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II' Direction

1 Direction

Improve reliability of clinical trials by strengthening clinical trial

Strengthen risk-based expert clinical trial fellow-up

r__1

| Direction

Tasks

Improving quality and
increasing reliability of
Korean dinical trials

# On a risk basis, expand subjects of inspections en
Korean-developed new drugs and high-risk clinical
trials such as conditionally authorised items
* conduct inspection to confirm reliability of

marketing authorisation clinical trial final report

- [Sponsar Clinical trial safety information collection,
ion, and

of clinical trial investigators

Priority management of organization and
patient safety and rights systems
FIEEEELL B [Site] Clinical trial subject damage compensation and
other patient safety and rights protection procedures
B Strengthen competency of investigator through things
Strengthening the expertise such as domestic and foreign specialised education

* Strengthen competency in electronic data
managemeant due to the mcrease in electronic data
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. . . A) Finished Medicinal Products
Continuously monitored and updated

v Q1 Introduction
el ANVISA has published several Mormative Instructions (NI) to guide on the specificities of good practices
Q1.2 Legal basis and of the different types of products. Please, see section Q1.2 Legal basis and regulatory framew ork above.
requlatory framework
B) Active Pharmaceutical Ingredients (API)

2 GMP requirements
& Quality Assurance: Good Manufacturing Practice and Inspections

2.1 General principles (Brazil) Resolution ROC 654 {IDRAC 345392) of 24-Mar-2022 determines about the Good Manufacturing Practices

)2 2 Product specific of Active Pharmaceutical Ingredients (API}. The regulation applies to APl manufacturers,

requirements

(0 [ Reason for update Date Reason for update description ANVISA pe rforms inspection to grant the Good M_anufacturing_ Practices of Intermediate Products and of

R —. This update adds Guide 9: On the Conduction of Product Quality the Active Pharmaceutical Ingredients {API) Certificate. The Figure | below present the steps to ensure
Q3 GMP cortificat Review. 03-Nov-2022 (Version 41 (IDRAC 355160) to Q2.1 and GMP compliance for manufacturers of synthetic APls.
13 certificate Resolution RDC 757: Transposes to the Mational Regulation the

Q3.1 GMP certificate Content Update 2022-11-21 e regsur Resolution GMC 21;23 on the Levels of ’T%ra:le Security in

Manufacturing Sites that Work with Controlled Substances. 28- Production of the Introduction of the | Intermediates Isolation and Packaging

Q4 GMP inspections Sep-2022 (IDRAC 355672) to 5.1. | starting matenals | starting materials purification

Q4.1 GMP inspections [The last update concerns section Q3.1, as impacted by Resolution in the API

: N content Undate >022-09-16 RDC 743: Establishes the Risk Classification and the Deadlines for manufacturing

Q5 Additional local P Response to the Requiremeants Subject of Liability Release for Public process
information |acts by Anvisa. 10-Aug-2022 (IDRAC 352208)

IThis update concerns the general information validation with minor
: : changes only

information Content Update 2022-05-08 [The last review concerns all sections, as impacted by:
Resolution RDC 658 (IDRAC 345532) of 30-Mar-2022

Fesolution RDC 672 (IDRAC 345472) of 30-Mar-2022

Resolution RDC 554 (IDRAC 345392) of 24-Mar-2022

Q5 1 Additional local General Review 2022-05-08

Resolution RDC 537 (IDRAC 345397) of 24-Mar-2022 Figure I- Good Manufacturing Practices - Major steps to focus on in obtaining &Pls by synthesis
Normative Instruction 121 (IDRAC 345606) of 30-Mar-2022
T — ?ﬁ?U'“té‘”t‘ RDCrf’?g “DP‘;‘C 345t495’ffd3”t Mar-2022 Technical Note 06-001/2015-COISC/GGINF/SUINP/ANYISA (IDRAC 218969) presents a set of GMP
ormatting angs -1 2- IS Update contalns a cnange to metadata i i i i
Content Update 2022-01-12 [The last update concerns section Q2.2 as a result of a general review requirements applicable to starting material to of APIs.

The 1ast review concerns sections Q1.2 and Qs_l as impacted by As part of the actions for the surveillance of the Active Pharmaceutical Ingredients Quality Resclution

Content Update 2021-12-23 | e Amendmants Rrounht b Mi 108 oF 25.Nov-2031) RDC 176 of 07-Jun-2003 {currently outdated) aimed at updating ANVISA's database of importers,
distributors and local &PIs manufacturers. Resolution RDC 637 (IDRAC 345397) of 24-Mar-2022 organizes
a database of the API"s marketed in the country and enables the track of all manufacturers and
distributors of a certain API. .

B.1) Good Manufacturing Practice of Active Pharmaceutical Ingredients obtained from cell

2 Clarivate” 13
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Application/ Active Substance
Name Active Ingredient(s) Submission Type |Application Number |Status FDA Biological Type |[FDA Chemical Type
MEN'S ROGARNE mino:idil MDA 21312/016 nown active substance Mot applicable Mew dosagze form
CADUET amlodiping ; atorvastatin shDA 215407047 Known active substance Mot applicable Mew cormbination
GOMNAL-F RFF tollitropin alfa sBLA 21765/013 Known active substance Therapeutic biologic Mot applicable
GONAL-F RFF follitropin alfa sBL& 21765/014 lnown active substance Therapsutic bioloeic Mot applicable
GONAL-F RFF tollitropin alfa sBLA 21765/044 Known active substance Therapsutic biologic Mot applicable
PROGRAF tacrolimus MDA 210115/004 Known active substance Mot applicable MNew dosage form
ASTAGRAF XL tacralimus MDA 204086/ 009 lnown active substance Mot applicable MNew dosage form
GOMAL-F tollitropin alfa shD& 20378/045 Known active substance Therapeutic biologic Mot applicable
SORAL-F follitropin alfa shDA 20378/ 067 lnown active substance Therapsutic bioloeic Mot applicable
GONAL-F tollitropin alfa shDA 20578/075 Known active substance Therapsutic biologic Mot applicable
JALYI dutasteride ; tamsulogin hydrochloride MDA 22460/011 Known active substance Mot applicable Mew combination
MMARGEMZA rmargstuxzimab—cmkb [ty 61150 Mew active substance Therapsutic biologic Mot applicable
OFDIVO nivol Link to Product
Boxed Medication Pediatric Approval
Warning Guide REMS Use FDA Supplement Type FDA Supplement Rationale Do cume nt
Mo Mo o Mo Mon-efiicacy supplement For revised container (gan) label, consumer informat {28584
Mo Mo Mo Yes Mon-efticacy supplement For revise the drug product established name to “ Ar{323583
Mo Mo Mo Mo Mon-efticacy supplement Provided to cormply with content and format of labelif32351%
&=] Mo =] Mo Mon-efficacy supplement Provided to comply with content and format of labelif323519
Mo =] ko [ill=} Mon-efticacy supplement Praovided to comply with content and format of labeli{22351%
Yes =] ko ez Mon-efficacy supplement Provided for updates to sections of the labeling baseq323517
Yes Vs [i¥l=} ez Mon-efficacy supplement Provided for updates to sections of the labeling baseq323510
Mo Mo o Mo Mon-efiicacy supplement Frovided to include updated safsty information consi 823372
Mo Mo o Mo Mon-efficacy supplement Frowvided to comply with cantent and format of lshelila23372

KEIDAEEEREam—

EE& Approval Packagen®d

—BZ 7 Ot A &R I B Approval Tracker®dfl
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v Evaluation Decision

v File 1
iginal file

v APPROVAL
LETTER

LICENSING

MANUFACT!
LOCATIONS|

ADVISORY
COMMITTEI

DATING
PERIOD

FDALOT
RELEASE

BIOLOGIC,
PRODUCT
DEVIATION:

MANUFACT
CHANGES

LABELING
CONTENT
OF

LABELING
CARTON

ADVERTISII
AND
PROMOTION
LABELING

ADVERSE
EVENT
REPORTIN

SUBPARTH
APPROVAL
REQUIREM|

PEDIATRIC
REQUIREM
POST

APPROVAL

ADMINISTRATION

"@ U.S. FOOD & DRUG

Our STN: BL 125761/0 BLA APPROVAL — ANIMAL RULE

July 20, 2023
Emergent Product Development Gaithersburg Inc.
Attention: Preeya Lowe
300 Professional Drive
Gaithersburg, MD 20879

Dear Ms. Lowe:

Please refer to your Biologics License Application (BLA) received April 20, 2022,
submitted under section 351(a) of the Public Health Service Act (PHS Act) for Anthrax
Vaccine Adsorbed, Adjuvanted.

LICENSING

We have approved your BLA for Anthrax Vaccine Adsorbed, Adjuvanted effective this
date. You are hereby authorized to introduce or deliver for introduction into interstate
commerce, Anthrax Vaccine Adsorbed, Adjuvanted under your existing Department of
Health and Human Services U.S. License No. 2089. Anthrax Vaccine Adsorbed,
Adjuvanted is indicated for post-exposure prophylaxis of disease following suspected or
confirmed exposure to Bacillus anthracis in persons 18 through 65 years of age when
administered in conjunction with recommended antibacterial drugs.

The review of this product was associated with the following National Clinical Trial
(NCT) numbers: NCT01263691, NCT01770743, NCT04067011, NCT03877926.

MANUFACTURING LOCATIONS

Under this license, you are approved to manufacture Anthrax Vaccine Adsorbed,

14
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Abstract
Country climatic zone Is provided, as defined by the -~
Last Updated Date

21-Mar-2024

Global Comparison

Y Apply Filters

Country/Region Climatic Zone
Algeria 1]
Argenting Il
Australia Ensure stability studies
for medicines to be
registered in Australia
Austria

Requirements for Site Specific
Stability Data

Required. Stability
batches should be
manufactured at the drug -

The submission of a
stability study is required
for purposes of pharm ar

Net required. In the
original marketing
authorisation application,

Required

Long-Term (real time) Testing
Conditions

25°C+2°C/60% RH £ 5% RH

25°C+2° C/60% RH + 5% RH

30°C £ 2° C/65% RH + 5%
RH. If studies under 2 .

25°C +£2° C/50%: RH £ 5%
RH or 30° C &plusm .

Long-Term (real time) Testing
Conditions Notes

For refrigerated storage: 5°C =

3C

Data from stability studies
must be provided on at
least three primar e

NJA

Choice of testing candition
made by applicant.

Minimum Time Period (real;

months)

Full shelf life. MoH may
accept submission with
12 months data but wi

12

12

12

An overview of stability testing requirements for finished pharmaceutical products, as required at the time of submission. Information is provided for long-term (real-time), accelerated, and intermediate testing conditions
including: minimum time period, testing frequency (time points), minimum number of batches.

My Regions

Time Points [real time)

First year: every 3 months
Second year: every &
micnths Third year and

0,3,6,9,12, 18, 24 months

As per ICH Topic @ 1A (R2)

0,3,6,9,12, 18,24, 36
menths, etc

7
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RegulatoryL7h— b (REXE) FRKHEIE
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Application Format, Content and Submission

valid || 16821 European Union Regulatory Summary Expert Report

XEDHRET 1 NLPERE

Drugs and Bialogics

Dassier Format and Submission

I dn. ~. &

95>D—Hb
TS5 — NETEEDRE

1. Summary Summary

Abstract
2. Document !

This document provides information on the format and content of applications with additional details depending on the type of medicinal

”SU m ma ry"t“ (g:ygo)*g\ﬁi\‘ S,pf\;e;;on For p‘r.oduct. It also provides information pertaining to electronic and/or paper submissions.
} \_ :/“ E \/,l‘ﬁ $E %E%IJ O)%Hj E b 4, Mentioned

%3(\1] % }:E E Td\ & %EE I:IIL,\ Documents I'. :Jqll::'l:;")r'i - [_\:dj_:[;tr)q\. E
5. Mentioned By PDFY = G)

Document /:_E@E’JEET_\

English

Regulatory Summary 2 Clarivate” N

R ooy menereg ane penes PDFXZAD) > 20,

PDFXZE meverklor (G N 5 PDFRRITU7ZLLF®D

RRIUT AR o Eropean Uniomy "Mentioned Documents”
i C e pats—Jreason fo updas descipion S EEEX B Z MR I HE

This update revised the NTA Volume 28 Revision 15 Version 1,25,0.0
application Form for Medicinal Products for Human Use (glectronic
Content Update 2023-12-19 |version} (IDRAC 375790) in sections §1.5 and 2.1.4 and the EMA&/
572643/2017 Rev. 7: Guidance on Paediatric Submissions -
Jicitye Wk Cliont INDAR 3TE0AR) in corbinn V371 3

Reason for

2 Clarivate”




Source DocumentsDENER AFHIE

Notification: PSB/MDED: No. 1226/1: Revision of Guidance on the Ministerial Ordinance on
Standards for the Conduct of Clinical Trials of Medical Devices (Good Clinical Practice), 26-Dec-2023

Valid

379445 Japan Reference Document Notification I Translation: Cortellis Translation I
Document
Rewvision English Japanese

v File 1

» Cortellis Translation

v Original file

2 Clarivate”

Cortellis Translation(dif
EER & B—PDFJ 7 1)L

RS

English version
i PEE/MDED N

To: Directors of Pharmaceutical Affairs Divizions,
Health Departments (Bureaus),

Prefectural Governments

Medical Devi
Pharmal

Ministry of Healt]

Partial Revision of the “Guidance for the “Ministerial Ordinance

DPM Announcement Concerning Changes Undertaken by Establishments Manufacturing
Medicinal Products for Human Use, 04-Mar-2024

Valid 380444 Tunisia Reference Document Announcement I Translation: Machine Translation I

Document

Final French

O jo)

v File 1
Original file

2
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Procedures can include:

o

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

H This subject presents current Quality Management Systems requirements for MDs and IVDs in each country. It
Q B Q @ H highlights whether GMP requirements apply or net, as well as if the Competent Authorities' inspection s required,
H and the specific requirements and procedures to be completed,

i § Links to reference documents are provided for additional infarmation on this, -«
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[ 21 Inspections - Good Manufacturing Practice GMP - EU GMP Guide Annexes - Si '—cl ‘:\]“ [ Ad Hoc GMP Inspection Services Concept Paper EMEA/INS/GMP/147444/200! |

Inspections - Good Manufacturing Practice - Questions & Answers

EU GMP guide annexes - Supplementary requirements: Annex 6 Manufacture of
Medicinal Gases

Question (H+V July 2010):
What is traceability?
Answer:

Traceabilty is the ability to retrieve the history of the manufacturing and distribution operations of
5 batch of medicinal products.

The data recorded through the traceability system should allow efficient investigation in case an
incident occurs and should allow recalls of (potentially) defective products.

In the case of packsged medicinal gases, the packaging components (shells and valves) are
reusable. It is therefor necessary to record additional infermation, in particular in relation to the
use and maintenance of these companents.

Question (H+V July 2010):

Which items should be recorded in the case of medicinal gases filled into cylinders to
enable traceability?

Answer:

Packsging components (shells and valves)
Note: the cylinder is the combination of the shell and its valve

Shell
Far safety reasans, shells are individually identified (specific reference). Individual traceability is
therefore possible. The date of the last hydrostatic pressure test (or equivalent test) should be
recorde

Valve

Shells may be fitted with simple valves (e.g. pin index valve) or integrated valves. Integrated
valves are individually identified (individual identification reference). Individual traceability is
therefore possible. This is not the case for simple valves, which mostly have only a seral number
corresponding to a group of valves.

The design of integrated valves, which are medical devices, is complex. These valves are also

submitted to periodic preventive maintenance operations. In terms of risk, more serious incidents
have been reported with cylinders having this type of valve.

T N T N ST

Eurapesn Medicines Ageney
inspections

London, 25 April 2003
EMEAINS/GMP/147444/2005

AD HOC GMP INSPECTION SERVICES

CONCEPT PAPER ON THE REVISION OF SOME ANNEXES TO THE
EUROPEAN GMP GUIDE IN THE CONTEXT OF GMP FOR ACTIVE
SUBSTANCES
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Abstract

This guideline defines scientific principles
and provides guidance for the development
and evaluation of medicinal products

The following document of the European
Commission is the Guidance document on
the management of clinical trials during

The following document of the European
Commission is the targeted stakeholders
consultation on the revision of Annex 1

This reflection paper is focussed on the
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Regulatory Summaries (FHBIDAFERXZE) — Drugs & Biologics

Authorities and Organizations

International and Regional Bodies

Legal Definitions and Marketing Requirements
Prescription and Supply Requirements

Registration Application | Application Format, Content and
Submission

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#fL7Kk— k) - Drugs & Biologics

FDA Petition Tracker FDAIRREESNIEBREE D —EBEAXADY )
Committee Meeting Trackers and Expert Profiles FDAZSBIZE S . EMA Scientific CommitteeREFPIZTAERZ 71> DIEHR
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Comparison Tables (#BIDLEEFER) MEW I —E- Drugs & Biologics

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”

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

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
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Medical Devices & IVDs

Regulatory Summaries

(FRBIDEFERE)

Medical Devices Regulatory Framework

In Vitro Diagnostics Regulatory Framework
Combination Products Regulatory Framework

International Medical Device Regulators Forum
(IMDRF)

International Organization for Standardization (ISO)
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Regulatory Intelligence Report
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Regulatory Intelligence Reports

Committee Meeting Trackers
« FDA Advisory Committees
« FDA Workshops

Compliance and Inspection Trackers
« FDA Inspection Report Directory
« FDA Warning Letter Directory

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

Product Approval Information
« Medical 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

Regulatory Authority | Structure and Document Classification Guide



Medical Devices & IVDs
Comparison Tables (GREIDLEEFR)

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 > Liselesl) Diaviies LA Elng el Eh e

« 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
« Maedical Device Post-Marketing Procedures

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

« Import and Export
« Maedical Device Import and Export Requirements
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