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Labelling

Product name
Dosage form
Active ingredient(s)
Strength
Bath number
Manufacturing date
Expiration date “sndueny’”
Route of administration
Storage condition
Registration number
MA holder
Manufacturer
Special labelling
Warning
Pack size

Product name
Dosage form*
Active ingredient(s)
Strength
Bath number
Manufacturing date*
Expiration date “snduony”
Route of administration
Storage condition*
Registration number*
MA holder*
Manufacturer®
Special labeling*
Warning*

Pack size

*exempted for small ampoule and vial

——————




Product Information

Summary of Product Characteristics (SmPC) Patient Information Leaflet (PIL)

1. Name of Medicinal Product: Product Name, Strength, Pharmaceutical _Name of Product

Dosage Form . Description of Product

2. Quality and Quantitative Composition: Active substance and quantity _What is in the medicine?

per dosage unit . Strength of the medicine

3. Pharmaceutical Form: Description of the product _What is this medicine use for?

4. Clinical Particulars: Therapeutic Indication, Posology and method of . How much and how often should you use this medicine?

administration, Contraindication, Special warning and precaution for . When should you not take this medicine?

1
2
3
4
o
6
v
8

use, Interactions, Pregnancy and lactation, Effects on ability to drive and _Undesirable effects

use machine, Undesirable effects, Overdose

(o]

. What other medicine or food should be avoided whilst taking this medicine?

5. Pharmacological Properties: Pharmacodyamic/Pharmacokinetic 10.What should you do if you miss a dose?

properties, Preclinical safety data 11.How should you keep this medicine?

6. Pharmaceutical Particulars: List of excipients, Incompatibilities, Shelf 12.Sign&Symptom of over dosages

life, Special precautions for storage, containers 13.What to do when you taken more than the recommended dosage?

7. Marketing Authorization Holder 14 .Name/logo of manufacturer/importer/marketing authorization

8. Marketing Authorization Numbers 15.Care that should be taken when taking this medicine?

9. Date of first authorization 16.When should you consult your doctor?

10. Date of revision of the text 17.Date of revision PIL

R\ ¢~ = = = — ~PPA By g p— A fm—_ g O N /NQ
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Part 2 enarsnangumansdoyananiven (Quality document )
>#110 $1-S8, P1-P9 mieunvenlvslunniidie

Starting Materials

wineme usaz Part 1 3 @

1.Section A : #uh ( Introduction )
2.Section B : mnfy (Table of contents)
3.Section C: Lf’i@mﬂ’l’ﬂga (Body of data)
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Quality Document

Drug Substance (DS) Drug Product (DP)
3.2.S.1: General Information 3.2.P.1: Description and Composition
3.2.S.2: Manufacture 3.2.P.2: Pharmaceutical Development
3.2.5.3: Characterization 3.2.P.3: Manufacture '
3.2.5.4: Control of Drug Substance 3.2.P.4: Control of Excipients
3.2.5.5: Reference Standards or Materials 3.2.P.5: Control of Finished Product ‘
3.2.S.6: Container Closure System 3.2.P.6: Reference Standards or Materials
3.2.S.7: Stability 3.2.P.7: Container Closure System
3.2.S.8: Comparability 3.2.P.8: Stability

3.2.P.9: Comparability

Appendices

3.2.A.1 Facilities and Equipment-Manufacturer
3.2.A.2 Adventitious Agents Safety Evaluation
3.2.A.3 Excipient




Drug Substance (DS)

General Information Materials and reagents with quality standard
Animal and human origin materials -> viral safety
Equipment that comes into contact with the product

Manufacture

Characterization

Control of Drug Substance
Reference Standards or Materials
Container Closure System
Stability

Comparability




Starting Materials

Plasmids

Viral vectors

Non-viral vectors

Cell substrates
Leukapheresis cellular
EIEE]

Etc.

Promoter to drive
target gene
expression

’0

Target gene

Raw Materials

Cytokines

Human serum albumin
Growth factors

Trypsin

Cell-separation reagents
=le

Excipients
(3.2.P.4)

DMSO
Sucrose
Glycerol

Isoleucine
=




Drug Substance (DS)
General Information
Manufacture
Characterization
Control of Drug Substance
Reference Standards or Materials
Container Closure System
Stability

Comparability

Tests and acceptance criteria (with justification including experimental data)
performed at critical steps

A sufficient number of consecutive batches at the commercial scale.
Typically, a minimum of 3 consecutive batches.

Validation of shipping and transport.

(ICH Q11)




3.2.S.2.6. Manufacturing process development

m European Medicines Agency

June 2005 >

CPMP/ICH/5721/03

ICH Topic QS E
Comparability of Biotechnological/Biological Products

Step 5 >

NOTE FOR GUIDANCE ON BIOTECHNOLOGICAL/BIOLOGICAL PRODUCTS
SUBJECT TO CHANGES IN THEIR MANUFACTURING PROCESS
(CPMP/ICH/5721/03)

Manufacturing Process Development

Post-Approval

ATMPs Pre-Clinical | Trial Clinical Trial
Surveillance

Development Studies ‘ Phase Il
(Phase V)

Manufacturing process changes will not
have an adverse impact on the quality,
safety, and efficacy of the drug product.
Studies: Analytical testing, biological

assays, nonclinical and clinical data.




Drug Substance (DS)

General Information Test Items
Manufacture

Characterization

Control of Drug Substance

Reference Standards or Materials

Container Closure System

Stability

Comparability

Analytical
Procedures

AAA

Acceptance Criteria

XX-XY %

=Y

Reference to
Quality
Standards

USP/BP/...

In-house

ICH Q6B




Drug Substance (DS)

3.2.S.1: General Information

3.2.5.2: Manufacture

3.2.S.3: Characterization

3.2.S.4: Control of Drug Substance

| 3.2.5.5: Reference Standards or Materials
3.2.S.6: Container Closure System
3.2.S.7: Stability

Comparability

Minimum 3 batches
Commercial scale

Commercial manufacturing process
A container Closure system as presented in S.6/P.7

Long-term stability study: real temperature, real-time

Accelerated stability?
Continuous process?
DS Vs DP?
In-Use stability study

Shelf-life specifications Vs Release Specifications
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Part 3 enmsvwangrunansieyannuilasaisvessn (Non-clinical

document)

Non Clinical Document

Section A. Table of Content
Section B. Nonclinical Overview
Section C. Nonclinical Summary (Written and Pharmacology Toxicology

Tubulated) > Primary > Single dose toxicity l
Pharmacodynamics/ > Repeat dose toxicity
Immunogenicity Study > Genotoxicity '
Section E. List of Key Literature References » Safety Pharmacology > Carcinogenicity

» Pharmacodynamics Drug » Reproductive and

Section D. Nonclinical Study Report (As requested)

Interactions development toxicity
> Local tolerance
Pharmacokinetics » Other toxicity studies, if

available

B

ADME?
wineme uaay Part 3§ 3 a@m Distribution
1.Section A : éni ( Introduction )

2.Section B : misiiy (Table of contents)

3.Section C: L{ﬂramﬂ’l’aga (Body of data) Ty .

a1 FDA 19-20/08/23

RefWorkshop on vaccines and biological products registration T




BIOLOGI - - Vaccine
Part III: Document NC CV/EV IND S/P
Section A. Table of Content o o o a o S o
Section B. Nonclinical Overview < > < v o o2 o
I. General Aspect o <> > N o R o
2. Content and structural format o o o v o o

| Section C. Nonclinical Summary (Written and
Tabulated)

1. Nonclinical Written Summaries v oo oo o
CJ.L Pharmacology =

1.I" Primary Pharmacodynamics / v g . .

Immunogenicity Study

1.1.2 Secondary Pharmacodynamics
1.1.3 Safety Pharmacology

1.1.4 Pharmacodynamics Drug

Interactions
1.2 Pharmacokinetics

1.2.1 Absorption

1.2.2 Distribution

1.2.3 Metabolism (Inter-species
comparison)

1.2.4 Excretion

1.2.5 Pharmacokinetics Drug
Interaction (non-clinical)

2.6 Other Pharmacokinetics Studies

23 ingle dose toxicity

o
0.0
L)
0.0
L7
0.0

]

-
) .0
-
o
.
..0

'

*

.0
-
o

L)
*
*
)
*

-,
'

d
>

-
.
©
.0

-
.O

B
.
!

NCE New chemical entity

RT - New Route of Administration

S/P - New Strength and Posology \/ - Required

IND - New Indication

NC - New Combination - Where applicable,

NV - New/Novel Vaccine, including new adjuvanted vaccine 71 r)
CV/EV - Conventional Vaccine / Established Vaccine .

=
( BEREFANRMACRHAGCURUS

RefWorkshop on vaccines and biological products registration Thai FDA 19-20/08/23



Part III: Document

Vaccine
IND

NV NC | CV/EV | IND S/P

1.3.2 Repeat dose toxicity

*) " -

1.3.3 Genotoxicity

1.3.4 Carcinogenicity

1.3.5 Reproductive and developmental
toxicity
1.3.5.1 Fertility and early embryonic
development
1.3.5.2 Embryo-fetal development
1.3.5.3 Prenatal and postnatal

development including
maternal function

1.3.6 Local tolerance
1.3.7 Other toxicity studies, if available

..

'
.
0‘0

2. Nonclinical Tabulated Summaries

Section D. Nonclinical Study Report (As
requested)

1. Table of Content

2. Pharmacology
2.1 Primary Pharmacodynamics
Immunogenicity Study
2.2 Secondary Pharmacodynamics
2.3 Safety Pharmacology
2.4 Pharmacodynamics Drug Interactions

NCE - New chemical entity
RT New Route of Administration

S/P - New Strength and Posology

IND - New Indication

NC - New Combination

NV - New/Novel Vaccine, including new adjuvanted vaccine

CV/EV - Conventional Vaccine / Established Vaccine

RefWorkshop on vaccines and biological products registration Thai FDA 19-20/08/23

v - Required
o - Where applicablegs
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>
*
*

44.1 Long term studies
4.4.2 Short or medium term studies
443 Other studies

>
o

L)
>
e
>
-

L)

L)
'

]

L)
x4
Cd

L)

7
0.0
L)
>

-
)
)

| NCE T RT | S/P IND Vaceine
Part III: Document CS 1 CV/EV | IND S/P
3. Pharmacokinetics
3.1 Analytical Methods and Validation | X X X - . . 3 E
Reports v & o " ’ . ) )
3.2 Absorption v o % o - X o | - o
3.3 Distribution Y @ ol . - . | = :
3.4 Metabolism (Inter-species comparison) V % & & - g . . ”
3.5 Excretion v - - - - - . » 2
3.6 Pharmacokinetics Drug Interaction (non- | . o . w s ) )
clinical) ;
3.7 Other Pharmacokinetics studies J
4. Toxicology
4.1 Single dose toxicity v v - . ; o o o a g
4.2 Repeat dose toxicity V V y . % N X & %) ) .
4.3 Genotoxicity v - . . . KX & & ) i
43.1 Invitro | - - 3 . B o o . .
432 Invivo \ - - | - - o ot o ) "
4.4 Carcinogenicity v o o % - .
J
y
X

L)
0.‘
L)
* .0
L)
0.0
1
L]

NCE - New chemical entity

RT - New Route of Administration \j * Required
S/P - New Strength and Posology

IND - New Indication

NC - New Combination

NV - New/Novel Vaccine, including new adjuvanted vaccine - Where appllc P
CV/EV - Conventional Vaccine / Established Vaccine (f n

BEREFANRMACRHAGCURUS
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‘[ NCE | Bl RT | S/P | IND i
| Part IT: Document I © NV [ NC [CV/EV] IND | sP
| 4.5 Reproductive and developmental toxicity | v | v . - - < X o 5 !
| 4.5.1 Fertility and early embryonic | V V - - - o X X . )
development v v - | - - X I R , .
4.5.2 Embryo-fetal development v \ - | - . > o X . -
453 Prenatal and postnatal |
development including maternal | v \ - | - - X o o . "
function |
4.5.4 Studies in which the offspring are
dosed and/or further evaluated
4.6 Local tolerance X o o X o o 3 X . o
4.7 Other toxicity studies, if available o 4 o o o ® o o - X
4.7.1 Antigenicity
4.7.2 Immunotoxicity
4.7.3 Dependence
4.74 Metabolites
4.7.5 Impurities |
4.7.6 Other : ‘
 Section E. List of Key Literature References | v ol % o o o - ; o
NCE - New chemical entity
RT - New Route of Administration \/ = Required
S/P - New Strength and Posology
IND - New Indication
NC - New Combination o - Where appli '
NV - New/Novel Vaccine, including new adjuvanted vaccine

CV/EV - Conventional Vaccine / Established Vaccine

RefWorkshop on vaccines and biological products registration Thai FDA 19-20/08/23



enasnliaudunzibouniiTaglni (New biological product ues Sadu)

d' cg = N 1 % Y
sudunziauendnglva Usznoudis 4 aiu
Part 4 wamsvangrumansdeyamanaiinvesen (Clinical document)

Clinical Document

Section A. Table of Content

Section B. Clinical Overview

Section C. Clinical Summary

Section D. Tabular Listing of All

Clinical Studies

wineme uaay Part 3§ 3 a@m

1.Section A : éni ( Introduction )
2.Section B : misiiy (Table of contents)
3.Section C: iifewdeya (Body of data)

RefWorkshop on vaccines and biologi

Clinical Overview

>

>

Product Development
Rationale

Overview of
Biopharmaceutics
Overview of Clinical
Pharmacology
Overview of Efficacy
Overview of Safety
Benefits and Risks
Conclusions

Clinical Summary

» Summary of Clinical
Pharmacology Studies

» Summary of Clinical
Efficacy

» Summary of Clinical
Safety
Synopses of Individual
Studies
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Foyadumaqlu Comparability study

-Quality > Comparability study luiuves physiochemical test
,Biological activity

-Non-clinical > Comparability study luduves PK,PD,
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-Clinical > Comparability study ludwves immunogenicity
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o Control of drug product I
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« Pivotal
0 Indication x

Post-marketing

ab 0 q Of app of bio d to brod
Quality Non-clinical Jinica
Drug substance | Pharmacology Pharmacology

¢ Manufacture I e Primary I Pharmacokinetics

¢ Characterisation | e Secor * Single dose

* Control of drug substance I o Safet I * Repeal

* Reference standards or materials 1o nt N

o Container closure system I . I -

o Stability ‘ .

. parability data (analyt Ph etics Pharmacodynamics

mparison with reference pr l I * Appropriate markers

Drug Product o Comparability data (Pl

¢ Description and composition I oxicolo I Efficacy and safety

¢ Pharmaceutical development | oS e Dose findir

0 Manufacture I * S
0 Control of excipients *
.

* Reference standards and materials | o I

* Container closure system o]

o Stability I . I

i o [
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Ind n hased e requirement he EMA [8 51 Black: requirements for both innovator (referen
PK: pharma PD: pharmacodynamics; ADME [ fistribution, metabolism and excr

GaBl Journal | www.gabi-journal.net l§ Volume 1

n

2

N
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o Safety

* Immunogenicity

12 | Issue 1 | 13 W16
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2.Diazepam aseunsedlaliinu 10 n¥u (nSedszina 2,0004ia nsditinaz S mg)
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1. fiiavistudve
1.1 nsdwaaisveaninlilnylulssian 2 (e1lval)
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SCALE UP AND POST APPROVAL CHANGE .
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LEVEL OF CHANGE

a ! a v J
>> Jsziunnnansznuvsamailasuuilasnenaninkannam

1.Manufacturing process change

Level 1

1Ayt PARAMETER
Tunswan

17 L]

w5 aivayumsasuuilag

luugazszavveinslasuuilag

-1 batch on long-term
stability in annual report

Level 2

1Jagit PARAMETER
Tunswan

17 LH]

w5 IFaivayumsilasuuilag

lungazseavveinmslasuuilag

-Notification of change and
submission of updated batch
records

-1 batch on long-term stability
in annual report
-Dissolution profile

Level 3

wWasuludu
ASTUNUANS AN

wash IFaivayumsiasuuilagly

uaazszauvesmsdasulas

-Notification of change and submission
of updated batch records

-1 batch with 3 months accelerated
stability data reported in supplement

-1 batch on long-term stability in
annual report

-Dissolution profile

-In-vivo BE study
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2.Equipment change

Level 1 Level 2

AU NON AUTOMATED OR NON MECHANICAL WA UIASDIHNDINANSDDALIUULLAY
{11 AUTOMATIC OR MECHANICAL UnANAIIVINIIUGIN

a1 IFmivayumslasunlacluunazszauuesmsnldeunilas

-SAME DESIGN SAME OPERATING PRINCIPLES OF THE -Notification of change and submission of updated batch

SAME OR OF A DIFFERENT CAPACITY records
-1 batch with 3 months accelerated stability data reported in
QY o = : o i supplement
paaslymivayumsnlasuladluuaaseauveanmsnlasunlas 1 batch on long-term stability in annual report
-Notification of change and submission of updated batch records - Up to 3 batches with 3 months accelerated stability
-1 batch on long-term stability in annual report data reported in supplement

-Up to 3 batches on long - term stability data reported
in annual report
-Dissolution profile
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3.Components and composition change

Level 1

Wauu 1130 an UsHNad nau sa
UsU EXICIPIENT 1naUsy % woausiazeialaiiAn
AN LLAL
AR UL AN IHNAIIHAGRDY
TsivAn 5 % wowtinuiinuandnad
a3t lFaiveyumsn/asunladduusasseduvesns

Wasuuilag

-1 batch on long-term stability in annual
report

o,

Excipient
Filler

Disintegrant

-Starch
-Other

Binder

Lubricant
-Ca or Mg stearate
-Other

Glidant
Talc
-Other

Film coat
Total additive effect

Level 1 (%)
+5

+3

+1

+0.5

+0.25
+1

+1
+0.1

+1
5%

Level 2 (%)
+10

+0.5
+2

+2
+0.2

+2,
10%
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3.Components and composition change

Level 2

. 1WA TECHNICAL GRADE D4 EXCIPIENT

. USU EXCIPIENT laUJSU %uD4Lisiag EXCIPIENT
HNNANANIN LEVEL 1 L1AY

. mswasundassinvianuasoaluitan
10 % wogUNMIENNANA LA

wnash saivayumsasunilasuuaazszauvesmsilasuulag

-1 batch with 3 months accelerated stability data in
supplement
-1 batch on long-term stability in annual report

-Dissolution profile
winemig d1vh disso hirhudesi In-vivo BE

Excipient
Filler

Disintegrant

-Starch
-Other

Binder

Lubricant
-Ca or Mg stearate
-Other

Glidant
Talc
-Other

Film coat

Total additive effect

Level 1 (%)
+5

+3
+1

+0.5

+0.25
+1

+1

+0.1
+1
5%

Level 2 (%)
+10

+0.5
+2

+2
+0.2

10%




3.Components and composition change

Level 3

UsU EXCIPIENT 108USU % w04Lsiaz EXCIPIENT LA
ASWADUIUAISINIANG HN1ANT3N LEVEL 2

- 871 NARROW THERAPEUTIC INDEX

. &7l DISSOLUTION l3dtdnisenadtnanLe [1b LEVEL 2

st ldaivayumalasunlaslunaazszauvesmsulasunlas

-Notification of change and submission of updated batch
records

-1 batch with 3 months accelerated stability data reported in
supplement

-1 batch on long-term stability in annual report

- Up to 3 batches with 3 months accelerated stability data
reported in supplement

-Dissolution profile

-Full In-vivo BE study
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Excipient
Filler

Disintegrant
-Starch
-Other

Binder

Lubricant

-Ca or Mg stearate

-Other

Glidant
Talc
-Other

Film coat

Total additive effect

Level 1 (%)
+5

+3

+1

+0.5

+0.25

+1

+1
+0.1

+1

5%

Level 2 (%)




4.Site change

Level 1

WADULLA SINGLE FACILITY

w3 Iaivayumsasuuilagy

: o 4
upazszavveanslasunlag

-1 batch on long-term stability
in annual report
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Level 2

Q/

wasuad Tuvsnaidadu
130 LilowiotfinfL

a1t lFaivauumanasunladly
uRazszAuveIMIasunag

-Location of new site and
updated batch records

-1 batch on long-term
stability in annual report

Level 3

wasuldossingiiios

a5 Faivayumalasunlaslunnaz seau

voIMstlasuulaq

-Location of new site and updated batch
records

-1 batch with 3 months accelerated stability
data reported in supplement

-1 batch on long-term stability in annual
report

-Up to 3 batches with 3 months accelerated
stability data reported in supplement

-Up to 3 batches on long-term stability data
reported in annual report

-Dissolution profile



5.Change in B/Z

Level 1

LﬁN B/Z 10 L¥iNUD\ PILOT BATCH

d' 9 (Y] d' 1 (Y]
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myasunlas

mu MiV-PA13 (non-sterile)

-uwuvisessay PV 3 Lot
-maufsaungugasmnimazlva

-Batch analysis gasinwazgaslnsiedistion 1 Lot
-Yoyamsfinm Stability
~Fofmumnasgrumsnsrldesniorites mhenay
ToMruAINAIFIMVBINAAN BINEN

-na1stinte P3.1-P.4
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Level 2

LN B/Z > 10 LVINWDN PILOT BATCH

d' 9 (Y] d' 1 Y]
L’E']ﬂﬁ"lﬁﬂclﬂfﬁuﬂﬁlguﬂ"lilﬂaﬂuLlﬂﬂﬂslulmagﬁgﬂﬂﬂ]@\‘lﬂ"ﬁ

nlasuulag

mu MAV-8 (non-sterile)

-ununsensanu PV 3 Lot

-msufsaumeugasinimazlvin

-Batch analysis gasinwazgaslnaedistion 1 Lot

-Yoyamstinm Stability
~Fofmumnasgiumsnsroldesnieritesmhanazdefmumnasguues
HaRSaANEN

~YoyanSauigunsmuansmsazasvesgasinmazlnaieasiies 1 Lot
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