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THE NEED FOR REGULATORY AUTHORITIES

Examples

In 1938, one pharmaceutical firm added diethylene glycol to a pediatric drug dosage
form without ever testing it, killing a number of children.

HO™ SO0

Thalidomide (1957): Birth defects in more than 10000 children.

A
o M B o
S

Many products have been approved and later removed from the market for safety
reasons, including alosetron HCI| (Lotrovec), astemizole (Hismanal), bromfenac sodium
(Duract), cerivastatin (Baycol), cisapride (Propulsid), dexfenfluramine HCI (Redux),
fenfluramine HCI| (Pondimin), grepafloxacin HCI (Raxar), mibefradil (Posicor),
natalizumab (Tysabri), pemoline (Cylert), phenylpropanolamine (Propagest, Dexatrim),
rofecoxib (Vioxx), terfenadine (Seldane), and troglitazone (Rezulin).




THE NEED FOR REGULATORY AUTHORITIES

The realization that it was important to have an independent evaluation of medicinal
products before they are allo&ed on the market.

>
The need to assemble all Quality, SaQy and Efficacy informationin a common format

Overview
Transparency
|dentification of gaps
Common review process

Exchange of information

Creat

Notewise



THE INTERNATIONAL COUNCIL FOR HARMONISATION(ICH) OF
TECHNICAL REQUIREMENTS FOR PHARMACEUTICALS FOR

HUMAN USE

oS QL d>0
Started in 1990\ ecomisen, £H) oLl
Harmonization of regulatory requirements was pioneered by the European

Community (EC), in the 1980s, as the EC (how the European Union) moved towards
the development of a single market for pharmaceuticals.

The success achieved in Europe demonstrated that harmonization was feasible. At the
same time there were discussions between Europe, Japan and the US on possibilities
for harmonization.

In 2015 ICH became an international association, a legal entity under Swiss law.
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THE INTERNATIONAL COUNCIL FOR HARMONISATION OF
TECHNICAL REQUIREMENTS FOR PHARMACEUTICALS FOR

HUMAN USE (ICH)

Founding Regulatory Members

The European Countries(EC)

EU Commission of the European Communities

EFPIA European Federation of Pharmaceutical Industries Association

USA
FDA Food and Drug Administration

PhRMA Pharmaceutical Research and Manufacturers of America

Japan
MHLW Ministry of Health, Labour and Welfare

JPMA Japanese Pharmaceutical Manufacturers Association

Creat

Notewise



THE INTERNATIONAL COUNCIL FOR HARMONISATION OF
TECHNICAL REQUIREMENTS FOR PHARMACEUTICALS FOR
HUMAN USE (ICH)

In June 2024, the ICH welcomed ANMAT (Argentina) and JFDA (Jordan) S)*D '
In 2025, the (ICH) comprises 23 Members and 38 Observers &w
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ICH GUIDLINES

(€]
CicH
Quality QI1-QIl2 rmonisatio
33 guidelines
Q4 Phal‘macopoeias m Work Products . mm

- additional ICH Guidelines / wes o 1 &
Safet)’ s I -S I I The ICH topics are divided into four categones and ICH topic codes are assgned according 10 these categones.
|9 guidelines
Efﬁcacy EI-EI9 Quality Guidelines Safety Guidelines
e e Harmonisation achsevements n the Qualty ICH has produced a comprehansive set of
35 gUIdellneS area include pivotal milestones such as the safety Guidelines 10 uncover polential risks
e H 1 H concduct of stabity stucies, defining relevant like carcinogenicty, genctoucity and
MUItIdISCIPIInary thvesholds for impurities testing and a more reprotoxicity. A recent breakthrough has
|o guidelines fiexible approach 10 pharmaceutical Gualty been a non-clinical testing strategy for

based on Good Manyufactuning Practice
(GMP) risk managemant.

Efficacy Guidelines

The work camed out by ICH under the
EMicacy heading is concemed with the
gdesign, conduct, safety and reportng of
chnical trials. It also covers novel types of
madicines derived from bictechnological
processes and the use of
phammacogenebes/genomics techniques o
produce botier targeted medicines

assossing the QT interval proiongation
labilty: the single most important cause of
Orug wihdrawals in recent years.

Multidisciplinary Guidelines

Those are the cross-cutling topics which do
not fit uniquely into one of the Qualty,
Safety and Eficacy categories. it inciuces
the ICH medical terminciogy (MedDRA), the
Common Technical Document (CTD) and
the development of Electronic Standards for
the Transfor of Regulatory Creat
(ESTRI).

Notewise



Z

NEW DRUG DEVELOPMENT AND APPROVAL PROCESS\/

Clinical trials Post-marketing

Preclinical testing FDA

research and development surveillance
Synthesis Phase 1 Review and approval | Phase IV I'
— Ildentify a lead compound — Healthy volunteers (20—80) — Postmarketing testing
, , — Safety profiles — Report adverse effects
Characterization — Drrug tolerance — Report product defects

— Physicochemical properties

Toxicity and bioactivity Phasle I
— In vitro (cell culture) — Patients {100-300) . .
— In vivo (short term) — Controlled, randomized tnals

B .' — Double-blinded
ADME/Tox — Short-term side effects

— Decizion on final dosage form

Phase 111

Patients (100—3000)

— Expanded and uncontrolled
trials

— Monitor adverse reactions

— Confirm effectiveness

— Decizion on physician labeling

Average 3.5 years 1.5+2 +4 =75 years 6—10 months
Evaluation of thousands <1% Enter trials 1 Approved
of compounds
IND submission NDA filing NDA approval
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COMMON TECHNICAL
DOCUMENT (CTD)

CTD is a set of specification for application file for the registration of Medicines and
designed to be used across Europe, Japan and the United States.

It is an internationally agreed format for the preparation of applications regarding new
drugs intended to be submitted to regional regulatory authorities in participating
countries.

In July 2003, the CTD became the mandatory format for new drug applications in the

EU and Japan, and the strongly recommended format of choice for NDAs submitted
to the FDA.
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ADVANTAGES OF CTD

It has facilitated the regulatory review processes

It has eliminated the need to reformat the information for
submission to the different ICH regulatory authorities

It facilitated simultaneous submission in three regions

It is applicable to all type of products (NCE, Radio, Vaccines,
herbals)

It led to harmonised electronic submission that, in turn, enabled

implementation of good review practices.

T - e 28 Al i 73 Jo
Faster availability of new medicines .sig cloal juai 18 151 2lgulf
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ORGANIZATION OF CTD

Module |:Administrative Information
Module 2: CTD summaries
Module 3: Quality

Module 4: Nonclinical study reports

Not part
of the CTD

Module 5: Clinical study reports -
Non-clinical ,_

overview
—

e S

Non-clinical
summary
e —

Non-clinical
study reports

Module 4

The CTD triangle. The Common Technical Document is organized into five modules. Mod

region specificand modules 2, 3, 4 and 5 are intended to be common for all
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MEDICINE BOX =

ORGANIZATION OF CTL =«

Module |: JFDA Requirements

(www.jfda.jo FI/RDP-3/2011)

1.0 Cover Letter.
1.1 Comprehensive Table of Contents (Module 2-5).

1.2 Application Forms (JFDA forms): > 2\ a0 olp s
1.2.1 |Check List (F1/RDP-3/2011)
1.2.2 Drug Registration form ( LF 4-RDP-7\2008)
1.2.3 |Technical Committee Form (F2/RDP-7\2008 )(5 copies)
1.2.4 |Computer application Form (F3/RDP-7\2008)
1.2.5 |JFDA Stability Report Form ( F5/RDP-7\2008 )

1.3 Product Information:
1.3.1 |SPC (Summary of product characteristics), Labelmg, Package
leaflet. il 8 323l olll pasid g e =g

Boas JT 3l |,/ 
1.3.2  |Mock-up. ° ' o paint of code <’ GG

1.3.3 |Specimen (One Registration sample). ™
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Module I: JFDA Requirements (www.jfda.jo)

ORGANIZATION OF CTD

1.4 Specific Requirements for Different Types of Applications: Sl 1S W
1.4.1 Information for application type (Generic, Bio-similar ........). R&D :\AJ; S Ll guils
1.4.2 Information for submission type (Technology Transfer, under/icense .....) con::ra(it ofle g:;t:—:
1.5 Information related to Pharmacovigilance: ulaci 33 Jde dyy S 3>
1.5.1 Pharmacovigilance System. ws slewo ol development
1.5.2 |Risk-management System. glie transfer Josy 2 0158
1.6 Other information: Sagally glie Yiol scf
1.6.1 List of Similar Product Available in Local Market.
1.6.2 Detailed Comparison between Generic Leaflet & Originator (for generic drugs).
1.6.3 Declaration from the manufacturer about the ingredient/s from human or animal origin
included in the composition of the product and their source and the related certificates’_(gE
CEP). S\ O M ) S\ e\ 0 ST &/
1.6.4 List from manufacturer to declare the worldwide registration status: (registered\Marketed
(date), under registration, rejected (with reason)).
1.6.5 |Technical Contract (Open part) in case of contract manufacturing.
1.6.6

Health authority approval of the latest Plasma master file (if the product contain plasrm

Creat

derivatives).




ORGANIZATION OF CTD

Module |: JFDA Requirements (www.jfda.jo)

1.6.7 Certificates: 7 PNV N[
1.6.7.1 |Certificate of Pharmaceutical product\(CPP) according to WHO format Certified and
i foffnde
Legalized. -

1.6.7.2 | SmPC certified and legalized from country of origin (excluding generics).

1.6.7.3 | Price certificates:(for Exported products)( priced drug):
I\ - é\.? K - Public Price Certificate showing Price Structure: Ex.f, WSP, PP,( Certified and Legalized):if vat
P included specify .

Price structure from median countries (UK, Spain, France, Greece, Italy, Belgium, and
Holland).

- Export Price letter for Jordan & Export price to Saudi Arabia (if marketed).

1.6.7.4 | Prices certificate: (for local products) Suggested Public price\ pharmacist price or
hospital price (for priced drug).

1.6.7.5 |JFDA approval certificate for the Manufacturing site/s (for the same production
line)(or copy of the request letter for approval ( date and number))

1.6.7.6 | A copy of JFDA committee approval of the B.E or the Comparative Dissolution Profile

should be provided (for generic drugs).
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Evropean [hecborate fof thie
Cluakty ol Mediciwes & HeglthCare

Certifeation of Suhstances DNvisiom

Certificate of suitability
No. R1-CEP 2002-124-Rev 00

Harma af the spbsafance:
WOOL FAT

Hame af hoddar
HIPPOM FINE CHEMICAL COLTD
-5 X Chamme
Bingomachi, Chuo-Ku
Japar-541-0051 Osaka

Siats) of produciitn:
MIFPOM FINE CHEMICAL CO LTD
Kakagawahigashi Plant
977-1, Kitara, Nogushi-Che, Kakogawa-Shi
Japan-iT5-0011 Kakogawa

THIS CERTIFICATE SUPERSEOES THE PREVIOUS CERTIFCATE
RO-CEP H0Z2-124-REV 01

Afgr examination of the information pravided on the origin of raw material(s} and type of
ligswe(s) used and on the manufacturing process for this substance on the site(s) of
production mentioned abpve, we cerify thal the substance WOOL FAT maeats the
crteria describad mn the cusrenl uuﬂmﬂﬂ‘emmmh Products wih risk of
transmiling agents of anima), spongiform encephalopathies no. 1483 of the Ewropaan
Pharmacoporia, current edition including supplaments.

= nature of animal tissues wsed in manuia chos Shenp woal

The submilted dossier musi be updated after any signficant change fthat may alber the
quality, safety ar efficacy of tha subsiance. or thal may alter tha risk of trensmitting
animal spongicem encephalopathy agents.

Marufaciure af the substance shal take plaoce in actordance with a suitable quelity
ASsurance sysiam such as K50 9001, and in sccordance with the dosssar submitied,

Addrsis: T allée Eaviner, % SN0S - F - 600E] Surashosrg (Frams]
Telephanme: 3301 5 BE 41 30 30 - Fa: 31000 3 BEE] 37 70 - el ol e e m
Bt - b e ok e
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ORGANIZATION OF CTD

Module I:Administrative Information and
Prescribing Information

This module should contain documents specific to each
region;
e.g.

application forms

the proposed label for use in the region.

The content and format of this module can be specified
by the relevant regulatory authorities.

Creatﬂ
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ORGANIZATION OF CTD

Module 2. Common Technical Document Summaries

Module 2 should begin with a‘general introduction to the
pharmaceutical, including its pharmacologic class, mode of action,
and proposed clinical use. In general, the Introduction should not
exceed one page.

Module 2 should contain 7 sections in the following order :
CTD Table of Contents

CTD Introduction

Quality Overall Summary (brief summary of the relevant sections and should not exceed 40
pages of text — no tables or figures)

Nonclinical Overview (Integrated and critical assessment of the pharmacologic , pharmacokinetic
and toxicological evaluation of the pharmaceutical product)

Clinical Overview

Nonclinical Written and Tabulated Summaries Creat .
Chmca,[ Sum_m_qu ~—=, Bio pharmacutical, analytical clinical study NOteWISe



©° 204 NON CLINICAL

w"é\}; < OVERVIEW
=

Integrated and critical assessment of the pharmacologic , pharmacokinetic and toxicological
evaluation of the pharmaceutical product.

Addressed the interpretation data, the clinical relevance of the findings and the implications of
nonclinical findings for the safe use of the pharmaceutical product.

Non-clinical
overview

.........................
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2.5 CLINICAL OVERVIEW

@ Summary and analysis of the clinical data

a Provide a brief overview of the clinical findings, including
important limitations (e.g., lack of comparisons with an
especially relevant active comparator, or absence of information o
some patient populations, on pertinent endpoints, or on use in
combination therapy).

> Analyse the benefits and risks of the medicinal product in its

intended use based upon the conclusions of the relevant clinical

Address particular efficacy or safety issues encountered in

development, and how they have been evaluated and resolved.

Explore unresolved issues, explain why they should not be
considered as barriers to approval, and describe plans to resolve

them.
Explain the basis for important or unusual aspects of the

prescribing information

Created with
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3
Non — clinical & Clinical Summaries w"wow

&

= 2.6 Non-Clinical Summaries = 2.7 Clinical Summaries*®* N’\“\\

This section is intended to provide a detailed, factual

. Summﬂl‘}' of ph armacokinetic, phﬂl‘maﬂﬂlt}giﬂﬂl and summarization of all of the clinical information in the CTD.
- . . ) ) . . This includes:
 toxicology studies — in-vivo/in-vitro, species, route information provided in clinical study reports;
a |1(] duru[im] information obtained from any meta-analyses or other cross-
study analyses for which full reports have been included in
» Appropriate age and gender related effects odide S i

post-marketing data for products that have been marketed in

other regions =
. Non-linical : Clinical
E summary . summary
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ORGANIZATION OF CTD

Module 3. Quality

Information on Quality should be presented in the structured
format described in Guideline M4Q.

N
~¥ quality of products i (e S>d9 .body of datage (92 S>3 7y

—4quality of drug substances
dibo @il oygsull adae JI g3 £o3 (uegi sbg  electronic submission daw! (il Ll Le
I give 4y g CD e dasg  ucdyll folder cSus cuals W passg  drive e
spacefication for submission ©gids ICH e zo W @ eCTDw s J! electronic
pyd asSy sub species dwudy Sl dwud pdol> gdgdid =y electronic guidance J
manufacturers andiroute for jéyle (9S8 add | ool ddgis W 3282 Wia .aoaydl asly 9ST 9

J wadl &5 uss{d_r_u_g_substan ces)
Y

T/'P)

«/\0“
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ORGANIZATION OF CTD
MODULE 3 : QUALITY

A L I\ B WY

e)bv\om\ss\o /N

3{2.5 DRUG SUBSTANCE (NAME, MANUFACTURER).

\ .
3'2'8'1 General Informatlon ?' _-IIIOlII(OII.JIDLA-L!")”JI[.UI.HHHIIY.]II-A

o a

3.2.S.1.1 Nomenclature Sl od (595 xS aSyds yo3ii )Y Lo oas-g aS i cya
3.2.S.1.2 Structure e el Jaady G553 go Sl e el pT (B2
3.2.5.1.3 General Properties (s e, e s I
3.2.5.2 Manufacture g\sﬂw :.|9.A.!|w.>u P,s _u.u o,snn $u9 S uS)A&ouJ

3.2.S.2.1 Manufacturer(s) stablelorimpurity o455l .= route of sy &5 gl

3.2.5.2.2 Description of Manufacturing Process and Process Controls

3.2.5.2.3 Control of Materials

3.2.S.2.4 Controls of Critical Steps and Intermediates

3.2.5.2.5 Process Validation and/or Evaluation

3.2.S.2.6 Manufacturing Process Development

3.2.S.3 Characterisation

3.2.S.3.1 Elucidation of Structure and other Characteristics 23

3.2.S.3.2 Impurities Notewise




ORGANIZATION OF CTD
MODULE 3 : QUALITY

3.2.5 DRUG SUBSTANCE (NAME, MANUFACTURER).

3.2.S.4 Control of Drug Substance

3.2.5.4".1 Specification

3.2.S5.4.2 Analytical Procedures

3.2.S5.4.3 Validation of Analytical Procedures

3.2.S5.4.4 Batch Analyses

3.2.5.4.5 Justification of Specification

3.2.S.5 Reference Standards or Materials

3.2.S.6 Container Closure System

3.2.S.7 Stability

3.2.S.7.1 Stability Summary and Conclusions

3.2.5.7.2 Post-approval Stability Protocol and Stability Commitment

3.2.5.7.3 Stability Data

Creat
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ORGANIZATION OF CTD
MODULE 3 : QUALITY

3.2.P DRUG PRODUCT (NAME, DOSAGE FORM)

3.2.P.1 Description and Composition of the Drug Product

3.2.P.2 Pharmaceutical Development

3.2.P.2.1 Components of the Drug Product

3.2.P.2.1.1 Drug Substance

3.2.P.2.1.2 Excipients

3.2.P.2.2 Drug Product

3.2.P.2.2.1 Formulation Development

3.2.P.2.2.2 Overages

3.2.P.2.2.3 Physicochemical and Biological Properties

3.2.P.2.3 Manufacturing Process Development

gas Blal a5 active ingredients s

3.2.P.2.4 Container Closure System —> light o+ Jo sterile s (o dyzis S

. . . . | °
3.2.P.2.5 Microbiological Attributes el sla . protection

3.2.P.2.6 Compatibility 0 - -




ORGANIZATION OF CTD
MODULE 3 : QUALITY

3.2.P DRUG PRODUCT (NAME, DOSAGE FORM)

3.2.P.3 Manufacture

3.2.P.3.1 Manufacturer(s)

3.2.P.3.2 Batch Formula

3.2.P.3.3 Description of Manufacturing Process and Process Controls

3.2.P.3.4 Controls of Critical Steps and Intermediates

3.2.P.3.5 Process Validation and/or Evaluation

syt e e etgalt e TS s

3.2.P.4 Control of Excipients lactose, microcrystallin ;o ;5o &l
. s 989 3950 U I cellulose
3.2.P.4.1 Specifications fillar hindsm onalisil

llllll TR ALEAS A 2

3.2.P.4.2 Analytical Procedures

3.2.P.4.3 Validation of Analytical Procedures

3.2.P.4.4 Justification of Specifications

3.2.P.4.5 Excipients of Human or Animal Origin

3.2.P.4.6 Novel Excipients

@ Notewise




ORGANIZATION OF CTD
MODULE 3 : QUALITY

3.2.P DRUG PRODUCT (NAME, DOSAGE FORM)

3.2.P.5 Control of Drug Product pharmaceuucals daws! L,.u.:‘ led Le 2
3.2.P.5.1 Specification(s) sis geuodl adiyb LS 25 developed
] J.ASU UJJB d-‘A Q-“-‘d manUTaCIurlng

3.2.P.5.2 Analytical Procedures ol directly 9o 1»s compression !
3.2.P.5.3 Validation of Analytical Procedures o, °*9 Js J“""M Q“" EEL granulation
e e sty StgSait g bt ees s

3.2.P.5.4 Batch Analyses < (refrance of standard)

3.2.P.5.5 Characterisation of Impurities /

3.2.P.5.6 Justification of Specification(s)

3.2.P.6 Reference Standards or Materials D PN
_ a5 e 5o g
3.2.P.7 Container Closure System —UD Jade UgSa g ¢ laslayl

3.2.P.8 Stability bsb>s Jo tablet!s!

ot ad s el
3.2.P.8.1 Stability Summary and Conclusion gouad ISl Lgd Ja

Y ol |
3.2.P.8.2 Post-approval Stability Protocol and Stability Commsltf‘f’;%j?ﬁJ

3.2.P.8.3 Stability Data
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ORGANIZATION OF CTD
MODULE 3 : QUALITY

3.2.P DRUG PRODUCT (NAME, DOSAGE FORM)

3.2.P.5 Control of Drug Product

3.2.P.5.1 Specification(s)

3.2.P.5.2 Analytical Procedures

3.2.P.5.3 Validation of Analytical Procedures

3.2.P.5.4 Batch Analyses

3.2.P.5.5 Characterisation of Impurities

3.2.P.5.6 Justification of Specification(s)

3.2.P.6 Reference Standards or Materials

3.2.P.7 Container Closure System

3.2.P.8 Stability

3.2.P.8.1 Stability Summary and Conclusion

3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment

3.2.P.8.3 Stability Data
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ORGANIZATION OF CTD
MODULE 4 : NON-CLINICAL STUDY
REPORTS

Module 4 describes the format and organisation of the
nonclinical (pharmaco-toxicological) data relevant to the
application.

4.2 STUDY REPORTS —» J+<5>
4.2.1 Pharmacology ¥

4.2.2 Pharmacokinetics-%-

4.2.3 Toxicology -

4.3 literature references

Creat
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ORGANIZATION OF CTD
MODULE 5 : CLINICAL STUDY REPORTS

Module 5 describes the format and organisation of
the clinical data relevant to the application.

5.3.1 Reports of Biopharmaceutical Studies

5.3.2 Reports of Studies Pertinent to Pharmacokinetics
Using Human Biomaterials

5.3.3 Reports of Human Pharmacokinetic (PK) Studies
5.3.4 Reports of Human Pharmacodynamic (PD) Studies
5.3.5 Reports of Efficacy and Safety Studies

5.3.6 Reports of Post-Marketing Experience

5.3.7 Case Report Forms and Individual Patient Listings

5.4 literature references © NQ .
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ELECTRONIC SUBMISSION

CTD dossier in bookrack Reviewer’s desk
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