Dossier requirements © 2025 Clarivate

4. Annex: Application Farm.
Abstract
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Quick Search = View all

FDA and Inspection - Advanced search

= Filter

Country/Region Topic Document Type Document Category Date Translation Status All other filters

Q [ selectall Clear all Sortby = Frequency W

e My Regions  #"

Country/Region

USA (18547) Thailand (244) Philippines (171) European Union (64) Taiwan (44) Canada (30) China (28) Egypt (11) Japan (11)

International (10) Israel (8) Singapore (8) Chile (7) Brazil (5) India (4) South Korea (4) Jordan (3) Mexico (3) United Arab Emirates (3)
Argentina (2) Denmark (2) Iraq (2) Ireland (2) Saudi Arabia (2) Switzerland (2) Vietnam (2) Algeria (1) Austria (1) Colombia (1) Italy (1)
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FDA and Inspection
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Showing 1-10 of 26 results

I Customize Columns ~ 4t Sorted by Relevance
Summary Title
29-Jun-2012 v W TFDA Announcements on GMP/QSD Conformity
Assessment of Overseas Medical Devices:
ZH [:/ rD ) Establishment Inspection Reports (EIRs) for U.S. )
12-Dec-2017 v W MOHW Order No.1061667279: Amendment of
Enforcement Rules of Medical Care Act: Review and
7H I.f'%'\l Inspection on Clinical Trials of New Drugs, 12-Dec-2017
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China (8)

E Regulatory Intelligence Reports (1) [ Public Comment (1)] B Regulatory Summaries (2) [ Expert Report (2)]

Public Comments Tracker

167288 Drugs and Biologics Regulatory Intelligence Report Public Comment Other Topic English

I Reference Documents (5) [ Guideline (2); Product Miscellaneous (1); Regulation (1); Report (1)]

This Regulatory Intelligence Report provides the Consultation Documents for Public Comments and Outcomes. The documents listed in excel table allow you to follow the regulatory history between drafts and their final official ver

Reason For Update:

This is updated to include any new and updated content related to the Public Comments Tracker Intelligence Report

Last Updated Date: 21-Mar-2025
Regulatory Version: None
Source: Internal

How to Market Generics and Biosimilars

46817 Drugs and Biologics Regulatory Summary Expert Report Dossier Format and Submission Generics an

This Regulatory Summary describes the information related to the generic products and biosimilars in China.
Reason For Update:
Content Update on 20-Mar-2025:

The regulatory summary has been updated to add the drafted information for data protection in section Q2.1 as per
Protection Work Procedures (Draft), 19-Mar-2025.
Last Updated Date: 20-Mar-2025

Source: Internal. PharmEng Technologv

1 BacktoChina

AdComm Bulletin
Read it first. Read it fast.

The latest developments from US FDA
drug, biologic, and medical device
advisory committee meetings.

Today’s
Headline:
Seikagaku’s
Condoliase
Favored for Leg
Pain Caused by
Lumbar Disc
Herniation

“  Back to Country/Region 4 Backto Top

2 Clarivate”

January 10, 2025

Meeting Begin Time: 9 | End Time: 4:20 p.m.

IN THIS ISSUE

Anesthetic and Analgesic Drug Products
Advisory Committee Meeting

AdComm Profil ing Histories—
Drugs/Biologics (IDRAC 175864)

Subject: Biologics license application (BLA)
761393: Condoliase injection, submitted by
Seikagaku Corporation, for the treatment of
radicular leg pain associated with confirmed
nerve root impingement caused by lumbar disc
herniation in adults.

Announced in the Federal Register
December 2, 2024 (IDRAC 395362)
(Volume 89, Number 231)

Decision/Voting

In a majority vote, the Anesthetic and Analgesic Drug Products Advisory Committee (AADPAC)
agreed that the benefits outweigh the risks for condoliase injection, developed by Seikagaku
Corporation (Seikagaku) to treat radicular leg pain (RLP) associated with confirmed nerve root
impingement caused by lumbar disc herniation (LDH) in adults. Panelists on both sides of the
vote advised that the indication for the drug should be suitably narrowed but called for
additional long-term data, particularly on hypersensitivity reactions.

FDA Question(s) to the Committee

Vote
Yes No

Comments

Do the benefits of condoliase injection for
treatment of RLP associated with confirmed
nerve root impingement caused by LDH in
adults with RLP outweigh the risks?

8 4

NATF: Tha FNA ic nnt nhlinatad tn falinw tha vatina rernmmandatinn of the advienry csanmmiftaa het it

39
© 2025 Clarivate. All rights reserved.



REMPIRB CHREREANRA >YA b
Cortellis Regulatory IntelligenceDfSHMiE D > 5>V

N
Regulatory
Intelligence Reports
« BRABEZ YISOV

CEB(ALIL OS>
HrLm—b

- FRHIZE G

- e mmAGRIBER
- FDAEXBHR &F

C Clarivate”

40
© 2025 Clarivate. All rights reserved.



« ICH Guidelines ImplementationZ’& UIZICHA 1 RS > DO&HIEHR.
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Intelligence Reports(IFHIDERFIEHR. MHLOBRSEHRE, BaRIITLR— BB UZIEIRINEN T8
ICH Guidelines Implementation TI(3IRIR RS T REEBEDEDESDICHA A RS> D—&. IREDSTEP. BARERICINZ. HFH.

HE, BEORMANKREEZSYI>TTEFET,

» Regulatory Authority Guideline Overview

* ASEAN Guidelines Implementation

* International Scientific Guidelines adopted in Australia

* GCC Regulatory Harmonization
* Guideline Matrices

¥ ICH Guidelines Implementation

I International I

A B (] D E F G H I J
Title Date ICH Category |ICH Code ICH Topic ICH Step Guidance Bulletin_ |Country Local imple mentation Date
ICH Draft Guideline: Routes of Adminiztration Controlled [10-hay—2005
Wocabulary (developed by the I0H W5 Expert Workin,
Groupl, 10-May—2005 (DRAGC 51044)
ISH Draft Guideline: Units and Measurements Controlled |10-hay-2005%
Wocabulary ldeveloped by the ICH ME Expert Workin,
Groupl, 10-Way—2005 (DRAC 51045)
ICH Guideline Topic E1 Step 4: Extent of Population 27-0ct-1994  |Efficacy E1 Clinical safety Step 4 147518 Canada Adoption of ICH Guideline: E1 = The Extent of Population (15965
Exposure to Assess Glinical Safety for Drugs intended Expozure to Assess Glinical Safety for Drugs Intended
for Long—Terrm Treatment of Mon—| ife—Threatening for Long—Terrm Treatrment of Mon—| ife—Threatening
Conditions, 27-0ct—1504 (DRAS 16530] Conditions, 1955 (DRAC 42043)
IEH Guideline Topic E1 Step 4: Extent of Population 27-0ct-1954  [Efficacy E1 Clinical safety Step 4 147512 China CDE Motification: Soliciting Public Comment on 24 IZ2H  |18-Dec-2018
Exposure to Azsess Clinical Safety for Drugs intended Guidelines Tranzlated from Enzlish to Chinese, 18-Dec—
for Long—Tertn Treatment of Mon—| ife-Threatening 2018 (Enzlich and Chinese Yersions) (DRAC 288020)
Conditions, 27-0ct—1594 (IDRAGC 16930]
ISH Guideline Topic E1 Step 4: Extent of Population 27-0ct-1994  |Efficacy E1 Clinical safety Step 4 147518 Europsan Union  |CPMPAICHA375/95 IGH E1, Step 5: Population Exposure: [Jun—-1295
Exposure to Assess Clinical Safety for Drugs intended The Extent of Population Exposure to Assess Clinical
for Long=Term Treatment of Mon-Life-Threatenin Safety for Drugs Intended for Long—Term Treatment of
Conditions, 27-0ct-1504 (DRAS 16930] Mon-Life-Threatening Conditions, Jun-1995 (DRAG

185653

ICH Guideline Topic E1 Step 4: Extent of Population 27-0ct-1994  |Efficacy E1 GClinical safety Step d 147518 Japan Motification PAB/PCD Mo, 582 IGH Guideline (E14, Step |24-hiay- 1555
Evnomre to fcsecs Clinical Safety for D intendsd Al the Fvtent of Ponulation Evnnsire to Sccecs Clinical
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Public Comments and Outcomes | Consultation
Documents

Austra European

South Korea, Taiwanf USA

Brazil, China Union, Japan,

la,

®

Regulatory Intelligence Report® hEYW U—Eh5
Public Comments and Outcomes > E#%ZIUwv Y

 Public Comments Trackerz{ERA L. BEREEFDOEITRS T MHA RS>
3> & ChEER T D

v A B [ D E F G -
Federal Register Publication date of |Deadline for
1_Announcement |~ |Draft versiorn ™ [Title of draft version ~ |draft version " |comments |~ [Comment{s " |Title of comment(s) document ~ |Final
150282 19077 Draft Guidance for Industry: Premenopauszal Women With [07-0ct-2020 OF-Dec—2020 2463 Public Comment (FDA-2020-D-1553): Society for 21623
Breast Cancer: Developing Drugs for Treatment, Oct— Waomen' = Health Rezearch, 07-Dec—2020
181 2020
150282 159077 Draft Guidance for Industry: Premenopauszal Waomen With [07-0ct-2020 07-Dec—2020 23402 Public Cormment (FD&-2020-0-1553): Talmar, Inc., 30— 221635
Breast Gancer: Developing Drugs for Treatment, Oct— Maw=2020
182 2020
17054 17028 Draft Guidance for Industry: Evaluating Cancer Drugs in |25-Aug-2020 2E-0ct-2020 20313 Public Cormment (FD&- 2020-0- 0338): Bristol-hyers 2434
Patients with Central Mervous System Metastases | Squibb, 26-0ct—2020
257 Aug—2020
17064 17028 Draft Guidance for Industry: Evaluating CGancer Drugs in |25-Aug-2020 2E-0ct=2020 20319 Public Gormment (FO&-2020-D-0838): Edison Oncology (332434
FPatients with Central Mervoug System Metastazes | et al, 26-0ct-2020
258 Aug=2020
17064 17028 Draft Guidance for Ihdustry: Evaluating Gancer Druzgs in |25-Aug-2020 ZE-Oct—2020 20325 Fublic Cormrment (FD&- 2020-0- 02380 Movartiz 2434
Patients with Central Mervous System Metastazes | Pharmaceuticals Corporation, 26—0ct-2020
258 Aug—2020
17064 17028 Draft Guidance for Ihdustry: Evaluating Gancer Drugs in |25-Aug-2020 2E-Oct—2020 2032 Public Somment (FD&- 2020-0- 03381 Merck & Co. he., 002434
Patients with Central Mervous System Metastases | O7-Cct-2020
260 Aug—2020
17054 17028 Draft Guidance for Ihdustry: Evaluating Gancer Drugs i |25-Aug-2020 2E-0ct—2020 20328 Public Comment (FD&- 2020-0- 03380 The University of [0o2434
Patients with Central Mervous System Metastases | Texas MD Anderson Cancer Center, 26— 0ct—2020
281 ALE—2020
17064 170328 Draft Guidance for Industry: Evaluating Cancer Drugs in |25—4ug—-2020 26-0ct—2020 20550 Public Comment (FDA-2020-D-0938): Regeneron |1 '%32434
Patients with Central Nervous Svstem Metastazes | Pharmaceuticalzs, Ihe., 26-0ct-2020
262 Aug—2020
07355 07345 Draft Guidance for Industry: Providing Regulatory 11-hdar—2020 11-May—-2020 15051 Public Comment (FDA-2020-0-0420): AstraZeneca e
351 Submizzions in Alternate Electronic Format, Mar—2020 Pharmaceuticals LP , 06—hay—2020 -
Sheetl ® 1 »
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Application/ Active Substance
Name Active Ingredient(s) Submission Type |Application Number |Status
MEN'S ROGATME rrinoidil =hDA 21812/016 Fnown active substance
CADUET arnlodipine | atorvastatin MDA 21540/047 Krnown active substance
the Excel Spreadsheet attached to this PDF, please click the paperclip icon. GOMAL—F RFF follitropin alfa sBLA 217654013 Known active substance
see the paperclip icon, please ensure you have the PDF viewer extansion for GONAL-F RFF fallitropin alfa sBLA 217657014 Known active substance
your browser. GOMAL—F RFF fDIIitrc}pin alfa =BLA 21765/044 K nowen actiue substance
fing difficulties please check the System Reguirements or contact Customer PROGRAF faerolimus shDA 210115/004 Known active substance
- ort for Bel ASTAGRAF =L tacrolimus MDA 204086,/ 005 known active substance
2UBEOTT FOF RElp. GONAL-F fallitropin alfa SNDA 20378/ 045 Kriown active substance
GokAL-F follitrapin alfa =MD 20378/067 Krnown active substance
GOMAL-F follitropin alfa =D& 20378075 known active substance
JALYM dutasteride ; tamsulozin hydrochloride MDA 22450,/011 Fnown active substance
MARGEMZA rmargetuximab—cmkb MDA 61150 Mew active substance
OFDLO hivolurnab =BLA 125654/ 055 Mew active substance
FEMTORA fentanyl| citrate =MD 21547/030 Krnown active substance
SUBESYS fentary! =MD 202788/021 known active substance
LAZAMDA fentary! MDA DORG0/000 Krnown active substance
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initions and Legal

Q1.1 Whatis a

medical device?

Vhat is the legal
basis for medical
device regulation?

v Q2 Competent
Authorities/Notified
Bodies

Q21 Whlch

n, their role,
how are they
coordinated and how
are competent
authorities responsible
for them?

¥ Q3 Medical Device
Ck ation

Q3.1 How are devices
?
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Regulatory Summary
Continuously monitored and updated
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Medical Devices Regulatory Framework

(USA)

Reason for update

Date

Reason for update description

[The regulatory summary has been updated to revise the link of

Content Update 2024-05-20 Remanufacturing of Medical Devices (IDRAC 383704) only in section
Q8.4 with no content change.
[This revision updates SOPP 8704; Managing MDUFA User Fee
Content Update 2024-04-02 |Payments and Billing Activities (IDRAC 381381) in section Q11.1 with
no coentent change.
Formatting Change [2024-02-20 [This document has been revised to delete the guidance bulletins.
Formatting Change [2023-12-11 [formatting change
Content Update 2023-11-08 [This revision updates section Q12.4 with HL7 individual case safety

reporting information.
|Alse updates Guidance for Industry and Food and Drug Administration

Staff: Content of Premarket Submissions for Management of
Cybersecurity in Medical Devices (Final) (IDRAC 371692) in section Q
12.10 and Q18, Draft Guidance for Industry and the FDA Staff:
Content of Premarket Submissions fer Management of Cybersecurity
in Medical Devices (IDRAC 371692) in section Q12.10. Guidance for
Industry and Food and Drug Administration Staff: Process to Request
2 Review of FDA's Decision Mot to Issue Certain Export Certificates
for Dewces Nov-2023 (IDRAC 373789) in section Q 4 6 and Q4.8.
{Aand

Electronic Submission Template for Medical Device 510k}
Submissions (IDRAC 371916) (IDRAC 371916) in section Q6.6 and
annex files with no content update.

[This revision, updates; Guidance for Industry: Breakthrough Devices
Program (IDRAC 371144) in section Q6.8,

Novelnners and Fond and Do Administration Staff- Qualification of

BOETHHASTBRER YD

O—“ I

Summary of Mandatory Reporting Requirements for Manufacturers and Importers

REPORTER WHAT TO REPORT TO WHOM IWHEN
30-day reports of deaths, serious injuries and Within 30 calepdar
Manufacturers . FDA days of becoming
malfunctions
aware of an event
5-day reports for an e_vent demg_nated_by FDA Within 5 work days
or an event that requires remedial action to :
; . FDA of becoming aware
prevent an unreasonable risk of substantial of an event
harm to the public health
_ o FDA and the Within 30 calepdar
Importers Reports of deaths and serious injuries days of becoming
manufacturer
aware of an event
Within 30 calendar
Reports of malfunctions Manufacturer days of becoming
aware of an event

*FDA Form 3500A (orits electronic equivalent) is required for all reports in this section

Summary of Mandatory Reporting Requirements for User Facilities

REPORTER

WHAT TO REPORT

REPORT FORM
#

mToO WHOM

WHEN

User
Facility

Device-related Death

Form FDA 35004

(IDRAC 117865)

FDA & Manufacturer

Within 10 work days
of becoming aware

User
Facility

Device-related Serious
injury

Form FDA 3500A

(IDRAC 117865)

Manufacturer. FDA only if
manufacturer unknown

Within 10 work days
of becoming aware

User
Facility

Annual summary of
death & serious injury

reports

Form FDA 3419

(IDRAC 117370)

FDA

anuary 1 forthe
preceding year

[See the Guidance for Industry: Medical Device Reporting for User Facilities (IDRAC 48005)

Note that 21 CER 803.30 (IDRAC 46892) (User Facility Reporting Requirements) does NOT state that
device user facilities are required to report device malfunctions where the malfunction would likely
cause or contribute to death or serious injury if the malfunction were to recur.

Note on Combination Products: A final rule on postmarket safety reporting for combination products was
issued in the Federal Register. The FDA issued several guidances noting specifics regarding the reporting
requirements as well as compliance deadlines for the elements of reperting in the final rule. Refer to Q7

of How to Market Combination Products (IDRAC 48188) for more information.
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Y Medical Devices and IVDs

Medical Devices Regulatory Framework

Algeria, Argentina, Australia, Austria, Belgium, Brazil, Bulgaria, Canada,
Chile, China, Colombia, Costa Rica, Croatia, Czech Republic, Denmark,
EAEU, Egypt, Estonia, European Union, Finland, France, Germany, Greece
Guatemala, Hong Kong, Hungary, India, Indonesia, Iraq, Ireland, Israel,
Italy, Japan, Jordan, Kenya, Latvia, Lebanon, Lithuania, Malaysia, Mexico
Morocco, Netherlands, New Zealand, Nigeria, Norway, Panama, Peru,
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Country/Region

Climatic Zone

Requirements for Site Specific
Stability Data

Long-Term (real time) Testing
Conditions

Notes for Long-Term (real time)
Testing Conditions

Minimum Time Period (real)

Mexico

At the moment, Mexico is still asking
for the stability studies of the last
manufacturing site, according to the
NOM-073-SSA-1 for stability tests.
(Mote: it is likely that Authorities will
ask site-specific stability studies in the
near future. Though no formal
instructions may be found officially,
they are currently requiring repeats of
stability tests in Mexico).

25° C +2° C/B0% RH + 5% RH or 30°
C+2° C/65% RH £ 5% RH

Choice of testing condition made by
applicant.

Brazil

Vb

ANVISA requires the complete
accelerated study and the twelve
months long term ongoing study, at
the submission of the application. If
the medicinal product falls into the
situations below, the submission may
include 6 months complete
accelerated study and ongoing long-
term study

30°C+2°C/T5% RH £ 5% RH

NIA

South Africa

South Africa is classified in Climatic
Zone .

MNote: In Table 2 of the WHO guideline
the long-term stability conditions for
WHO Member States by Region are
listed, with South Africa indicated as
zone VA, this is to be corrected to
zone ll. Long-term stability studies
conducted at zone VA and IVB
conditions, instead of or in addition to
studies conducted at zone Il
conditions are also acceptable

Mot generally required if the sites
belong to the same company.
However, stability data pertaining to
the manufacturing site, formulation,
APl manufacturer is generally required
if the sites are not subsidiaries of the
company, with the same systems,
equipment etc.

The Amendments guideline (IDRAC
148223) gives all the permutations for
different manufacturers.

25° C+2° C/60% RH £ 5% RH

Long-term storage at 30 + 2 °C /65 %
+5% RHor30+£20C/75% £5%RH
is also acceptable.

Where “significant change” occurs due
to accelerated testing, long-term data
for a period longer than 12 months
may be required to justify a provisional
shelf-life of 24 months.

MCE - 12 months
Generic : 9 months

2 Clarivate”
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« HREEEMOTITENZDRL. BLmOFEEES (CENT

Original Applications 90% in 10 months 90% in & months

Class 1 Resubmissions 90% in 2 months 90% in 2 months Example of a Standard Review Timeline
(IDRAC 151861) Under The Program

Class 2 Resubmissions 90% in & months 90% in 6 months o Al e
(IDRAC 151861) 2Adie Mo Orcl Acthidis
Original Efficacy 90% in 10 months 90% in & months

Supplements

Class 1 Resubmitted 90% in 2 months 90% in 2 months @Iﬂ:’,ﬁ‘; . g @Dmf“'
Efficacy Supplements -
Class 2 Resubmitted 90% in & months 90% in & menths
Efficacy Supplements Pre-submission meeting

Manufacturing Supplements et Sl
Fiscal Year 2018 to 2022 90% in & months all others 90% in 4 months for prior i — S e

approval supplements

The Guidance for Review Staff and Industry (IDRAC 49531): Good Review Management Principles
(2005) and Practices notes that FDA staff should establish and observe internal review timelines to
help ensure efficiency and consistency in the review process. Practical aspects of product review, such
as timelines for many elements of first cycle review, are in part established by PDUFA, however

2 Clarivate”
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Country/Region (Climatic Zone Requirements for Site Specific Long-Term (real time} Testing

Approval Procedure and Timeline Long-Term (real time} Testing _

- | ™ | Stability Data | ~ |Conditions | ¥ |Conditions Notes | >
The NMPA shall examine the application dossier and shall accept the application that is in accordance Algeria I Required. 25&deg; C &plusmn; 2&deg; C/60% RH (For refrigerated storage: S&deq;C

Stability batches should be
manufactured at the drug product
facility that will be producing
commercial batches for Algerian market
and that is actually included in the
registration file.

&plusmn; 5% RH &plusmn; 3&deg;C

with the requirements and give the Acceptance Notice; and shall give non-acceptance notice for the
application that does not conform to the requirements with reasons for the refusal.

When the NMPA is reviewing the supplemental application, it may request the applicant to submit
supplemental infoermation and the rational. If the application meets the requirements, NMPA will issus

a Drug Supplementary Applications Approval; er it will issue a Review Decisien NotIce with reasons if
the application does not conform to regulations.

The Drug Approval Certificate will remain valid until its expiry date where a re-registration is reguired.

a). Application procedure for variations requires technical review:

NMPA performs
examination of
completeness and
authenticity of
application dossiers

CDE carries out
technical evaluation
and provide opinions
to the NMPA

NMPA performs final
administrative
examination and
issues approval

2 Clarivate”

Argentina

The submizsion of a stability study is
required for purposes of
pharmaceutical products registration,
except in the case of registration under
Art. 4 of Decree 150/1992 which only
applies to imported medicinal preducts
that are authorized in at least one
country of Annex | of the same Decree.
For pharmaceutical preducts imported
from countries outside Annex |, or
manufactured in Argentina, it is
necessary to submit stability studies.
The legislation is not explicit about site-
specific stability studies.

25&deg; C &plusmn; 2&deg; C/50% RH
&plusmn; 5% RH

The Stability study should be carried
out on three pilot batches, according to
the guidelines described in the
Pharmacopoeia Argentina VIl Ed.
&lt;10408&gt;, internationally recognized
pharmacopoeias and/or ICH Q1

ideline, or their correspondi
amendments.

© 2025 Clarivate. All rights reserved.
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See WARNING LETTER
Type of Establishment .
- . ‘Warning Letter
Inspected DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMIISTRATION
valuntary DATES) OF MSPECT! o
N ! arshall Drive, Suite 205 2/21/2018-3/5/2018*
Compounding Pharmacy Drug Quality Assurance Actlon 307402 Mo RS Mo [T
Indlicated £12)485-5115 d00TEa4szs
WRET AAL TIT(E OF WOIDAL T v ALFORT BSltn
Compounding Pharrmacy Drug Quality Assurance A 257772 Mo fas Mo David E. Simckes, Medical Director
lllll STRLT AUEEE
'._-'nlun‘[gry The Fersility Parsnership LLC 5401 Veterans Memorial Pkwy 3se Z01
Drug labeler/Diztributor Drug Quality Assurance Actlon 301502 Mo ez ez TR S T ETE————
Zaint FPeters, MO £3376-1£87 Reproductive Tissue
Indicated
Official This document lists observations made by the FDA reprasentative(s) during the mspection of your facility. They are inspectional
Compounding Pharrmacy Drug Qualtty Assurance Actlon 226435 Mo Yes No 245036 observations, amd do Dot represent a final Agency determination regarding your compliance. If you have an objection regarding an
Indicatad ‘obseration, or have implemented, or plan to implement, comective action In responss to an observation, you may discuss the objection ar
= action with the FDA representative(s) during the inspection or swhmit this information to FDA at the address above. If you have any
guestions, please contact FDA at the phone mmiber and address above.
Compounding Pharmacy Drug Quality Assurance A 286750 Mo RS Mo
DURING AN INSPECTION OF YOUR FIRM | OBSERVED:
OBSERVATION1
Doners were not tested for evidence of infection with relevant comnmmunicable disease agents.
2 Clarivate”
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Required data in product categoriec
(Attached Table. Provision on Approval far Clinical Trizl Plan (IND) of Pharmaceutical Drugs)
., E Dats on Norn-clinical Trial Results
T T - o
Q4.2 What are the roles/responsibilities of the Competent Authority/-ies? . Dats to be . 22 |Data on pharmacologica et Dt on Toxdty
E
) . . submitred ElE|EE = = =T
The following table illustrates the IND process: =|cl5¢ % LB |z 5| £ 2
E|SEEY < =8 [E.E |2 |2 |5l B2 |38
™ E5228 § |23 (B5ig|é|% |8 <L |38
* N S|2EEY § |afg|235%| 2| EF| 68 |5|:
FDA ROLE - IND* PROCESS ~ |E|5ks| & |S27|553fE s (3| 2L (&S
" = s o s2Eu| o z|= 2o |F|E
Oassification \\\\ EBxs = 8z [2°2 |=| & |“ =3 |3|8
oo = 0= o = >
2| © g |° Yl 2
1. New drug under development |O|0| O o} 8] o o|o|ol O |alA
SROMNIOR o — _— 2. Drug containing an AFI of new
= - EXEMPTICN SROMSOR - i
DR:EELmn:;L* JL'E;!S';-‘IDNJG - REVIEW W rEssamcH W | EREPARES salt (isomer) as an active drug oo O A A A Al x XA
AASERIDMEN TS {30 DAYE) = BY SPOMNIOR MO substance
. 3. Drug with new composition Q|0 O iy fa A Al A X X f.iY
/ I -I:-lc."-lri:;ug with new administration olol o o A o alalal & lala
r REWVIZIONT M 5. Drug with new eficacy |0 A 0 X A X | X [X X X| X
F o INVESTIZATIOMNAL -
/ :":mpmmm PLANS/REPORTS 6. Drug with new dose and olel a A X A x| xlxl x Ixla
/ FURTHER administration
RESEARCH Of 7. Biological products,
¢ CHAMGES IN 5
- PROTOR recombinant DNA drug, cell
NAcomanaL mirse | roTocoLs joul ture derived drug, gene The scope of data to be submitted is determined
ADDATICNRAL PHASE | FROTOCOLE therapeutic drug, cdl therapeutic P - ;
0|0| O depending upon individual charactenstics of each
drug, and other drugs on which
CI : t ™ the clinical trial is acknowledged drug.
arlva e to be necessary by the Minister of
Drug and Food Safety 59
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Country/Region

Requirements/timelines for
expedited reporting of domestic
serious (unexpected, expected)
ADRs to CA

Requirements/timelines for
expedited reporting of foreign
serious (unexpected, expected)
ADRs to CAs

Requirements/timelines for
expedited reporting of non-
serious ADR to CAs

United Kingdom

UK MA: Yes, ADRs (occurring in UK)
within 15 calendar days to the MHRA
via MHRA Gateway or ICSR
Submissions.

KA covering Noerthern Ireland (NI} also
report ADRs occurring in UK to
EudraVigilance within 15 days (GB
cazes following third country reporting
rules).

UK MA: Yes, ADRs (non-UK) within 15
calendar dayz to the MHRA via MHRA

Gateway or ICSR Submizsions and to

EudraVigilance.

KA covering NI also report non-UK
ADRs to EudraVigilance within 15
dayz.

UK MA: Yes, nen-serious ADRs
(occurring in UK) within $0 calendar
dayz to the MHRA via MHRA Gateway
or IC5R Submissions.

KA covering NI: report non-serious
ADRs occurring in EEA or Northern
Ireland to EudraVigilance within 90
dayz.

Netherlands

Ne, ADRs within 15 calendar days to
the EMA via Eudravigilance.

Ne, ADRs within 15 calendar days to
the EMA via Eudravigilance.

No, non-serious ADRs within S0
calendar days to EMA via
Eudravigilance.

Germany No, ADRs within 15 calendar days to  |Mo, ADRs within 15 calendar days te  [Me, non-serious ADRs within 90
the EMA via Eudravigilance. the EMA via Eudravigilance. calendar days to EMA via
Eudravigilance.
Exception: to be reported to BfArM for |Exception: to be reported to BfArM for
homeopathic or traditional herbal homeopathic or traditional herbal Note: to be reported to BfArM for
medicinal products. medicinal products. homeopathic or traditional herbal
medicinal products.
France No. ADR=s within 15 calendar davs to No. ADR=s within 15 calendar davs to No. non-serious ADRs within S0

2 Clarivate”

PART VI: SUMMARY OF THE RISK MANAGEMENT PLAN
Summary of risk management plan for JEMPERLI (dostarlimab)

This is a summary of the risk management plan (RMP) for JEMPERLI The RMP details
important risks of JEMPERLI, how these risks can be minimised, and how more information will
be obtained about JEMPERLIs nisks and uncertainties (missing information).

JEMPERLT's summary of product characteristics (SmPC) and its package leaflet give essential
information to healthcare professionals and patients on how JEMPERLI should be used.

This summary of the RMP for JEMPERLI should be read in the context of all this information
including the assessment report of the evaluation and its plain-language summary, all which is
part of the European Public Assessment Report (EPAR).

Important new concerns or changes to the current ones will be mncluded 1 updates of
JEMPERLI's RMP.

I The medicine and what it is used for

JEMPERLI is indicated as monotherapy for the treatment of patients with mismatch repair
deficient/'microsatellite instability-high (dMMEB/MSI-H) recurrent or advanced endometrial
cancer (EC) who have progressed on or after treatment with a platinum-containing regimen (see
SmPC for the full indication). It contains dostarlimab as the active substance and 1t 1s given by
infusion.

© 2025 Clarivate. All rights reserved.
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Market Access Overview: China
National Market Access Hurdles

Clinical Trial Market Authorization Price Setting
Average approwal for NIDA: 1215 R
Average approval months; 90-130 days for (=T . “""""'""'
expedited approvals obtaining
NMPA (CDE) & NIFDC MMPA Manufactures
= Rewview of clinical frial = Evaluation of clinical trial = Manufacturers are free to set their ovn .
applicafions for drugs by CDE. data. drug launch prices. .
= Technical review and verificaion | = Technical review of = No price submission requirement.
of the specification, guidelines registration application.

and lesting procedures.

Post-markefing monitoring.

Responsibifities

| = Complsteness of application - Completeness of clinical trial | = Fres market pricing -
£ |« Applicability for local population. datasel = Prices must siill comply with general .
E - Prioritization by - Clinical efficacy, safety, and pricing principles based on the .
E - Expected health bensfit quality. ﬁl’”'\Ciﬂ'!?S ogairngs{s_'rhanonahty. .
5 financial impact - Data validity and applicability onesty, and good fai
g - Population nesds for the Chinese population.

- Local manufacturers -

Domesiic clinical frial Free market mechanisms will diciate
requirements can increase fime- i «drug prices acceptable fo consumers.
fo-market Reimbursement and procurement
Recen reforms have been poiicies still apply downward pressure
aimed at allowing foreign clinical on prices

data

fmpact

Nates: NMPA = Natianal Mecical Products Admiistration; CDE = Center far Drug Evalustion; ‘lIFD‘.VI\;im;Hmiut:uf’q;d and Brug Cantrel;
Natianal Heatthars Security Agministratian (NHSA} NADL = National Reimburser

2 Clarivate”

IDRAC Nurmber: 331536

Reimbursement Determination Reimbursement Review

NHSA NHSA & State Council
Identifies drugs for appraisal + Manage social insurance and
Monitors drug prices to ensure supplementary insurance fund
price sefting by drug enterprises + Coordinate health insurance
«comply with pricing regulations. and formulate policies.

Criteria are non-transparent - Review impact of drug
Epidemiological needs. reimbursement

Unmet nesds. - Health benefit

Efficacy and safety data in - Financial impact
comparison fo currently available - Hospital prescribing rate
therapies .

Innovation
‘Seeks fo achieve balance between NRDL is meant fo be updated
fair prices and fair retun fo
indusiry, to encourage further
: 4

2017 updale came & years after
the 2009 release. Updates have
been more frequent since then
but sfill sporadic

Regulatory Intelligence Report
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Market Access Overview: China
Cost-Containment Strategies

Volume Based

Provincial level bidding involves ission of bids my
Purchasing (VBP) = Loweal bidders are guaranteed purchase amount from provinces.

to Joint Procurement Offica (JPO).

Pharmaceutical com panies are required to notify the National Healthcare Security Administration {NHSA ) of the prices they set for
new drugs.

AL A L Based on inclusion crileria and exlensive negoliations with NH3A drugs may or may nol be included in NROL Class A (fully

Jor B (10-90% rer ]
= G i uses a double- lope bidding system undar which manufacturars compate basad on based on 1)
Centralized Drug technical capabilities and 2) prica.
Procurement = This process has been successiul n driving down costs

Currently conductled by provincial governments, a national platform s in development.

The government supports the growth of the generics, with domestic companies currantly dominating the market Public hospitals
are encouraged lo use generics inslead of high-pricad patented products when possitle.

Increasing Degree of Impact

= A public hospilal's drug sakes income must remain below a medicine rate, defined as the propertion of income fram a haspitals
Medicine Rate total incoma derived from seling drugs.

= Zero mark-up at public haspilals is meant o curb irational use of medi and atles and public
faciliies to reassass their cost managemant practices.

Zero Mark-up

. . Regulatory Intelligence Report
c Clarivate Deep dive analysis from Cortellis
e '
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Regulatory Summaries (FAHBIDAFERXZE) — Drugs & Biologics

Authorities and Organizations

International and Regional Bodies

Legal Definitions and Marketing Requirements

Prescription and Supply Requirements

Registration Application | Application Format, Content and Overview

Registration Application | Submission Process Overview
Marketing Authorization Procedures

Fees Payable

Labeling, Packaging and Product Information Requirements

Clinical Trial Regulatory Requirements

Quality Assurance Requirements

Pharmacovigilance and Risk Management Regulatory Requirements
Import and Export Regulatory Requirements

Advertising and Promotion Regulations

Market Access Guidance

Pricing and Reimbursement System and Policy Overview

Environmental Assessment and Impact Guidance

How to Market:--
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Regulatory Intelligence Report (2#fL-7ki—b) - Drugs & Biologics

Brexit Tracker

FDA Citizen Petitions

Committee Meeting Trackers and Expert Profiles
European Procedure Fees Trackers

Compliance and Inspection Trackers

Global Market Access Insights

Regulatory Authority Guideline Overview

Legislative Trackers

Product Approval Information

Public Comments and Outcomes | Consultation
Documents

Regulatory Authority | Structure and Document
Classification Guide

2 Clarivate”
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Authorities and Organizations
« Health Ministry and Regulatory Agency Directory

Legal Definitions and Marketing Requirements
« Legislative/Regulatory Framework: Biosimilar Products
« Legislative/Regulatory Framework: Generic Products
« National Pharmaceutical Laws and Regulations Directory
« National Pharmacopeia Directory

Format and Content of Applications
« CTD Acceptability Framework
« Finished Product Stability Data Requirements

Marketing Authorization Procedures
« Change of Manufacturing Site Requirements : Finished
Product
« Expanded/Compassionate Access Requirements
« Expected Authority Review Timelines: Market
Authorization Approval

Fees
« Pre- and Post-Approval National Fees Directory

Product Information
« Package Labeling Requirements

2 Clarivate”

Comparison Tables (FBlDLt#ER) bEW I —E- Drugs & Biologics

Clinical Research

» Clinical Trial Application Research Requirements: Local
Requirements

« Expected Authority Review Timelines: Clinical Trial
Application and Ethics Committee

« Investigational Medicinal Product (IMP) Labeling
Requirements

« Legislative/Regulatory Framework: Clinical Trial
Registries and Results Disclosure

Quality Assurance
« National Good Practices (GXP) Directory

Market Access Guidance
« Health Technology Assessment Overview
« Pharmaceutical Pricing and Reimbursement

Pharmacovigilance and Risk Management

« Post-Marketing Expedited Reporting

« Post-Marketing Periodic Reporting

« Pre-Marketing Expedited Reporting

« Pre-Marketing Periodic Reporting

« Risk Management Submission Requirements and
Qualified Person for Pharmacovigilance (QPPV)
Guidance

Import and Export
« Certificate of Pharmaceutical Product (CPP) Overview



Medical Devices & IVDs

Regulatory Summaries] Regulatory Intelligence Report
(FABIDEFERE) (2L KR—B)

Regulatory Summaries Regulatory Intelligence Reports

Medical Devices Regulatory Framework « Committee Meeting Trackers
_ _ _ « FDA Advisory Committees
In Vitro Diagnostics Regulatory Framework - FDA Workshops
Combination Products Regulatory Framework « Compliance and Inspection Trackers
_ _ _ » FDA Inspection Report Directory
International Medical Device Regulators Forum - FDA Warning Letter Directory
(IMDRF)

« Legislative Trackers
« US Federal Register | Regulatory Timetable
« EU IVD 2017 Regulation Highlights
« EU Medical Device 2017 Regulation Highlights

« Product Approval Information
« Maedical Device Registration | Submission and Approval Tracker
« Combination Product Registration | Submission and Approval
Tracker

« Product Approval Information
« Combination Product Submission and Approval Overview
« Medical Devices Submission and Approval Overview

. - « Public Comments and Outcomes | Consultation Documents
2 Clarivate



Medical Devices & IVDs
Comparison Tables (3R#IDLLER)

Comparison Tables

« Authorities and Organizations
« IVD Regulatory Agency Directory
« Medical Device Regulatory Agency Directory

Comparison Tables

« Labeling and Promotion
« IVD Labeling Requirements
« Medical Device Advertising Requirements

« Legal Definitions and Product Classification *  Medical Device Labeling Requirements

« IVD Classification Summary

« IVD Laws and Regulations Summary

« Medical Device Classification Summary

« Medical Device Laws and Regulations Summary

« Quality Management System Requirements
« IVD Quality Management System and Inspection
Requirements
« Medical Device Quality Management System and

« Market Clearance Inspection Requirements

« IVD Marketing Application Procedures

« IVD Post-Marketing Procedures

« Medical Device Marketing Application Procedures
« Medical Device Post-Marketing Procedures

« Market Surveillance
« IVD Adverse Incident Reporting Requirements
« Medical Device Adverse Incident Reporting
Requirements

« Import and Export
« Medical Device Import and Export Requirements
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