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Compare and contrast core
requirements for your selections to
identify differences and similarities
for your global operations.

Explore and search through, both
official regulatory requirements and
local practices organized into eCTD
structure efficiently linked to the
source documents.

View a visualization of regulatory
submission pathways, read key
facts, procedures and requirements
to gather understanding of the
regulatory submission.

See the latest updates to the
content for your selected country or
organization to quickly identify and
locate changes to CMC regulatory
content for your projects.
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Licenses and certificates

Accelerated registration
procedure

Pediatric formulations
GMP certificate

Recognition of SRA or
WHO PQ decision

> Medicines Procurement
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Cortellis CMC Intellig*ce l " Alytics

~
3 > My selection (3) General Information
Home
~ Detailed Requirements = Filters |Cha"ge view:
Local Practice ull Results

ﬁ > Clinical Trial . . v
Requirements Official Regulations: A

> Marketing Authorization v chine / %fﬁ%‘] %E (: J: D _C)'_:E&J ’5“7::%%

B Requirements I EF Oz sk

Detailed + CMC Requirements - Official Regulations
Drug Substance
3.2.5.3.2 Impurities:

a > §.1General

Report Information # List all impurities that products may contain (including organic impurities, inorganic impurities, and residual solvents and catalysts).
* Provide detailed impurities profile including the origin of impurities.
> 5.2 Manufacture * Analyze the source of impurities (synthetic raw materials brought in by-products generated during the production or degradation generated) and provide control limits. Example: For the
Q T - degradation products, explain using accelerated stability and strong degradation test.
- * Provide the basis for whether there is control in the final quality standards and control limits.

* Provide structure verification information for known impurities.

$.3.1 Elucidation of * Possible genotoxic impurities shall be analyzed, investigated and controlled according to the preparation processes for the starting materials and this product.

Structure and other
Characteristics

Identification threshold, Reporting thresh

3 Local Practice:
v §.3.2 Impurities / %‘:l \/-U-) l/g\/ I\(:J:5\

General 1ﬁ,it§’|‘§ﬁ([5§]§'5i§ﬂﬂj A> b

Information Local Practice

Refidual Solvents

| . The limits for impurities should comply with Ch.P. If not in Ch.P. then follow the requirements in the general chapter. Frequently the standards are similar to that in ICH.
nolganic

Imgurities

Geflotoxic

T s Product Type: FPP

Submission Type: New Drug, Generic Drug
Drug Type: Drug Substance

% l\ to \y 0% %0 IJ ‘y 0 L/_C Pharmaceutical Form: Not Applicable
§¥fﬁﬂ]g'f¢7&§_€7_|_—\ Procedure: Standard Procedure, Accelerated Procedure Sou rce ID%O |J \y 03_5

Country of Origin: Local, Foreir—
04-May-2016 &
S.4.1 Specification niinini

i 3 - S0 18 35 A0 00T s e A DEIRRC OV TRy
S.4.2 Analytical Submission Requirements 73\
(> Clarlvate @ Procedrlare); “ NMPA j 7“J j _C:IEE/__]_T bi@'

5.4.3 Validation of &~

Support




Detailed Requirements comparison |

o JAI)LI—HEEZRERUT. FRIDICMCEMFZ—EDERAF(CHRE D> TRDIADB ZEMNTEFT,

“Filters"Z=2Uw 2L
TIJaILF—IBEE%ZZE

~

Apply Filters

Product Type
IMP
(] rPP

Submission &

RRSEZVL\ICMCEHS
DFEFEIR ) Orugubstance

] prugProduct

Pharmaceutical Form

] Solid oral
[ Liquid oral
[ Liquid Injectable
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CANCEL

B&(C"Apply"Z2oUw U
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x9

sFfl 2 FLEB (T L5 —iEREm)

74’)1/9 I58H
Product Type:
EERAEERER /| EERERER

« Submission Type :
FRHREER/TRU VY etc.

-  Drug Type : [RZ / &

« Pharmaceutical Form : FIB/i%5
FRES
« Procedure : Bs5 5%
(EEER. B5EETFEE. WHO-PQ
etc.)

« Country of Origin :
EE (IRt - 544=H)
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Summary
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Detailed

B

Report

Q
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Support

> My selection (3)

BEIRPDT 1 )L5—IEH

Generaltformat‘om

Local Results Fx/FEFRR

Null Results Fx/IEFRR

v Detailed Requirements

> Clinical Trial
Requirements

> Marketing Authorization
Requirements

~ CMC Requirements -
Drug Substance

> 5.1 General
Information

> 5.2 Manufacture
~ 8.3 Characterization

S.3.1 Elucidation of
Structure and other
Characteristics

v 5.3.2 Impurities

General
Information

Residual Solvents

Inorganic
Impurities

Genaotoxic
Impurities

Organic Impurities

v 5.4 Control of Drug
Substance

5.4.1 Specification

5.4.2 Analytical
Procedures

S.4.3 Validation of

3= Filters  IMP New Drug ||C|E-a| all k

> China

“Clear all"Zz2oUw 2793
ETa )L —=2ET—iE8E
BRCEET

Change View:

Local Practice Mull Results

v India

Oﬁ‘cial&lations

Gl EgESIUYITRE. TOEDE |,
HEHDERTU 7 EEETEET

Local Practice

No additional information available

Product Type: IMP

Submission Type: New Drug

Drug Type: Drug Substance
Pharmaceutical Form: Not Applicable
Procedure: Standard Procedure
Country of Origin: Local, Foreign

SourcelD: 853
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2 Clarivate” |ii%

Support

> My selection (3)

~ Detailed Requirements

> Clinical Trial
Requirements

~

Marketing Authorization
Requirements

~ CMC Requirements -

Drug Substance

> S.1 General
Information

> §.2 Manufacture
> 8.3 Characterization

> S.4 Control of Drug
Substance

S.5 Reference Standards
or Materials

S.6 Container Closure
System

v 5.7 Stability

S.7.1 Stability
Summary and
Conclusions

S.7.2 Post-approval
Stability Protocol and
Stability
Commitment

> §.7.3 Stability Data

> CMC Requirements -
Drug Product

> CMC Requirements -
Appendices

ERPDOEDMREIZHH
S.7.1 Stability Summary and 4N CERRESNET

DR hRR/E
RRDYIEZX

== Filters  IMP New Drug » Clear all

Change View:

Local Prac

China ‘ o

Official Regulations

SFDA Circular No. 16 of 2018 for Phase | studies

* Materialization stability study data should be provided,
the analytical methods used should be listed, preliminary
data for representative samples and other supporting
stability study data can be submitted in a list form, and
representative maps of key items should be provided.

® The stability data should support the physicochemical
parameters of the new drug to meet the requirements
during the planned clinical study, and provide limited
support stability data if the planned trial period is
extremely short.

¢ Based on ensuring the stability of the drug during
clinical trials, the stability data is gradually accumulated
to support further clinical development.

SFDA Circular No. 48 of 2018 for Phase Il studies

® Asummary of the stability data can be combined with a
forced degradation test to discuss possible degradation
pathways.

® Based on the results of the stability study, the proposed
expiration date / retest period and storage conditions are
illustrated . If the validity period / retest period is not
specified, the raw material medicine shall be re-inspected
before the preparation of the preparation.

¢ To ensure adequate stability data during the NDA phase, a
farmal stability study protocal is recommended.

Local Practice

No additional information available

India * 4

Official Regulations

As per schedule Y of the Drugs & Cosmetics Rules, stability
studies should include testing of those attributes of the dru

Pakistan

Official Regulations

Sufficient information to be provided to support stabilit
drug substance during the toxicological studies and the

substance tl

studies.

likely to infl [:° S DY —0=% 0 )wIgd3E.

the stability

frequency o %@@ll‘ﬁiﬁb“ﬁ(:_ﬁE@yu

porced | [CRRSNET

of the studich

Practice

itional information available

=
data is not required at the time of filing, provided some
preliminary stability data is available together with a
commitment that the stability of the clinical trial samples will be
monitored according to the stability protocol until the shelf-life
has been established. For accelerated stability studies: Study
conditions Duration of study Accelerated 40°C+ 2°C/75% RH £ 5%
RH 6 months.

As per the New Drug and Clinical Trial 2019, stability studies
details to be provided by considering Clause 5 of this guideline.

Local Practice

No additional information available

Product Type: IMP

Submission Type: New Drug

Drug Type: Drug Substance
Pharmaceutical Form: Not Applicable
Procedure: Standard Procedure

Country of Origin: Local, Foreign

Product Type: IMP

Submission Type: New Drug

Drug Type: Drug Substance
Pharmaceutical Form: Not Applicable
Procedure: Standard Procedure

Country of Origin: Local, Foreign
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Cortellis

EE EEDTY—FFX MBI
FEBEOF—D—RPIL—XZANULET

v CMC Requirements - General Information

Drug Substance

~ 5.4 Control of Drug Search Detailed Requirements...

Substance bioequivalence X O\ Search applied
5.4.4 Batch Analyses
~ CMC Requirements - = Filters
Drug Product -
~ P.2 Pharmaceutical o ] ~ ]
Development China 1of2 > s¢ India 1 >
~ P.2.2 Drug
Product Official Regulations | FPP Official Regulations | FPP
v P2.2.1 P.2.2.1- Formulation Development A brief summary describing the development of the
Formulation ) o ) B drug product should be provided, taking into consideration the
Development "__: — 'T_J' e e il - proposed route of administration and usage. The differences
}E):E L/jz__j— ¥4 I\%gi}tgt/ 3 \/7:__ between clinical formulations and the formulation (i.e.
General composition) described in 3.2.P.1 should be discussed. Results

Information

FICRRDRDIAENFT T

from comparative in vitro studies (e.g., dissolution) or

B B =30
screening and optimization, formulation confirmation and
other studies), and the results of quality characteristics in
comparative study with the control drugs (need to explain
the source of the control drugs, batch and expiration date,
self-research sample batch, comparative project,

Bioequivalence
BE waivers

Essential
similarity

comparative in vivo studies (e.g., bioequivalence) should be
discussed when appropriate.

methedology), and hi
changes inthe drugd
studies that support

Dose dumping

P.2.3 Manufacturing

BEULETFAEENDEON
HET/\AS51 hanEXd

ts provided for CMC may or may not be
d in guidelines but considered based on

process development excess feed in prod
necessity and ratjnale of excess feed.
v P.5 Control of Drug * 2017 update: 016, China introduced retroactive
Product

requirements for specified generic drugs to establish
bioequivalence against innovator, with the previous use of
local comparator no longer sufficient. Comparison studies
include formulation, quality standard, crystal form,
particulate size, impurities and dissolution profile and

in vivo BE studies.

P.5.4 Batch analyses

P.5.5 Characterisation
of Impurities

experience and ICH requirements. As India is one of the
observer countries of ICH and follows ICH requirements.

* [t may be possible to convince agency on submission with
appropriate justification for acceptance of foreign data and
submission of data during review.

» This may be granted case to case basis based on the unmet
medical need. It's always advisable to go with full set of
tests in line with EU/US requirements for
smooth submission/approval of application.

Change View
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Mull Results

6




Reports | Overview/Key Facts ({#1E~R—=0)

- B4 DE - g - BEORFIBMHCEHITDILNR—- hERRUET
- &X/RIEH : Key Facts, Key Requirements, Procedures, Detailed Requirements, Sources, Change History
«  “Report”"EBEDO#HAZRK(E"Key Facts" T

Key Facts

« RRFHDEDIRHICICRE

E GNC ST

Home

i

Summary

- HBIERODIEIR

China

India

Pakistan

ZE5RADBENDFENREMICONWTIRMOTHR/(\— MR LUET

—| BIEEIRPOER

¥

China [=]

Export Requirements Report to PDF / (IExcelﬁz:—LtTHjjjmﬁg

Key Facl| Export Detailed Requirements to Excel

12 Clarivate
Analytics

% I//—I—:_ I\ (IP D Fi 7_': Last Change Date 28-May-2019

/

CFDA - China medicine agency name has now been changed as NMPA (National Medicinal Products Administration) from July 2018.

B

Detailed

3

Report >

A\

Key Facts

Key Requirements
Procedures

Detailed Requirements

Sources

Chinese regulations are evolving rapidly, particularly core CMC DS [ DP review processes (new drug classification in March 2016)

“Report"®D 1> 5>

Change History

-Around 20

YIIEX

The "China Li

HEEDLIR— hDORE
BEHEZRLUTCTVERT

Regulations are becoming tighter and more aligned to ICH, US & EU. China became a full member of the ICH in 2017.

Local trials can be performed in all phases of clinical development (previously only Phase 2 and above) Review and drug control/testing can occur at both provincial and federal
level during registration process. Provincial FDA (PFDA) is involved only when drug product is manufactured in China Local sample testing by NICPBP is always required; for locally
manufactured drugs, NICPBP may appoint a provincial drug quality control institute For imported drugs the entire review process is done by CFDA

rnment website of the State Food and Drug Administration in the form of a web version and links to drug review

2 Clarivate™ s

Support

reports, specifications, patent information and other databases.

* The State Food and Drug Administration will directly update the newly registered classified drugs and the drugs that have passed the evaluation of the quality and efficacy of
generic drugs directly into the "China Listed Drugs Collection" and update them in real time.

® The carrier includes generic drugs approved for marketing, modified new drugs, generics registered in the new chemical classification, and specific information on drug
evaluation through consistency in quality and efficacy.

* Designated reference preparations and standard preparations for generic drugs, indicating specific generic drug varieties that can replace the original research drugs, etc.,
for the pharmaceutical industry and medical professionals and the public to understand and inquire.
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China [+

Last Change Date 28-May-2019

Procedural and Administrative Requirements

As of July 27, 2018, the National Medical Products Administration (NMPA), (formerly known as the China Food and Drug Administration (CFDA)), has implemented a 60-day review period for clinical trial
applications. If the NMPA does not raise any objections within 60 days of the application fee payment, then the study is allowed to move forward per the submitted protocol. For more information,
see: Announcement of the State Drug Administration on Adjusting the Approval Process for Drug Clinical Trial Evaluation (No. 50 of 2018).

To apply for a multi-center international clinical trial, the applicant shall provide a statement that drugs used in the clinical trial are prepared under GMP-compliant conditions.

Bioequivalence studies: In 2016, China introduced retroactive requirements for specified generic drugs to establish bioequivalence against innovator, with the previous use of local comparator no
longer sufficient. Comparison studies include formulation, quality standard, crystal form, particulate size, impurities and dissolution profile and in vivo BE studies.

Local clinical trials and clinical manufacturing: Previously all drugs were required to complete a clinical trial in China using local subjects for approval. Recently NMPA revised the requirement to allow

clinical studies conducted outside of China which included subjects of Chinese ethnicity. Clinical manufacturing can be performed at any time, but in order to release and ship the IMP, a Drug Clinical
Trial approval is needed.

Local representative for foreign applicants: Required a registered legal entity/authorized agent within China mainland to assume legal responsibilities.

If registration affairs are handled by a Chinese resident representative office of an averseas pharmaceutical manufacturer, they shall provide a photocopy of the Registration Certificate for Chinese
Resident Representative Offices of Foreign Enterprises.

If an overseas pharmaceutical manufacturer authorizes a Chinese agency to file an application, they shall provide an authorization document, its notarization document and Chinese translation, as
well as a photocopy of the Business License of the Chinese agency.

-

Marketing authorization holder Previously regulations linked manufacturing with the (MAH), requiring the MAH to be the owner of the manufacturing plant. Recently these activities were separated to
allow research companies to hold the MAH with the ability to contract manufacture to another party.

CMC Requirements

18



Reports | Procedures (HEf - FEHI 0O R)
. ERROBE - B8 - ARTOUADBREETUET

(EEFEEFTOTCRICNR., BEEE. TRUVIESER.

WHO-PQ/R EDBHREEZHET)

- FEFFIOTCREIO-Fv— hTRRSH, BEDYILSA> (HEOARIBREERCHERSS KLTOHR)

B2 HE CTIRELET

Cortellis CMC Intelligence

®

Home

i

Summa ry

12 Clarivate
Analytics

El

Detailed

h My selection (3} Ch | na E] Last Change Date 28-May-2019
China
india Regulatory Submission Procedures
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DOMESTIC and IMPORTED PRODUCT

Key Requirements

B

20 working days

Report

a

Procedures
> Detailed Requirements Pre.ND meeiing wit COE ang Sample testing by local IFOG P oG Torona 1o E0E =™
inish the meeting minutes
Sources
Change History 30 working days

Site inspection =nd collect

CLINICAL PHF

Accelerated Procedure

Innovative drugs not approved anywhere worldwide; NCEs where there is a plan to transfer the manufacturing site to China; Global clinical trial applicatiol

y 4
OV O U TIRESEE
J0O0—Fv— bhZILK
xR

Innovative drugs for HIV/AIDS, viral hepatitis, rare disease(s), malignant tumors and pediatric indications; Newly launched generic drugs.
/ Stringent Regulatory Authority Approved

=

KRFOEICHTSD

NMPA provides fast track for drugs approved in US or EU only.

Ot XIE#R
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Support

WHO Prequalification

No fast-track pathway available for prequalified drugs.
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> CMC Requirements - Drug No additional information available
Product
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. Submission Type: New Drug, Generic Drug
> CMC Reqll‘urfement‘s - Drug Type: Drug Product
Regional information Pharmaceutical Form: Selid oral, Liquid oral, Liquid Injectable, Inhaler, Solid, Modified Release, Powder, Cream, Spray, Drops
Procedure: Standard Procedure, Accelerated Procedure
> Procurement and Country of Origin: Local. Forei
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Last Change Date 28-May-2019

Change History

Description

Date Event Type
29-May-2019 Sumf§Rry Requirements
28-May-2019 Sumrflary Requirements
28-Mg
Bficniecd> 2w
=H 7w
04-Apy *EEIJ %ﬁgnlb\t g gs 3_
04-Apr-2019 Detailed Requirements
04-Apr-2019 Detailed Requirements
04-Apr-2019 Detailed Requirements
04-Apr-2019 Detailed Requirements
04-Apr-2019 Detailed Requirements
04-Apr-2019 Detailed Requirements
04-Apr-2019 Detailed Requirements
04-Apr-2019 Detailed Requirements

CMC Requirements - Long-term Stability - Drug Product was updated

CMC Requirements - Accelerated Stability - Drug Product was updated

CMC Requirements - Long-term Stability - Drug Product was updated

CMC Requirements - Appendices - Adventitious Agents was updated

CMC Requirements - Appendices - Novel Excipients was updated

CMC Requirements - Appendices - Solvents for Reconstitution and Diluents was updated

CMC Requirements - Regional information - Certificate of Suitability was updated

CMC Reguirements - Regional information - Medical Device was updated

CMC Requirements - Regional information - Additional Information was updated

Procurement and Organizations requirements - Administrative Requirements - Candidates Eligibility was updated
Procurement and Organizations requirements - Administrative Requirements - Declarations and Certificates was updated

Procurement and Organizations requirements - WHO working groups and STGs FPP was updated
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Brazilian Health Regulatory Agency {ANVISA ) is responsible for regulating and implementing controls relating to production and
commercialization, import, export of all the products subjects to the Brazilian Sanitary Surveillance System, including pharmaceutical
products {API, FPP), cosmetics, food supplements, devices, tobacco and sanitizer products and other products that may products involving
the possibility of health risk. ANVISA is structured into 5 directories and further subdivided into several management areas, which are
defined in RDC 255/2018 and its revisions. The registration of medicinal products is responsibility of the General Office for the Evaluation of
Medicinal products (GGMED). The analysis of the documentation related to the Pharmaceutical Technology of a registration process for a
new, generic or similar medicinal product is accredited by the Office Responsible for the Evaluation of Technology Quality Assessment of for
the Registration of Synthetic Medicinal Products (GQRMED).

ANVISA in the past decade has expended its international participation in bilateral, regional and multilateral forums that discuss regulatory
harmonization and convergence processes. ANVISA became a regulatory member of ICH in November 2016 and in November 2019 was
elected to be part of ICH's Management Committee. With its participation in ICH, ANVISA is in the process of implementing some of the ICH
guidelines, as the medical dictionary MEDRA and the Common Technical Document, for the formatting of Dossiers (see Guide 24 from August
2019). ANVISA has also applied to become part of the Pharmaceutical Inspection Co-operation Scheme (PIC/s) which has lead to the review
of the Brazilian Good Manufacturing Practices regulation in 2019, with the issuance of RDC 301 and a series for normative instructions that
details procedures for specific activities and types of medicinal products (see IN 35 to 48). Brazil has also been is an active member of
MERCOSUR, as Argentina, Paraguay, Uruguay, Venezuela (suspended). The MERCOSUR purpose is free trade and the fluid movement of
goods, people, and currency; and is now a full customs union and a trading block. Even though ANVISA works on convergence of regulations
with the Health Authorities that are part of Mercosur, to date country specific registration is required in each market and there are no
reliance mechanisms in place among the countries;

At the end of 2019, ANVISA published RDC 317/2019 extending the product registration validity from 5 to 10 years and also implemented
different validities for products approved under conditional approvals (3 years validity). This regulation also specifies the documentation
and procedure for renewals that must be submitted Product registration is valid for 5 years. A renewal must be done no later than 6 month
prior to expiry.

2 Clarivate”
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