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ANNEX I  
REGULATION OF THE CHAIRPERSON OF THE INDONESIAN 
FOOD AND DRUG  AUTHORITY  OF THE REPUBLIC OF 
INDONESIA  
NUMBER 24 OF 2017 
ON 
CRITERIA AND PROCEDURES FOR DRUG REGISTRATION  

 

 
GENERAL GUIDELINES FOR DRUG NAMES  

 

Drug names must consider to the fo llowing provisions:  

1.  Trade names  must  be objective and not misleading.  

2.  The same trade name can only be used by one Pharmaceutical Industry       
of Marketing Authorization  hold er for Drugs with the same Act ive 

Pharmaceutical ingredi ents , indications, and category.  

3.  Trade names may not use the whole or part of generic names of the Active 
Pharmaceutical ingredients that is not contained.  

4.  Trade names must not be the same or very sim il ar in sound or writing wi th 
trade name of a Drug that has been registered with a different Active 

Pharmaceutical ingredients . 

5.  Trade names of drug category over the counter  containing at least one of the 
same Activ e Pharma ceutical ingredient s and/or the same therapeutic class 

may use the same trade name as the umbrella brand.  

6.  Trade names may not use the same or similar name to a Drug which the 
Marketing Authoriza tion  has been revoked  due to safet y issues, misuse, 
and other violations.  

 

 
CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG AUTHORITY,  
signed.  

 

 

PENNY K. LU KITO  
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ANNEX II  
REGULATION OF THE CHAIRPERSON OF THE INDONESIAN FOOD AND 
DRUG AUTHORITY  OF THE REPUBLIC OF INDONESIA  
NUMBER 24 OF 2017 
ON 
CRITERIA AND PROCEDURES FOR DRUG REGI STRATION  

 
 

REGISTRATION FORM  

 

 
 

 

 
 

 
 

INDONESIAN FOOD AND 

DRUGAUTHORITY  OF 

THE REPUBLIC OF INDONESIA  

 
DRUG AND BIOLOGICAL PRODUCT REGISTRATION 

FORM 
CONFIDENTIAL 

DOCUMENT  

Filled By TheINDONESIAN FDA 
No. Registration            

 Date of Admission         Evaluation Code   Evaluation Subcode     
dd/mm/yyyy 

A. DRUG DESCRIPTION 
#) 

Registration category 

 

Types of drug*)  New   Generic   Biological Products 

 
Types of Product*)  Single Product Combination Product Combipack Product 

 
Drug category *)  Prescription OTC Limited Free Narcotics Psychotropics 

Drug name 

 
Strength Unit of measure 

Dosage Form Ƹ Ƹ 

Therapy Class  Ƹ ATC Code Ƹ 

Packaging 
 

(Type and Description)                     Ƹ 

Package Size 

*) : Choose one 

Other Dosage Form, Strength, packaging 

Dosage Form Strength Packaging Type Packaging Size MA *)  Validity Period of MA 

*) :MA: Marketing Authorization Number 

B. APPLICANT'S FULL DESCRIPTION  
#) 

Applicant's Name 

 
Applicant's Address Street Name and Number City Country 

   
Address for Correspondence Street Name and Number City Country 

   

Telephone &Fax Numbers E-mail 

C. MANUFACTURE STATUS 
#) 

Manufacture Status *)
 Local  Manufacture  Self-manufacturing   

 

Contract manufacturing 

 
License-based manufacturing 
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Import 

 
Drugs are intended for export only *)  Yes No 

Name of Licensor Ƹ 
 

Licensor's Address Street Name and Number City Country 

Ƹ Ƹ  

 
Manufacturer 

Name 

 

 

 
Street and Number 

 

 
Address 

 

 

 
City 

 

 

 
Country 

 

SMF **)  
 

 
GMP 

 

 
Function/Role 

 

*) : Choose one **) : Submission receipt        
 

D. FORMULA #) 
1.Unit Dose Active Pharmaceutical 

Ingredient  

CAS NO Name 

 
 
 

 

 

2. Excipient 
CAS NO Name 

 

 
 
 

 
 

 
3. Solvent 

CAS NO Name 

 

 
 

 
 
 

 

 
Ƹ 

 

 
Numbers 

 

 
 

 
 
 
 

Numbers 

 

 
 
 

 
 
 

 

Numbers 

 

 
Unit 

 

 
 

Ƹ 

 
 

 

Unit 

 

 
 
 

 
 
 

 

Unit 

 

 
Animal/human sources 

 

 
 

 
 
 
 

Animal/human sources 

 

 
 
 

 
 
 

 

Animal/human sources 

 

 
Manufacturer 

 

 
 

 
 
 

Function 

 

 
 

 
 
 

 

 
  Ƹ 

 

 
 
 

 
 

 
 

 
 

 
 

 

Manufacturer 

 
 

DMF**)
 

 
 
 

 
 
 

Manufacturer 

 
Manufacturing 

Country 

 
 

 
 
 
 

Manufacturing 

Country 

 

 
 
 

 
 
 

Manufacturing 
Country 

 

 
 

 
Ƹ 

 
Ƹ 

 
Ƹ 

 
 

 
 
 
Ƹ 

 

Ƹ 

 
Ƹ 

 
Ƹ 

**): Filled in if DMF is required and available. 
 

E. DRUG INFORMATION  

Drug Administration ##)
 

 

 
Drug Specifications and Analysis Methods ##) Drug Specifications Drug Analysis Methods 

 

 

 

 

 

Indications #)
 

 
Posology#)

 

 
Drug Administration Route #) 

 

F. PRE-REGISTRATION INFORMATION  

Pre-registration 

results (HPR)*)  

Issuance Date of HPR 

Registration Category 

Evaluation Fee 

Evaluation Pathway*) 

 

Yes 

 

 

 
 
 
 

300 WD 

 

No 

 
 
 

 
 
 
 
 

150 WD 

 
 
 
 

 
 
 
 

 
 

120 WD 

 
 
 
 

 
 
 

In words 

 
100 WD 

 
 
 
 

 
 
 
 

 
 

40 WD 

 
 
 
 

 
 
 
 

 
 

10 WD 

 
 
 
 

 
 
 
 

 
 

7 WD 

 

 *) : Choose one  

Ƹ Ƹ 
 

Ƹ 
  

Ƹ 

 Ƹ Ƹ 
 

Ƹ 
  

Ƹ 

 

Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 

 Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 

 Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 

 Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 

 

Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 

 Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 

 Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 

 Ƹ Ƹ 
 

Ƹ 
  

Ƹ Ƹ 
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G. STORAGE CONDITION  AND EXPIRATION DATE  

Storage Condition 

Expiration Date 

Expiration Date after packaging is 

opened/reconstitution *) 
*) : Filled for certain dosage forms, for example eye drops (after opening the package) or lyophilization powder for reconstitution (after the drug is reconstituted) 

 

H. REGISTRATION STATUS IN OTH ER COUNTRIES *) ##) 

 
 

Country Registration Status  
 

Date of Approval  
 

Drug Category 

*) 
: Filled in only for New Drugs, Biological Products, and Imported Generic 

Drugs     
 

 
J. HISTORY OF REGISTRATION  ##) 

 
Registration category 

 
Submission Date Date of Approval  

MA 
 

Validity Period of MA 

 

K. DESCRIPTION OF THE BATCH NUMBERING SYSTEM  

 

 

L. PRICE INFORMATION  

Packaging HNA *)  HET **)  

*) : HNA: Pharmacy Net Price
 

**) : HET : Highest Retail Price 
 

M. COMMITMENTS TO BE F ULFILLED  

 

N. TECHNICAL DOCUMENTS  

Document Format Type *)  ACTD ICH CTD 

Number of ring binder/folder Number of Copies 

SECTION I :   Administrative Documents and Product Information 

SECTION II :   Quality Documents 

SECTION III :  NonclinicalDocuments 

SECTION IV :   Clinical Documents 

*) : Choose one 
 

O. DESCRIPTION OF REGISTRATION OFFICERS  

Name  

Positin 

Address 

Telephone & fax numbers 

I. PATENT INFORMATION *) ##)
 

Patent Title Patent Admission 
Number 

Patent Filing Date 

) : If any
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Notes : 

1.  #) : Must be filled in when submitting pre -registration and cannot be 

upda ted  at the time of submitting Registration.  

##) : Must be filled in when submitting pre -registration and can be 

updated at the time of submitting Registration.  

2.  For Variat ion Registration and Registration Renewal submitted along with 

certain changes , all information contained in the Registration Form must 

be filled in as approved, except for the part where chan ges are to be made, 

the information can be updated.  

3.  For Registration Renewal , all information contained in th e Registration 

Form must be filled in as approved.  

 

 

CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG AUTHORITY,  

 
      signed.  

 

PENNY K. LUKITO  

Mobile phone number 

E-mail 
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ANNEX III  
REGULATION  OF THE CHAIRPERSON OF THE INDONESIAN 
FOOD  AND DRUG  AUTHORITY  OF THE REPUBLIC  OF 
INDONESIA  
NUMBER 24 OF 2017 
ON 
CRITERIA AND PROCEDURES FOR DRUG REGISTR ATION  

 

 
REGISTRATION FORM FILLING INSTRUCTIONS  

 

A. DRUG DESCRIPTION #) 

1.  Registration Category  
Filled in according to the Regis tration category submitted or according 

to the one listed in the Pre -registration Results (HPR).  
 

2.  Types of Drug  

Filled with a chec k mark ( Õ) on one of the options according to the 

types of Drug registered, namely New Drugs, Generic Drugs (for 

Generic Drugs  and Bra nded G eneric Drugs), or Biological Products (for 
Biological Products and Biosimilar Products).  

 

3.  Types of Product  

Filled wi th a check mark ( Õ) on one of the options according to the 

types of product, namely:  

a. Single Product, if the product consists o f Drugs only;  
b. Combination Product, if the p roduct consists of Drugs and Solvents  

or aids for the use of Drugs (for example syringe s, aerosols, sprays, 

implants); or  

c. Combipack Product, if the product consists of two or three Drugs 
packed in one packag ing  with the aim to  be given to patients 

simulta neously.  

 

4.  Drug Category  

Filled with a check mark ( Õ) on one of the options according to  the 
Drug category, namely Prescription  Drugs, Over the Counter Drugs , 

Limited Over the counter , Narcotics, or Psychotropic  Drugs . 

 

5.  Drug name  

Filled with the name of the registered Drug.  
 

6.  Dosage form, strength, and unit of measure  
The dosage form is listed in detail, complete with dosage strength and 

unit of measure. Example: 5 mg sugar coated tablet.  
 

6.1.  Dosage form:  

Aerosol foam, aerosol metered dose, aerosol spray, oral spray, 

buccal spray, tran sdermal spray, topical spray, powder spray, 
elixir, emulsion, enema, gas, gel, eye gel, granule effervescent, 

granule, intra uterine device (IUD), implant, capsule, soft 

capsule, sustained  release capsule, caplet, film coated caplet , 

enteric coated cap let, sugar coated caplet, slow releas e caplet, 

immediate  release caplet , chewable caplets, film coated chewable 

caplets, cream, lipophilic  cream , solution, inhalation solutions, 
injection solutions, infusions, mouthwashes, ovules, pastes, 

pills, pa tch, pessary, ointments, eye ointment s,
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shampoo, nasal spray, aerosol powder, oral powder, inhaler 

powder, injection powder, lyophilized injection powder, infusion 
powder, external medicine powder/sow powder, sterile powder, 

effervescent powder, syrup, dr y syrup, slow release dry syrup, 

su bdermal implants, suppositories, suspensions, injection 

suspensions, external drug suspensions/fluids, sterile fluids, eye 
fluids, diagnostic fluids, tablets, effervescent tablets, lozenges, 

chewable tablets, immedi aterelease tablets, Sustained -rel ease 

tablets , oral disintegrating tablets, dispersible tablets, fast 
dissolving tablets, sugar coated tablets, enteric coated tablets, 

film coated tablets, sublingual tablets, slow release sublingual 

tablets, vaginal ta bl ets, coated tablets,  release c oated tablets , 
chewing gum, eye drops, nose drops, ear drops, oral drops, eye 

and ear drops, transdermal, transdermal urethral, tulle/plaster, 

vaginal cream, vaginal gel, vaginal douche, vaginal ring, or 
vaginal tissue.  

 

6.2.  Dosage strength:  

The dosage strengt h can be expressed by weight or volume for:  
6.2.1.  per one unit dosage form for tablets, capsules, pills, 

suppositories, and ovules.  

6.2.2.  per g or% w/w for ointments and creams.  
6.2.3.  per mL or each packag ing  for the injection solution.  

6.2.4.  each pack in g or mg for powder inje ction.  
6.2.5.  every 5 mL or 15 mL for syrups, suspensions, 

emulsions, elixirs, mouthwashes.  

6.2.6.  per mL or % w/v for drops.  

6.2.7.  each pack for powder for oral use.  
6.2.8.  per g for external use powder.  
6.2.9.  each dose for aerosol/inhalation/spr ay, and so on.  

6.2.10.  per unit surface area or per unit weight for gauze or 
plaster.  

6.2.11.  per unit measuring device /dose for Biological Products.  

 

6.3.  Unit of measure:  
The levels of Active Pharmaceutical Ingredients and Excip ients are 

expressed in the unit of me asure:  
6.3.1.  Kilogram  abbreviate

d 

kg  

6.3.2.  Grams  abbreviate

d 

g 

6.3.3.  Milligram  abbreviate
d 

mg  

6.3.4.  Microgram  abbreviate

d 

mcg  

6.3.5.  Liter  abbreviate

d 

L 

6.3.6.  Milliliter  abbreviate
d 

mL  

6.3.7.  Centimeter  abbre viate
d 

cm  

6.3.8.  Gram equivalent  abb reviate

d 

grek  

6.3.9.  Milligram equivalent  abbreviate

d 

mgrek  

6.3.10.  International unit  abbreviate
d 

IU  

6.3.11.  Micromole  abbreviate

d 

mcmol  

6.3.12.  Mole  abbreviate

d 

mol  
6.3.13.  Nanogram  abbreviate

d 

ng  

6.3.14.  Square  centimeter  abbreviate
d 

cm 2 

6.3.15.  Colony forming units  abbreviate

d 

CFU  

6.3.16.  Plaque forming units  abbreviate

d 

PFU 

6.3.17.  Cell Culture Infectious Dose  50%  
50%  

abbreviate
d 

CCID 50  
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6.3.18.  The number of D antigen  abbreviate  D Antig en Unit  

 

7.  Therapy  Class and ATC Code  
Filled in accordance with WHO Anatomical Therapeutic Chemical Code 

published by WHO Collaborating Cent re for Drug Statistics 
Methodology  (www. whocc.no/ atc_ddd_index/).  

 

8.  Packaging (Type and Description)  
The first column lists the types of packaging, for example blisters, 
ampoules, vials, bottles, and others.  

The second column contains a specific description and compos it ion of 
the pri mary packaging, inclu ding the type of material, color, size and 

so on, for example:  

- Vial, 20 mL brown borosilicate glass type I with rubber cap.  

- Blister, PVC/PE with alumin um foil.  
 

9.  Packag ing  Size 
The number of container closure system  in secondary packaging  and 

the number of dosage forms per packaging system are indicated, for 
example:  

- Box, 1 blister @ 10 tablets.  

- Box, 1 vial @ 5 mL.  
The solvent and/or aids for the use of Drugs included in the 

packag ing is also listed.  

 

10.  Oth er Dosage form , strength, and packaging  
Filled with the dosage form, strength, type of packag ing , and other 

packag ing  registered and/or currently registered.  The latest Marketing 
Authorization  number is stated for registered dru gs, along with  the 

validity period  of the Marketing Authorization . 

 

B.  APPLICANT'S FULL DESCRIPTION #) 

 

1.  Applicant's Name 
Filled with the name of the Applicant Pharmaceutical Industry in 

accordance with that stated in the Pharmaceutical  In dustry license . 
 

2.  Applicant's Addre ss 
Filled with the address of the Applicant Pharmaceutical Industry in 
accordance with that stated in the Pharmaceutical Industry license 

complete with street name, number, city, and country.  

 

3.  Address for Correspondence  
Fi l led with the applicant pharmaceut ical industry address for 

correspondence, complete with street name, number, city, country, 

telephone and fax numbers, as well as E -mail of the Applicant.  
 
C. MANUFACTUR ING STATUS #) 

 

1.  Manufactur ing  Status  

Filled with a c heck  mark ( Õ) on one of the options according to the 

registered Drug manufactur ing  status, namely local  and import 

manufacture. If local  manufacture, tick ( Õ) on one  

http://www.whocc.no/atc_ddd_index/)
http://www.whocc.no/atc_ddd_index/)
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of the options, i.e. , self -manufacturing, contract manufacturing, or 

license -based m anu factur ing.  
 

2.  Drugs intended for export only  

Filled with a check mark ( Õ) on one of the options, namely "Yes" if the 

Drug is intended only for export and "No" if the Drug is not intended 
for export  only . 

 

3.  Name of Licensor  
Filled with the name of t he Pharmaceu tical Industry that gives the 

license.  
 

4.  Licensor's Address  

Filled with the address of the Pharmaceutical Industry that gives the 

license, complete with street name, number, city, and country.  

 

5.  Manufacturer  
Filled with complete information of th e manu factur er, na mely the 

pharmaceutical industry involved in the production process, for 
example  the  manufacture  of Active Pharmaceutical 

Ingredients (specifically for biological products),  semi -finished 

prod ucts / granu lation s/ semi -finished dosage forms ( bulk)  or finished 

drugs and / or solvents and / or auxiliary devices , primary and / or 
secondary packaging, responsible for batch release or others.  

 

5.1.  Name 
Filled with the name of the Pharma ceutic al I ndustr y that 

manufactures Drugs.  

5.2.  Address  

Filled with the complete address with street name, number, 

city, and country.  

5.3.  SMF (Site Master File) ##) 

Filled with a check mark ( Õ) if SMF is required and available.  

5.4.  GMP 
Filled with the expiration date of the GMP certificate according 

to the registered product dosage form.  

5.5.  Function/Role  

Filled with the type of activity (manufacturing stage) carried out 

by the manufacturer, f or example the manufacture of Active 

Pharmaceutical Ingredients (specifically for biological products), 
semi -finished products /granulation/semi -finished dosage forms 

(bulk)or finished Drugs and/or solvents a nd/or auxiliary device , 

primary and/or secondary packaging, the manufacturer  in 
charge for batch release or others.  

 
D.  FORMULA #) 

1.  Active Pharmaceutical Ingredients  

1.1  Dosage unit  
Filled with a measure and a unit of measure, for  example "every 

5 mL of syrup contains:" or "each tablet contains:". For the 
Active Pharmaceutical Ingredients  in the form of salt/ester, the 

equivalence of the base must be written if the Active 

Pharmaceutical Ingredients  are in the fo rm of a base.  
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1.2  CAS No.  

Filled according to the Active Pharmaceutical Ingredients  used.  

1.3  Name 
1.3.1  Active Pharmaceutical Ingredients  are written according 

to International Nonproprietary Names  Modified 

(INNM).  

If the name has not been listed i n the INNM, it should 
be written according to United States Adopted Names 

(USAN) or British Approved Name Modified (BANM).  

1.3.2  The active pharmaceutical ingredients in the form of 
ester or salt are written in the form of their ester or 

salt.  

1.3.3  Active Pharmaceutical Ingredients  in the form of 

inorganic salt containing crystalline water must have 

their chemical names written appropriately, including 

the crystalline water contained.  

Example: Amoxicillin trihydrate.  

1.3.4  A trace element (seseporalogam ) is written with the 
chemical name of the correct salt including the 

crystalline water it contains, in addition to the metal.  
 

1.4  Numbers  
Filled according to the number of Active Pharmaceutical 

Ingredients  used per unit dose.  

1.5  Unit  
Filled in according  to the Active Pharmaceutical Ingredients  unit 

used (see the procedures for writing the unit of measure in 
section A.6.3).  

1.6  Animal/human sources  

In the first column, it is stated "Yes" if the Active 

Pharmaceutical Ingredients  derived from  animals/humans and 
"No" if the Active Pharmaceutical Ingredients  do not derive  from 

animals/humans.  

The second column lists the types of animal or human as the 

source of the Active Pharmaceutical Ingredients . 

Example:  Yes; bovine.  
Yes; human.  

1.7  Manufacturer  
Filled with the name of the Active Pharmaceutical Ingredients  

manufacturer along with the complete address with street 

name, number, and city.  

1.8  DMF (Drug Master File) ##) 

Filled with a check mark ( Õ) if DMF is required and available.  

1.9  Manufacturing Country  
Filled with the country where the Active Pharmaceutical 

Ingredients  are manufactured.  
 

2.  Excipient  

2.1  CAS No.  

Filled according to the Excipient used.  
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2.2  Name 

Excipients and excipients in comb ina tion are written according 

to the International Nonproprietary Names (INN) and 

International Nonproprietary Names Modified (INNM) . 

The excipients used must be in accordance with the applicable 

additive provisions.  

The Coloring Agents  is written wi th  a simple common name, the 

color index number must be written (CI number) and includes 
the solubility in water (Dye), or in oil (Lake). Example: Brilliant 

Blue FCF C142090 ( Dye). 

The Coloring Agents  used must comply with the applicable 

excipient  provisions.  

2.3  Numbers  

Filled according to the number of Excipients used per unit dose.  

2.4  Unit  
Filled in according to the Excipient unit used (see the 

procedures for writing the unit of measure in item A.6.3).  

2.5  Animal/human sources  
In the first column, it i s sta ted "Yes" if the Excipients derived 

from animals/humans and "No" if the Excipients do not derive  

from animals/humans.  

The second column lists the types of animal or human as the 

source of the Excipients.  

Example:   Yes; bovine.  
Yes; human.  

2.6  Function  
Fil led according to the function/usefulness of Excipients used.  

2.7  Manufacturer  
Filled with the name of the Excipient manufacturer along with 
the complete address with street name, number, and city.  

2.8  Manufacturing Country  

Filled with the country where the Excip ients  are manufactured . 
 

3.  Solvents  

3.1.  CAS No.  

Filled with solvents used.  

3.2.  Name 
Solvents are  written according to the International 

Nonproprietary Names (INN) and International N onpro prietary 

Names Modified (INNM) . 

3.3.  Numbers  
Filled according to the number of solvents used per unit dose.  

3.4.  Unit  

Filled in according to the solvent unit us ed (see the procedures 
for writing the unit of measure in section A.6.3).  
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3.5.  Animal/human sources  
In the first column, it is stated "Yes" if the Solvents derived from 
animals/humans and "No" if the Solvents do not derive  from 

animals/humans.  

The second colu mn  li sts the types of animal or human as the 
source of the solvents.  

Example:   Yes; bovine.  
Yes; human.  

3.6.  Manufacturer  
Filled with the name of the solvent manufacturer along with the 

complete address with street name, number, and city.  

3.7.  Manufacturing Country  
Fill ed with the country where the solvents are manufactured . 

 
E.  DRUG INFORMATION  

1.  Drug Administration ##) 

It explains the shape, color, size, weight, and special signs found on 
the Drug according to the Drug's specifications.  

 
2.  Drug Specifications and  Analytical Methods ##) 

Drug specifications are stated by describing the administration 

(including identification marks on tablets, capsules, etc.), 
weight/volume of drugs, physical and chemical characteristics , limits 

of content or potency and  othe r requirements (sterility, pyrogenicity, 

etc.).  

The method of Drug analysis when following one of the Pharmacop oeia 

is simply to write down Pharmacop oeia used which is equipped with 

the edition number and page number. If you do not follow any of the 
Pharma copoeia, it can be written in -house.  Analytical methods that 

need to be explained include methods of identification, determination 

of levels or potentials, and methods of  specific analysis (sterility, 
pyrogenicity, and so on).  

 
3.  Indi catio ns #) 

 Proposed or fully approved  indications  should be stated . It is an 

indication for the use of Drugs in therapy, listed the types of diseases 

indicated.  
 

4.  Posology #) 

Proposed or fully approved posolo gyshould be stated , including how to 
use, amount , frequency, and length of use . The  route of 

administration  must be clearly mentioned, for example intravenous 

injection, intramuscula r, or others. The amount of use must be stated 
in the usual measure and limits for both adults and children. The  

dosage regimen is the frequency of the drug is given in one day or every 

hour.  

The length of use is described by st ati ng how long the drug  must 
be/can be given, how long the use  must be stopped before reuse or 

how long the Drug  must be minimally used.  
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5.  Drug administration route #) 

It explains how to administer Drugs e.g. , per oral, parenteral, e .g., 
int ravenous injection, topical, and others.  

 

F. PRE-REGISTRATION INFORMATION  

1.  Pre-registration Results (HPR)  

Filled with a check mark ( Õ) on one of the options according to the 
existing/absence of HPR.  

 
2.  HPR Issuance  Date  

Filled with HPR issuance dat e. 

 

3.  Registration Category  

In the first column listed registration category as submitted or as 
stated in HPR.  

The second column contains detailed information on the type of 

Registration category.  

Example: - New Drugs with new chemical entity . 

- Generic Drugs that require  bioequivalence study.  
 

4.  Evaluation Fee  
Filled with nominal numbers and in words according to the submitted 
category or as stated on the HP R or a ccording to applicable regulations 

(if not through the pre -registration process).  

 

5.  Evaluation Path way  

Filled with a check mark ( Õ) on one of the evaluation path way options 

according to the category of Registration submitted, or as stated on the 

HPR, nam ely 300WD, 150 WD, 120 WD, 100 WD, 40 WD, 10 WD or 7 WD. 
 

G. STORAGE CONDITION AND EXPIRATION DATE  

1.  Storage Condition  
It states proposed or approved storage condition equipped with 
temperature and humidity.  

 

2.  Expiratio n Date 

It includes the proposed or approved expiration date.  
 

3.  Expiration Date After First Opening / Reconstitution  

The expiration date for certain  dosage forms is stated, for example eye 
drops (after  fi rst o pen ing ) or lyophilized powder for reconstitution (after 

the Drug is reconstituted).  

 
H.  REGISTRATION STATUS IN OTHER COUNTRIES ##) 

Filled in only for New Drugs, Biological Products, and imported Generic 

Drugs  

1.  Country  

Filled with the name of other cou ntri es wh ere the Drugs are registered.  
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2.  Registration Status  

Filled with Registration status in other countries.  
 

3.  Date of Approval  
Filled with the date of approval in other countries if the Drugs have 
been approved in that country.  

 

4.  Drug Category  

Filled wit h Dr ug ca tegory in other countries.  

 
I.  PATENT INFORMATION ##) 

Filled if any.  

1.  Patent Title  
Filled with patent title issued by relevant institutions in Indonesia.  

 
2.  Patent Admission Number  

Filled with patent acceptance numbers issued by relevant institutions in  

Ind onesi a. 

 

3.  Patent Filing Date  
Filled with date of patent acceptance issued by relevant institutions in 

Indonesia.  

 
J.  HISTORY OF REGISTRATION ##) 

Filled in for Variation Registration and addition of indications/posology. All 

Registrations that have been appr oved and whi ch are in the evaluation 
process (if any) must be listed.  

1.  Registration Category  
Filled with Registration Category that has been approved and is in the 

process of evaluation (if any).  

2.  Submission Date  
Filled with the date of Registration submissi on t hat i s i n the evaluation 

process (if any).  

3.  Date of Approval  

Filled  with  the  date  of approval  for  the  Drug  that was previously 

approved.  

 

4.  Marketing Authorization Number  
Filled with Marketing Authorizatio n Number  of approved Marketing 

Authorization.  

5.  Validity Period of Marketing Authorization  

Filled  with the  validity  period  of approved Marketing Authorization  

 

K.  DESCRIPTION OF THE BATCH NU MBERING S YSTEM  

Fi lled with code consisting of Latin letters or Arabic numerals or a 

combination of both which are identifiers of a batch, for a re -search of the 

complete history of the batch's creation, including stages of manufacture, 
control , and distr ibu tion.  
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L.  PRICE INFORMA TION 

1.  Packaging  

Filled according to the size of the packaging to be registered.  
 

2.  HNA 
Filled with The Net Price of Pharmacies ( Harga  Netto Apotek , HNA) for 

each unit of packaging up to the smallest packaging that will apply 

th roughout Ind onesia.  

3.  HET  
Filled wit h the Highest Retail Price ( Harga  Eceran  Tertinggi , HET) for 
each unit of packaging up to the smallest packaging that will apply 

throughout Indonesia.  

 

M.  COMMITMENTS TO BE FULFILLED  

Filled with commitments that must be fulfi lled if t her e are req uirements 

that cannot be submitted.  
 

N. TECHNICAL DOCUMENTS  

1.  Types of Document Format  

Filled with a check mark ( Õ) on one of the options according to the 

types of document format used for Registration, namely ACTD format 

or ICH CTD format.  

 
2.  Section  I (Administ rative Document s and Product Information)  

Filled according to the n umber of ring binder/fold er and the number of 

copies for Section  I 

 
3.  Section II (Quality Docum ent s) 

Filled  according to t he number  of ring binder/folder a nd t he number of 

copies for Section  II  

 
4.  Section III (Nonclinical Documents)  

Filled according to the number of ring binder/forlder and the number 
of copies  for Section III  

 
5.  Section IV (Clinical Documents)  

Filled according to the number of ring bin der/folder and the number of 

copies for Section IV  

 
O. DESCRI PTION OF REGISTR ATION OFFICERS ##) 

Filled with Registration officer 's personal data.  

 

1.  Name 
Filled with full name of the Registration officer of Applic ant . 

 

2.  Position  
Filled with position of Registration off icer in the Applica nt . 

 

3.  Addr ess 

Filled with the address of the Registration officer that can be contacted.  
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4.  Telephone and fax numbers  
Filled with telephone a nd fax number of the Registration officer that can 
be contacted.  

 

5.  Mobile p hone number  

Filled wit h mobile phone number of the Registration officer that can be 

contacted.  

 

6.  E-mail  

Filled with active E -mail address of the Registration officer.  
 

Notes:  

#)  : Mu st  be filled  when  submitting  pre -registration  and  cannot  be updated at 

the  time of submitting  Registration . 
##)  : Must be f illed in when submitting pre -registration and can be  updated at 

the time of submitting Registration.  
 

For Variation Registration or Renewal Registration submitted along with certain 

changes , all informatio n contained in the Registration Fo rm must be fille d in as 

approved, except for the part where changes are to be made, the information 

can be updated.  

 
For Renewal Registration without changes , all information contained in the 

Registration For m must be filled in  according to w hat has been app roved.  

 

CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG AUTHORITY,  

 
signed  

 

PENNY K. LUKITO  
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ANNEX I V 
REGULATION  OF THE CHAIRPER SON OF THE 

INDONESIAN FOOD AND DRUG AUTHORITY  OF THE 

REPUBLIC OF INDONESIA  
NUMB ER 24 OF  2017 ON  

CRITERIA AND PROCEDURES FOR DRUG 

REGISTRATION  
 

 
PROCEDU RES FOR PREPARIN G REGIS TRATION DOCU MENTS  

 

The regis tration documents consist of four parts as follows:  
 

1.  Section I: Administrative Documents and Product Information consist of:  

A. Entire  Table of Contents  
B.  Administrative Documents  

C. Product Information and Label  
 

2.  Section II: Qualit y Do cuments cons ist of:  

A. Quality Overall Summary (QOS)  
B.  Quality Documents  

C. References  
 

3.  Section III: Nonclinical Documents consist of:  
A. Nonclinical Overview  

B.  Summary and  Matrix of Nonclinical Studies  

C. Report on Nonclinical Studies (if necessary ) 
D.  References  

 

4.  Secti on I V: Clinical Documents consis t of:  

A. Review of Clinical Studies  
B.  Summary of Clinical Studies  

C. Matrix of Nonclinical Studies  

D.  Report on Clinical Studies  

E.  References  

 

Registration documents  should  be in the form of hardcopy or  softcopy.  
 

I.  Registration Doc umen t Hardcopy  
Each part of the re gistration document must be completed with a table of 

contents showing the location of each document and divider paper between 

sections and between documents. The divider paper between the sections 
is gi ven a title accordi ng t o the section name (for exampl e: Section IV.A. 

Review of Clinical Studies) or the document title according to the 

registration document format.  
Each part of th e registration document must be bundled in a separate ring 

binder /fo lder or several par ts o f the registra tion document ca n be 

combined in an ring binder  with divider paper between each of these 
documents.  The use of ring binder /folder is adjusted to the number of 

registration documents.  
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A. Number of copies of registration docume nts  
 

 New Drugs 
& Biological 
Produ cts  

Generic Drugs  Variations  Renewal 
Registratio
n  

Section I ð Documents      
Administrative and      
Product Information      
- Certificate and  1 copy  1 copy  1 copy  1 copy  

     
other adminis trative  
documents  
 
 documents D  

    

- Registration form  3 copies  3 copies  3 copies  3 copies  
- Label  1 copy *) 1 copy *) 1 copy *) 3 copies  
- Product Information  1 copy *) 1 copy *) 1 copy *) 4 copies  

Section II ð Quality 
Documents  

1 copy  1 copy  1 copy (if 
necessary)  

1 copy  

Secti on III ð 
Noncl inical Documents  

1 copy  - 1 copy (if 
necessary)  

- 

Section IV ð 1 copy  1 copy  1 copy  1 copy  
Clinical Documents  (except for  (If necessary)  (if ne cessary)  (if necessary)  

 Review of 
Clinical  

   
 Studies and     
 Matrix of    
 Clinical St udy     
 Report, 2     
 copies)     

*) If the documents are in accordance with the evaluation results, the 

Applicants must submit as many as 4 (four) copies.  

 

B. Paper size  

If the registration document is in the form of hardcopy, it must  use 

International stan dard size pape r (A4: 8.27 x 11 .69 inches). For certain 
cases the use of paper larger than the standard size is allowed, among 

others floor plans, synthesis dia grams, batch Formula, or Drug 

manufacturing flows. These paper pages must be folded an d vi ewable 
without  opening the ring binder  cover and can be folded back without 

causing any damage during storage.  

 

C. Letters  

Font size for narratives and t ables must be sufficiently large and legible 
type and size, even af ter being duplicate d or  displayed ele ctronically.  

Example: for narration, use the letter Times New Roman with a size of 12. 
For tables, flows, and charts letters size 9 ð 10 can be u sed. 

 

D. Ring binder  or folder color  

For hardcopy documents, follow the following condi tion s: 
 

Registrati on Type  Col
or New Registration, Variation Registration, and Re newal -Registration 

of New Drugs  
Blue  

New Registration, Variation Registration, a nd Re newal -Registration 
of Biological Products  

Gray  

New Generic Drug Re gistration  Black  
Varia tion Registrat ion and Re newal -Registration of Generic Drugs  Green  
Renewal -Registration Without Changes  Yellow  
Export ed Drug Registration  Red 
Noti fication Variation Registration.  Transparent White  
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E.  Ring binder /fol der numbering  

Each ring binder / folder must be a ssigned a different number in its order.  

 

F. Ring binder /folder identification  

In the middle of the front cover for each ring binder /folder, the following 

information must be written:  

¶ Drug Name.  

¶ Dosage Form.  

¶ Compo siti on.  

¶ Type and S ize of Packaging . 

¶ Applicant's Name.  

¶ Manufacturer's Name.  

On the front and side of the ring binder  must  be written ring binder  
number, unless the folder is only listed on the front in the following 

for mat: x of y where x i s th e specific ring binder  number and y is the total 

number of ring binder s for the related section. Example: the 6 th  ring 
binder  for the Safety  Section with a total of 50 ring binder s for all sections 

is wr itten 6 out of 50 on the lower -right corn er.  

 

G. Document id entification  

Each document must include the following information:  

¶ The document name or code must be printed on the up per -right 

corner of the divider paper.  

¶ The subsection numbering system mus t be indicated in the  low er-
right corner,  for example:  

Part x, Ord. X, Subsection x.x  

 

Where:  

Section x  : Document section  
Ord. X.  : ring binder number  

Subsect ion x.x  : Subsection number  
 

For example: In the Quality section, the subsection Control on Active 
Pharmaceutical Ingredients  must  be written Section II, Ord. 2, Subsection 

B.S4 on the lower right corner.  

 

H.P age numbering  

All documents must have page numbers. The numbering is based on 

subsections or sub -sub sect ions of documents,  not by ri ng binder  or 

section. All registration documents must not be numbered sequentially 
based on the page. A set o f page numbering for each subsection only.  

 

If there is a document inserted in th e document, such as t he p rotocol in 
the stu dy report, the i nserted document is included as an attachment . 

Each attachment must be separated by a properly named divider  paper.  
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On the lower -right corner of each page, a page numbering system must 
be written in the  fol lowing format:  

Sect. x, Ord. X, Su bSect.x.x, Pg. xx 

Where:  
Sect. x  : part of a document (Section).  

Ord. X : specific ring binder  number  

Sub Sect.x.x  : subsection or sub -subsection numbers of the related part 
(subsection)  

Pg. xx  : page of the re late d subsection  

 

For example, the Active Pharmaceutical Ingredient  specification 

document from the quali ty section is written: Sect. II, Ord.2, SubSect. 

B.S4.1, Pg. 7 on the lower -right corner . 
 

I. Page numbering for  add itional data docum ents  

Additional data must not change the page numbering order.  If the 

number of additional data pages exceeds the exi sting page number, it can 
be added with letters a ð  z as subpage numbers.  

Example: page s 6a, 6b, 6c ... etc ., 

 
J. Documents with I CH CTD format  

Documents with ICH CTD format may be submitted in accordance with 
the applicable ICH CTD provisions, but docum ent Section I must be 

adapted to the provisions of this Regulation.  

 

II. Registration Docume nt Softcopy  
Registrat ion d ocument softcopy c an refer to the Technical Manual of 

Electronic Application Registration of Drugs.  
 

III.  Additional Data  
In addition to the New Re gistration, guidelines for the preparation of 

registration documents can also be for the  preparation of addit ional  data 

documents. G eneral correspon dence must be included in Section  I.  

 

 
CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG AUTHORITY,  

 
signed  

 

PENNY K. LUKITO  
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ANNEX V  

REGULATION OF THE CHAIRPERSON OF THE 
INDONESIAN FOOD AND DRUG AUTHORITY  OF THE 

REPUBLIC OF INDONESIA  

NUMBER 24 OF 2017  
ON 

CRITERIA AND PROCEDURES  FOR D RUG 

REGISTRATION  
 
 

EXAMPLE OF DRU G REGISTRATION DOCUMENT  
 
 
 

Drug Name 

Dosage Form 

Composition  

Type and Size of Packaging 

Applicant's Name  

Manufacturer's Name  

: 

: 

: 

: 

: 

: 
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EXAMPLE OF DIVIDER PAPER  
 
 

 

Subsection 
/sub -
subsection 
title  
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SECTION  I: 

ADMINISTRATIVE DOCUMENTS  
 
 
 
 
 

 

Ring binder .... from....  

Drug Name  

Dosage Form 

Composition  

Type and Size of Packaging 

Appl icant's Name  

Manufacturer's Name  

: 

: 

: 

: 

: 

: 
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ENTIRE TABLE OF 
CONTENTS  

 

Ord, Subsect, Pg.  
 

SECTION  I ADMINISTRATIVE DO CUMENTS AND PROD UCT INFORMATION  

 
Subsection A  Entire Table of Contents  x, A, xx  

 

Subsection B  Administrative Documents  x, B, xx  

 
1.  Registration Form  x, B.1, xx  

 
2.  Applicant's Statement  x, B.2, xx  

 
3.  Certificates an d Other Administrativ e Docum ents  x, B.3, xx  

 
4.  Pre-registration Re sults  x, B.4, xx  

 
5.  Receipt/Proof of Payment  x, B.5, xx  

 
6.  Other Documents  x, B.6, xx  

 

Subsection C  Product Information and Label  x, C, xx  
 

1.  Product Information  x, C.1, xx  
 

2.  Label on Packaging  x, C. 2, xx  

 
 

PART II  QUALI TY DOCU MENTS  
 

Subsection A  Quality Overall Summary (QOS)  x, A, xx  
 

Subsection B  Quality Documents  

 

S Active Pharmaceutical Ingredients  
 

S1 General Information  
 

S2 Manufacturing Process and S ource of Active 

Pharm aceutica l Ingredients  

S3 Character ization  

S4 Active Pharmaceutical Ingredients  Specifications  

and Testing Methods  

S5 Reference Standards  

S6 Specifications and Testing Methods  of  Container 

Closure System  

S7 Stability  

x, B, xx 

x, B.S , xx  

x, B.S1, xx  
 

x, B.S2, xx  
 
 
x, B .S3, xx  

 
x, B.S4, xx  

 

 
 
 
x, B.S5, xx  

 
x, B.S6, xx  

 
 
 
x, B.S7, xx  
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P Finished Produ cts  
 

P1 Description  and Formula  

P2 Product Development  

P3 Manufacturing Procedures  

P4 Specifications and Testing Meth ods for Excipients  

P5 Specifications and Testing Methods for Drugs  

 

P6 Reference Standa rds  
 

P7 Specifications and Testing Methods  of Containe r 

Closure System  

P8 Stability  

P9 Equivalence Study  (if necessary)  
 

Subsection C  References  x, C, xx  

 

 
SECTION III  NONCLINICAL DOCUMENTS  

 

Subsection A  Nonclinical Overview  x, A, xx  
 

Subsection B  Summary  and Matrix of Noncli nical Studies  x, B, xx  

 
Subsection C  Report on Nonclinical Studies  x, C, xx  

 
Subsection D References  x, D, xx  

 
 

SECTION IV  CLINICAL DOCUMENTS  
 

Subsection A  Review of Clinic al Studies  x, A, xx  

 
Subsection B  Summary of Clinical Studies  x, B, xx  

 
Subsection C  Matrix of Clini cal Studies  x, C, xx  

 
Subsection D  Report on Clinic al Studies  x, D, xx  

 
Subsection E  References  x, E, xx  

 

x, B.P, xx  
 

x, B.P1, xx  

 
x, B.P2, xx  

 
x, B.P3, xx  

 
 

 
 

Ord, Subsect, Pg.  

 
x, B.P6, xx  

 
x, B. P7, xx  
 
 
 
x, B.P8, xx  

 
x, B.P9, xx  

 

x, C, xx  
 

 
 
 

x, A, xx  
 

x,  B, xx  
 

x, C, xx  

 
x, D, xx  

 

 

 
 

x, A, xx  

 
x, B, x x 

 

x, C, xx  
 

x, D, xx  

 
x, E, xx  



68   
 

 
 
 

 

SECTION II:  

QUALI TY DOCUMENTS  
 
 
 
 
 
 
 

Ring binder .... from....  

Drug Name  

Dosage Form 

Composition  

Type and Size of Packaging 

Applicant's Name  

Manufacturer's Name  

: 

: 

: 

: 

: 

: 
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SECTION III:  

NON-CLINICAL DOCUMENTS  
 
 
 
 
 
 
 

 
Ring binder .... from....  

Drug  Name 

Dosage Form 

Composition  

Type and Size of Packaging 

Applican t's Name  

Manufacturer's Name 

: 

: 

: 

: 

: 

: 
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SECTION IV:  

CLINICAL DOCUMENTS  
 
 
 

 
Ring binder .... from. ...  

 
 

 
CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG A UTHORITY,  

 
signed  

 

PENNY K. LUKITO  

Drug Name  

Dosage Form 

Composition  

Type and Size of Packaging 

Applica nt's Name  

Manufacturer's Name  

: 

: 

: 

: 

: 

: 
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ANNEX VI  

REGULATION OF THE CHAIRPERSO N OF 

INDONESIAN FOOD AND DRUG AUTHORITY  OF THE 

REPUBLIC OF INDONESIA  

NUMBER 24 OF 2017 

ON 

CRITERIA AND PROCE DURES FOR DRUG 
REGISTRATION  

 
ADMINISTRATIVE DOCUMENTS  

 
1.  Cover Letter.  

2.  Registration Form.  

3.  Appl icant's Statement.  

4.  Certificates and Other Administra tive Documents.  

4.1. Local Drugs  

4.1.1.  Pharmaceutical Industry License.  

4.1.2.  Valid GMP certifi cate for registered dosage form.  

4.1.3.  GMP Certificate of Active Pharmaceutical Ingredients 

manufacturer.  

4.1.4.  The latest GMP inspection da ta and related c hanges are no t  

later than two years iss ued by the Indonesian Food and Drug 
Authority.  

4.2. Licensed Drugs.  

4.2.1.  Pharmaceutica l Industry License or supporting documents 
with suf ficient evidence for research bod ies/institutions  as 

licensors.  

4.2.2.  Pharmaceutical Industry License as license  acceptor . 

4.2.3.  GMP Certificate of Pharmaceutical Industry licensees that is 

still valid for the dosage form registered.  

4.2.4.  GMP Certificate of Active Pharmaceutica l Ingredient  

manufacturer.  

4.2.5.  Lic ense Agreement.  

4.3. Local Contract  Drugs  

4.3.1.  Pharmaceutical Industry License of Applicants or Contr act 

Givers.  

4.3.2.  Pharmaceutical Industry License as Contract  Acceptor . 

4.3.3.  GMP Certificate of P harmaceutical Industry held by Applican ts 

or Contract Giver s which is still valid.  

4.3.4.  GMP Certificate of Contract Acceptor Pharmaceutical Indust ry 

which is still valid according to the dosage for m of the 
contracted Drugs.  

4.3.5.  GMP Certificate o f Active Pharmaceu tical Ingredients 
manufacturer.  

4.3.6.  Contract Agreement,  

4.4. Export  Only  Drugs.  

4.4.1.  Pharmaceutical Industry License.  

4.4.2.  Applicant's GMP Certificate . 
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4.4.3.  GMP certificate or other eq uivalent document s from the 

manufacturer according to t he registered dosage  form (for 

export ed Imported Drugs).  

4.4.4.  GMP Certificate of Active Pharmaceutical Ingredients 

man ufacturer.  

4.5. Imported Drugs.  

4.5.1.  Pharma ceutical Industry  License of manufacturers and 

Applican ts.  

4.5.2.  Appointment lett ers from the pharmaceutical industry or 
overseas product owners are excluded for Applicants who a re 

affiliates of the parent company.  

4.5.3.  Certificate of  Pharmaceutical Product (CPP) or any other 

equival ent documents from the manufacturing c ountry and/or 

countr y where the batch release certificate is issued (if 
necessary).  

4.5.4.  A valid GMP certificate from  the manufacturer for the 

registered dosage form or  other equivalent documents 
(incl uding the GMP certificate of the manufacturer of Active 

Pharmaceutical Ingredients for Biological Products).  

4.5.5.  The latest GMP inspection data and related changes no t  later 
than 2 (two) years issued by a lo cal Drug regulatory authority 

and/or another co untry's Drug regulatory authority.  

4.5.6.  GMP Certificate of Pharmaceutical Ingredients manufacturer.  

4.5.7.  Import justi fication.  

4.5.8.  Proof of balance of exp ort and import ac tivities (if necessary).  

5.  Pre-registrat ion Results  

6.  Receipt/ Proof of Payment.  

7.  Other Documents.  

 

 
CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG AUTHORITY,  
signed.  

 

 

PENNY K. LUKITO  
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ANNEX  VII  

REGULATION OF THE CHAIRPERSON OF THE 

INDONESIAN FOOD AND DRUG AUTHORITY  OF THE 
REPUBLIC OF INDONESIA  

NUMBER 24 OF 2017   

ON 

CRITERIA AND PROCEDURES FOR DRUG 
REGISTRATION  

 

 
QUALITY DOCUMENTS  

 

The format in this guide applies to New Registration and Variation Registration 

which include New Dr ugs, Biological Products, and Generic Drugs.  The  quality 

documents in this guide on ly show the struc ture and place where the 
information  must be includ ed. The type and scope of supporting data refers to 

the guidelines / provisions that apply nationally  and internationally such as 

Pharmacop oeia, ICH G uidelines, and others. Requirements  for Drugs with New 
Chemical Entit y and Biological Products may refer to the ICH Guidelines or 

other related guidelines.  

Qu ality documents consist of:  

1. Subsection A :Quality Over all Summary/QOS  

2. Subsection B :Body of Data  

 
SUBSECTIO N A :QUALITY OVERALL SUMMARY  

 
Quality Overall Summary (QOS) is a summary according to the scope and  

format of the complete body of data . The information, data, or j ustification 

cont ained in the QOS must be consisten t with the complete body of data 
submitted.  

QOS must include an appropriate summary of information from  each 
subsection of the complete quality docume nt QOS must also include an 

explanati on of the main cr itical parameters of the quality o f the Drugs and 

justif ication if there is a procedure deviation from the applicable guidelines QOS 
must contain an integr ated explanation regarding the relationship bet ween the 

information contained in the  body of data and supporting infor mation from 

other sect ions. For example, the relationship between data on impurities in 
Active Pharmaceutical Ingredients and  the results of toxicology studies . 

In general, the in formation contained in the QOS doe s not exceed forty pag es 

(excluding tables and figures).  For Biological or Drug Products manufactured 
using more complex processes, the information contained in the QOS  may be 

more but not exceeding eighty  pages (excluding  tables and  figures ). 

The o rder and information li sted in QOS are as follows:  

 
S ACTIVE PHARMACEUTICAL ING REDIENTS  

S1 General Information  

Summary of inf ormation from S1 subsection B.  

S2 Manu facturing Process  and Source of Active Pharmaceutical Ingredients  

Summary of information from S2 subsection B, include:  

- Manufactu rer's name and address . 

- Summary of the manufa cturing process and process control. 
Bi ological Products  must include information  ranging from cell bank s, 

includin g cell culture, harvesting, purification  and reaction 

modification, filling, storage an d shipping conditions.  
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- Control over a ll materials (including starting mater ials, solvents, 

reagents, catalysts) used in the manufacture of Active 

Pharmaceutical Ingredients , including materials derived fr om 

Biological Products.  

- Control  of critical  steps  and  intermediate  substances,

 including stabil ity data that supports storage conditions for 

Biological Products.  

- Process validation and/ or study and evaluation for sterilization and 

aseptic processes.  

- Description and develop ment history of the man ufacturing process as 

described in S2. 2.  

S3 Characteriz ation  

New Chemical Entit y: 

Confirmation of structures based on synthesis routes an d spectral 

analysis, as described in S3.1.  

Biological Pr oducts:  

Description  on primary, secondary, and higher  order  structures, and  
information on b iological activity, purity, and immunochemical 

properties  (if necessary), as described in S3.2.  

New Chemical Ent it y and Biological Produ cts:  

Summary of impurities  moni tored or tested d uring or after the 

manufacture of Active Pharm aceutical Ingredients , as described in S3.2.  

Generic Drugs:  

Jus tification from pharmacopeia  requirements or appropriate 

information from the manufacturer.  

S4 Specifications and Analytical Methods for Active Pharmaceutica l 
Ingredients  

A brief description of t he justification for the determination of 
specifications, methods of analysis, and validation.  

The specifi cations described in point S4.1 subsection B must be 
includ ed, likewise, if there  is a summary table of t he batch analysis 

results included in point S4.4.  

Gener ic Drugs:  

Justification from pharmacopeia  requirement s or appropriate 
infor mation from the manufact urer.  

S5 Reference Standards  

The infor mation from point  S5 subsection B (in table form, where 
appropriate) must be included.  

Generic Drugs:  

Reference standards used are in accordance with the Pharmacopoeia or 
equivalent information from the manufacturer . 

S6 Specifications and Testing  Method of Contai ner Closure System  

Brief description and discussion in point S6 subsection B must be 

stat ed. 
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S7 Stability  

This section must include a summary of th e studies conducted (t esting 

conditions, batch es, analytical methods) and a brief di scussion of the 

study results and conclusions, proposed storage conditions, retest 

periodor shelf life if relevant.  

Post approval stability te st protocols and commi tments to monitor 

stabil ity as stated in item P8 subsection B need to be includ ed. 

Summary of stability test results in the form of a table with a graphical 

overview if  necessary.  

Generic Drugs:  

The justification for setting a retest date or shelf life may ref er to 
literature.  

 

P DRUGS  

P1 Descript ion  and Formula  

The information in point P1 of subsection B and composition must be 

included in this section.  

P2 Product Development  

Discussion of  information and data from point P2 subsection  B, 

including information from develop ment studies, com ponents of Drug  
Products , Finished Product , development of manufacturing proc esses, 

container closure systems , microbiological att ributes, specific ations and 

packaging testing systems, and compatibility must  be included.  

Generic Drugs:  

Justification can use literature data.  

P3 Manufacturing Process  

Informat ion from point P3 of subsection B, including : 

- Manufacturer information for each step of manufacture.  

- Name and n umber of Active Pharmaceutical Ingredients  and 
Excipients.  

- A brief description of critical  step  manufacturing and control 

processes and intermediate products ai med at producing  consistent 

routine productio n and quality products.  

- A brief descrip tion of the proce ss validation results as described in 

point P3.4 subsection B.  

P4 Specifications  and Testing Methods for Excipients  

The summary of Excipient q uality as descri bed in point P4 of subsection  
B needs to be included.  

Generic Drugs:  

According to the  requirements of Pharmacopeia or equivalent 
information from the manufacturer.  

P5 Specifications and Testing Methods for Drugs  

A summary of the justificati on for the deter mination of specifications, 
analysis procedures, and validations and  the characteriza tion of 

impurities must be included.  
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Specifications listed in point P5.1 subsectio n B and the summary of the 

batch analysis results listed in point P5.4 s ubsection B must  be 
included.  

Generic Drugs:  

Characterization of impurities and spec ifications of the  Drug according 

to the requirements of Pharmacop oeia or equivalent information from  

the manufacturer.  

P6 Reference Standards  

Information from poin t  P6 subs ection B (if app ropriate can be in the 
form o f a table), need to be included.  

Generi c Drugs:  

Accordin g to the requirements of Pharmacop oeia or equivalent 
information from the manufactu rer.  

P7 Specifications and Testing  Method for Container Closur e System  

A brief  description of the informati on contained in point P7 subsection B 

and discussion must be included.  

P8 Stability  

A summary of the studies conducted (test conditi ons, tested  batches, 

and analysis methods), a brief description  of the results of the stability 
study as wel l as analysis of the data and its concl usions, mu st be 

stated . 

Conclusions about storage conditions and shelf lif e and  storage 

conditions after the packaging is opened (if n ecessary) must be stated.  

A summary of  the results of the stability study in the form of tables 

and/or charts of point P8 subsection B if any, needs to be included.  

Post-approva l stability test protocol Registration and commitments to 

monitor stabil ity as stated in  point P8 subsection B need t o be included.  

P9 Equivalence  Data  

A brief descriptio n of the dissolution test (in vitro) and the 
bioequivalence stu dy (in vivo), if required.  

 
SUBSECTION B: QUALITY DOCUMENTS  

 
S ACTIVE PHAR MACEUTICAL INGREDIENTS  

S1 General Infor mation 

S1.1  Nomencl ature  

¶ International Nonproprietary Name Modified (INNM).  

¶ Pharmacopeia  Name if relevant.  

¶ Registration number of Chemical Abstrac t Service (CAS).  

¶ Laboratory code (if any).  

¶ Chemical name.  

 
S1.2  Chemical Formulas  

New Chemical Entity : 
Structural formulas, including r elative and absolute 
stereochemistry, molecular formulas, and relative m olecular 

mass , must be indicate d.  
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Biological Products:  
The schematic sequence of amino a cids indicating the site of 

glycosylation or modification of another pos t-translational and 

relative molecular mass , should be indicated if any.  
 

Generic  Drugs:  
According to the requ irements of Pharmacopeia or other 

infor mation from the man ufacturer.  

 
S1.3  General Characteristics  

Physicochemical properties or other rele vant properties of Active  

Pharmaceutica l Ingredient  including  biological activities for 

Biological Produc ts must be listed.  

References: IC H Guidelines, New D rugs: Q6A; Biological 

Products: Q6B.  

 
S2 Manufacturing  Process and Source of Active Pharmaceutical  Ingredients  

 S2.1  Manufacturer  

Full name an d address including the city and country of the 
Active Pharmaceutical Ingredient  manufacturer n eed to be 

listed.  

 
S2.2  Description and Control of Ma nufacturing Process  

Description of the process of manufacturing Active 

Pharmaceutical In gredients  that includes information on the 
manufacturing process and control over the  manufacturing 

proce ss needs to be included.  

 
New Chemical Entity : 

¶ A schematic flow diagram of the synthetic pro cess(es) should 

be provided that includes molecular for mulas, weights and 
yields,  chemical struc tures of starting ma terials, 

intermediates, reagents and  Active  Pharmaceutical  

Ingredients  reflecting stereochemistry, and identifies 
operating c onditions an d solvents.  

¶ A sequential procedural narrati ve of the manufacturing 
process that prov ides quantities of r aw materials, solvent, 

catalysts and reagent reflect ing the representative batch 

scale, and includes process controls, equipment and 

operati ng condition s, such as temperature, pressure, pH, 
time etc.  

¶ Alternative process should be explai ned and described wi th 
the same level of details as the primary process.  

Reprocessing steps  should be identified and justified  

Biological Products : 

Information on the manufa cturing process, which typically starts  
with a vial(s) of the  cell bank and includes cell culture, harvest(s),  

purification and modification reaction, filling storage and shipping  

conditions.  

Reference : ICH Guid elines: Q5A, Q5B and Q6
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S2.3  Control of Material  

Material used in th e manufacture of the  Active Pharmaceutical 
Ingredients  (e.g., raw ma terials, starting materials, solvents, 

reagents, catalysts) should be listed identifying  where each 
mate rial is used in the process.  

Informatio n on the quality and control of these materia ls should 

be provide d. Information demonstrating that materials 
(inc luding biologically -sourced materials, e.g., media 

components, monoclonal antibodies, en zymes) meet stan dards 

appropriate for their intended us e (including the clearance or 
control of adve ntitious agents) sho uld be provided, as 

appropriate. For biologicall y-sourced materials, this can include 

information regarding the source, manufacture, and  
characterizatio n.   

References: ICH Guidelines, New Drugs: Q6A; Biological  

Produ cts: Q6B.  

Biolo gical Products:  

¶ Control of source and s tarting materials of biological Origin. 

Summa ries of viral safety  information for biologically -sourced 

materials  should be provided.  

¶ Source, history and generation of the cell substrate.  

Information of the source of  the cell substrate and analysis of 

the  expression construct used to genetically mod ify cells and 

incorp orated in the initial cell clone used to develop  the 

Master Cell Bank should be provided as described in Q5B and 

Q5D.  

¶ Cell banking syst em, characteriza tion and testing.  

Information on the ce ll banking system; quality control 

activities  and cell line stabi lity during production and storage 

(including pr ocedures used to generate the Master and 

Working Cell Bank(s)) should be provided as des cribed in Q5B 

and Q5D.  

Reference ICH Guidelines: Q5A, Q5B, Q5C, and Q5D   

 

 
S2.4  Control s of Critical  Steps  and intermediate s 

Criti cal  steps : te sts and acceptance criteria with justificatio n, 
including  experimental  data, performed at a critical steps  of the 

manufactu ring process to ensure that the process is controlled.  

Intermediate s: specifications and ana lytical method  (if any), for 
intermediate s obtained during the process.  

References: ICH Guidelines Q6A, Q6B,  

Addition to Biolo gical Products: stability data that supports 
storage co nditions.  

References: ICH Guidelines Q6A, Q6B , Biological Product s: 
Stability data supporting storage conditions.  

References: ICH Guidelines Q5C.  
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S2.5  Process validatio n and/or evaluat ion  

Process validation and/or evaluatio n studies for sterilization  and 
aseptic proce sses should be included.  

Biological Products:  

Sufficient validation information and validation evaluation to 
prove that the manufacturing process (including  the reprocessin g 

steps ) is in accordance with t he purpose and for the sele ction of 
appropria te critical process control (operational parameters and 

during the m anufacturing process/in -process test) and its 

limitations for critical manufacturing steps  (e.g., cell culture, 
harvesting, purification , and modification).  

Inform ation should inclu de a description of the study plan as well 

as the results of the ana lysis and conclusions of the study. 

Validation of analy tical  methods and determ ination of levels  
should be compared, as part of the ju stification of the selection  of 

critical proce ss controls and their limitations.  

Studies of the removal or inacti vation of viral contaminants in the 
manufacturing process should be submitted.  

References: ICH Guidelines  Q5A, Q5D, Q6B . 
 

S2.6   Manufacturing Process Development  

 New Chemical Entity : 

Description and discu ssion of significant  changes to the 

manufact uring process and manufactur e site for Active 

Pharmaceutical Ingredient s used in nonclinical tria l batches, 
clinical trial batches, pilot batches, and if any, manufacture scale 

batches.  

References: ICH Guidelines : Q3A  

Biological Produc ts:  

History of the developme nt of the manufact u ring process as 

described in point S2.2. Description of changes ma de to the 

manufacture of Active Pharmaceutical Ingredient  batches used a s 
support for Reg istration (e.g., nonclinical and clini cal trials), 

including chang es in critical pro cesses or equipment. The reasons 

for the changes should be explaine d including relevant 
information on the manufacture of Active Pharmaceut ical 

Ingredient  batches during development, such as bat ch numbers, 

batch size of ma nufacture and use (e.g. stability, nonclinical 

comparing materials) associated with t he change.  

Significant  changes should be assessed by evaluating the potential  
to the quality i mpact of Active Pharma ceutical Ingredient s (and/or  

intermediate comp ounds, if any). For significant  changes in the 

manufactur ing process, there must be data from the analysis test 

compared to the associated Active Pharmaceutical Ingredient s. 
Discussion  should include justificatio n of test selectio n and 

evaluation of test results.  

Clinical and nonclinical trials i n other modules may be included to 
complete the evaluation of the effect of manufacturin g process 

changes  on Active Pharmaceuti cal Ingredient s and Related Drugs.  

References:  ICH Guidelines Q6B.   
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S3 Characte rization  

S3.1  Elucidation  of the structure and Characteri sti c 

New Chemi cal Entity : 

Confirmation of structures based o n synthesis routes and 

spectrum analysis. Information on the potent ial occurrence of 
isomerism, stereochemical identification, or potential for the 

formati on of polymorphs should be included.  

References: ICH Gu idelines Q6A. 

Biological Pro ducts:  

A detailed description of primary, secondary, and higher  order  

structur es, as well as information on biological activity, purity, 
and immunochemical properties  (if relevant).  

References: ICH Guidelines Q6B.  

Generic  Drugs, Major Variations, Min or Variations:  

Pharmacopoeia  requirements or other information from the 

manufacture r.  

 
S3.2  Impurities  

Information on impurities should be stated. 

References: ICH Guidelin es Q3A, Q3C, Q5C, Q6A, 

and Q6B.  

Generic Drugs:  

Pharmac opoeial requirements or other  information from the 

manufacturer.   

S4 Specificati ons and Testing Methods for  Active  Pharmaceutical 

Ingredients  

    S4.1  Specifi cations  

Detailed i nformation on specifications, tests, and acceptance 

criteria for Act ive Pharmaceutical Ingredient s need to be 

included.  

References: IC H Guidelines, New Drugs: Q6A. 

Biological Products:  

Sources, including animal species, ty pes of microorgani sms, 

etc. should be specified.  

References: ICH Guidelines Q6B.  

Generic Drugs, Major Variations, Minor Variations:  

Active Pharmaceutica l Ingredient  Specifications according to 

Pharmacopoeia. Specifications for Active Pharmace utical 

Ingredient s that do not refer to Pharmacopoeia must be stat ed 

whether based o n Certificate of Analysis (CoA) from the 
manufacturer or based on testing by the Applicant.  

 

S4.2  Analytical  procedure s 

The analytical procedures  used for testing for Active 

Pharmaceut ical Ingredient s must be deta iled  to enable 
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reprodu cible testing by another laboratory.  

 

References: ICH Guidelines, New Drugs: Q2A; Biolog ical 
Products: Q6B . 

Generic Drugs, Major Variations, Mi nor Variations:  

Pharmacopeia  Requirements or ot her information from the 

manufacturer.  
 

S4.3  Validation of Analytical Procedures  

Analytical  validation information including experime ntal data 

on the analytical methods u sed for testing the Active 

Pharm aceutical Ingredient s needs to be included.  

Validation parameters  that must be considered are selectivity, 

precision (intermediate precision repetition a nd 

reproducibility ), accuracy, linearity, range, quanti tation limit, 

detection limit,  robustness, and s yst em suitability test.  

References: ICH Guidelines, New Drugs: Q2 A and Q2B; 

Biological Products: Q6B.  
 

Generic Drugs, Major Variations, Minor Variations:  

Required only for  non -Pharmacopoeial methods.  

Referenc es: ASEAN Guideline  for  Valida tion  of

 Analytical  Procedure.  

 

S4.4  Batch Analysis  

A description of the batch anal ysis and analysis results need to 

be included. References: ICH Guidelines, New Drugs: Q3 A, Q3C 
and Q6A; Bi ological Products: Q6B.  

 

S4.5  Specif ication justification  

The just ification for the deter mination of the Active 

Pharmaceutical Ingred ient  specification needs to be stated. 

References: ICH Guidelines, New Drugs: Q6A; Biolo gical 

Products: Q6 B.  

S5 Reference Standards  

Information  on the quality of reference s ubstances or materi als used 

for testing of Active Pharmaceutica l Ingredient s needs to be stated.  
References: ICH Guidelines, New Drugs: Q6A; Biological  Products: 

Q6B.  

 

Generic Drugs, Major Variations, Minor  Variations:  

Pharmacopeia  Requirements or other  info rmation from the 

manufacturer.  

S6 Specification and Testing of Container Closure System  

New Drugs and Biological Products:  

In or der to include a description o f the packaging sy stem,  including 

the identity of the primary packaging components and their 

specifications. Specifications for each of these components should 
include des cription and ident ification (critical measurements and 
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drawings where appropriate). F or non -Pharmacopoe ial m ethods with 

appropriate validation.  

For non -functional seco ndary packaging components (which are not 

in direct contact with the product), a brief d escription is suff icient, 

while for functional secondar y packaging components, additio nal 
information is  requ ired for these components . 

Things that need to be consid ered in the selection of packaging such 

as packaging materials, ability to protect Active Pharmaceutical 

Ingredient s against mo isture and light, compatibility b etween 
packaging m ateri als and Active Pharmaceutical Ingredient s include 

interactions between Active Pharmaceutical Ingredient s and 

pack aging, leaching an d/or safety of packaging components.  

S7 Stability  

Stability Summary and Con clusi ons  

It is necessary to provide a summary of the studies  conducted , the 

study protocols and results. The summary shall include the stu dy 

results, for ex ample the results of forced degradati on and stress 

condition, includin g the conclusions of st orage conditions and the 
date of retest or shelf life.  

References: ICH Guidelines Q1A (R2), Q1B, and Q5C.  

Post-approval Stability Prot ocols and Stabilit y Commitments  

Post approval  stability  testing  protocols  and  sta bility  commitment s.  

References: ICH Guidelines Q1A  (R2) and Q5C.  

Stability data  

The results of the stability testing (for example, the re sults of the  

forced degradation study and stress condit ions) outlined in the form 
of tab les, charts, or na rrative s, by including information on the 

analytical procedur es used and the validation of these procedures 

according to the specified format.  

References: ICH Guideline s Q1A (R2), Q1B, Q2A, Q2B, and Q5C. 

Generic Drugs, Major Variations, M inor Variations:  

Stabilit y data from the manufacturer or approp riate  information.  

 
 
P DRUGS  

 
P1 Description and Formul a 

Description and c omposition of drugs must be stated, s uch as:  

¶ Dosage form;  

¶ Complete com position, quantity  of each raw material in one 
production batch (including  ove rage, if any), function of each 

raw material, and quality reference used (for example 

Pharmacopoeial monogr aph or manufacturer's specifications) ; 

¶ Description of the solvents use d for reconstituti on; and  

¶ Types of  packaging  used  for  Drug s and  reconstit uted solvents, if 

required.  

References: ICH  Guide lines,  New Drugs:  Q6A;  Biological  Products:  Q6B.  

P2 Produ ct Development  

P2.1 Informationon  Development Stud ies 
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Drugs  with New Chemical  Entity  and Biological Products:  

Product  Development Division provides informati on and data  on  
the  results  of development  studies  conduct ed to ensure that the 

dosage for m, formulation, ma nufactu ring process, contain er 

closure  system, microbiological attributes, and methods of 
administration are in accordance with  the registered Drug intended 

use. Such studies differ fr om routine testing carried out acco rding 

to Drug spec ificati ons. This section should also identify and 
describe  the formulation and process attributes (clinical 

parameters) that can affect batch repr oducibility, product 

performance/efficacy, and Drug quali ty. Supporting data and 
specific st udy results or inf ormatio n from published literature can 

be included as an a ppendix. Additional supporting data can be 

used as a relevant reference for nonclinical sections.  

References:  ICH Guidelines, New Drugs: Q6A; Bio logical  Products: Q6B.  

P2.2  Compone nt  of Drug Product  

P2.2.1 Active Pharmaceutical I ngredient s 

Drugs with New Chemical Entity  and Biological  
Products:  

The compatibility of the Active Pharmaceutic al 

Ingredient s wit h Excip ients should be explained. In 

addition, the phys icochemical characteristics (e.g. 
moisture content, solubility, particle size distributi on, 

polymorphs or soli d form) of the Activ e Pharmaceutical 

Ingredient s which ca n affect the quali ty of t he Drugs 
should be described in this section. It  is the same for 

combination preparations.  

Compatibility of Active Pharm aceutical Ingredient  

Drugs with Excipients and physicochem ical 
characteristics of Active Pharmace utical Ingredient s 

that can affect the quality of Drugs  such as moisture 

content, solubility, particle size distribution, 
polymorphs, or solid form should be describ ed in this 

section. It is the same f or combination preparations.  

Generic  Drugs, Major Vari ations,  Minor Variations:  

Information according to lite rature data.  

P2.2.2 Excipients  

Selection of Excipients as listed in point P1, 
concentrat ions and characteristi cs that affect the 

appearance of Dru gs, should be explained according 
to t heir respective fu nctions . 

Generic Drugs, Major Variations, Minor Variat ions:  

Information according to  literature data.  

P2.3  Finished  product  

P2.3.1  Formulation  Developm ent  

Summary of information on the de velopment of The 
Drug Formula should co nsider how to admi nister 
Drugs according to their intended use. The dif ference 

between clinical formulations and formulations (e.g. 

Composition) as mentioned i n point P1 and P2 shou ld 
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be explained.  The results of com parable (if required)  

in vitro (e.g. di ssolution tests) a ndin vi vo (e.g. 
bioequivalence) comparable studies s hould be 

described.  

P2.3.2 Overages  

Overages in the formulation listed in point P1 shoul d 

be described.  

P2.3.3  Physicochemical and Biological Prop erties  

It is necessary to list all relev ant drug parameter s 

such as pH, ionic bonding strength, dissolution, 
redispersion, reconstitution, particle size distribution, 

aggregation, polymorphism, flow  properties, biologica l 

activities or potential and immuno logical activities.  

P2.4  Manufacturing P rocess Development  

The selection and optimization of the manufacturing  process 

listed in point P3.2 especially at the critical step should be 
explained. The method of steriliz ation should be explained and 

given its justification if necessary.  

Diff erences between th e manuf act uring  process es used to 
produce  pivotal clinical batches  and the processes mentioned in 

point  P3.2 that can affect the efficacy of the finished  product  

needs to be included.  
 

Generic Drug s: refers to P3.2.  

P2.5  Container  Closure  System  

The suitabil ity of the container  closure  system used for storage, 

transportation ( shipping ), and use of D rugs shall be explained. 
Discussion  should  consider  (e.g selection of packaging 

materials, protection ag ainst the influence of moisture and light, 

compatibility between packaging materials and  drugs including  

sorpt ion  to container , leaching, safety of  material and  of 
construct ion , and accuracy of the dosa ge of the devices used as 

part of the finished product . 

P2.6  Microbi ological  Attributes  

Microbiologi cal attributes of the preparations n eed to be listed 
including the ra t ional e for n ot per forming  microbial limit tests 

on non -sterile preparations, selection and testing of the 

effectiveness of preservatives in Drug s containing preservat ives, 
if necessary.  

For sterile prep arations, the integrity of the container  closure  
system  in to prevent  microbial contaminatio n should be 

included.  

P2.7  Compatibility  

Compatibility of finished  product  with sol vents for 

reconstituti on or compatibility of finished  product  with 
packaging/medical devices u sed, indicated by  the occu rrence of 

sediment in the solution, interac tion of finished  product  with 

injection vessels, and finished  product  stability information are 

included to support information  for  labelling  
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Generic Drugs , Major Variation s, Minor Variations:  

Literature data can be used.  

P3 Manufacturing Procedures  

P3.1  Drug Manufacturers  

Must include the name, address, and in formation of the perso n 
in charge of each production facil ity, including the Contract 

Giver or other  production facil ities inv olved in the 
manufacturing and testing pro cess. 

P3.2  Batch Formula  

The formula must include the name/quantity of Active 

Pharmaceuti cal Ingredient s and Excipients used including 

materials lost during the manufa cturing process.  

¶ Quantity of materials (g, kg, Liters, etc.) . 

¶ Overage: supporting data and overage justification must be 

included.  

¶ The amount per batch and the total unit of dosa ge should be 

mentioned.  

¶ Description of all steps involved in the  manufacture  of d osage 

for m.  

References: ICH Guidelines, Biologica l Products: Q6B.  

P3.3  Manufacturing Process and Process Control.  

The flowchart of the  manufacturing proces s should be included 

by describing each step  of the manufacturing process  and 

showing at w hich step  the materials are used. Supervision  is 
carried out at a critical  step  on intermediate products and 

Finished Products.  

¶ The full description o f the manufacturing process should 
include in detail all the essentials at eac h step  of th e 

manufac turing process.  

¶ For sterile preparations,  the description includes the 
preparation and sterilization of components (e.g., 

contain ers, closure , etc. ). 

P3.4  Control of Critical Steps  and Intermediate s 

Critical steps : Testing  and acce ptance criteria (with justification, 

incl uding experimental data) performed at a critical step  of the 
manufacturing process to ensure that the proc ess is controlled.  

Intermediate s: Information on quality and control o f 

intermediate s du ring the  manufacturing process.  

References: ICH Guidelines Q2A, Q2B, Q6A, and Q6B.  

P3.5  Process and/or Report Validation  

Description, documentation , and results of validation studies  
from critical steps  or determinatio n of critical assays used in the 

manufacturing pro cess should be submitted (For example, 
validation of sterilization processes or aseptic or filling 

processes).  

References: ICH Guidelines, New Dru gs: Q6A; Biological 

Products: Q6B.  
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Generic  Drugs, Major Var iations, Minor Variations:  

ASEAN Guideline on proc ess validation  

P4 Specifications and Testing Methods for Excipients 

P4.1  Spesifications  

Excipient Specification s. 

References: ICH Guidelines, New Drugs: Q6A; Biological 

Products: Q6B. Gener ic Drugs, Major V ariations , Minor 

Variations:  

According to the requ irements of  Pharmacopeia or other 
information from the manufacturer.  

P4.2  Analy tical  Procedures  

The analytical  procedures used fo r Excipient testing is listed if 
necessary  

References: ICH G uidelines , New Drugs: Q2A;  

Biological Products: Q 6B.  

Generic Drugs, Major Variations, Minor Variations:  

According to the requirements of  Pharmacopeia or other 

information from the manufacturer.  

P4.3  Excipients of animal s and /or human  origi n 

For Exci pients of animal  and/or hum an origin , there must be 

information on adventitious agents  (e.g., sources, 
specificat ions, descriptions of testing  performed, viral safety 

data).  

References: ICH Guide lines, New Drugs:  Q5A, Q5D;  Biological 
Products: Q6B.  

Generic Drugs , Major Variations, Minor Variations:  

According to the requirements of Pharmacopeia or o ther 
information from t he manufacturer.  

P4.4  Novel Exc ipients  

Detailed information on manufacture , characterizatio n, and 
con trol which can be used to support noncli nical or clinical 

safety  data.  

P5 Specification  and Testing Methods for Finished Products  

 P5.1  Specifications  

specifications  for finished product  should be provi ded. 

References: ICH Guidel ines, New Drugs: Q6A; Biological 

Product s: Q6B.  

P5.2  Analytical  Procedures  

The analytical  procedures used for Dr ug testing should be  

provided . 

References: ICH Gui delines, New Drugs: Q2A; Biological 

Product s: Q6B.  
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P5.3  Analy tical  Method Validation Report  

Analytical  validation information including experimental data 
for the analytical methods  used for testing Finished product 

needs to be inclu ded.  

References: ICH Guidelines, New Drugs:  Q2A and Q2B; 

Bio logical Pro ducts: Q6B.  

Generic Drugs, Major Variat ions, Minor Variations:  

Required for Non-pha rmacopoei al  method  only . However, 

verificat ion for the applicability of pharmacopeia  method used is 
required.  

References: ASEAN Guideline for validation o f analytical 

procedure.  

P5.4  Batch Anal ysis  

The description of the batch and the results of the 

batch analysis need t o be included.  

Biological Pr oducts:  

Descriptions ( including batch size, origin and usage) and test 
results of all relevant batches (e.g. n on-clinic, pilots for clinical 

trials, scale-up, and if there are batches  of production scales) 
used to establish spe cifications and e valuate cons istency in the 

manufac turing process need to be included.  

References: ICH Guidelines, New Drugs: Q3A, Q3C and Q6A; 

Biological Products: Q6B; Generic Drugs: refer to P3.4, P3.2.  

Generi c Drugs and Major Variations:  

A summary of t he batch analysis  table with the corresponding 

char ts needs to be included.  

P5.5  Characterization of Impurities  

Characterization  of impuriti es should be provided in this 
section, if the information has not been provided in point S3.2.  

References: ICH  Guidelines, New Drugs: Q3B and Q6A; 

Bi ological Products: Q6B.  

Generic Dr ugs, Major Variations, Minor Variations:  

Pharmacop eia Requirements or ot her information from the 

manufacturer.  

P5.6  Justification  of Specification  

Justification of the determination of Finished Product 

specification s should be provided . 

References: ICH Guide lines, New D rugs: Q3B and Q6A; 
Biological Products: Q6B.  

Generic Drugs, Major Variations, Minor Variations:  

Pharmacopeia  Requirements or o ther information from the 

manufa cturer.  
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P6 Reference Standards  

Information on  the quality of r eference sta ndards used for Finished 
product  testing should be provided.  

References: ICH Guidelines, New Drugs: Q6A ; Biological 

Products: Q6B. Generic Drugs , Major Variations, Minor 

Variat ions:  

According to the requirements of Pharmacopeia  or appropriate  
information from the manufacturer.  

 

P7 Specifications and Testing Methods for Container Closure  

Description of the container closure  system  should be provided , 

including the identity of the  component materi al and the s pecifications 
of the  primary and secondary packaging . These specifications should 

includ e description and identification (corresp onding dimensions and 

draw ings ). 

A brief description of nonfunctional se condary packaging  components 

is included ( e.g. those that neither provide additional p rotection nor 

serve to deliver t he product ). 

For functional secondary packagin g components, the re should be  
additional informat ion in detail.  

The information stated must match in P2.  

 

P8 Stability  

Evidence is requir ed to demonstrate  that the product i s stable, meets 

the Finished Pro duct specifications throughout  the  proposed sh elf life , 

where no  significant  amount of  finished product decomposition occurs 

during this period, and demonstrate  no change i n the potency  and 
effect iveness of preservatives.  

 

Stability  Summary  and Concl usion  

Finished Produ ct with New Chemical Entity  and Biologi cal Products:  

All criteria that follow the ICH Guidelines are acceptable e xcept the 
long -term storage conditions must be at 30 0C, 75% RH. abi lity of the 
packaging system to provide protection against moisture  should be 

considered . 

References: ICH Guidelines Q1A (R2), Q1B,  Q2A, Q2B, and 

Q5C. Generic Dru gs, Major Variations, Minor Variations:  

ASEAN G uideline on Stabi lity Study of Drug Product.  

 
Post  approval  Stability Protocols and Stability Commitment  

Post appro val  stability protocols and stability commi tment  should be 
provided  

Referenc es: ICH Guideline s, New Drugs,  Biological Products: Q1A (R2) 

and Q5C.  

Generic Drugs:  

ASEAN Guideline on Stability Stu dy of Drug Product.  
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Stability data  

Results of stabi lity studies  should be presented in an appropri ate 
format (e.g.,  tabular , graphi cal , narrative ) including information on the 

analytical  methods used to generate data and validation of those 
methods.  

References:  

- ASEAN Guidel ine on Stability Study of Drug Product.  

- ASEAN G uideline on Valid ation of Analytic al Procedure.  

 
P9  Equivalence  Study  

Requirements for Generic Drugs and Major Variat ions:  

The type of study conducted , the protocol used and the res ult  of the 
studies  should be presented in the study report.  The type of stud y 

conducted should refer to  Bioequivalence  Test of the Indonesia FDA 
and the Guid eline for Bioavailability and Bioequivalenc e Studies  or 

WHO Manual for Drug  Regulatory Authority.  

References:  

- Guidelines fo r Bi oequivalence  Test of the  Indonesian FDA.  

- WHO, Regulatory Support Series No 5 "Bioequivalence Studies in 

Huma ns".  

- ASEAN Guideline on Bioequivalence Study . 

 

 
SUBSECTION C: REFERENCES  

References must be included.   

 

 
CHAIRPERSON OF THE IN DONESIAN F OOD AND 

DRUG AUTHORITY,  

 
signed.  

 

PENNY K. LUKITO  
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ANNEX VIII  
REGULATION  OF THE CHAIRPERS ON OF THE INDONESIAN 
FOOD AND DRUG AUTHORITY  OF THE REPUBLIC OF 
INDONESI A 
NUMBER 24 OF 2017 
ON 
CRITERIA AND PROCEDUR ES FOR DRUG REGISTRATION  

 

 
NONCLINICAL DOCUMENTS  

 

Nonclinical documents consis t of Nonclinical Overview, Nonclini cal Writte n and 

Tabulated Summaries, and Nonclinical Study Reports.   
 

The main purpose of the Non clinical Written and Tabulated Summaries is to 

provide  a comprehensive  and  factual and comprehensive  synopsis of nonclinic al 
study data. At  the time of submi ssion of r egistration (e.g. new Chemical Entity ) 

nonclinical study documents must be submitte d in the form of overview, 

nonc linical written and tabulated summaries, while n onclinical study report is 
only sub mitted if required. Nonclinical study documents are not required for 

Generic Drugs. Nonclinical do cuments for Biosimilar Products refer to the  

General Guidelines for Biosimi lar Product Assessment.  

 

 
SUBSECTION A: NONCLINI CAL OVERVIEW  

 

The Nonclinical Overv iew should  provide integrated information analysis. The 
Nonclinical Overview does not exceed thirt y pages.  

 

1. General Aspects  

The Nonclinical Ov erview should include a nintegra ted and critical  

assessment of t he pharmacologica l, pharmacokinetic,  and toxi cological 
evaluations of the Drug. Where Relevant guid ance on the conduct of studi es 

exist, these should be taken in considera tion, any deviation from th is 

guidances should be discussed  and  justified . 

The No nclinical Overview should inclu de a discussion on the nonclinical 

testing strat egy. There sho uld be  a statement that the n onclinical studies 
submitted are in accordance with the Good Labo ratory Practice (GLP). any 

association b etween nonclinical findings and quality characte ristics of 

Drugs,  clinical trial resu lts, o r effects seen with the related product should 
be indicated, as a ppropriate . 

Except for biotechnology -derived products, a n assessment  of im purit ies  and 

degradant s present in the Drug  substance  and products should be  included 

along with what is known of their pot ential pharmacologic and tox icologic 
effect . This  assessment should  form part of the justification for proposed 

im purity limi ts of the Drug  substances and products and  be appropriately 

cross -referenced the quality do cumentation.  The implications of any 

differences in  the chirality, chemical form, and impurity profile between the 
compound used in the noncli nical studies  and the product to be marketed 

should be discussed.  For  Biotechnology -deri ved Products,  comparabili ty of 

Material  used in noncl inical and clinical studies and proposed for m arketing 
should be accessed. If a Drug  product includes a novel excipient  an 

assessmen t , of the information regarding its safety should b e provided.  
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The batch quality information of t he Active Pharmac eutical Ingredient s used 

in this study should be explained. If published sc ientific literature is used 
as a substitute for a study conducte d by the Applican t, it should b e 

supported by justification of the study design  and differences in guide lines.  

References in the Nonclinical Overview on the study matrix in the following 
forma t (Table X.X, Report/study number).  

 

2. Content and Format Structur e 

Nonclinical Overview should b e displayed in the following order:  

Nonclinical Overview  

1. Review o f noncli nical study s trategies.  

2. Pharmacology.  

3. Pharmacokinetics.  

4. Toxicology.  
5. Thorough Review and Conclusion.  

6. Literature List.  

Studies conducted to establish the pharmacodynamic effects, workin gs, and 
potential side effects of the Drug shoul d be evaluated, a nd the m eaning of 

the  results should be considered.  

Evaluation of pharmacokinetic, toxicokinetic , and metabolic data should 

include the analysis methods used, p harmacokinetic models, and the 
source of relevant parameters. Cross -considerati on with pharmacol ogical o r 

toxicologic al studies may be required (e.g. impact of disease conditions, 

changes in p hysiology, antibodies, and consideration of toxicokinetic data).  

Any data inconsistencies shoul d be explained. Interspecies comparison in 
metab olism and systemi c exposu re in animals  and humans (AUC, C max , and 

other parameters) needs to be explained. The li mitations as well as the 

usefulness of nonclinical studies to pr edict the potential side effect s of 
Drugs in humans should be a concern.  

The on set of action, se verity, and duration of toxic effects, and their relation 

to dose and degree of reversibility (o r irreversibility), as well as differences 

related to species or  sex should be evaluated and im portant signs should be 
explained especially reg arding:  

¶ Pharmacod ynamics.  

¶ Toxic signs.  

¶ Causes of death.  

¶ Pathological findings.  

¶ Genotoxic activity - chemical stru cture of Active Pharmaceutical 

Ingredient  compou nds, how it works, and its rela tionship to known 
genotoxic compounds.  

¶ Carcinoge nic potential is associat ed with the c hemical structure of 

Active Pharmaceutical Ingredient  compo unds, its relationship to known 

carcinogens, its genotoxic poten tial, and exposur e data.  

¶ Carcin ogenic risk in humans ð If there is epidemiologi cal data, then 

su ch data should be con sidered.  

¶ Fertility, embryofetal development, pre - and postnatal toxicity.  
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¶ Studies on young animals.  

¶ As a result of use before and during pregnancy, during lactation, an d 

during child development.  

¶ Local tolerance.  

¶ Oth er toxicity  studi es and/or  studies  to clarify  specific  problems.  

Evaluation of toxicology studies should b e prepared logically so that all 

relevant data explains a partic ular effect and/or phenomenon.  

Extrapolating data from animals to humans should take i nto account:  

¶ Species of animals used.  

¶ The number of animals used.  

¶ Drug administration route.  

¶ Dosage used.  

¶ Duration of treatment or duration of study.  

¶ Dosage of No Observe d Adverse Effect Levels (NOAEL)  and toxic 
doses in animals, and related to the maximum  recommended dose  in 

humans. Tables or  images describing this information should be 
included.  

¶ The effects of Active Pharmaceutical Ingredient s observed in  
nonclinical studies, th eir rel ationship to those expected in humans.  

If an alternativ e test animal is used, its scientific validity must be 

explained.  

A Thorough Review and Conclusion should clearly describe the 

properties of Drugs, as indicated in noncli nical studies, and be a 

reasona ble conclusion that can support the safety of the produ ct to be 

used cli n ically. Taking into account the pharmacological, 
pharmacokinetic, and toxicological resu lts, the implications of 

nonclinical findings for the safety of Drug use in humans should be 

explained (as described in the Product Information).  

 

 
SUBSECTION B: NONCL INICAL WRITTEN AND TA BULATED 
SUMMARIES  

 

1.  Nonclinical Study Summaries  

1.1 Introduction  

These gu idelines aim to help prepare a summary of pharmacology, 
pharmaco kinetics, and nonclinical toxic ology in the appropriate 

format.  

The order and content of the Nonclinica l Study Summary secti on 

are outlined below. A good document drafter focuses on meeting 
regulatory requirements. If necessary, Applicants may modify the 

format to make it easier to unde rstand and evaluate the results.  

If necessary, age -rela ted and sex -relat ed effects should be 
explained. Findings related to stereoisomers and/or metabolites 

shou ld be listed. Consistent inclusion of units in nonclinical 

summa ries will help with the evaluat ion process. Table inclusion to 
convert units may also be required.  

In t he Discussion and Con clusion section, inter -study and 

interspecies information should be integrated, and exposure to test 
animals should b e related  to human  exposure  to which  the  

maximum dose will be used.  
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1.2 General Description  

The Order o f the I nformation  Description in each section.  

If anything, in vitro studies should precede in vivo  studies. If several 

similar studies are summarized in the Ph armacokinetics and 

Toxicology s ection, they should be sorted by species, method of 
administration , and then the le ngth of administratio n (starting with the 

shortest time).  

The order of specie s is as follows:  

¶ Mouse.  

¶ Rat.  

¶ Hamster.  

¶ Other rodents.  

¶ Rabbit.  

¶ Dog.  

¶ Primates other than humans.  

¶ Other mammals.  

¶ Other than mammals.  

The route of Drug administration is sor ted as foll ows:  

¶ Methods of admin istration for use in humans.  

¶ Oral.  

¶ Intravenous.  

¶ Intramus cular.  

¶ Intraperitoneal.  

¶ Subcutaneous.  

¶ Inhalation.  

¶ Topical.  

¶ Others . 

Use of Tables and Figures  

Alt hough Nonclinical Study Summaries consist mostly of narration, 
some info rmation is more effective by usi ng tables or figures. Tables 

and figures can be inserted  between narratives or grouped at the end of 

each Nonclinical Stu dy Summary.  

In the narration, t he literature citation for written and tabulated 

summaries should be inc luded in th e following format (T able X.X. 

name/report/study)  

 

Length of Nonclinical Stud y Summaries  

Although there is no formal limit to the length of th e Nonclinical Study 

Summary, it  is recommended no more than 100 ð 150 pages.  

Sequence of Written and Ta bulated Sum maries  

are Compiled i n the following order:  

¶ Introduction.  

¶ Pharmacological su mmary.  

¶ Matrix of pharmacological studies.  

¶ Summary of pharmacokine tics.  
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¶ Matrix of pharmacokinet ic studies.  

¶ Toxicology summary.  

¶ Matrix of toxicology studies.  

 

2.  Noncl inic al Written an d Tabulated Summaries  

2.1 Introduction  

The purpose of this section is to provid e information to assessors about 

the Drug and its proposed clinic al use. Such information should  
include:  

¶ Brief information on the structure of the Drug (preferably , a 

diagram of th e structure is also l isted) and its pharmacological 

properties.  

¶ Information  on clinical indications, dosage, and proposed duration 

of use fo r the Drug.  

2.2 Pharmacology  

2.2.1  Summa ry  

In the pharmacological summary, the data should be presented 

in t he f ollowing orde r:  

¶ A brief summary.  

¶ Primary pharmacodynamics.  

¶ Secondary  pharmacodyn amics.  

¶ Safety pharmacology.  

¶ Pharmacodynamics of Drug interactions.  

¶ Discussi ons and conclusions.  

¶ Tables and  figures (can be listed here or in narration).  

 
2.2.1.1  A brief summar y 

Impo rtant information  from pharmacological  studies 

should be summarized into two to th ree pages. This 

section should start with a brief overview of 
pharmacologic al data that should be looked i nto such 

as inclusion and/or exclusion of certain data (e.g. 

absence  of test animal m odels).  

2.2.1.2  Primary pharm acodynamics  

Primary pharmacodynamic studies should be 

summarized and evaluated. If possible, it would be 

useful to rela te the pharmacology of the Drug  to 
existing data (e.g. selectivity, safety, potency) on other  

Drugs  in its class.  

2.2.1.3  Secondary  pharmacodynamic s 

If any, secondary pharmacodynami c studies should be 

summarized by organ system and evaluated in this 

section.  

2.2.1.4  Safety pharmacology  

The safety pharmac ological studies are summarized 
and evaluated in thi s section. In so me cases, 

seconda ry pharmacodynamic st udies can contribute 
to the evalua tion of drug safety if the studies  
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predict or assess potential adverse Drug effects  in 

humans. In such cases, thes e secondary 
pharmacodynamic studies should be consid ered 

together wi th the pharmacolo gical safety studies.  

2.2.1.5  Pharmacodynamics of Drug interact ions  

Once studies have been carried out, 

pharmacodynamic studies of drug interactions  should 

be summarized.  

2.2.1.6  Discussi ons and Conclusions  

This section is to discuss pharm acological evalu ation 

and to cons ider the significance  of the results.  

2.2.1.7  Tables and Figure s 

Tables and figures can be inserted between narrative 
summary or grouped at the end of each summary.  

2.2.2  Pharmacology S tudy Matrix (see List of Study Matrix)  

 

2.3.  Pharmacokine tics  

2.3.1  Summary  

The Summary Sequence  of Pharmacokinetics is as follows:  

¶ A brief summary.  

¶ Analysis Methods.  

¶ Absorption.  

¶ Distribution.  

¶ Metabolism.  

¶ Excretion.  

¶ Pharmacokinetic of D rug interactions.  

¶ Other pharmac okinetic studies.  

¶ Discussions and conclusions.  

¶ Table s and charts (ca n be listed here or in narration).  

2.3.1.1.  A Brief Summary  

Important findings fr om pharmacokinetic studies 

should be briefly summarized in two or three pages. 
This s ection should begin with an ove rview of the 

scope of pharmacokinetic evaluation, wi th emphasis, 

for  example, on whet her the species and s trains 
studied are the same as tho se used for 

pharmacological and toxicological evaluations, and 

whether the formulatio ns used are the same or 
identic al.  

2.3.1.2.  Analysis Methods  

This section shall contain a br ief summary of t he 
analysis metho ds for biological sam ples, including the 

detection and quantification limits of an analytical 

procedure. If possible, data validation for an alysis 
methods and the stabilit y of biological samples are 

discussed  
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in this sect ion. The potenti al impact of diff erent analysis 

method s on the interpretation of the res ults should be 
discussed in the relevant sections below.  

 

2.3.1.3.  Absorption.  

The following d ata should be summarized in thi s section:  

¶ Absorption (rabsorption rate and speed,  in vivo and 

in s itu studies).  

¶ Kin etic  parameters,  bioequivalence  and/or   

bioavaila bilit y serum  /  plasma  /  blood  

pharmacokin etic studies).  

2.3.1.4  Distribution  

The followin g data should be summarized in this section:  

¶ Tissue  distribution studies.  

¶ Protein binding and distribution in bl ood cells.  

¶ Transf er studies into the p lacenta.  

2.3.1.5  Meta bolism (Interspecies Comparison)  

The following data should be summarized in 

this section:  

¶ The chemical  structure  and  quantiti es of metabolites  

in biologica l samples.  

¶ Possible metabolic pathways.  

¶ Presystemic  metabolism  (early  gastro  intesti nal  
/hepat ic first -pass  effect).  

¶ In vitro metabolism was included in the P450 study.  

¶ Enzyme induction  and inhibition.  

2.3.1.6  Excretion  

The following data should b e summarized in this section:  

¶ Route and extent of excretion . 

¶ Excretion in milk.  

2.3.1.7  Pharmacokin etic of Drug Interact ions.  

Once studies have been carried out, the pharmacokinetic 
studies of non -clinical Drug in teractions (in vitro and/or 

in vivo)  should be briefly summarized in this section.  

2.3.1.8  Other Pharmacokinetic Studies.  

If stud ies have been carrie d out on non -clinical  disease 

models (e.g. animals with renal impairment), they should 
be summarized in this secti on.  

2.3.1.9  Discussions and Conclusions  

Th is section is to discuss pharmacokinetic evaluation 
and consider the significance of the  results.  

2.3.1.10  Tables and  Graphics  

Narrative t ables and charts can be included at 

appropriate points throughout the narrative summary. 
Alte rnatively  tables and charts  are included at the end 

of the summary.  

2.3.2  Summary  of the  Pharmacokinetic  Study  Mat r ix in Ma trix Format 
(see List of Study Matrix)  
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2.4.  Toxi cology  

2.4.1  Summary  

The order of the Toxicology Summary should be as follows:  

¶ A brief summary.  

¶ Single -dose toxicity.  

¶ Repeated -dose toxicity.  

¶ Genotoxicity.  

¶ Carcinogenicity.  

¶ Reproductive and developmental toxicity.  

¶ Stud ies on  young animals.  

¶ Local tolerance.  

¶ Other  toxicity studies.  

¶ Discussions and Conclusions.  

¶ Tables and Charts (can be listed here or in  narration).  

2.4.1.1.  A Brief Summary  

Im portant findings from a toxicological study should 
be briefly summarized in a few pages (g eneral ly no 

more than s ix pages). In this se ction, the number of 

toxicological evaluations can be indicated using a 
table containing a list of the main toxicological studies 

(results do not have to be presented as in this table), 

for example:  
 

Toxicology P rogram  
 

Type and length  of 
study  

Administrat ion 
methods  

Species Given 
compound *  

Single -dose 
toxicity  

po and iv  Mouse 
and rat  

Parent D rug 
compound  

Single -dose 
toxic it y 

po and iv  Rat and 
mouse  

Metabolite X  

Repeated -dose 
toxicity  

   

1 month  Po Rats and 
dogs 

Parent Drug 
compoun d 

6 months  po Rat  Parent Drug 
compound  

9 months  po Dog Parent Drug 
compound  

etc. 
   

* This column should be included only if the metabolite  is studied.  

 

The scope of the toxicological evaluation should be 

described in terms of it s prop osed clinical uti lity. 

Comments on the  GLP status of the study should be 
provided.  

2.4.1.2.  Single -Dose Toxicity  

Single -dose data should b e summarized by species 

and adm in istration methods. In some cases, it may be 

helpful to present the data in tabular form.  
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2.4.1.3.  Repeated-Dose Toxici ty (including support ing 

toxicokinetic evaluation)  

Studies should be summarized by species, 

administration metho ds, and duration of 

administrat ion, providing brief details of methodology 

and emphasis on important findings (e.g. natur e and 
severity of targe t organ toxicity, rel ationship between 

dose (exposure) and/or response, and NOAEL). 

Studies other than the pivot al study, can be 
summarized in not too detail (the pivotal study is a 

definitive GLP study according to the ICH M3 

guidel ines).  

2.4.1.4.  Genotoxicity  

The studies should be su mmarized in the following 
order:  

¶ In vitro nonmammal cell system.  

¶ In vitro mammalian cell sy stem.  

¶ In vivo mammalian systems  (including supporting 

toxicokinetic evaluation).  

¶ Other systems.  

2.4.1.5.  Carcinogenicity (includin g supp orting toxicokine tic 
evaluation)  

It sh ould be explained why the study was selected and 
what was the basis for selecting a high do se. Each 

study should be summar ized in the following order:  

¶ Long -term studies (by species), including studies 

to determin e the dose range that i s not 
appropriate whe n included in the toxicity or 

pharmacokinetics section of repeated -doses.  

¶ Short or medium t erm studies (including studies 

th at determine the dose range that is not 
appropriate when included in the toxicity or 

pha rmacok inetics section o f repeated -doses). 

¶ Other studies.  

2.4.1.6.  Reproductive and Developmental Toxicity (including 
dose range determination an d supporting toxicokinetic 

evalua tion)  

The study should be summarized by providing a brief 
description of the methodology  and e mphasizing the 

key findings in the fol lowing order:  

¶ Fertility and early embryonic development.  

¶ Embryonic -fetal development.  

¶ Prena tal and Postnatal Development.  

¶ Studies in which offspring (young animals) are 
given the Drug and/or are further evaluated  if 

su ch studies have b een conducted.  

If a m odified study design is used, the subtitles must 

also be modified.  
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2.4.1.7.  Local Tolerance.  

Once a local tolerance study has bee n carried out, it 
should be summarized by species, administration 

methods, and duration of  admin istration, provid ing a 
brief descripti on of the methodology and emphasizing 

key findings.  

2.4.1.8.  Other Toxicity Studies (If any)  

If othe r toxicity studies have been ca rr ied out, they 

should be summarized. Where appropriate, a rationale 
for conducting the st udy sh ould be provided.  

¶ Antigenisity.  

¶ Immuno toxicity.  

¶ Mechanistic  studies  (if  not  included  elsewhere).  

¶ Dependency.  

¶ Study of metabol ites.  

¶ Study of impurities.  

¶ Othe r studies.  

2.4.1.9.  Discussions and Conclusions  

This section is to discuss the toxicological assess ment 

and t he significance o f the results. It is recommended 

to use tables or figures to summarize this information.  

2.4.1.10.  Tables and Figures  

Narrative tables and figures ca n be included at 

appropriate points throughout the narrative summary. 

Alternatively, table s and figu res can be includ ed at the 
end of the summary.  

2.4.2.  Summary  of the  Toxicology  Study  Matrix  (seeList of Study 

Matrix)  

 
3.  Nonclinical Written and Tabul ated Summaries  

It is recommended that the summary table for nonclinical information in 
Common Technical D ocument (CTD) is created in a format t hat complies 

with these guidelines. Applicants may modify the format, if necessary, to 

provide the best possible pr esentation of the information and to assist in 
understanding the evaluation of results.  

These guideline s are not intende d to indicate what st udies are required, but 
only to provide advice on how to tabulate the results of studie s that have 

been conducted . If necessary, Applicants can add or remove some parts of 

the format. One study matrix fo rmat can contai n the results of multiple 
studies. Alt ernatively, it can also list data from a single study in several 

study matrix formats.  

The format proposed for th e table in the nonclinical written and tabulated 

summaries is given in the List of study m atrix. The stud y matrix list 
con tains a standard form at (templates) for use in creating tables. The 

default format contains notes that are i talicized to provide guida nce on its 

creation (information that is italicized should be deleted when the tables  
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are created). How ever, it remains the Applicant's respo nsibility to decide on 

the best way of presenting the data for each product. It should be noted that 
the written and tabulated summary review together with the summary is 

the overview of nonclinical info rmation. The pr esentation of dat a using the 

standard format and the examples provided must still ensure the 
availability of sufficient infor mation for the assessor an d must provide a 

brief overview of the related information.  

 

If studies on young animals h ave been carrie d out, a matrix s hould be made 

using a  standard format appropriate for the type of study.  

The table creation for the Nonclini cal Written and Tabulated Summaries 

should follow the order of the Nonclinical Study Summary.  

 

SUBSECTION C: NON-CLINICAL STUDY REPORT  
 

Full report  of non -clinical studies is not required unless deemed necessary 1. 

This guideline provides an agreed format for the arrangement of non -clinical 

reports in the Registration Document  Part III for registration to be submi tted t o 
the Indonesian FDA . Thes e guidelines are not intended to indicate what studies 

are required, but only indicate an appropriate format  for the non -clinical data  

that has been obtained.  

A suitable placement for each individual test animal data i s in t he study report 

or as an annex t o the study report.  

 
1. Table of Contents of Non -clinical Study Reports  

The table of contents should list all N on-clinical Study Reports and include 

the location of each study report in the Registration Document part III.  The 

table of contents for the Non -cli nical Study Report must  include all 
numerical items contained in the Registration Document part III to  identify 

all the essentia l components of a Drug registration (e.g. , 2.3.5.1 Fertility and 

early embryonic de velopm ent) and continue until the summ ary of the study 
report. So , each study report must be identified in the table of contents.  

 
Illustration of  Part of Table of Contents  of Non -clinical Study Report  

1.1.  Repeated -Dose Toxicity  

Aa-aaa study  : 30 days of repeat ed-dose toxicity study with Drug X in 
rats.  

Bb -bbb study  : 6 months of repeated -dose toxicity study with Drug X 
in rats.  

Cc-ccc study  : 30 days o f repeated -dose toxicity s tu dy with Drug X in 

dogs.  

Dd -ddd study  : 6 months of repeated -dose toxicity study with D ru g X 

in dogs.  
 

1 In other ASEAN member states, non-clinical study reports may not be required for registration of new Chemical Entity (NCE), 

biotechnology products, or other major variations if the originator product has been registered and approved for market in the 

reference countries. 
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1.2.  Genotoxicity  

1.2.1.  In vitro  
Ee-eee study: Ames Test with Drug X; etc.  

 

2. Clinical Study  

Stud y reports should be presented in the following o rder:  

2.1  Pharmacology  

2.1.1  Primary pharmacodyn amics.  
2.1.2  Secondary  pharmacodynamics.  
2.1.3  Safety pharmacology.  

2.1.4  Pharmacodynamics of Drug interactions.  
 

2.2  Pharmacokinetics  

2.2.1  Analysis and validation method reports (if the re ports ar e 
separate).  

2.2.2  Absorption.  

2.2.3  Distribution.  

2.2.4  Metabolism (comparison between species).  
2.2.5  Excretio n.  

2.2.6  Pharmacokinetic of Drug interaction s. 
2.2.7  Other pharmacokinetic studies.  

2.3  Toxicology  

2.3.1  Single dose toxicity (by species, administration methods).  
2.3.2  Repeated -dose toxi city (ba sed on species, administration 

methods, duration o f administration, including su pporting  

toxicokinetic evaluation).  

2.3.3  Genotoxici ty  
2.3.3.1  In vitro.  

2.3.3.2  In vivo  (including supporting toxicokinetic evaluation).  
2.3.4  Carcinogenicity (including suppor ting toxicokinetic  evaluat ion)  

2.3.4.1  Long -term studies (by species, including stud ies to 

determine the dose rang e that c annot be included in 

the toxicity or p harmacokinetics of repeated -doses). 
2.3.4.2  Short or medium term studies (including studies that 

determine the d ose range that can not be i ncluded in 

the toxicity or pharmacokinetics of rep eated-doses). 

2.3.4.3  Other studies.  
2.3.5  Reproduct ive and developmental toxicity (includ ing studies to 

determine the dose range and adjunctive toxicokinetic 

evaluation. When a modified study d esign is used, the  followi ng 

subtitles should also be modified)  

2.3.5.1  Fertility an d early embryonic development.  

2.3.5.2  Embryon ic-fetal development.  
2.3.5.3  Prenatal  and  postnatal

development,  including maternal function.  

2.3.5.4  Studies in which offspring (young animals) are given 

th e Drug and/or are further evaluated if such studies 
have been conducted.  

2.3.6  Local Tolerance.  

2.3.7  Other Toxicity S tudies ( if any)  
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2.3.7.1  Antigenisity.  

2.3.7.2  Immunotoxicity . 
2.3.7.3  Mechanistic studies (if not included elsewhere).  

2.3.7.4  Dependency.  

2.3.7.5  Metabolites.  
2.3.7.6  Impurities.  

2.3.7.7  Other studies.  

 

 
SUBSECTION D: REFERENCES  

 

The references u sed are determined in accordan ce with the Vancouver 

Declaration, 1979 "Unifo rm Requirements for Manuscripts Submitted to 

Biomedical Journals", or the system used in "Chemical Abstr acts". Copies of t he 
impor tant references mentioned in the non -clinical revi ew must be included in 

this sec tion. All references that are not yet given must  be available upon 

request.  
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MATRIX: STANDARD FORMAT OF NONCLINICAL WRITTEN AND TABULAT ED 

SUMMARIES  

2.2.2  Pharm acology  

2.2.2.1  Pharmacology: a Overview 

2.2.2.2  Primary pharmacodynamic s* 
2.2.2.3  Secondary pharmacodynamics*  

2.2.2.4  Safety pharmacology  
2.2.2.5  Pharmacodynamics of Drug interactions*  

 

2.3.2  Pharmacokinetics  

2.3.2.1  Pharmacokinetics: a Overview 

2.3.2.2  Analysis methods and validation reports *  
2.3.2.3  Pharmacokinetics:  absorpt ion after a single dose  

2.3.2.4  Pharmacokinetics: absorpti on after repeated -doses 

2.3.2.5  Pharma cokineti cs: organ  distributio n 
2.3.2.6  Pharmacokinetics: plasma protein binding  

2.3.2.7  Pharmacokinetics: stud y in pregnant or nursing  an imals  

2.3.2.8  Pharmacokine tics: ot her distribution stud y 
2.3.2.9  Pharmacokinetics: metabolism  In Vivo  

2.3.2.10  Pharmacok inetics:  metabolism  In Vitro  

2.3.2.11  Pharmaco kinetics: possible metabolic pathways  
2.3.2.12  Pharmacokinetics: induction/inhibition of drug -metabolizing enzyme s 

2.3.2.13  Pharmacokinetics : excret ion  
2.3.2.14  Pharmacokinetics: excretion into  bile  

2.3.2.15  Pharmacokinetics: drug interact ions  
2.3.2.16  Pharmacokinetics: others  

 

2.4.2  Toxicology  

2.4.2.1  Toxi cology: a Overview  

2.4.2.2  Toxicokinetics: a Overview of toxicokinetic studies  

2.4.2.3  Toxicokinetics: a Overview of toxicokinetic s tudies  

2.4.2.4  Toxicology: Drug Substance  
2.4.2.5  Singl e-dose t oxicity  

2.4.2.6  Repeated -dose toxicity: a nonp ivotal study  
2.4.2.7  Repeated -dose toxicity: a nonpivotal study  

2.4.2.8  Genotoxicity: in vitro  

2.4.2.9  Genotoxicity: in vivo  
2.4.2.10  Car cinogenicity.  

2.4.2.11  Reproductive  and developmental toxicity: a nonpivotal study  
2.4.2.12  Reproductive  and  developmental  toxicity:  fertility  and early embryonic 

development until implantation (pivotal)  

2.4.2.13  Reproductive and developmental toxicity: effect on embryofetal 

development (pivotal)  
2.4.2.14  Reprodu ctive and developmental toxicity: effects on pre a nd postnatal 

development, incl uding matern al (pivotal) function  
2.4.2.15  Studies on y oung animals a 

2.4.2.16  Local tolerance.  

2.4.2.17  Other toxicity studies . 
 

* : Study matri x summary is optio nal. Pre ferably in the form of narrative tables 
and figure s with a Non -clinical Study Su mmary.  

a : If  studies on young animals have be en carried out, it is necessary to create a 

matrix using a standard format appropriate to the type of st udy and is 

placed in Secti on 2.4.2.15.  
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The Common Technical Dossier - Nonc linical Study Data  

 
2.2.2.1 Ph armacology  Overview  Test Drugs: (1) 

 
Type o f study  Test system   Method of administration  Test Facility   Study Number (4) Location (3) 

Vol.  Pg 

Prim ary pharmacodynami cs (2) 

Secondary pharmacodynamics  

Safety  pharmacology 

Pharmacodynamics of Drug interac tions  

 

Note: 
(1)   International Nonpropriet ary Name (INN)  
(2) There should be one line for each pharmacological report, in the same order as the CTD. R eports that includ e the GL P Compliance Statement 

should be identified in foo tnotes.  

(3) The location of the Te chnical Report in the CTD should be indicated.  
(4) Or No. Reports (on all tables)  
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2.2.2.4 Safety Pharmacology (1) Test Drugs: (2) 
 

 
Organ Systems  
evalua ted  

Species/Strain  Method  
Administration  

Dosea 

(mg/kg)  
Gender and No . per group   Noteworthy  

Findings  
Compliance  
to GLP  

No. Studies (3) 

     
 

   

 
 
 
 
 
 
 

 
Note: (1 ) All safety pharmacological studies should be sum marized  

(2) International Nonpropr ietary Name (INN)  

(3) Or No. Reports (on all table s) 
a - Single dose unless otherwise st ated  
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2.3.2.1 Pharmacokinetics  Review Test Drugs: (1) 

 
Type of study  Test System  Method o f administration  Test Facility  Studies  Number  

Absorption (2) 

Distribution 
Metabolism  
Excretory  
Pharmacok inetics  of drug  interactions  
Others  

 
 

Location (3) 

Vol.  Pg 

 

 
Note: (1) International Nonproprietary Na me (INN)  

(2) There sho uld be o ne line for each pharmacological report, in the sa me order as the CTD. Reports t hat contains the GLP 
Compliance Statement shou ld be ide ntified in footnotes.  

(3) The location of the Technical Report in the CTD should be indicated.  
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2.3.2.3 Pharmacokine tics: Ab sorption after a single dose  

 
Test drug: (1) 

Locat ion in CTD:        Volume.  Page 
No study.  

 

Species 
Gender  (M/F)/numb er of animals  (4) 
Feeding conditions  

Vehicle /formu lations  
Method of  administration 
Dose (mg/kg)  
Sample (e.g. blood, p lasma, serum)  
Analyte  

Assay (2) 
Pharmacokinetic paramete rs 

 
Additional information (3) 
Note : 
(1) Internati onal Nonpropriet ary Name (INN)  
(2) For example: HPLC, LSC with labeled compounds 14C 
(3) For example, brief narr ative of results, differen ces in species, differences in sex, relevance to d ose, or special comments.  
(4) One column for each study conducted. By comparison , information on  the maximum recommended dose in humans sho uld be included.  
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2.3.2.4. Pharmacokinetics  : Absorption afte r repeat ed dosing  

(Data can be tabulated as in 2.3.2.3 fo rmat (if applicable )) 

 
Test Drug:  
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Format A  
2.3.2.5 Pharmacokinet ics: Organ distr ibution  Test Drug : 

Location in  
CTD:  Vol.  Page 

 

Species:  
Gender  (M/F) Number of ani mals: 
Feeding cond itions: 
Vehicle /Formulation:  
Administration methods  
Dose (mg/kg) 
Radionuclides:    
Specific activities:  
 

 
No study.  

Sampling Period:        Concentration  (unit)
 T (1)  T (2)  T (3)  T (4  

T (5)  T ½  
Tissue/organ  

 
 

Additi onal Information:  
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Altern ative Format B:  
2.3.2.5 Pharmacokinetics: Organ di stribution  Test Drug: 

Location  in  
 CTD:  Vol.  Page 

 

Species:  
Gender  (M/F)  Number of animals : 
Feeding conditions 
Vehicle /formula tions  
Administration methods 
Dose (mg/kg) 
Radionuclides:    
Specific  activities:  
Analyte/Assignment (unit)  
Sampling ti me: 

 
No study.  

 
 
 
 
 
 
 
  

 
 Ct           Last Sampling Ti me  

Tissue/organ  Concentration  T/P 1) Concentration  T/P 1) time  
   AUC  t ½  

 
 

 

Addi tional Inf ormation:  

 
 

1)(Tissue)/(Plasma)  
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2.3.2.6.  Pharmacokinetics : Plasma Protein Bonds  

 

Test Drug  
Study system:  
Target s, systems, and testing  method s: 

Location in CTD:  
Species Concentration tested  % bound  No. Study     Volume  Pages 

 
 
 
 
 
 
 
 

Addit ional Information:  
 
 



-112 - 
 

 

2.3.2.7.  Pharmacokinetics :  Pharmacokinetics: studies in pr egnant or 
lactating animals (1) 

 

 
Transfer via Placenta   

Species:  

Gestational age/number  of animals: 

Vehicle /Formulation:  

Administrat ion methods 

Dose (mg/kg)  

Analyte:  

Assay : time (hour)  
  

Concentratio n/amount (% of dose)  

Dam : (3) 
Fetus (3)  

Add itional information: 

Additional Informati on:  

 

   Test Drug : (2) 

Locat ion in CTD:  Vol.  Study 

page No:  

 
 
 
 
 
 
 

 
 
 
 
 
 
 

Locatio n in CTD:  Vol.  Page 

Excretion into breast milk   No.Study   

Species:  

Date of lactation /number of animals:  

Feeding condi tions:  

Vehicle /Formul ation:  

Dose (mg/kg) 

Analyte:  

Assay :                                                                                                                                                                                          

time (hour)  

Concent ration : 

Breast Milk: 

Plasm a 

Breast Milk/plasma:  

 Neonates :

 

Add it ional Information:  

 

 

Notes to Table 2. 3.2.7 
 

(1)  Although data are obtained  from reproductive toxicology studies, the results should be inc luded in this table  
(2) Interna tional Nonpro prietary Name (INN)  
(3) Sample  of a tissue taken should be described (e.g plasma  foe dams, fetal levels)  



-113- 
 

 
 

 
 

 

2.3.2.8  Pharmacokinetics.   Other Distribution Studies  Test Drug  : 



-114 - 
 

 

 
 

 

2.3.2.9  Pharmacokinetics.  Metabolism i n vivo  Test Drug:  
 

Gender (M/F) Number of animals: 

Feeding conditions: 
Vehicle /Formulation:  
Administration methods: 
Dose (mg/kg) 
Radionuclide s: 
Specific activities:  

 
 
 
 
 
 
 

% Compounds in Sample   Location in CTD  

 
 

 Species  Sample   

 
 Time or 
Sampling  Period  

 
% Dose 

 in Sample   

 

   Parent 
Compound   M1  M2  Study No  Vol Pages  

 

Plasma 

Urin e 
Bile 
Feces 

 

Plasma 
Urine 
Bile 
Feces 

 

Plasma 
Urine 
Bile  
Feces 

 

Additional Inform ation:  
 

Note: Human data should be included for a comparison (if available ) 
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2.3.2.10  Pharmacokinet ics. Metabolism in vitro  Test Drug:  

 Location in CTD:  Vol.  Study 
page No: 

Study system:  

 

Time 
Concentration  

Compo und s 

Parent compound 
M-1 

M-2 
 

Additional In formation:  
 

 
Note: Human data should be included for a comparison (if available ) 
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2.3.2.11  Pharmacokinetics. Possibl e Metabolic Pathways  Test Drug:  

 
 

(Illustrate possible metabolic map indicating species in  which metabolic reactions occur) . 
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2.3.2.12  Pharmacokinetics. Induct ion/Inhibitio n of Drug Metabolic Enzyme s Test Drug:  
Location in CTD:  Vol.  page   
Study  No: 

Note: Non-clinical studies only  
Study type:  

 

Method:  

 

 
 

Tabulated results : 

 
 

 
Additional Information:  
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2.3.2.13 Phar macokinetics: Excretion  

 
Species 

    Test Drug (1) 

Gender  (M/F) / Nu mber of animals:  (3)    
  

 
Feeding conditions 

Vehicl e/formulations 

Administration method  

Dose (mg/kg)  

     

Analyte  

Assay  

excretio n route (4) 

Time  

 
 
Urine  

 
 

Feces 

 
 
Total  

  
 
Urine  Feces Total     Ur ine  Feces Total  Urine  Feces  Total  

0 - T hour  

 
 
 

No study  

Locat ions in CTD 

Additional information: (2) 
 

Note: (1) International Nonpro prietary Name (INN)  
(2) For example, brief textual  results, species  differences , gender differences , dose dependency , or special 

comments.  
(3) There should  be one column for each study conducted. For comparison , representativ e information  on humans  

at  the max imum recom mended  dose should be in cluded. Can  be combined with the  absorption table (if 
appropria te) 

 (4) Other routes (e.g biliary , respiratory ) should be ad ded, (if performed ).  
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2.3.2.14  Pharmacoki netics. Excretion  into bile  Test Drug:  

 

(Data ca n be tabulated as in 2.3.2.13 format (if requested)).  
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2.3.2.15  Pharmacokinetics. Drug Interaction  Test Drug:  
Location in CTD : Vol.  Page 
Study  No; 

 
Stu dy type:  

 
Method:  

 

 
 

Tabulated  results : 

 
 
 

Additional Informati on:  
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2.3.2.16  Pharmacokinetics. Other studies  Test Drug:  
Location in CTD:  Vol.  Page 
Study  No.; 

 
Study type:  

 
Method:  

 

 
 

Tabulated results : 

 
 
 

Additional Info rmation:  
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2.4.2.1  Toxicology  Overview drug testings: (1) 
 

 
 
 

 
Stu dy type  

 
 

 
Species and 
Strains  

 
 
 

Administration 
methods  

 
 
Duration of 
dr ug 
administration : 

 
 

 
Dose 
(mg/kg a) 

 
 

 
GLP 
compliance : 

 
 

Testing 
facilit ies 

 
 

Study 
Nu mb
er 

 
Locati on 
Vol.  
Page. 

 

Single -dose 
toxicity  

(2) (3) 

 

Repeated-Dose 
Toxicity  

 

Genotoxicity 

Carcinogenicity  

Reproductive and 
Developmental 
Toxicity.  

 

Local To lerance.  
 

Other toxicity 
studies.  

 
 

Note: (1) International Nonproprietary N ame (INN). 
(2) There should be o ne line for each pharmacol ogical report, in the same order as the CTD.  
(3) Must include the location of the Technical Report in CTD  

a- Unless otherwise note d. For repeated -dose toxicity, the highest NOAEL is underlined.  
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2.4.2.2  Toxico kinetics:  

Overview of  
Toxicokine tics  Studies  Test Drug :  (1) 

 

  

System  
 

Administra - 
 

Dose 
  

Number  
 

Locati on 
Study type  Test tion Methods (mg/kg)  GLP Compliance : Study  Vol.  Page 

(2)      (3) 
 
 
 
 

 

Note: (1 )     International Nonprop rietary Name (INN).  
(2) There should be one line for e ach toxicokinetic report, in the same order as the CTD (subsection C, 

Toxico logy 

(3) Must include the location of the Technical Report in CTD  
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2.4.2.3  Toxicokin etics  Overview of Toxicoki netic Studies  Test Drug : (1) 

 
(2) 

 
 
 
 
 
 

 
Notes: (1 ) International Nonproprietary Name (INN).  

(2) A one - to three -page summary (tab les and/or figures) of steady state toxicokinetic data 
should be prepared in  a format that facilitates c omparisons across species,  including 
humans.  
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2.4.2.4  Toxicology      Test Drug (1)  
  Drug Substance  

No.  Bat ch  Purity (%)  Specified Impurities (1)  Study Number         Type of Study  

 

PROPOSED 

SPECIFICATIONS:  
 

(2) (3) 

 
 
 

 
Note: (1) Internation al Nonproprietary Name (INN).  

(2) All batches used in toxicological studies should be listed in  approx ima te chronological  order.  
(3) The Toxicology studies in which each batch was used sho u ld be identified . 
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2.4.2.5  Single -Dose Toxi city (1) Test Drug: (2) 
 

 

 Administration  Method  
methods  

     Gender   Observe d    

Species/  (Vehicle /  Dose and No per  Maximum Nonl etha l  Approxima te Noteworthy      Study  
Strain  Formulation)  (mg/kg)  Grou p dose (mg/kg)  Lethal Dose (mg/kg)  Findings   Number  

 
 
 
 
 

 

Note: 
(1) All single dose toxicity stud ies should be summarized i n the same order as CTD.  Footnotes should be use d to 

indicate special characteristics , such as unusual duration, infusion rate, or age of the  test subject.  
(2) Inter nat ional Nonproprietary Name (INN).  
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2.4.2.6. Repeated Dose Toxicity  Nonpivotal Studies (1) Art icles teste d: (2) 
 

 

 
Species/
Strain  

Method of 
Administration 
(Vehicle / 
Formulatio n) 

 

 
Duratio n 
of Dosing : 

 

 
Dose 
(mg/kg)  

 
 
Gender  and 
No.per gro up 

 

 
NOAEL a 

(mg/kg)  

 

 
Noteworthy 
Findings  

 

 
Study 
Number  

 
 
 
 
 
 
 
 
 
 
 
 

Note: (1) All repeated -dose toxicity studies (including toxicity determining dosing studies) not mentioned in the ICH Guida nce M3 
Nonclinical Safety Studies for the Conduct of Human Clinical Trials for Pharmaceuticals (November 1997), should 
be summ arized in th e same order as CTD. Footnotes should be used to indicate special characteristi cs, for 
examp le, the unusual age of the  sub ject.  

(2) International Nonproprietary Name (I NN). 
a - NOAEL dosage.  
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2.4.2.7 (1) Repeated Dose Toxic ity (2) Report Title  

Test Drug:  
(3) 

 

Species/Strains  Duration of drug dosing : No. Study; 

Locatio n 
Initial  age: Duration of post -dose: 
Date of the first dose:  Administration methods  

 CTD:  Vol.  Page. 

 
Special 
characteristics: 
NOAEL 

Vehicle /Formulation:  Compliance to GLP:  

 

Daily Dose (mg/kg)  0 (Control)  

Number of Tested Animals  M: F: M: F: M: F: M: F: 
Toxicokinetics: AUC () (4) (5) 

 
 

Noteworthy  Findings  

Death or sacrificed 
body weight (% a) 

Food Consumption (% a) (5) 
Water Consumption ()  (5) 
Clinical  Observations  
Ophthalmoscopy 
Electrocardiogra py  

 
Noteworthy  findings  

- important  + Mild  ++ M oderate  +++ Severe (6) 
** - 

(7)  *- p <0.05  ** - p <0.01  
at  the end of dosing period : For control s, group mean s are show n. For treated  group s, percent differences from the 
control s are shown . 

a - Statistical significance is based on actual data  (not percent difference ) 
 

(To be continued ) 
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2.4.2.7  (1)Repeated-Dose Toxicity  No. Study; Continued  
 

 
Dai ly dose (mg/kg)  

0 
(Control)  

Number Ani mals:  M: F: M:  F: M:  F: M:  F: 
 

Hematology:  

Serum  Chemistry:  

Urinalysi s: 
 

Organ  Weight a(%): 

Gross pathology:  

Histopathology:  

Additional examina tion  
 

Postdos e Evaluation : 
Number  Evaluated  

(8) (9) 

 
 

- no noteworthy  findings.  

* 
(7) - p<0.05  ** - p<0.01  
a - Absolute and relative weights  differ ed from the control s in the directions indicated. Number  indicates  percent 

dif ference for  absolute organ weights.  
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Notes to T able 2.4.2.7  

 

(1) The tables are numbered consecutively (for example, 2.4.2.7A, 2.4.2.7B, 2.4.2.7C).  

 
(2) There sho uld be one table for each repeated dose toxicity study menti oned in the I CH Guidance M3 Nonclinical  Safety Stu dies for the Conduct of 

Human Clinical Trials for Pharmaceuticals (November 1997), as well as for any other repeate d dose toxicity studies that ar e considered pivotal.  
 
(3) International Nonproprietary Name (IN N). 

 
(4) steady -state AUC, Cmax, Css, or ot her toxicok inetic information supporting the study . If the information is obtained from a separate study, the 

study number sho uld be provided in a footnote.  
 
(5) ONLY IMPORTANT FINDINGS SHOULD BE SHOWN. If there are addit ional paramet ers (other than the defaul t format) i ndicating important 

changes, add them t o the table. In general, data on the end of dosing can be shown; however, if  there are additional important  findings in the 
beginning of an observation, these data sho uld be includ ed. Footnotes should be us ed where ad ditional information on tests or study results are 
required.  

 

(6) Or another scale (if necessary).  
 
(7) Please include stat istical analysis methods.  

 

(8) All parameters indicating drug -related changes should be listed.  This section  should be omitted if the study does not carry out a post -dose 
evaluation.  

 
(9) If necessary, information on the testing animal necropsied earlier should be  presented separately.  
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2.4.2.8  (1) Genotoxicity: In Vitro  
Report  Title  
 Test Drug: (2) 

 

Test for Induc tion:  No. of Independent Assays : Study  Number.  

 Location in CTD:  
Strain:    No. of Replicate  Cult ures:  

  No. of Cells / Analysed Culture s: 
Vol.  Page. 

 
Metabo lic System:   

Vehicle : For the drug tes ting:  For Positive Control:  GLP com pliance:  

Treatment:  Treatment Date:  

Cytotoxic Effects: 

Genotoxic Effects:  

Activation  Drugs  Concentration  or 

Metabolic  Test Dose L  ( (3))           
 

Without  

Activation  

(4) 
 

With 

Activation  

 

Note: (1) The tables  are numbered consecutively (for ex ample, 2.4.2.8A, 2.4.2.8B).  Results of replicate assays 
should be shown on  subsequent pages . 

(2) International Nonp roprietary Na me (INN).  
(3) Units must be inse r ted . 
(4) If precipitation is observed, this should be indicated in a footnote . 
(5) Methods of statistical analyses shou ld be indicated . 

(5) * - p<0.05  ** - p<0. 01 
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2.4.2.9  (1) Genotoxicity: In Vivo  Report Title:  Test Drug  (2) 
Test for Induction:  Treatment Schedule:  No Study.  

 Location in CTD:  
Species/Strains  Sampling Period:  

 

Vol . Page. 

Age: Methode of Administration:  
Evaluated cells:  Vehicle /For mulation:  GLP compliance:  
Number analyzed  cells/a nimal:  Drug Administrati on Date:  

Special characteristics:  
Toxic/Cytotoxic Effects: 
Genoto xic Effe cts:  

Evidence of Exposure:  

 
drug testing s Dose (mg/kg)  Number of Animals  

   

 
 
 
 

 

Note: (1) The tables are numbered consecutively (for exa mple, 2.4.2.9A, 2.4.2.9B).  

(2) Inte rnational Nonproprietary N ame (INN).  

(3) Methods of statistical analyses should be indicated . 
 

(3) * - 
p<0.05   ** - p<0.01  
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2.4.2.10  (1) Carcinogenicity  Report Tit le Test Drug: (2) 

Species/Strai ns Duration of dosing : No. Study;  

Study -start a ge: Post-dose l ength:   Location in CTD: Vol.  Page. 

Date of the first dose:  Administration m ethods:  
Vehicle /Formulation:  Compliance to GLP:  

Basis for High -Dose Selection: (3) 
Special charac teristics:  

Daily dose (mg/ kg) 0 (Control)   

Gender  M: F: M: F: M: F: M: F: 

Toxicokinetics: AUC ( 4) 
Number of Animals  

At the beginning of: 
Dead/Sacrificed : 
Terminal Sacrifice : 

Survival  (%): (5) 
Body  Weight (% a): 
Food Consumption (%a): 

 
 
 
 

(6) * - p<0.05  ** - p<0.01  
a ð at the 6 th  month . For  control s group means are shown. For treated  group s, percent differences from control s are 

shown. Statistical  significance  is based on actual data ( not percent diffe rence).  

(To be con tinued ) 
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2.4.2.10  (1) Carcinogenicity  Study No. (advanced)  
 

Daily dos e (mg/kg)  (Control))  0 (Control)   

Evaluated number  M:  F: M:  F: M:  F: M:  F: M:  F: 
Number of An imals  

With neoplastic lesion:  
(7) 

 
Im portant 
Findings  
Pathology gross  

Hi stopathology -Nonneoplastic 
Lesions  

 
 
 

- no noteworthy  findings.  

* - p<0.05  ** - p<0.01  
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Notes to Table 2.4.2.10  

 

(1) Tables are sequentially numbered (for example, 2 .4.2.10A , 2.4.2.10B). There should  be one table for each  
carcinogeni city study.  

 
(2) Int ernational Nonproprietary Name (INN).  

 
(3) From the ICH SIC Guidelines Dose Sele ction for Carcinogenicity Studies of Pharmaceuticals (March 1995).  

 
(4) steady-state AUC, Cmax, Css,  or othe r toxicokinetic informatio n supporting the study . If the 

inf ormation is obta ined from a separate study, the study number should be provided in a footnot e. 

 
(5) If additional parameters show drug -related changes, they should be a dded to the table. Footn otes sho uld 

be used to provide add itional information on  tests and r esults (if neces sary).  

 
(6) Statistical analysis method should be mentioned.  

 
(7) Drug -related lesio ns should be listed first. Then other lesions are listed alphabetically according to organ 

and/o r tissue . 
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2.4.2.11  Reproductive a nd developme ntal toxicity  Nonpivotal studies (1) Test Drug (2) 
 

 

  

Dosing  Period  
Dose: 
 

 

Species/  
Strain  

Metho d of Administration  
(Vehicle / Formulation ) 

Dose 
(mg/kg)  

Number s 
 Per group   

Notewort h 
Findings  

Number  
 Study   

   
 
 
 
 

 

Note: (1) All  reproduction toxicity studies ( including all relevant ran ge-finding studies), other t han th e definitive GLP 
studies specified by M3 Nonclinical Safety Studies for the Conduct of Human  Clinical Trials for 
Pharmaceuticals, November 1997, should be summarize d in. However, investigative stu dies should be 
summarized using a more detailed temp . 

(2) In ternational N onp roprietary Name (INN).  
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2.4.2.12 (1) Reproductive and developmental toxici ty - Report Title:  Test Drug: 

(2)  Fertility and Early Embryonic Develop ment    
 
Study Designs:  

up to im plantation (3) 

Duration of  dosing :     M: 
  

No. Study  
Species/Strains  Mating Day: (8) F: 

Initial  age: Day  of C-Section : 

Date of the first dose:  Administration methods  

Special char acteristics:  Vehicle /Form ulation:  

NOAEL:  

F0 Male:  

F0 Female : 

F1 Litters:  

Daily dose  (mg/kg)  0 (Cont rol)  

 

Male  Toxicokinetics:  AUC ( 4) 

Number of animals evaluated  

Number of an imals died or sacrificed for 

Clinical observation  

Necropsy observation o f 

Body weight (% a)  

Food consump tion (% a) 

Mean No. Days Prior to Matin g 

Number of Males that Mated  

Number of Fertiles Males  (5) 

- No noteworthy  findings   + Mild  ++ Moderate  +++ Severe (6)  

(7) *- p<0.05  ** - p<;0.01  

a - After 4 weeks of dosing. For  controls, gro up  means are shown. For treated groups, percent differences from controls are shown. Statistical 

significance is based on actual data (not on the perc ent differences). (Continued)  
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2.4.2.12  (1) Reproductive and developme nta l toxicity   No. Studies  (Continued) 

Daily dose (mg/kg)  0 (Control)  

Female  Toxicokinetics :  AUC ( 4) 
 

No. Evaluated  
No. Died or Sacrific ed Moribund  
Clinical obse rvation  
Necropsy observations  
Pre-mat ing Weight (%a) 
Gestation Body Weight  (%a) 
Pre-mating Food Consu mption (% a)  
Food Consumption During Pregnancy (% an) 
Mean  Number of Estrus Cycles/14  days  
Mean Number of Days Prior t o mat ing  
Numbe r of Positive Sperm in Female 
Number of Pregnant Females  
Number of Aborted  or with Total Resopsies Litter  
Mean  Number  Corpora Lutea  
Mean Numbe r of Implantations  

Mean  % Preimplantation Loss   
Mean No. Live  Conceptuse s  
Mean  Number resorption  
Number of dead  conceptus  
Mean % Postimplantation loss  

 
- There are no noteworthy  findi ngs.  + Mild  ++ Moderate  +++ Severe (6) 

(7)*  - p <0.05  ** - p <0.01  
a -  At the end o f the mating or pregnant period. For the control group, group mean estim ation is indicated. For test 

group, percent differences fr om the control group are indicated . Stati stical si gnificance is based on actual data 
(not percent difference).  
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Notes for tables 2.4.2.12, 2.4.2.13 and 2.4.2.14  
 

(1) If t here are multiple studies of this type , the tables should be numbere d conse cutively (eg 2.4.2.12A, 2.4.2.12B, 2.4.2.13A, 2.4.2.13B).  

 
(2) International Nonproprieta ry Name (INN).  

 
(3) If a modified study design is used, tables should be  modified accordingly  

 
(4) steady -state AUC, Cmax, or  other toxicokinetic information s upporti ng the st udy. If the information is obtained from a separate study, the study number 

should be provided in a footnote.  

 
(5) THE PRESENTATION OF THE RESULTS CAN B E VIEWED ON THIS STANDARD FORMAT . DATA PRESENTATION MUST B E FLEXIBLE AND 

APPROPRIATE BASED O N OPTIM UM STATIS TICAL ANALYSIS AND STUDY DESIGN. If additional parameters show drug -related changes, they should be 
added to the table. Footnotes should be used to provide additional information o n tests and results (if ne cessary).  

 
(6) Or other scale  as app ropriate . 

 
(7) Methods of statistical anal ysis should be indicated . 

 
(8) Day of mating should b e indicated (e.g., Day 0 o r Day 1) . 
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2.4.2.13  (1) Reproductive toxicity and  
Development - Effects on Fetal 
Embryo Development (3) 

 Report Title:  drug testing ( 2) 

 

Study Designs  Duration of Dosing :  No Study.  
Mati ng Day:  (8) 

 

Species/Stra in:  
Initial Aged Day of C -secti on Day:                   Location in CTD:    Vol. Page.  
Date of the first dose:  Vehicle /Formulation:  GLP compliance:  
Special char acteristics:  
NOAEL  

Fo Females:  
F1 Litters:  

 
 

Daily  dose (mg/kg)  0 (Control)  

Dams/Does:  Toxicokinetics:    AUC 
(4) 

Number of pre gnant animals  
Number of animals died or sacrificed  Moribund  (5) 
Numbe r of Aborted  or total ado ptions Litter  
Clinical obs ervation  

Necropsy observation  
Body weight (% a) 
Food consumption (% a) 
Mean  Number Corpora Lu tea 
Mean  Number o f Implants  
Mean  % of preimplantation losses  

- no noteworthy findings  
 + Mild   

(7)*  - p <0. 05 ** - p <0.01  
 

 ++ 
Moderate  +++ Severe(6) 

 G = Gestation day  

a - At the end of the Drug administ ration pe riod. For t he control group, group mean estimation is indicated. For test 
group,  percent differences from the contr ol group are indicated. St atistical significance is based  on actual data (no t 
percent difference) (continued)  
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2.4.2.13  (1) Reprod uctive and developmental toxicity  No. Study;  (To be continued ) 

 

 
Dai ly dose 
(mg/kg)  

 
0 (Control)  

 

Lit ters:  The number of Litter  evaluated 

No. Live  Fetuses  

Mean  of resorption  

Number of Litter  with Dead  Fetus es 

Mean % Postimplantation Loss  

Fetal  Body  Weight (g)  
Fetal Sex Ratio  

Fetal Anomalies : 

Gross External  

Visceral Anomalies  

Skeletal Anomal ies 

Total  Affected  Fetuses (Litters)  
 

- no noteworthy  findings  

 *- p <; 0.05  ** - p < 0.01  
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2.4.2.14  (1)Reproductive and developmental t oxicity - Effects  
in Pre and Post -natal Development, Including 
Maternal Functi on (3) 

 Report T itle:  Test Drug (2) 

Study Designs  Duration of Dosi ng: No. Study  

   Day  of Mati ng:  (8) 
Species/Strains:  method s of Admin istratio n:  Locatio n in CTD:   Vol.  Page.  

Initial  Age  Vehicle /Fo rmula tions:  
Date of the first dose:  Litters  Culled /not Culled : GLP 

Compliance:  

Special c haracteristics:  

NOAEL 
F0 F emale:  

F1 Male:  

F1 Female:  

 

Daily Dose (mg/kg)  0 (Control)  

 

Fo Females : Toxicokinetics:  AUC ( 4) 

Number of  Pregnan t Animals  
No. Died or Sacrified Mo ribund  

No. Abo rted or with Total Res. Litter  

Clinical observatio n  

Necropsy observations  

Gestation Bod y Weight  (%a) (5) 
Lactation Body Weight (% a)  

Gestation Food Consumpt ion (% a)  

Lactation Food Consumption (% a) 

Mean du ra tion of gestation (days)  

Abnormal Parturition  

 

- There are no i mportant findings  + Mild  ++ Moderat e +++ Severe (6) G = Pregn ancy Days  L = Lactation Days  
(7)*  - p <0.05  ** - p <0.01  

a - At the end of pregnancy or lactation. For the control group, group mean estimation is indicated. For test group, percent 

differences  from the control group are indicat ed. Statistical significan ce is based on actual data (not  percent difference ) 

(continued)  
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2.4.2.14  (1) Reproduc tive an d developmental toxicity  No. Study  
Continued  
 

Daily Dose (mg/kg)  0 (Con trol)  

 

F1 Litter:   

Preweanin g The number Litter eva luated  

 Mean No. of Implantations  

 Mean Number Pups /Litter  

No. of Litters with Stil lborn Pups  

Postnata l Survival to Day 4  
Postnatal Surv ival to Weaning  

Number of Total Litter Losses  

Change in P up Body Weights a (g) 

Pup  Sex Ratio s 

Pup Clin ical Signs  

Pup Necropsy Observations  

F1 Male:  No. Evalu ated Postweaning Per Litter  
Postweaning  No, Died  or Sacrificed Mori bund  

 Clinical observations  

 Necropsy observations  

 Body Weight Chan geb(g) 

 Food consumption (% c) 

Preputia l Separation  

Motor Activity 

Sensory  Function s 

Learning and Memo ry  

Mean No. days Prior to Mating  

No. of ma les that  mated  

No. of fertile males  

 

-  No not eworthy findings  + Mild  ++ Moderat e +++ Severe (6) 

(7) * - p <0.05  ** - p <0.01  

a - From b irth to weaning  

b - From weaning to mating  

c - At the end of the period after weaning. For the  control group, group mean estimation is indicated. For test group, p ercent differences from 

the control  group are indicated. Stat istical significance is based o n actual data (not percent difference) (continued)  
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2.4.2.14 (1)Reproductive and devel opmental toxicity  No. Studies (Continued)  

Daily  Dose (mg/kg)  0 (Control)  

F1 Female : No. evaluate d Post weaning  
Postweaning  No. Died or Sacrificed Mor ibund   

 Clinical Observations  

Necrop sy observations  
Premat ing Body Weigth Change a (g) 

Gestation Body Weight Change (g ) 

Premating Food Consumption (% b) 

Gestation Food Consumpti on (% b) 

Mean Age of Vaginal  Patency (Days)  

Sensory Function  

Motor Activity  

Learning and Mem ory  

Mean No. Days Prior to Mating  

No. Females Sperm -Positive Number   

No. of Pregnant F emales  

Mean No.  Corpora Lutea  
Mean No.  of Implatations  

Mean  % of Preimplantation Losses  

F2 Litter:  Mean No. Live Concept uses/Litter  

 Mean No. Resorption  
No. of Litter with Dead Conceptuses  

No. dead Conceptus es 

Mean % Po stimplantation Loss  Fetal Body   

Weight s (g) 

Fetal Sex R atio (% male s) 

Fetal Anomalies  

 
- no noteworthy  findings  + Mild  ++ Moderate  +++ Severe(6) 
(7)*  - p <0.0 5 ** - p <0.01  

a - Since weani ng period until mating.  

b - At the end of t he period or pregnancy. For the con trol group, group mean est imation is indicated. For test group, percent 

diff erences from the control group are indicated. Statistical significance is ba sed on actual data (not perc ent difference). To be 

continued  
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2.4.2.14 (1) Reproductive and develop mental toxicity  No. Studies (Co ntinued)  

Daily Dose  (mg/kg)  0 (Control)  
F1 Females:  No. Died or Sacrificed Moribund  
 Clinical O bservations  
 Necropsy Observ ations  
 Premating Body Weigth Changea (g)  
 Gestation Body Weight Change (g)  
 Premating Food Consumptio n (% b) 
 Gestation Food Consumpt ion (% ab) 
 Mean Age  of Vaginal Patency (days)   
 Sensory Function           Note: Alternate Forma t       

Motor Activity   For natural p arturition  
Learning and Memory  
Mean  No. Days Prior to Mating  
No. of Females Sperm -Positive  
No. of Pregnant Fema les 
Mean Duration of Gestation  
Abnormal Parturition  

F1 Females:  No. Litters  Evaluated  
 Mean No. of Imp lantations  
 Mean No. Pups/ Litter  
 Mean No.  Liveborn Pups/Litter  
 Mean No. Sti llborn Pups/Litter  
 Postna tal Survival to Day 4   
 Postnat al Survival to Wean ing  
 Change in Pup Body Weightsa (g)  
 Pup Sex Ratios  
 Pup Clinical Signs  
 Pup Necropsy Observations         

 
 

 

- No noteworthy f indings  + Mild  ++ Moderate  +++ Severe (6) 
(7)  *- p <0.05  ** - p <0.01  
a - From  birth to mating.  
b - At the end of the period befor e marriage or pregnancy. For control, the group mean value was used. For the  drug group, 

percent differ ence value from the contro ls were used. St atistical significance is based on actual data (not percent 
difference value).  
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2.4.2.16 Local Tolerance (1) drug testings:  (2) 
 

Species 
Strain  

Methode  
Administration  

Dose 
(mg/kg)  

gender; an d 
No. per Group  

Nothew orthy  
findings  
 

Study 
Number  

 
 
 
 

Note: (1) All local tole rance studies should be co ncise.  

(2) Inte rnational Nonproprietary Name (INN) . 
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2.3.2.17 Local Toxic ity Study  
(1) drug test ing : (2) 

 

 
Species/ 
Strain  

 
Method  
Administr
atio n 

 

 
Duration of  
Dosing  

 
Dose 
(mg/ kg) 

 Gender a nd No. 

per  
Group s  Noteworthy  Findings  

 
Study 
Number

Note:  (1)All local toxicity studies should be concise.  

(1) Internationa l Nonproprietary  Name (INN). 

 

 

CHAIRPERSON OF THE INDONESIAN FOOD 

AND DRUG AUTHORITY,  
signed.  

 

PENNY K. LUKITO  
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ANNEX IX 
REGULATION  OF TH E CHAIRPERSON  OF THE INDONESIA N 
FOOD AND DRUG AUTHO RITY OF THE REPUBLIC OF 
INDONE SIA 
NUMBER 24 OF 2017 
ON 
CRITERIA AND GOVERNANCE OF DRUG REGISTRATI ON 

 

 

CLINICAL DOCUMENTS  

 
The clinical document consists  of a Clinical Overvi ew, a Clinical Summary, a 

Tabular Listing of All Clinical Studies, and Clini cal Study Reports.  

 
SUBSECTION  A: CLINICAL OVERVIEW  

 

This C linical Overview aims to provide critical ana lysis of clinical data in the 
Common Technical Dossier (CTD).  

 

Clinical Over view refers to Registration data contained in comprehensive 

Clinical Study S ummaries, individual Clinical Study Reports and other relev ant 
repo rts; principally presenting the concl usions and implications of  the data, 

and not simply a r ecapitulation. In par ticular, the Clinical Study Summary 

provides a detailed factual summary of t he clinical information in the  CTD, and 
the Clinical Study Review p rovides a brief discussion and interp retation of the 

findings a long with other relevant info rmation (for example,  relevant animal 

data or product quality issues that may have clinical impli cations).  
 

The Clinical Overview is prima rly inte nded for use by The Indonesian Food a nd 

Drug Authority in the r eview of the registrations in  the clinical section . The 
overview also serves as a reference for overall clinical findings for assessors 

involved in the revi ew of other sections of the R egistrat ion process. The Clinical 

Overview sh ould present the strengths  and limitations of the devel opment 

program and st udy results, analyse the benefits and risks of the Medicinal 
products in its  intended use, and describe ho w the study results support 

critical parts of the Drug information . 

 

In or der to achieve these obje ctives, a Clinical Overv iew must:  

Å Describe an d explain the overall approach to the clinical development of a 
Medicinal pr oduct, including study design decisions.  

Å Assess the quality  of stud y design and performance, including s tatements 
regarding compl iance with Good Clinical Pract ice.  

Å Provide a brief overview of clinical findings, including limitations that are 

important to k now (e.g., lack of comparisons  with relevant active 
compara tors, or  absence of information regarding som e subject 

populations, re garding associated endpoints, or on their use in co mbination 

therapy).  

Å Provide an evaluation of benefits and risks based on the  conclusions of 

relevant clini cal studies, including interp retation  of how the efficacy and 

safety findi ngs support the proposed dose and target indication, as  well as 
an evaluatio n of how drug information and other approaches will optimize 

benefits and ma nage risks.  

Å Discuss specific s afety or efficacy issues enco untered during development, 
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and how these iss ues are evaluated and res olved.  

Å Explore unresolved issu es, explain why these  issues should not be 

considered as an obstacle to provide approval, and out line plans for 
addressing them . 

Å Explain the basis of import ant aspe cts or unusual aspects of Drug 

inform ation.  

 
The Clinical Stud y Overview is generally a shor t document (around th irty pages), 

but the length depends on the complexity of the submission. It is recommended 

to use graphs a nd tables in the text content  to summ arize and ease 
understanding, but it does not mean that the ma terial presented in full 

elsewhere is to be repeate d in the Clinical Study Overview. It is advisable to 

adapt the contents of t he Clinical Study Overview wit h more detailed information 
in the Cl inical Study Summary or Clinical Stud y Report.  

 

Tabl e of CONTEN TS OF CL INICAL OVERVIEW  
 

1.  Drug Development Rationale.  

2.  Overview of Biopharmaceutics.  
3.  Overv iew of Clinical Pharmacology.  

4.  Overview of Efficacy . 
5.  Overview of Safety.  

6.  Benefits and Risks Conclusions . 
 

DETAILED DISCUSSION  OF CONTENTS OF THE CLINICAL OVERVIEW  

SECTION  

 

1.  Drug Developme nt Rationale  

The discussion of the rationale  for the development of the dru g product 
must:  

¶ Identify the ph armacological class of the dr ug prod uct.  

¶ Describe the particular pathophy siological/clinical condit ion that t he 

drug product is intended to treat, pr event, or diagnose (the targeted 
indication).  

¶ Briefly summarise the scientif ic background that supported th e 

investigation of the drug p roduct for the indication(s) that was (were)  

studied.  

¶ Briefly describe  the clini cal development pro gramme of the medicin al 

product, including ongoing and planned clinical studies and the basis 

for  the decision to submit the Reg istration at this point in th e 

progr amme.  

¶ Describe the conformity or non -conformity with current standard 

regarding the design, implementation and an alysis of the studies that 

refer to published literature. Regulatory guideli nes shall be identified (at 
least from the area where this C linical Overview is proposed), 

accompanied by  their discussion and ap pl ication . 

2.  Overview of Biophar maceutic s 

This section describes critical analyzes regarding bioavaila bility that may 

affect the effi cacy and/or safety of the for mulat ions to b e marketed (e.g. 

dosage form /strength proportionality,  differences between the form ulations 

to be marketed  and those used in clinical trials, and the effect of food on 
exposure).  

 

3.  Overview of Clinical Pharma cology   

This section describes critical a nalys is of the pharmacokin etic (PK), 
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pharmacodynamic (P D), and related in vitr o data by considering all relevant 

data and suppor the conclusions drawn. If  there is an unusual result and  a 

potential problem s, it sho uld b e explained . 

 

This section explains:  

¶ Pharmacokinetics  (PK), for  example the comparison of PK  in healthy 
subjects, s ick subjects, and specific populations; PK is related to 

intrinsic factors ( e.g. age, sex, race, kidney, an d liver disorders) and to 

ext rinsi c factors (e.g. smoking, concomitant drugs, diet); ra te and 

magnitude of absorption, distrib ution, including plasma  protein binding; 
specific metabolic pathways, including the possible influe nce of genetic 

polymorphisms an d the formation of active and  inac tive metabolites, 

excretion, time -dependent pharmacok inetic cha nges, stereo -chemical 
issues;  clinically relevant PK  interactions with Drugs or other 

substances.  

¶ Pharmacodynamics (PD), e.g. in formation on mechanisms of acti on, 
such as receptor binding;  acti on onset and/or offset; relationship 

between expected  and unexp ected pharmacodynamics effect s and 
plasma dose or co ncentration (e.g. PK/PD relationship); PD support to 

the proposed dose and d osing interval; clinically rele vant interactions of 

PD with medic inal products or other substances, as  well as respons es 

due to genetic differences.  

¶ Interpre tation of the results a nd implications of immunogenicity studies, 

clinical microbiological studies or specific PD studies for simi lar drug 
classes.  

 

4.  Overview o f Eff icacy   

This section describes a critical analy sis of clin ical data relating  to drug 

efficacy accor ding to the target population. This analysis must consider all 

relevant data , both positive and negative, a nd must explain why and how 
it sup ports the proposed indications. Studi es deemed relevant for eff icacy 

evalu ation must be iden tified, and the reasons  why sufficient and well -

compared studies are considered irrelevant must be identified. Studies 

that are te rminated prematurely must be noted  and their impact must be 
considered.  

The following matters mus t be consid ered:  

¶ An overview of the relevant subject  population, including demographic 
features, stage of disease, any other pot entially important covariates, 

any major subject populations  excluded from important studies, and 

part icipation of children and the elderly  (ICH E11 and E7).  There 
should be a disc ussion of the differences between the population 

studied and the population that will receive the drug afte r it has been 

marketed.  

¶ Impli catio ns of study design, including subject  selection, study 
duration , and selec tion of endpoints and comparison groups. 

Particular attention should be paid to endpoints with limited study 

outcomes . The use of a surrogate endpoi nt must be justified. The 
val idati on of each scale used should be discu ssed.  

¶ In non -inferiority s tudies used  to demonstrate ef ficacy, the evidence 

pr ovided should support the determination that the study has a 
sensitivity in determining level and justifyin g the selection of a non -

infe riori ty margin (ICH E10).  

¶ Statistical meth ods and problems that coul d affect th e interpretation o f 
study results (e.g. i mportant modifications to the study design, 
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including endpoint assessments a nd planned analysis as specifie d in 

the original protocol, s uppor t for any unplanned analysis, procedu res 

for dealing with missi ng data, an d correction for m ultiple endpoints).  

¶ Sim ilarities and differences in results between various studies, or 

within diff erent subgroups of subjects wit hin the studies, and their 

effect on the interpretation of efficacy dat a. 

¶ Observed associations b etween effi cacy, dose and dos e regimen for 

each indi cation, both in the population as a whole and in different 
subject subgroups  (ICH E4).  

¶ In products intended  for long -term use, evidence of efficacy relating to 
long -term maintena nce of efficacy and long -term dosage determination. 

The development of toleran ce must be considered.  

¶ Data suggesting that treatment outcomes can be improv ed through 
monitoring plasma co ncentrations (if applicable),  and documentation 

for the optimal range o f plasma concentrations.  

¶ Clinical rel evance of the magn itude of the observed e ffect.  

¶ The nature and magnitude of the expected clinical benefit and the 
jus tification for using a surrogat e endpoint.  

¶ Efficacy in speci al po pulations. If efficacy is claimed by insufficient 
clinical data  in the pop ulation, this shou ld be supported by 

extr apolated efficacy data from the general population.  

 

5.  Safety Review  

This sect ion describes a summary of crit ical analysis of safety data,  

records the results that can support and provides justification for  the 

propos ed drug informatio n.  

A critical security analysis should consider:  

Å The undesirable effect characteristics of the phar macological class. 

The approach  taken to monitor the same ef fects . 

Å Specific approaches for monitoring certain undesirable effect s (e.g. on 

the eye, QT prolon gation).  

Å Relevant anima l toxicology and product quality information. Findings 
that influence or may  influence the evaluation of sa fety in clinical 

use.  

Å The nat ure o f the subject population and the exte nt of exposure, both 

for t est and con trol drugs. Limite d safety databases, for  example 
related to the inclusion/exclusion criteria and demographics of the  

subjects studied and the impli cations of limitations relate d to the 

prediction of product safety in t he market.  

¶ Undesirable eff ects, which  are common and no t serious. The 
discussi on should be brief, focusing on events with a relatively high 

frequency, inc idents more frequent than those  with placebo and 
events know n to occur in active comparators or other drugs from the 

same class of therapy.  The events that a re more or less common or 

problematic (considering the duration and degree of observed events) 
with  the test drug compared to acti ve comparators should be give n 

special attention.  

¶ Serious adverse event s (Kejadian  Tidak  Diingink an yang Ser ius , 
KTDS). This s ection should discuss t he number and frequency of 

serious adverse events (KTDS), including death, a nd other significant 

adverse ev ents (e.g. events leading to disco ntinuation or dose 
modification), and  should discuss the result s obtained by test drugs 



 

 
- 152  - 

versus comparison drugs. An y conclusions regarding the causal 

relationship with the Drug should be note d. Laboratory test findings 

tha t reflect possible serious me dical  effects should be considered.  

¶ Simila rities and differences in results bet ween studies, and their 

influence on the interpretation of safety data.  

¶ Differences in rates of adverse events within  population subgroups, 
as deter mined by demographic factors,  body  weight, concomitant 

disease, concurr ent therapy, or polymorphi c metabolis m.  

¶ Relationship be tween adverse events an d dose, dosage regimen, and 

duration of treatment.  

¶ Long term safety (E1a).  

¶ Methods for preventing, reducing , or managing adverse events.  

¶ Reaction due to overdose, potential for d ependence, rebound 

phenome na and abus e, or lack of data  on this issue.  

¶ Worldwi de marketing experience. The following points should be 

discussed briefly:  
i.  Extensive experience around the world,  

ii.  Any new or different s ecuri ty issues identified,  

iii.  Regulatory foll ow-up related to safety.  

 

2.  Conclusion of Benefits and Ri sks  

 

This section descr ibes all the conclusions obtained in the previous sections 

regarding biophar maceutical, clinical pharmacolo gy, efficacy and safety of 
th e Dru g, and to provide an overall assessme nt of the benefits and ris ks of 

their  use in clinical p ractice. In addition, t he implications of any deviation 

from regulatory advice or guidelines and an y data limitations should be 
di scussed. This assessment incl udes important aspects of the information 

of the proposed Drug and a lso conside rs the risks and b enefits of the drug 

when compared to available or no treatment alternatives in diseases for 
which n o treatment is a medically acce ptable option. If there is a risk to an 

individual other than the recip ient of the Drug, this ris k should be  

explained (for ex ample, the risk of deve loping drug -resistant strains of 

bacteria with widespread use of antibiotics  for minor illnesses).  

 

The ben efit and risk analysis is gen erall y brief, but must explain the 

followi ng important points:  

¶ Drug efficacy fo r each proposed in dication.  

¶ Meaningful sa fety findings and actions that enhance the safety.  

¶ Dosage-response and dose -toxicity relationships, optimal  dosage 
ranges and dosage reg imens . 

¶ Efficacy and safety in subpopulatio ns, for example determined  by age, 
sex, ethnic group, o rgan function, disease severity, and genetic 

polymorphisms.  

¶ Data on children in different age group s, if any, and plans for child 
development programs.  

¶ Risks t o the  subject in case of known or potentia l interactions, 
including drug -drug a nd food -drug inter actions, and 

recommenda tions for use of drugs.  

¶ Potent ial effects of the Drug, which may affect the ability to drive or 

operate hea vy equipment.  
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Examples of is sues and concerns that may require a more detailed 
discussion of ben efits and r isks include:  

Å Drug s are proposed for the treatment of nonfatal diseases but have the 
potential to cause serious toxic ity, such as signs of carcinoge nicity, 

teratogenicity, poten tial proarhythmias  (influence on the QT in terval), 
or signs of hepat otoxicity.  

Å The proposed use i s based on a surrogate endpoint and there is a well -
documented important toxicity.  

Å Safe and/or effe ctive use of drugs is difficult  to choose or requires a 
mana gement approach that requires specialist e xpertise of a doctor or 

su bject educa tion.  

 
SUBSECTION B: CLINICAL STUDY SUMMA RY 

 

The documents in this section are not required for Minor Variation Regis tration.  

 
Clinical Study Summar y aims to present a detailed summa ry of clinical 

information on CTD. Th is includes information co ntained in the Clinical Study  

Reports, information f rom meta -analysis or inter -study analysis whose full 
reports have been inclu ded in the Clinical Study Repor ts and post -market data 

for t he Dr ugs that have been marketed in other countries.  

 
The comparison  and analys is of results betw een studies described i n this 

document focuses on factual observations. In contrast, the CTD Clinic al Study 

Review document provid es a critical analysis of the  clin ical study program and 
its results, i ncluding the discussion an d interpret ation of clinical findings.  

 

The length o f the Clinical Study Summary varies depending on the information 

provided, b ut it is expected that the Clin ical Study Summary is ranging  
betw een 50 - 400 pages (excluding attache d tables).  

 

CONTENTS OF CL INICAL STUD Y SUMMARY  

 

1.  SUMMARY  OF BIOPHARMACEUTICAL A ND RELEVANT ANALYSIS 

METHOD  
1.1  Background and overview.  

1.2  Summary of result of in dividual study.  
1.3  Comparison and analysis of results from vari ous s tudies.  

Appendix 1.  
 

2.  SUMMARY OF CLINI CAL PHARMACOLOGY STUDY  

2.1  Background and  overview.  

2.2  Summary  of result of individua l study.  
2.3  Comparison and analysis of results from various studies.  

2.4  Special st udy.  

Example 1: Immunogenicity.   

Example 2: Clinical microbi ology.  

Appendix 2.  

 
3.  SUMMARY OF CLINICAL E FFICACY  

3.1  Background and ove rview of cl inical efficacy.  

3.2  Summary of result of ind ividual study.  
3.3  Comparison and analysis of results from various studies.  
3.4  Anal ysis of clinical information re levant to the recommended dos ing.  

3.5  Persistence of efficacy and/or tolera nce effect.  

Appendix  3.  
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4.  SUMMARY OF C LINICAL SAFETY  

4.1  Exposure to Drugs.  
4.2  Undesir able  Effects.  

4.3  Clinical laboratory Evaluation.  

4.4  Vital signs, physical findings an d other observations related to  safety.  

4.5  Safety in sp ecial gr oups and situations.  
4.6  Post-Marketing Data.  

Appendix  4.  
 
5.  SYNOPSYS OF INDIVIDUAL S TUDY 

 

DETAILED GUIDELINES FOR CLINICAL ST UDY 

SUMMARY  
 

1.  SUMMARY OF BIOPHARMACEUTICAL AND RELEVANT ANALYSIS METHOD  

 
1.1  Back ground and Overview  

This sectio n provides a comprehe nsive ov erview of the formulation 

development proc ess, dosage form performan ce in vitro  and in vivo , 

general approaches and rati onale for the development of 
bioavailability (BA) profiles, bioequivalence ( BE), and in vitro  

dissolution.  

 
Guidelines and liter ature th at serve as references in planning and 

conducting the studies should  be mention ed. This subsection should 

also provide a n overview of the analytical methods used, with an 
emphasis on the performan ce characteristics of the assay  validation 

(e.g. lin earity r ange, sensitivity, specificity), and quali ty control (e.g. 

accuracy and precisi on). This subsection should not provide d etailed 
information on individual studies.  

 

1.2  Summary of result of individual study  

A matrix containing all b iopharmaceutical stud ies is p resented along 

with narrative descriptions  of the results of individ ual studies , whi ch 

provides important in vitro  and in vivo  data and information relevant 

to BA and BE (please refer to Appendix 1 to this Section IV). The 
narr ative description sho uld be c oncise, and describe critical designs 

and outcomes. The same study c an be descr ibed at the same time by 

emphasizing the results of individual studies and the differences 
between them. This narrati ve can be summarized from the s ynopsis 

of ICH E3. Re ferences  or electronic links to the full report of  each 

study should be incl uded in the  narr ative.  

 

1.3  Comparison and Analysis of I nter -Study Results  

This section provides a summary of all in vitro  dissoluti on studies, 

BA, and BA studies comparative to Active Pharmaceutical Ingredient  
or Drug , with particular attentio n to differ ences in outcomes between 

studies. This r eview summarizes the findi ngs in text and tables 

(please refer to Appendix 1  to this Section IV) and should  consider the 
followi ng:  

Å Effect of formulation and changes in the drug manufacturing 

process on in vitro  dis solut ion and BA, as well as conclusions o n 

BE. If a Drug containing a complex substance (e.g. protein) 
undergoes a ch ange in formulation and manufac turing process, 

a pha rmacokin etic (PK) study can be performed, which co mpares 

the Drug before and  after the chang e to ensure that PK 
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characteristics have not changed as a result of the change. 

Although these studies are consi dered BE studies, generally not  

only assessing the r elease of Active Pharmaceutical In gredient s 
from drugs, they  should sti ll be  reported. It should also be noted 

that PK studies alone are n ot sufficient to guarantee the 

similarities betwee n the Drugs. In some circumstan ces, 

pharmacodynamics  (PD) studies, clinical studies or antigenicity 
data may be required. The re sults of th e stu dy (if required) must 

be included in  the appropriate document section.  

Å Evidence on the effect of food on BA and conclusions on BE with 
respect to type of food or ti ming of meals (if appropriate).  

Å Evidence on the co rrelation between in vitro  dissolutio n and  BA, 

including the effect of pH on d issolution, and conclusions 

regarding dissolution specifications.  

Å Comparativ e bioavailability, including BE  conclusions for vari ous 
dosage form strengths.  

Å Comparative bioavailabi lity between clinical stud y formulati ons 

(for clinical studies providing evide nce of efficacy) with the 
formulations to be marketed.  

Å Source and magnitude of observed intra and inter -sub ject 
variability for each for mulation in the comparative BA study.  

Appendix 1.  

Tables and figures  are placed  with in the text in the appropriate 

subse ctions, so that the document is easy to read. Long tables 
can be presented i n the appendix at the end of th e Subsection.  

Table 1 .1 and T able 1.2 provide examples of tabular forma ts for 

providing informati on and resu lts r elated to bioavailability and in vit ro 
dissolution studies. These examples provide the results and identify 

the type and design of the study. T he table also lists t he resul ts of the 

BE study and includes the mean ( test/reference) ratios for  Cmax and 
AUC as  well as a 90% confidence interval, or the most recent 

recommended metric for assessing BE.  

This table is not in tended as a standard format, bu t only to illustrate 
the type  of information that must be considered by  Applicants in 

designing t ables for b iopha rmaceutical studies. Applicants shou ld also 

decide whether the information and study results are best presented in 
the form of tables, text or figures. If results a re best presented in the 

form of text and images, then tables may only be us ed to list the 

studies conducted.  

Please refer to Ma trix: Standard Format of Clinical Study Summary 

Matrix  

 
 

2.  SUMMARY OF CLINICAL  PHARMACOLOGY STUDY  

2.1  Background and Overview  

 

This se ction pr ovides an overall overview of clinical pha rmacological 
studies. Thes e studies i nclud e clinical studies conducted to eval uate 

human pharmacokinetics (PK), pharmacodynamics (PD), and in vitro  

studie s conducted with human cells, t issues, or PK (human 
biomater ials) process -related material. For vaccin e products, it should 

describe immune  resp onse data that support dose selectio n, dosing 

schedule, and final product formulation. Where appropriate, the 
relevant data summarized in Secti ons 1, 3 and 4 Subsec tion C c an also 
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be used as reference in order to o btain a comprehensive pict ure of the 

appro aches and reasons for the developmen t of pharmacokinetics, 

pharmacodynamics, PK/PD and human biomaterials. This chapter 
should not include deta iled individual study  informa tion.  

 

This chapter begins with a brief ov erview of the human biomat erial 

studi es conducted and aims to assist in the in terpretation of PK and 
PD data. Studies of permeability (e.g. intestinal abs orption, blood -brain 

barrier pa thways), protein bind ing, hep atic metabolism, and metabolic -

based drug interactions are particula rly relevan t, an d should be 
followed by a brief revi ew of clinical studies conducted to characterize 

PK and PD of the drug, incl uding the relationship of PK/PD  in healthy 

subjects and sick  subjects. Important aspects of the study design and 
data analysis s hould be no ted, such as the selection of the single or 

repeated doses used, the study population, the selection of PD 

endpoints,  and whether traditional or pop ulation approaches ar e used 
to collect and analyze data in assessing PK  or PD.  

 

2.2  Summary of result  of individ ual s tudy  

 

A matrix containing all clinic al pharmacological studies is presented 
along with narrative descriptions of  the results of individual stud ies 

providing importa nt in vi tro  and in vivo  data and information relev ant 

to PK, PD and PK/PD re lationships  (please refer to Appendix 2 in this 

Section IV). Narrative descriptions should be concise and describe 
critical desi gns and outcomes. The same stud y can be described at  the 

sam e time by emphasizing the results of indiv idual studies and the 

diff erences bet ween them. References or electronic links  to the full 
report of each study should be included in the narrative.  

 

A su mmary of level response (PK/PD)  or dose response stu dies wit h 
pharmacodynamics endpoints is provided i n this section. In some 

cases, howeve r, if  a well -controlled PD dose response or level response 

(PK/PD) study provides evidence of efficacy or safety, the  study should 

be included in Se ction 3 or 4 and suff iciently  referenced here.  
 

 

2.3  Comparison and Analysi s of Result of Various Stu dies  

 
This secti on uses results from all human bioma terials studies and PK, 

PD and PK/PD studies to describe the characteristics  of PK, PD and 

PK/PD drug relat ionships. The discuss ion incl udes results related to 
intra - and inter -individual variability, whi ch affects pharm acokinetic 

relationships.  

 
This sect ion (using text and tables) includes all data from various 

studies relating to the following:  

 

Å In vitro  Dru g metabolism and Drug -Drug in teractions studies and a 

study of its clin ical implications.  

Å Human P K studies, inclu ding best estimates of standardized 
parameters and sources of variability. Focus on evidence 
supporting dosage a nd dose individualization in ta rget populations 

and specific  populations, such as children or the elde rly, or 

subjects with impa ired liver or ki dney function.  

Å Comparison between si ngle -dose and repeated -dose PKs.  

Å Population PK analysis, such as results bas ed on a sparse sample 
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between s tudies that account f or inter -individual variation in PK or 

PD of the Active Phar maceutical Ingre dient  of the drug.  

Å Dose-response or level -response relationships. This discussion 
should focus on the evidence s upporting the selection of dose s and 

the dose interv als stud ied in important clinical studies. In addi tion, 
information supporti ng dosage i nstru ctions on the proposed Label 

should be discussed in Section 3.4.  

Å Major inconsistencies in the human biomaterials  database, PK or 
PD. 

 
2.4  Special S tudies  

This section i ncludes studies with specific data relevant to a p articular 

Drug. For immuno genicity st udies  and other studies where data may 

be correlated with PK, PD, safety, and/or efficacy studies, an 
explanation of the correlation should be summa rized. Potential effe cts 

on PK, PD, safety and/or efficacy should be co nsidered in other 

appropri ate section s in the Clinical Study Summary, with cro ss-
reference to this section. Clinical studies that address specific safety 

issues should not be reported h ere, but reported in Section 4.  

 
Example 1: Immunogenicity  

For protein products and other product s for which  specific 

immunological reactions have be en measured, data regarding 

immunogenicity are summarized in this section. F or vaccines or other 
products i ntended to enhance a specific  immune reaction, 

immunogenicity data are described in the Efficacy Subsection,  

Summ ary of Clinical Efficacy. The level determination method used is 
briefly described and information about perform ance is summarized 

(e.g. sensit ivity, specificity, r eliabili ty and validity).  

 
Data on incidence, tite r, onset time, and duratio n of antibo dy re sponse 

are summarized for each type of antibody level determination used (e.g. 

IgG by ELISA, neutralization). Th e relationship between antibody  
formation to disease , concom itant treatment, dose, duration, regimen, 

and formulation should be explained a nd su mmarized. For drugs 

intended for chr onic and ongoing treatment, data on the impact of 

interrupting treatment on antigenicity should be analyzed  and 
summarized.  

 

It is impor tant to summarize analysis of potentially clinically relevant 
immuno genicity co rrela tions, for example to determine the extent to 

which certain types of antibodies or in certain titers are correla ted with 

changes in PK, changes  in PD, loss of effic acy, los s of adverse events 
profile, or developmen t of adverse events. Parti cular atten tion should 

be paid to events that may be  immunologically mediated (e.g. serum 

sickness) and events that may result f rom the binding of an 
endogenou s substance that cros s-reacts  by antibodies to the provided 

Drug.  

 

Exam ple 2: Clinical Microbiolo gy 
For anti micro bial or antiviral, in vitro  studies describing the 

characteristics of the activity spectrum are an important par t of a 

study program relevant t o clinical efficacy. Clinical  efficacy studies that 
include exposure ch aracterization of clinical  isolates a s par t of efficacy 

determination are incl uded in Section 3. However, studies that 

evaluate findings such as in vitro  exposure patterns of bacterial strains 
originating f rom othe r countries can be described here.  
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Append ix 2.  

Tables and figures s hould be in serte d into the text at the appropriate 

section if it makes reading the document easier. A long table is 
presented in  the appendix at the end.  

 

Tabl e 2.1 is provided as an examp le of a tabular format for reporting 

infor mation and results relatin g to pharma cokin etic studies of Drug -
Drug interactio ns. Similar tables can be prepared for PK/PD studies, 

dose-response studies,  impact studies on human biomat erials, and 

populatio n PK stu dies. This table is not intended as a stan dard format, 
but only to i llustrate t he ty pe of information that must be consi dered 

by sponsors in designing their own tables. Applicants should also 

decide whether the information and results of clinical p harmacol ogical 
studies are best presented in table s, text, or figures for cl arity. If 

result s are best presented in text and fig ures, the table may only list 

the studies conducted.  
 

In designing the table , for the various types of clin ical pharmacology 

stu dies as listed below, Applicants should consider t o include the 

following in formation. This example is for illustration only, th e sponsor 
must decide which information needs to be presented.  

Å Metabolic stu dies using human biomaterials: biomaterials used (e. g. 

micro somes, hepatocytes), probe drugs, enzymati c pathways and % 

contribut ion, and re levan t kinetic parameters (e.g. Vmax, Km) . 

Å In vitro  studies of Drug -Drug interactions using human biomaterials: 

studi es of other Drugs that inhibit the New Drug, inhibit ed 

metab olites, affected enzymatic pathways, range s of inhibitor levels 

used , values of IC50 and Ki, and proposed mechanisms of inhibition 
should be described. For the study of New Drugs that inhibit Other 

Drugs, the Drugs and metabo lites that are inhibi ted shou ld be 

described, along with the aforementi oned information.  

Å Study of  Populati on PK: studied covariates, number and type of 

subjects, summary of statistical parameters and final estimates of 

mean (± standard deviation) for PK pa rameters.  

Please refe r to Mat rix: Standard Format of Clinical Study Sum mary 

Matrix . 

 

3.  SUMMARY OF C LINICAL E FFICACY  

If a Drug is effective for more than one indication, it should be presented 
separately for each indication in  Section 3, although closely related 

indications may b e presented together. If more than one Section 3 i s 
proposed, the Section sh all be ma rked 3A, 3B, 3C and so on.  

 

3.1  Background and Clinical Efficacy Overview  

This section describes comparative studies and other studies related to 

the proposed indications. The  results of the safety -related studies are 

discuss ed in Section 4.  

This sect ion begin s with a brief overview of the design of the 

comparative studies conducted to evaluate efficacy. These studies 
includ e dose-response, comparative efficacy, long -term effic acy and 

efficacy studies in population subsets. Th e study design should be 

described,  such as randomization, blinding, choice of comparison 
treatment, choice of subject population, unusual design featur es such 

as crossover, or rand omized withdrawal design,  use of run -in periods, 

other enrichment methods, study duration, and analys is plan o f study 
results. Although this section focuses on clinical investigations, 
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nonclinical data and clinical pharmacologi cal data can also be 

referenc ed as necessary to provid e a comprehensive summary of the 

human experience wi th respect to efficacy. This sect ion should not 
include detailed individual study information.  

 

3.2  Summary of Result of Individual Study  

A matrix contain ing all studies related to dr ug efficacy is presented 

along with narrative descriptions of important stu di es (please refer to 

Appendix 3 in  this Section IV). The narrative description should be 

concise, and describe critical designs and outcomes. The same study 
can be described togeth er by noting the results of individual studies 

and the differences between th e studies. For studies t hat also 

contribute to a safety analysis, the study narrative should include 
information about the study subject's exposure to  the test or 

comparison drug,  and how safety data are collected. This narrative can 

be summarized from t he synopsis of ICH E3. Ref erences o r electronic 

links to the full report of each study should be included in the 
narrative.  

 

3.3  Comparison and Analysis of Results from Various Studies  

Text, figures and tables are used as required (please refer to Appendix 

3 i n Section IV), Section 3.3  summariz es all Drug efficacy 
characterization data, including analysis of all data. Major 

inconsistencies in the data regardi ng efficacy are stated and pa rts 

requiring in -depth ex ploration are identified.  
 

This section describes tw o types of analysis: com parison o f the results 

of individual studies, and analysis of data combined from different 
studies. A more complete details of  the analysis is presented in  a 

separate section, whic h is outlined in the Clinical Study Report.  

 
This section is adapted to the important  evidence in Section 2, such as 

the data that supports the dosage and how to use Drugs on the Label. 

These data inclu de recommended dosage and dos e intervals, evidence 

rel ated to dose individualization, and the need for d ose modification for 
speci fic group s (e.g. pediatric or elderly subjects, or subjects with liver 

or kidney disorders), and data relevant to the relation ships of dose -

response or lev el-response (PK/PD).  
 

3.3.1  Stu dy Population  

Subject demographic and baseline cha racteristics of various 
efficacy st udies are described. The following should be 

explained:  

Å Disease characteristics (e.g. severity, duration) and 
previou s treatment in study subjects , and study 

inclusion/exc lusion criteria.  

Å Differences in baseline character ist ics of different study 

populatio ns or study groups.  

Å Differences between the population included in the 
efficacy analysis and the overall subject popu lation that 

are expected to r eceive the Drug when it i s marketed 
should also be noted.  

Å Assessment of the  number of subjects droppi ng out of  the 

study, time of withdrawal (specific study days or visits 
during the study period or follow -up), and reasons for 

discontinuation.  
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A tabular pr esentation that combines and compares the 
populations from different studie s will be useful.  

 
3.3.2  Compari son of Ef ficacy Results from All Studies  

 

The results of all studies designed to evaluate drug efficacy 

must be summarized and  compared, including studies that are 
inconclusive or give negative results. Important differences in 

stud y design such as endpoin t, compar ison group, study 

duration, subject population statistical methods, and dose 
must be identified.  

 

Comparison of resul ts from various studies focus es on the 

primary endpoin ts described previously. However, if the 
primary e nd point involves different  variable s or time points in 

different efficacy studies, it is necessary to explain the inter -

study comparisons of the importa nt data elements obtained 
fro m across the studies. If results are considered important 

over time, they c an  be displayed in a figur e depicti ng changes 

over time for each study.  
 

Confidence intervals (CI) for the effect of the treatment are 

given to aid inte rpretation. If the placebo an d drug tests show 
a diffe rent change from the baseline, the baseline value and 

the magnitude of the e ffect on the treatment group, including 

placebo and active comparison (if used), must be made in table 

or text that describes a figure. If the objective of  the active 
comparison te st is to demonstrate equivalence or non -

inferiorit y, the difference in outco me ratio between the 

treatments should be provided in Confidence Intervals (CI). 
Results should be evaluated using pre -defined  criteria to 

determine equiva lence or non -inferiority.  The rationale for the 

criteria and support for de termining that the study h as assay 
sensitivity should be explained (please refer to ICH E10).  

 

Important differences in results between studies of simil ar 
designs should be discusse d. Comparisons of factors  between 

studies that may have contributed to the di fferences in the 

results  of vario us studies are described.  

 
If a clinical study is meta -analysis, it should be clear whether 

this analysis is carried out according to a predetermi ned 

protocol or a post ho c exercise.  
 

Differences in study design or popula ti on, or in measures of 

efficacy be tween studies should be explained in order to make 
an assessment of the relevance and validity of the results and 

conclusions (please refer to ICH  E9). A detailed descript ion of 

the methodology and results of the meta -ana lysis should be 
provided i n a separ ate report (Clinical Study Report).  

 

3.3.3  Comparison of Results in Subpopulation  
 

The results of individual studies or a r eview of efficacy analysis 

in  specific populations are  summarized in this section. The 
purpose of these comparisons is to show whe ther the effect of 

the claimed treatment is observed consistently across all 

relevant subpopulations, especially those for par ticular reason 

of concern. Th is comparison may highlig ht a large variety of 
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properties, which subsequent ly  requires further invest igation 

and discussion. However, such analysis is limited (ICH E9), 

and it is important to note that the aim of such analysis is not 
to provide a basis for  a particular claim or to  fix evidence of 

efficacy in situations where the overall results are not as  

expected . 

 
Given the limited sample size in individual studies, analysis of 

multiple studies should be carried out to evaluat e the effect of 

demographic f actors (age, sex, and rac e) on efficacy. Special 
factors can arise from gen eral things (such as the e lderly) o r 

from special issues related to the pharmacology of Drugs or 

that arise at the beginning of the Drug development. Ef ficacy 
in the pediatric popul ation should be routinely  analyzed in 

proposed indications for children. If  the data analysis is too 

broad, a detailed efficacy analysis shall be carried out and 
placed in the Clinical Study Report with the results of the 

analy sis described in this section . 

 
3.4  Analysis of Clinical I nformation Relevant to the Recommended Dosing  

 

Thi s section provides an inte grated su mmary and analysis of all data 
relating to dose -response effectiveness or blood level response 

relationships (includi ng blood dose -level relations hips), thus 

contributing to the choice of dose and choice of dose interval.  Relevant 

data from noncli nical stu dies can be referenced, and relevant data 
from pharmacokinetic studies, other clinical pharmacological studies, 

and c linical studies with or witho ut comparison are summari zed to 

illustrate the dose -response or blood level  response relationships. F or 
pharma cokinetic and pharmacodynamics studies whose data are 

summarized in Section 2.2, it would be more appropriate to use these 

data in this summary in  accordance with the summ ary in Section 2.2, 
without repetition.  

 

Although in terpretations of how the se data s upport dosing 
recommendations are included in the Clinical Study Overview 

document, individual study results and cros s-study analysis that will 

be used to support dosing r ecommendations (including recommended 

initial and maximum dosing, dosing tit ration me thods, and other 
guidelines regarding individualization of dosage) should be 

summarized here. Any identified deviatio ns from dose -response or 

bloo d level response relation ships due to pharmacokinetic 
nonlinearities, delay ed effects, tolerance, enz yme induc tion, and so on, 

should be described.  

 
Any differences in dose -response relationships that result from age of 

the sub ject, sex, race, disease, or other factors should be e xplained. 

Any differences in pharmacokinetic or ph armacodynamics responses 
are also d iscussed and adjusted for Section 2. How they are seen, even 

if no differences are found, should be explained (e.g. s pecific studies in 

the subpop ulation, analysis of effi cacy results by subgroup, or test 
drug level deter mi nation).  

 

3.5.  Persisten ce of Eff icacy and/or Tolerance Effect  
 

Persistence or efficacy information from time to time should be 

summarized. The number  of subjects for which long -term efficacy data 
are ava ilable, and the length of exposure, should be desc ri bed. Any 
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evidence of tol erance (l oss of effect over time) should be recorded. It 

may be useful to examine the relationship between changing dose over 

time and long -term efficacy.  
 

Controlled studies desig ned to gather long -term efficacy data should be 

a ma jor focus, and these stu dies shou ld be clearly distinguished other 

studies that are more loosely defined, such as open extension studies. 
This differe nce also applies to studies s pecifically designed to e valuate 

the effects of tolerance and withdrawal. D ata on withdrawal or rebou nd 

effect s related to product safety are presented in the safety section (see 
Section 4).  

 

In long -term efficacy tests, the ef fect of early discontinuation  of therapy 
or switching to other therapies on outcome assessment should be  

considered. This issue is  also use ful for short -term test and should be 

mentioned when discussing study results, if necessary.  
 

Appendix 3  

Tables and f igures should be included in the text of the appropria te 

Chapters if this makes reading the document eas ier . A long table can 
be p resented in the appendix at the end of the chapter.  

 

The table should list all studies related to efficacy evaluation (includi ng 
discontinued or unfinished  studies, studies that fa iled to demonstrate 

effectiveness for some reason,  studies available as publ ications only, 

studies reported in the full report (ICH E3), and studies that are 
described in a brief report), and should pre sent the most important 

resul ts of the study. It shoul d be noted that unplanned interim 

analysis in ongo in g studies are usually un necessary . If Section 3 is 
more than one for a Drug registration with more than one indication, 

usually each section has its o wn appendix to the table.  

 

Il lustrative tables for ant ihypertensive Drugs are presented as 

examples, but  these examples are not al ways rele vant for every drug 
registration. In general, Drug registration will require tables and/or 

figures developed specific ally for a particular Drug cl ass and the study 

conduct ed. 
 

Table 3.1  Overview of the clinical efficacy and safety studies.  

Table 3.2  Results of the efficacy study  

Please refer to Matrix: Standard Format of Clinical Study Summary 

Matrix  

 
4.  SUMMARY OF CLINIC AL SAFETY  

This section provid es a summary of the data relevant to safety in the 

intended subject populat ion, by combining all resu lts of in dividual clinical 
study reports as well as other relevant reports, such as an integrated 

analysis of safety data that  is routinely submitted to se veral countries.  

 
The dis play of safety -related dat a can be considered at t hr ee levels (IC H E3)  

Å The extent of exposure (dose, duration, number of subjec ts, type of 

subject) should be  examined to determine t he extent to which safety 
can be assessed from the  database.  

Å Common adverse events an d changes in laboratory tests are 

identified, classified, and summarized.  

Å adverse events (defined in ICH E2A) and oth er significant adverse 
events (defined in ICH E3) shou ld be identified and summarized. The 
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frequency of th ese occurrences should b e checked  throughout the 

study, especially for Drugs us ed chronically.  

The drug safety profile described based on the analysis  of all clinical safety 
data m ust be described in deta il, clearly and objectively, using tables and 

figu res. 

 

4.1.  Exposure to Drugs  

 

4.1.1  Comprehens ive Safety Evaluation Plan and Safety Study 
Narrative  

Comprehensive safety evaluation plan should be briefly 
describ ed, including special consider ations and observations 

of nonclinical data, the effects of the relevant 

pharmacological classes, an d the sou rce of the safety data 

(controlled tests, open  studies, etc.). A matrix of all clinical 
studies presenting the safety  data breakdown should be 

incl uded (please refer to Ap pendix 4 in this Section IV). In 

addition to studi es evaluating efficacy and  safety, and non -
comparable studies providing safety in formation, this section 

also includes studies that consider specific sa fety concerns, 

for example stu dies to compare rates of  adverse events for 
two therapies, to assess safet y in a specific demographi c 

subset,  to evaluate withdrawal or rebound phenomena, or to 

evaluate certain adverse events (e.g. sedation, sexual 
function, influence on driving ability, absence of unwanted 

clas sroom effects). Studies of indications that have n ot  been 

proposed and curre nt ongoin g studies are also included if 

they contribute  to the safety analysis.  
 

A narrative description of the study should b e provided, 

except for a descr iption of the study na rrative that 
contributes to both the efficacy and sa fety data included in 

Sect ion 3.2  and adjusted to this section. The narratives 

should be sufficiently detailed to enable the assessor to 
understand the study subjects' exposure to th e test or 

comparison d rug, and to understand how the safety data are 

colle cted (including the meth ods used and the extent of 
monitoring of the safety of su bjects involved in individual 

studies). If several studies are not anal yzed separately but 

are catego rized for safety analy sis, these matters should be 
noted, and a single nar ra tive description can b e provide d.  

4.1.2  Overall Extent o f Exposure  

Proper tables (see exa mple in appendix 4 of Section IV) and 

texts should be produced to summariz e the exposure levels 

for the Drug at all stages of clinical study develop ment. The 

table shows th e number of subjects exposed in various study 
types and at various doses, routes, an d durations. If several 

different doses and/ or periods of exposure are use d, these 

can be catego rized. Therefore, for each dose or dose range, 
the d ur ation of exposure can be summar ized according to the 

number of subjects exposed to a specific time period,  such as 

1 day or less, 2 days to 1 week, 1 week to 1 month, 1 month 
to 6 months, 6 months to 1 year, more than 1 year (ICH E3). 

In Drug registratio n,  it is also important to identi fy diagnostic 

subgroups and/or groups receiving concurrently specific 
thera pies  that  are considered  relevant to the saf ety  
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assessment . 

 

Each subject can obt ain a dose as needed, in the form of the 
maximum dose, the dose wit h the lon gest expo sure, an d/or 

the average daily dose. In some cases, a cumulative dose may 

be considered. D osage can be provided as an actual daily 

dose or on mg/kg or mg/m2 basis, as requ ired. Where 
available, drug level data (e.g. drug level at the time  of 

adver se events , maximu m plasma level, and area under 

the/AUC curve) can help to relate individual subjec ts to 
adverse events or changes in laborator y variables.  

 

It is assumed th at all subjects involved and received at least 
one dose of treatment are i nc luded i n the saf ety anal ysis. If 

not, it must be explained.  

 
 

4.1.3  Demographics and Other Characteristics of th e Study 

Population  

The summary table should provide an overview of the 
demographi c characteristics (Table 4.2) of the population 

exposed to the Drug  during t he develo pment pr ocess. Th e 

choice of age range to be used should consider the 
discussions in ICH E 7 [Study Supporting Special 

Populations: Ger iatrics] and ICH E11 [Clinical  Study of 

Medicine in a Pediatric Population]. If the relative exposure of  
the demo graphic g roup in the contr olled studies differs from 

the overall exposure, a separate table should be provided.  

 
The table must show the releva nt characteristics of the stud y 

popul ation and the number of subjects with specific 

characteristics. The se charac teristics  may inc lude:  

Å Dis ease severity.  
Å Hospi talis ation . 

Å Impaired rena l function.  

Å Concomitant illness.  
Å Concomitant u se of particular medications . 

Å Geographical location.  

 
If these char acteristi cs are di stribute d differe ntly in the 

comparative study versus the overall database, tables should 

be created for the two groups.  

The text cont ained in the table sh ould menti on any  

imbalance (if any) between the drug and placebo and/or the 
compari son regar ding any of the d emographi c characteristics 

above, especially if it could result in differences in safety 

outcomes.  

If a specific subject is ex cluded from the study  (due to 

concomi tant illness, disease severity, concomitant 
medication), it should be mentio ned.  

Demo graphic tables fo r each indication should be established 
separately, although closely related indications can be 

combined together if the characteristics o f the stud y subj ects 

are similar so that the risks are believed to be the same.  

 

4.2.  Adverse Eve nts ( Keja dian  Tid ak  Diingi nkan , KTD)  

4.2.1.  Analysis of Adverse Events (KTD)  
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Data on the frequency of adverse events are described in text 

and tables.  Texts listed in Sect ion  4.2.1 as app ropriate and 

tables not included in the text are placed in Appendix  4. 

All a dverse ev ents or adverse e vents that worsened after 

starting the treatment ("signs and symptoms arising from the 

treatment," adverse events tha t are not seen at bas eline and 

worsen ed even though they exist at baseline) should be 
summarized in a ta bl e listi ng each e vent, th e number of 

subjects experiencing the event and the frequency of 

occurrence in subjects receiving the studied drug, with the 
control drug and place bo.  The ta ble ca n also present the 

results of each dose and can be modified to show , among 

other thin gs, the adverse e vent rate based on severity, onset 

of therapy or assessment of causality.  

If most of the relevant safety data come fr om a limited 

number o f s tudies (e.g. one or two studies), or if the subject 

populations involved in thos e studies  are very  differe nt, a 

stu dy-based presentation of the data is more appropriate. If 
relevant exposure data are not included in a limited study,  

categorizing the stu dies and c ombini ng the results to 

increase the accuracy of estimates and sensitivit y to 
diff erences s hould be  consider ed. 

Combining safety data from various studies should be carried 

out with care because in some cases, interpretation can be 

difficult and the  aggregation can obscure real differences. In 
cases where discrepancies are evid ent, it m ay be mor e 

approp riate to present study -based data. The following 

matters should be considered:  

Å It is most appropriate to combine data for stud ies with 

similar desi gns, e.g. simila r in dose, duration, methods 

for determining adverse events, and in  populati on.  

Å If ad verse events clea rly differ across the various 

collected individual studies, the combined estimate is 
less informative.  

Å Studies with u nusual adverse events  should be  

presented separately.  

Å The depth of the analysis depends on the seriousne ss of 
the  adverse event an d the str ength of the evidence that 

it is caused by the Drugs. Differences in the level of 

Drug association, serious events or  events that led to 
discontinua tion o r a change in dose require more in -

depth investigation, whereas oth er advers e events do not 

need compl icated analysis.  

Å Examination of subjects with extreme laboratory 
abnormalities ("outliers") is useful in identifying a 

subgroup of individ ual s at ri sk for  a particular adverse 

event.  

 

The study groups that can be used in a combine d safety 
analysis  are as f ollows:  

Å All comparison studies or subset of comparison studies, 
such as placebo comparison studies, positive trials, 

certain positive tria ls,  or stu dies o f a specific indication 

(conducted in different populations). These  grouping s 
can pro vide the  best inf ormation on the more common 
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adverse events and can differentiate drug -related events 

from spontaneous events. Figures  in the comparison 

and t reatmen t grou ps should be compared.  

Å All studies, excluding short -term studies in  healthy 

subjects.  This gr ouping is  useful for evaluating rarer 

events.  

Å All studies using a specific dosage regimen or route, or 

other concurrent therap ies.  

Å Studies in which  adverse event r eports are disclosed via 

a checklist or in person, or studies where  the inci dent is 

voluntary . 

Å Combine d studies by region/country.  

The discussion of the first two groups is useful, while the 
other groups will vary depen ding on the drugs dis cus sed, an d 

infl uenced by the examination of the results of individual 

studies. In th e metho d used, i t should  be noted  that each 
number is only a rough estimation, as is the case with a 

single study.  

If data from several studies will b e combined, it should  be 

explai ned th e reasons for choosing the method for 
combination. Combining the ev ent numer ator and 

denomina tor for t he study can be carried out. Another 

method for aggregating the results of the entire study is by 
calculating the dat a based on study size s or varia nts.  

If the rates of adverse events in the clinical study differ 

greatly,  these di fferences  should be noted and the reasons 

should be discussed (e.g. differences in study populations, 
dose administration, or in the methods of  collecting adverse 

events data ). 

Adverse events should be described as described in 

individual study re ports (IC H E3). In  combini ng data f rom 
multiple studies, use standardized terms to describe the 

event and collect synonyms under a single term. This can  be 

done with diction ari es of i nterna tional standards and their 
terminology. Studies in which adverse ev ents lead  to chang es 

in th erapy (di scontinuation of drug use, change in dose, and 

need for additional therapy) can help assess the clinical 

aspects of t hese adverse events. Thi s figur e can be added to 
the adverse events table, or can be presented in a sepa ra te 

tabl e. The nu mber of all drug discontinuations from each 

study is useful and it is also important to include adverse 
events that lead to discontinu ation in a separate t abl e. 

 

4.2.1.1  Common Ad verse Events  

A matrix presenting the adverse event rates (pl ease 
refer to Appe ndix 4 i n this Se ction IV) is used to 

compare the numbers in the test and comparison 
groups. Combining the event severity category and  

causality category c an be usef ul for  this analysis. 

The causality category is reported and its data 
presentation  should i nclude t he total number of 

adverse events (whether considered or not related 

to treatment) because the evaluation of causality is 
subj ective and can ignore  tr eatment -relat ed adverse 
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events. The comparison of the adverse event rates 

between the tes t group a nd the c omparison  group 

in the individual study is summarized in this 
section. Inputting the numbers in the table for the 

selected stu dy (please refer to t abl e 4.4 e xample , in 

Appendix 4) is often useful.  

In -depth examination of the more common ad verse 
events that  are like ly to be Drug -related can also be 
useful (e.g. events that show dose -response and/or 

differences in rates between the  Drug and placebo) 

for t heir as sociat ion with relevant factors, 

including:  
 

- dosage; 

- dose mg/kg or mg/m2;  

- dosage r egimen;  

- duration of treatm ent;  

- total dose;  

- demographic characteristics such as age, gender, 

race;  
- concurrent use of other drugs;  

- other baseline  features such as ren al status;  

- effic acy results;  

- Drug levels, if available.  

A summary of the results of  examinin g the tim e of 
onset and du ration for Drug -related events is also 

useful.  

Rigorous statistical evaluation of the possible 
association between ad verse events and each  of the 

above factors is often unnecessary. Initial 

presentation and examination of  the data  can show  
that th ere is no  evidence of a significant 

relationship with demographics or other baseline 

figures so that no further analysis of th ese factors 
is necess ary . The a nalysi s does not need to be 

presented in a report. If the safety analysis  is too 

broad to b e presen ted in de tail in the report, it 
should be presented as a separate report in the 

Clinical Study Report, and summarized in this 

section.  

In some circ ums tances,  life tables or similar 

analysis may be more informative than reporting 

unp rocessed adverse  events data.  
 

4.2.1.2  Deaths  

The table in Appendix 4 to Section IV should list all 
fatalities occurred during the study (including  those 

occurred after discon tin uation  of treatment, for 
example within thirty days or as specified in th e 

study p rotocol, includin g any oth er fatalities 

occurred later that may be caused by the process 
during study period). Excluded from this list are 

fata lities associated with the d isease as per the 

protocol and not associated with the studied Drug, 

either in  studie s with hi gh morta lity cond itions 
such as advanced cancer or in studies where 

fatality is the primary endpoint of the study 
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(however, it is assu med that such fatalities wil l s till 

be reported in individual E3 ICH study reports). 

These fatalities st il l need to be stu died to discover 
unexpected patterns between study stages, and 

then analyzed if there are unexplained differences. 

Fatality should be studied on an individual bas is 

and an alyzed by numbers in individual studies and 
in combination studies,  taking i nto accou nt both 

total mor tality and cause -specific deaths. The 

relationship with the factors listed in section 
4.2.1.1 must also be considered . Fatalities in a 

population  of subje cts whose cause is predictable 

(e.g. from cardiac arrest and sudden  death in  the 
angi na popul ation) is  considered uninformative, but 

a single death due to arrhythmias associated with 

prolonged QT interval, aplastic anem ia, or liver 
disease can be inf ormati ve. Particular care must be 

taken before an unusual death from conc omitant 

disease occurs.  

 
4.2.1.3  Other Seri ous Adverse Events  

A summary of all KTDS (other than fatalities but 
including KTDS that are considered death -related) 

should be reported. KTD  occur ring after drug 

discontinuation should be reported. Reporting 
shoul d include  major la boratory  abnormal ities, vital 

signs, and physical examination abnormalities 

deemed to be KTDS according to the ICH E2A 

definition. The  results of the KTDS analysi s i n 
vari ous studies should be reported. The frequency 

of KTDS must be exami ned espec ially for  drugs t hat 

are u sed chronically. The possible relationship with 
the factors listed in Section 4.2.1.1 should also be 

considered.  

 
4.2.1.4  Oth er Significant Adverse Eve nts  

Other hematologic and labora tory abno rmalities  
(other than thos e that meet the definition of 

serious) and any events that lead to essential 

intervention (untimely discontinuation o f the test 
drug, dose reduction , or c oncurrent adjunct 

therap y) other than those reported as KTDS, shoul d 

be repo rted.  

An event le ading to an untimely discontinuation of 

the test Drug represents an important safety issue 
and should receive particular atten tion in the 

analysis of Drug sa fety f or two reasons. First, f or an 

unexpected event (based on pharmacolo gical 

act ivity), t he need to stop ( or change) treatment 
indicates the severity of the event and its perceived 

importance for both the subject and the do ctor.  

Second, discontinuation c an rep resent a Drug -
related ev ent , but not necessarily related to the 

Dru g. KTD th at leads to treat ment inte rruption 
should be considered a potentially Drug -related 

event even if the event is initially not seen, and 

even if i t is thought to represent an in ter -cu rrent 
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illness. The reaso ns for untimely discontinuation 

should be d iscussed and the n umbers c ompared 

between studies, with the placebo group and/or 
with active comparative tests. In addition, study 

data should be examin ed for possible associations 

wi th the  factors listed in Secti on 4.2.1.1.  

 
4.2.1.5  Analysis of Adverse Events (KT D) Based on Organ 

Systems or Syndro mes 

Assessment of causality and risk factors for death, 
KTDS and KTD with other meanings are often 

difficult to do be cause they are uncommon. 
Categorizing  these events, including  th ose that are 

less important to the patho ph ysiolog y involve d, can 

be importa nt in understanding the safety profile. 

For example, the relationship between treating 
sudden death may become cleare r when viewed in 

the context of  synco pe cases, palpitations, and  

asymptomatic arrhythmias.  

Therefore, su mm arizing  KTD base d on org an 

system s would be beneficial, so that these events 
could be considered as Drug -related events, 

including laboratory abnormal ities. The 

presentation of KTD based on this organ system 

mus t b e placed in Section 4.2.1.5 (4.2.1.5.1; 
4.2.1.5.2 ; and oth ers), an d given a  title according to 

the organ system discussed. The list of organ 

systems should be stated and the basis for 
categori zing events should be determine d 

appr opriately to present dat a on Drug KTD. If 

multiple KTDs present as syndromes  (e.g. in fluenza 
syndrome,  cytokine -releasing syndrome), the 

sponsor may develop some of Section 4.2.1.5 

specifically for the syndrome, not for  the organ 
system.  

The same dat a and summary should not be 

repeated in more than one subsection in Chapt er 
4.2.1.  However,  the pre sentation  summary can be 

placed in one section and adjusted with other 

sections.  

4.2.2  Narrative  

Narrative should only be mad e for certain events that are 

conside red important for the su mma ry assessment of the 

Drug. The location of indivi dual narr atives a bout the 

subject's death, other KTDS, and KTD that have other 
meanings in the application for Registration that is 

considered important due to its clinical a spects  (as described 

in indivi dua l study reports in ICH E3) should be ref erred to 
here for the conv enience o f the assessor. These narratives 

should form part of the individual study reports. If there is 

no individual study re port (e.g. if many open studies  are 
combined in the safety an aly sis and not individually 

described), nar ra tives c an be pla ced in C linical S tudy 

Reports, Chapter 5.3.  
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4.3.  Clinical Laboratory Data Evaluation  

This section describes the relationship between chang es in laboratory 

results and dr ug us e. Obvious laboratory abn orm alities that lead to 
important intervent ions are  reported  in Secti ons 4.2.1 .3 or 4.2.1.4. If 

such data are also presented in this section, duplication of the report 

should be made clear to the  assessor. Evaluation is determ ined from 

the results of avail abl e laboratory tests, but a description of  the 
ana lysis sho uld be pr ovided in  this section. For each analysis, a 

comparison between the test and comparative groups should be made. 

In addition, t he range of normal laboratory v alues  should be included 
in each analysis (ICH E3). Where possible, laboratory values are 

presented in international standard units.  

 

A brief overview of the major changes in laboratory values in clinical 

studies should  be provided. Laboratory data i nclud e hematology, 
clinical ch emi stry, urinalysis and other data as appropriate. Each 

parameter at each time during the study (e.g. at each visit) should be 

described at the following three levels:  

Å Central Tendency, namely th e average (mean) and median val ues of 

the group,  

Å Range of v alu es and the number of subjects with an abnormal value 
or with an abnormal value of a certain size (e.g. 2 times the normal 

upper limit, 5 times the upper limit; the choice must be explained). 

When the data are combined from mu lt iple study centers with 

dif ferences in normal laboratory values, the methodology of 
incorporation should be described. The analysis of changes in 

individual subjects by test group can be demonstrated by various 

approaches (e.g. slide tables, see examples  in ICH E3),  

Å Individual clinically important abnorma lities,  including those 

leading to treatment discontinuation. The significance of changes in 

laboratory values and their possible relationship to treatment should 
be assessed (e.g. by analyzing these figures in relation to dose, in 

relation to drug levels, absence of follow -up therapy, positive de -

challenge, positive re -challenge, and nature of concurrent therapy ). 
Possible linkages with other factors listed in Section 4.2.1.1 should 

also be considered.  

 

 

4.4.  Vital Signs, Physical Findings, and Other Observations regarding Safety  

The way in which cross -study observations and comparisons of vital 
signs (e.g. heart rate , blood pressure, temperature, respiratory rate), 
body weight and other data (e.g. electrocardiogram, X -rays) relating to 

safety are presented should be the same as the way laboratory 

variables are presented. If there is evidence of the effect of the drug,  

dose-response relationships, drug -response relationships or 
relationships with individual variables (e.g. disease, demographics, 

concomitant therapy), it should be identified and the clinical relevance 

of these observations should be explained. Particular  attention should 
be paid to changes that are not evaluated as efficacy variables and to 

changes perceived as KTD. Particular attention should also be paid to 

studies designed to evaluate specific safety concerns, for example 
studies on QT interval prolong ation.  

 

4.5.  Safety in Special Groups and Situations  

4.5.1  Subject Group  

This section summarizes the safety data related to 
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individualization of therapy or subject management based on 

demographics, age, sex, height, weight, lean body mass, 

genetic polymorphisms, body  composition, other diseases, 
and organ dysfunction. In proposed indications for children, 

safety in the pediatric population should be routinely 

analyzed. The impact analysis on safety results is presented 

in another section but is summarized here, along with kinetic 
or other relevant information, for example on subjects with 

kidney or liver disease, the medical environment, use of other 

drugs (please refer to 4.5.2, Drug interactions), tobacco, 
alcohol, and food habits. For example, if interactions with 

alcohol are indicated by metabolic profiles, study results, 

post -marketing experience, or by information about similar 
drugs, that information should be presented here. If a large 

number of subjects with comorbid conditions such as 

hypertension, heart disea se, or diabetes are included in the 
study, an analysis is conducted to assess whether these 

comorbid conditions affect the safety of the studied Drug. 

Adjustments to the table or description of KTD should be 

made when the analysis of these subgroups has be en carried 
out.  

 

4.5.2  Drug Interactions  

Studies on the potential for drug -food interactions or Drug -

drug interactions are summarized in the Summary Section of 
Clinical Pharmacology Studies in ACTD. The impact on the 

safety of these interactions is summarized he re, based on 

pharmacokinetics, pharmacodynamics, or clinical 
observation. Any observed changes in the adverse events 

profile, changes in blood levels of the Drug that are 

considered to be associated with risk, or changes in the effect 
of the Drug associate d with other therapies are presented 

here.  

 

4.5.3  Use on Pregnancy and Lactation  

Information on the safety of using the Drug in pregnancy or 

breastfeeding during clinical development or from other 

sources is summarized here.  

 
4.5.4  Overdose  

Clinical info rmation re garding overdose, including 

signs/symptoms, laboratory findings and 

therapeutic/treatment and antidote measurements (if 
available) is summarized and discussed. Information on the 

efficacy of specific antidotes and dialysis is provided where 

avail able.  

 

4.5.5  Drug Abuse  

Studies/information related to the investigation of potential 

dependence on New Chemical Entity  in animals and humans 
are summarized and adjusted to the Nonclinical Summa ry . 

Vulnerable subject p opulations should be identified.  

 
4.5.6  Withdrawal and Rebound  

Information or study results regarding rebound are 

summarized. Events that arise, or get worse after 
discontinuation of the drug (withdrawal) in an active or double 
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blind stud y should be checked to s ee if it is due to 

discontinuation of the drug. Particular emphasis is given to 

studies evaluating withdrawals and/or rebounds.  

Data on tolerance are summarized in Section 3.5 of the 

Summary of Clinical Efficacy.  

 

4.5.7  Effect on Ability to Drive Vehicles, Opera te Machines or 
Impairment of Mental Ability  

Safety data related to sensory disturbances, coordination, or 
other factors that will reduce the ability to drive, operate 

machinery or impair mental abilities are summarized here, 

includ in g KTD reported in safe ty monitoring (e.g. drowsiness) 
and specific studies on the effect of drugs on ability to drive, 

operate machinery or impairment of mental abilities.  

 

4.6  Post-Marketing Data  

If a Drug has been marketed, all available post -market da ta  (published 

and unpubl ished, including current periodic safety reports if available) 

should be summarized. The most recent periodic safety reports are 
included in the Clinical Study Reports. The estimated number of 

exposed subjects is categorized by indi cat ion, dose, route, dur ation of 

treatment, and geographic location. The methodology used to estimate 
the number of subjects exposed should be described. Estimated 

demographic details from any source should be provided where 

available.  

A matrix of serious events reported after th e Drug has been marketed 

is presented, including the presence of the potential for serious Drug 

interactions.  

Any post -marketing findings in the subgroups are described.  

 

Appendix  4 

Matrix is presented to summarize the im por tant results of all studies 
related to safety evaluation and in particular to support Drug Labeling.  

Tables and figures are inserted in the text at the appropriate section if 

this makes reading the document easier. Tables can be presented in 
the appendi x at the end of the section.  

A Cl inical Study Summary requires tables and figures to be created to 

describe a particular Drug, Drug class, and clinical indication.  

 

Please refer to Section 4.2.1, 4.2.2.3, and 4.3 of this guidelines for 
additional discussio n of the contents of Section 4 ta bles.  

Table 4.1  Study Subject Drug Exposure  by Mean  Dailiy Dose and 

Duration of Exposure . 

Table 4.2  Demographic profiles of Patients in Controlled Trials . 

Table 4.3  Incidence of Adverse Events (KTD) in Pooled Placebo and 

Active Controlled Trials  

Table 4.4  Incidence of Adverse Events (KTD) in the largest  t r ials . 

Table 4.5  Patient Withdrawals by Study: Controlled Trials  

Table 4.6  List ing of Deaths . 

Please refer to Matrix: Standard Format of Clinical Study Summary 

matrix.  
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5.   SYNOPSIS OF INDIVIDUAL STUD IES 

 
Based on the ICH E3 Guidelines (Structure and Con tents of Clinical Study 

Reports), a clinical study synopsis is included in each Clinical Study 

Report.  

 
This section should include a table entitled Clinical Study Matrix, 

describe d in the Clinical Study Report guidelines, followed by all study 

synopses ar ranged in the same order as in the Clinical Study Reports.  
 

One synopsis is prepared for each study used in all countries. Length of 

synopsis is usually up to three pages long, but  synopsis for more complex 
studies can be longer, for example ten pages. In in dividual synopsis, tables 

and figures are used as necessary to add clarity.  

 
SUBSECTION C: CLINICAL STUDY MATRIX  

 

A matrix of all clinical studies and related information should be available. The 

matrix should include the type of information for each stu dy identified in Table 
1 of this Section. Other information may be included in this table if deemed 

necessary. The order of the study matrix follows the order described in 

Subsecti on D: Clinical Study Reports.   
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Table 1. Matrix of Overall Clinical Stud y 
 

 Study 
Identity  

Study 
Report 
Location  

Study Objectives  Study Design 
and Type of 
Comparison  

Test Product: 
Dosage 
Regimen, 
Route of 
Admin istration  

Amount of 
Subjects  

Healthy 
Subjects or 
Subject 
Diagnosis  

Duration of 
Treatment  

Study Status: 
Type of Report  

BA 001  Vol 3,  
Chp. 1.1,  
P. 183  

BA IV absolute vs 
Tablets  

Cross Study  Tablet, 50mg, 
single dose, 
oral, 10 mg IV  

20  Healthy 
Subject  

Single Dose Finish; 
Summary  

BE 002  Vol 4,  
Chp. 1.2,  
P. 254  

Comparing Drug 
Formulation  in 
clinical study and 
those to be mark eted. 

Cross Study  Formulation of 
2 tablets, 50 
mg, oral  

32  Healthy 
Subject  

Single Dose  Finish; 
Summary  

PK 1010  Vol 6,  
Chp. 3.3,  
P. 29  

Determining PK  Cross Study  Tablet, 50mg, 
single dose, 
oral  

50  Renal 
Insufficiency  

Single Dose  Finish; 
Complete  

PD 020  Vol 6, 
Chp. 4.2,  
P. 147  

Bridging Study 
between regions/ 
countries  

Random, with 
Placebo 
Comparison  

Tablet, 50mg, 
repeated dose, 
oral, every 8  
hours  

24 (12 
Drugs, 12 
Placebo) 

Subject with 
Primary 
hypertension  

2 weeks  On-Going; 
Temporary 
Report  

Efficacy  035  Vol 10,  
Chp. 5.1,  
P. 1286  

Long term efficacy & 
safety; Analysis of PK 
Population  

Random, with 
Active 
Comparison  

Tablet, 50mg, 
oral, every 8 
hours  

300 (152 
test Drug, 
148 active 
comparator)  

Subject with 
Primary 
hypertens ion  

48 weeks  Finish; 
Complete  
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SUBSEC TION D: CLINICAL STUDY REPORTS  

 

INTRODUCTION  

This subsection describes the preparation of Clinical Study Reports, other 

clinical data, and  references in general technical documents (Common 
Technical Dossier/CTD) for r egistration of Drugs used by humans. In donesia 

requires a special Study Report for clinical evaluation.  

 

COMPOSITION OF CLINICAL STUDY 

REPORTSAND RELATED INFORMATION  
 

1.  LIST OF CO NTENTS OF CLINICAL STUDY REPORTS  

 
2.  CLINICAL STUDY REPORTS  

 

2.1.  Biopharmaceutical Stu dy Report  

2.1.1.  Bioavailability  study report (BA).  
2.1.2.  Comparative bioavailability (BA) and bioequivalence (BE) 

study report.  

2.1.3.  In vitro - in vivo  correlation study report . 
2.1.4.  Bioanalytical and ana lytical methods for human study 

report.  

 

2.2.  Reports of Pharmacokin etic Studies Using Human Biomaterials  

2.2.1.  Plasma protein binding study report.  
2.2.2.  Hepa tic  metabolism and drug interactions study report.  
2.2.3.  Report of Study using other human biomaterials.  

 
2.3.  Human Pharmacoki netic (PK) Study Report  

2.3.1.  Healthy Subject PK and Initial Tole rabi lity Study Reports . 

2.3.2.  Patient PK and Initiaal Tolerability Study Reports . 
2.3.3.  Population PK Study Reports . 

 

2.4.  Human P harmacodyn amics (PD) Study Report  

2.4.1.  PD and PK/PD  on healthy subject Study Report.  

2.4.2.  PD and PK/PD on subject Study Report.  
 

2.5.  Efficacy and Safety Study Report  
2.5.1.  Study Reports of Control led Clinical Stu dies Perti nent to the 

Claimed Indication . 
2.5.2.  Study R eport s of Uncontrolloed Clinic al Studie s. 
2.5.3.  Data analysis reports from more than one stud y, including 

integrated formal analysis, meta -analysis, and bridging 
analysis . 

2.5.4.  Other clinical study reports.  
 

3.  Post-Marketing Expe rien ce Report  

 
4.  Case Report Forms and In dividual Patient Li stings  
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GUIDELINES FOR PREPARING CLINICAL STUDY REPORTS 

AND RELAT ED INFORMATION  
 

These guide lines provide recommendations for the structure o f th e Clinical 

Study Reports and related information to simplify the preparation and review of 

documents and ensure their completeness. The placement of the report is 
determined by  the main objective of the study. Each study report will only 

appear in one sect ion. If there are several objectives,  the study should be 

adjusted to other sections.  
 

An explanation such as "none" or "no study conducted" is provided when no 

report or infor mation is available for a S ection or Subsection.  
 

1.  LIST OF CONTENTS OF STUDY REPORT 

 
List of Contents for the Study Re port must be available.  

List of Contents for Subsection D includes all chapters listed in the CTD 

manual down to the smallest subsection to  identify all the essential  
components of a proposed Registration (for examp le, 5.1.1 Placebo 

Controlled Trials).  

 

Il lustration of part of List of Contents Subsection E  

 
5. Indication Z - Efficacy and Safety Study Report  

5.1 Indication Z ð Study Report of Controlled Clinical S tudies 

Pertinent to the Claimed Indicati on  

5.1.1  Indication Z - Placebo Comparati ve Study  
Study xx -xxx: A double -blind, p lacebo -comparative study of Drug 

A for Indication Z  

Study yy -yyy: Double -blind study . .....  

5.1.2  Indication Z - Active Comparative Study  
Study z z-zzz: A double -blind, comparative study of Drug A vs Drug 

C for indication Z 

 

5.  Indication Q - Efficacy and Safety  Study Report  

5.1  Indication Q ð Study Reports of Controlle d Clinical Studies 
Pertinent to the Claimed Indication  

 
2.  CLINICAL STUDY REPORT  

 

2.1.  Biopharmaceutica l Study Report  

Bioavailability (BA) studies assess the speed and extent of r elease of 
the Active Phar maceu tical Ingredient  from the Drug. Comparative 
BA or Bioequivalence (BE) studies may  use kinetic, dynamic, 

clinical, or in vitro  dissolut ion endpoints, and can be either a single 

dose or a repeated dose. If the ma in p urpose of the study is to 

assess Drug  kine tics and also includes BA information, the study 
report is submitted in Section 1 , and is referred to in Sections 1.1 

and/or 1.2.  

 
2.1.1.  BA Study Report  

In this Section should include:  

1) Studies comp arin g the release and systemic availabili ty 
of the Active Pharmaceutical Ingredient  from the oral 

solid dosag e form with the systemic availability of the 
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Active Pharmaceutical Ingredient  administered 

intravenously or as a li quid  oral dosage form,  
2) Study of dosage fo rm proportionality, and  

3) Study of the effects of food.  
 

2.1.2.  BA and BE Comparative Study R eport  

The studies in this section compare the amount an d extent 
of release of the Active Pharmaceutical Ingredient  from  

similar Drugs (for example, tablet w ith  tablet, tablet with 

capsule). A BA or BE comparative study may include 
compariso ns between:  

1) Drugs used in clinical studies that support  the 
effectiveness and drugs to be marketed,  

2) Drugs used in clinical studies that  support their 
effectiveness and Drug s u sed in batch stability, and  

3) Similar drugs from different manufacturers.  
 

2.1.3.  In Vitro -In Vivo  Correlation Study Report  

In vitro  dissolution studies that provide BA information, 

including those used to correlate in vi tro  with in vivo  data, 
are presented in S ection 1.3.  

In vitro  dissolution test reports used for batch quality 
control and/or batch release are presented in the Quality 

Department o f the CTD.  

 

2.1.4.  Report on Bioanalytical and Analytical Methods for Human 
Studies  

Bio analytical and/or analytical methods for  
biopharmaceutical studies or in vitro  dissolution are 

usually presented in Indiv idual Study Reports. If a method 

is used in multiple st udies, that method and its validation 
are included in Section 1.4 and refere nced  in the 

appropriate Individual Study Reports.  

 
2.2.  Reports of Pharmacokinetic Studies Using Human Biomaterials  

 

Human biomate rials is a term used for proteins, cells, tissues and 

other materials of human origin, which are used in in vitro  or ex vivo  

manner  to assess the kinetic properties of the Active Pharmaceutical 
Ingredient . Examples include human cell colony  cultures, which are 

used to assess permeability throug h biological membranes and 

transport processes, and human albumin, which is used  to assess 
plasma protein binding. Th e most important thing is the use of 

human biomaterials such as hepatocytes and/or l iver microsomes to 

study metabolic pathways and assess Drug -Drug interactions with 
these pathways.  

 

Studies using biomaterials to a ddre ss other properties (e.g. sterility 

or p harmacodynamics) should not be presented in a Sub -Section of 

Clinical Study Repor ts, but in the Nonclinical Studies Section 
(Section III ). 

 

2.2.1.  Plasma Protein Binding Study Report  

An ex vivo  protein binding s tudy  report is presented here. 

Protein bi ndi ng data from blood and/or plasma kinetic 

studies are presented in Section 3.  
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2.2.2.  Reports of the Study of Hepatic  Metabolism and Drug 

Interactions  

Study report of Hepa tic  metabolism and drug interactions 

with Hepatic  tissue is prese nted here.  
 

2.2.3.  Studies Using Other Human Biomaterials  

Study report using ot her biomaterials is presented here.  

 

2.3.  Study Reports of Human Pharmacokinetic (PK)  
 

The kinetic assessment of the drug in a healthy subject and/or 

patient is cons idered importan t for designing dosin g strategies and 

dose titration stages, to anticipate the ef fects of concomitant use 
with other drugs, and to interpret observed pharmacodyn amics 

differences. This assessment should provide a description of how the 

body handles the Dru g over time, with a f ocus on maximum plasma 
levels (peak exposure), areas under t he curve (total exposure), 

clearance, and accumulation of the parent drug and it s metabolites, 

particularly those with pharmacological activity.  
 

PK studies  who se reports are included in Sections 3.1 and 3.2 are 

generally designed to (1) measure drug and m etabolite levels in 
plasma over time, (2) measure Drug and metabolite levels in u rine or 

feces if needed, and/or (3) measure Drug binding and metabolites 

agains t protein or re d blood cells.  
 

In so me conditions, PK studies may include measuring the 

distribu tion of the Drug to tissues, organs, or body fluids (e.g. 

synovial or cerebrospi nal fluid), and the results of these distribution 
studies are included in Se ctio ns 3.1 and 3.2.  This study provides the 

kinetic characteristics of the drug and information on a bsorption, 

distribution, metabolism, and excretion of drugs and active 
metabolit es in healthy subjects and/or patients. The study of mass 

balance and change s in  dose-related k inetics (e.g. determi nation of 

dose proportionality) or time (e.g. due to enzyme induction or 
antibody formation) are great importance and should be presented 

in  Sections 3.1 and/or 3.2. In addition to describing the mean 

kinetic in heal thy subjects and pa tients, kinetics also  describe the 
range of individual variability.  

 

2.3.1.  Reports of P K Studies on Healthy Subjects and Initial  

Tolerability  
Reports of PK studies an d initial  tolerability in healthy 

subjects are presented in this chapter.  

 

2.3.2.  Reports of PK Studies on Subjects and initial  Tolerability  
Reports of PK studies and initial  tolerability in subjects are 

presented in this chapter.  

 

2.3.3.  Reports of PK Studies on Po pulation  
Reports of PK studies on a population based on a sparse  

sample obt aine d from clinical studies including ef ficacy and 

safety studies are presented in th is chapter.  
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2.4.  Human Pharmacodynamics (PD) Study Report  

 

A study report with the main objective of determining the effect of 
Drug PD in humans is pr esented in this chapter.  Meanwhile, study 

reports whose main  pur pose is to determine efficacy or to colle ct 

safety data are presented in Chapter 5.  

 
This section includes reports of (1) studies of known o r  suspected 

pharmacological properties associated wi th the desired clinical effect 

(biomarkers), (2) short -term stud ies of major clinical effects, and (1) 
studies of PD on other characteristics not associated with the 

desired clinical effect. Since the qua ntitative relationship between 

this pharmacological effect on dose and/or Dr ug c oncentration and 
metabolites in plas ma is usually important, PD information i s often 

collected in dose -response studies or together with drug level 

information in PK studies (l evel-response or PK/PD studies). The 
relationships b etween the effects of PK  and  PD that is not obtained 

in well  comparative studies is often evaluated using  appropriate 

models and used as a basis for designing further dose -response 

studies or, in some cas es, for interpreting the effects of differences in 
levels in population subs ets.  

 

Dosage finding studies, PD and /or PK-PD can be conducted on 

healthy subject s and/or subjects, and can also be included in 
studies evaluating the safety and efficacy of a clin ical indication. 

Reports of studies of dosage findin gs, PD and/or PK/PD cond ucte d 

on healthy subjects are presen ted in Chapter 4.1, while reports on 
studies conducted on subjects are presented in Chapter 4.2.  

 

In some cases, short -term PD information, dose  finding, and/or PK -
PD found in pharmacodynamics stu dies of the subject will  

con tribute data to the efficacy ass essment, because these 

information indicate a n influence on acceptable surrogate markers 
(e.g. blood pressure) or at the endpoint of clinical be nefit (e.g. pain 

relief). PD studies may also contai n important clinical saf ety 

information. When these studies become part of the evidence for 

efficacy or s afety, they are considered clinical efficacy and safety 
studies that should be included in Chapter 5, not in Chapter 4.  

 

2.4.1.  PD and PK/PD on Health y Subjects Study Report  

PD and/or PK/PD Studies that have no n-th erapeutic goals 

on healthy subjects are p resented in this chapter  
 

2.4.2.  PD and PK/PD on Subject Study Report  

PD and/or PK/PD studies on t he subject should be 

presented in this chapter.  

 
2.5.  Eff icacy and Safety Study R epor t  

 

This chapter includes reports  on all clinical studies of the efficacy 
and/ or safety of the Drugs conducted by the sponsor, including all 

studies that have been completed or are in progress for proposed or 

not proposed indicat ions. The study report m ust be presented in 

detail according  to the study and its role in Drug registrati on. ICH 
E3 describes the contents of a complete report for studies that 

provide evidence of efficac y and safety. Brief reports can be 

produced for mult iple studies (please ref er t o ICH E3 and guidelines 
in each coun try).  
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In Chapter 5, the studies are orga nized by design (comparative, 

non -comparative) and in comparative studies, according to the type 

of comparison. Within each chapter, the studies are fu rther 
classified, sorted  according to completeness and summa ry o f the 

study (ICH E3), with studies whose full reports are presented first. 

Published reports with limited data or no further data are presen ted 

last in this chapter.  
 

If the application for re gistration includes mult iple  indications for 

therapy, a repo rt i s prepared in a separate Chapter 5 for ea ch 
indication. In that case, if the clinical efficacy study is relevant to 

only one of the proposed  indications, the study is included in 

Chapter 5 as appropriate. Whereas if a cl inical efficacy study is 
relevan t wi th some indications, the study report is included in the 

appropriate Chapter 5 and referred to as necessary in other 

Chapters 5, for example , Chapter 5A, Chapter 5B.  
 

2.5.1.  Study Reports of Controlled Clinical Studies Pert inent t o 

the Cla im ed Indication  

The controlled clinical study  Reports  are sorted by type of 
comparison:  

Å Placebo control  (may include other comparison 

groups, such as active comparison or other d oses). 

Å No-trea tment control . 

Å Dose-Response (without placebo).  

Å Active control  (without placebo).  

Å External control  (Historical), regardless of 

Comparator.  

In each type of control , studies should be structured by 
duration of treatment if rel evant to an  assessment of Drug 

effect. Studies of indications other than those proposed , 

bu t supporting efficacy for the pr oposed indications, are 

incl uded in Chapter 5.1.  

If a pharmacodynamics study contributes to evidence of 

efficacy, it is included in C hapter 5.1.  Placebo-comparative 

studies, whether conducted at baseline or at the end, a re 
presented in Chapter 5.1. Compara tive  safety studies, 

includi ng studies in conditions not for registration, are also 

reported in Chapter 5.1.  

 

2.5.2.       Study Reports of U ncontrolled Clinical Studies  

Non-Comparative clin ical  study reports (e.g. open -label 
safety study reports) are pr esented here, including studies 

in conditions that are not for registration.  

 

2.5.3.       Data Analysis Reports from More Than One Study  
Many clinical problems in applyin g for Drug registration 

can b e overcome by analyzing data from se vera l studies. 
The results o f such analysis are summarized in the Clinical 

Study Summary document, but a detailed explanation and 

presentation of the results of these analysis are important 

for interpre tation. If the det ails  of the analysis are too 
broad t o be reported in the summary  document, they shall 

be presented in a separate report located in Section 5.3. 

Examples of reports in th is section include: reports from 
formal meta -analysis or e xtensive ex ploratory efficacy  
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ana lysis to estimate the magnitude of t he effect on all 

subject s and/or on specific subpopulations, and reports on 

integrated security analysis that assess factors such  as the 
adequacy of a security database, estimated inciden ce rates, 

and safety -related vari ables such as dose, demographics , 

and concomitant drugs.  

 
2.5.4.       Other Clinical Study Reports : 

Å Interim report of analy sis of studies related to claimed  

indications.  

Å Reports of controlled safety studies no t re ported 

elsewhere   

Å Reports of controlled or uncontrolled studies not related 

to the  claimed indicatio n. 

Å Published reports on the clinica l ex perience of Drug s that 
are not included in Chapter 5.1. However, if the literature 

is considered importan t to demonstrate  or prov e efficacy, 

it is included in Chapter 5.1.  

Å Reports of ongoing studies.  
 

3.  POST-MARKETING EXPERIENCE REPORT  

For products curre ntly  on the market, a report summarizing the marketing 

experience (including all meaningful safety observatio ns) should be 
in cluded i n item 6.  

 

4.  CASE REPORT FORMS OF  AND INDIVIDUAL PATIENT LISTINGS  (AS 

REQUESTED)  

The forms of case report and list of individual subject data described in 

Appendix 16.3 and 16.4 of the ICH c linical study report guidelines, are 

present ed in this chapt er, in the same order as th e cl inical study reports 

and indexed  by study.  
 

SECTION E: REFERENCES  

 

Reference documents , including important published articles, official meeting 

minutes , or other regulatory guid ance/ advice is inc luded here, including all 

references cited  in the Clin ical  Summary  and Clinical Study Reports  or in 
individual technical reports provided  in the Clinical S tudy Reports. Copies of 

referenced documents  must be availab le upon request.  
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MATRIX:  STANDARD FORMAT OF CLINICAL STUDY S UMMA RY MATRIX  

 

1.1  Summary of bioavailability studies.  

1.2  Summary of in vitro  dissolution studies.  

 

2.1  Summary of  Drug -Drug int eractions  PK Studies   

 

3.1  Description of Clinic al E fficacy and Safety Studies . 

3.2  Results of efficacy studies.  

 

4.1  Study Subject Drug Exposure by Mean Daily Dose a nd Duration of 

Exposure Intravenous formulation . 

4.2  Demographic Profile of Patients in Controlled Trials . 

4.3  Incidence of Adverse Even ts in Pooled Placebo and Active  Contr olled Trial 
Database . 

4.4  Adverse event  in a combined database of active and comparative trials in 
placebo.  

4.5  Patient Withdrawals  by Study: Controlled  Trials .  

4.6  List ing of Deaths . 
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Table 1.1.   Summary of Bioavailability  Stud ies 
 

 
Study 

Ref. No.  
Study Objectives  Study Designs  Treatment 

(Dosage,  

Preparation 

form , Route)  

[Product ID]  

Subject 

(No. 

(M/F)  

Type of  
Age: average 

(range) 

Average Parameters (+/ - SD) Study Report 

Location  

     Cmax  

(mg/L)  
Tmax  

(hr) 
AUC * 

(mg/Lxhr)  
Cmin**  

(mg/L)  
T1/2  

(hr) 
Others   

192  
(Japan)  

Relatively pilot BA that 

compares the absorption  

of a 200  mg tablet batch 

with a com pari son batch 

of 200  mg.  

Open, 

randomized, 

cross -over, 

200 mg dose  
singular  

200 mg Tab. , p.o.  
[17762]  

 
200 mg Tab., p.o.  
[19426]  

20 ( 10/10)  
Healthy 

subject  
27 y (20 -35)  

83 ± 21  1 217 ± 20   3.1    
    

     
     
     
   80 ± 32  0.5  223 ± 19  2.9 

195  BA study compared xx on 

fasting and eating 

conditions  

Open, 

randomized, 

cross -over, 

single dose  

200mg T ab, p.o.  
[19426]  

30 (15/15)  
Healthy 

subject  

32 y (26 -50)  

83 ± 21  1 217 ± 20      
(Japan )    

    
 120 ± 30  2 350 ± 40  

 

AUC *: AUCTAU or AUC inf  

Cmin** :   For repeated dose studies  
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Table 1.2. Summary of In -Vitro Dissolution Stu dies  

 
Study 

Ref. No.  
Product 

ID / No. 

Batch  

Preparation  

form  
Conditions  Number 

of Dosing 

Units  

Collection time  

Average % of  Dis solution 

(range) 

Study 

Report 

Location  

18 21  979 -03  25 mg Cap.  Dissolution: Equipment 2  (USP) 

Rotation Speed: 50  rpm 

Medium/te mperature: 37°  water  

12  10  20  30  (min)  

42 (32 -49)  71 (58 -85) 99 (96 -100) (%)  
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Table 2.1  Summar y of Drug -Dr ug Interaction PK Studies  
 

Stu dy/Pr

otocol # 

(country)  

Product 

Identity 

/ Batch 

# (NME)  

Study 

Objectives  
Study 

Design

s 

# Subject 

Entry/Fin

ish (M/F)  

HV/P 1 

(Age: 

average, 

rang e) 

Treatment  Pharmacokinetic Parameters Average (%CV) of Drug 

Substr ates  
The average  ratio of 2 

Confidence interval  
Location  

      Substrate  Drugs that 

interact  
Cmax  Tmax  AUC T1/2  CL/kg  Cmax  AUC  

001 

(USA) 
19B  

Batc

h 

0034  

Effect of 

warfarin on 

Dru g X 

Rando m, 

Cross over  
(8L/4P)/

(7L/4P)  
HV (34,  

20 -41)  
Drug X 

100 mg 

bid x 7d  

Placebo 45 (18)  

mcg/mL  
2.0  

(30) hr  
456 (24)  

mcg*hr/

mL  

4.25  

(30) hr  
0.05 (20)  

mL/min/kg  
1.16  

1.01 -1.30  
1.16  

1.03 -1.34  
 

      Drug  X 

100 mg 

bid x 7d  

Warfarin 

10 mg qd 

x 7d  

52 (20)  

mcg/mL  
2.1 

(35) hr  
530 (27)  

mcg*hr/

mL  

4.75  

(35) hr  
0.04 (22)  

mL/min/kg  
   

00 1 

(USA) 
19B  

Batc

h 

0034  

Effect of 

warfarin on 

Drug X  

Random, 

Cr oss over  
(8L/4P)/ 

(7L/4P)  
HV (34,  

20 -41)  
Warfarin 

10 mg qd 

x 7d  

Placebo 12 (25)  

mcg/mL  
1.5  

(30) hr  
60 (37)  

mcg*hr/

mL  

40  

(35) h r  
0.04 (30)  

mL/min/kg  
1.08  

0.92 -1.24  
1.07  

0.92 -1.18  
 

      Warfarin  

10 mg qd 

x 7d  

Drug X 

100 mg 

bid x 7d  

13 (20)  

mcg/mL  
1.45  

(27) hr  
64 (39)  

mcg*hr/

mL  

42  

(37) hr  
0.39 (34)  

mL/min/kg  
   

002 (UK)  19B2  

Batc

h 

0035  

Effect of 

Cimetidine 

on Drug X  

Cros s 
over, S ingle 

sequence  

(4L/8P) 

(4L/8P)  
HV (30,  

19 -45)  
Drug X 

50 mg 

bid x 5d  

Placebo 49 (18)  

mcg/mL  
2.1  

(30) hr  
470 (24)  

mcg*hr/

mL  

4.4  

(30) hr  
0.05 (20)  

mL/min/kg  
1.22  

1.03 -1.40  
1.36  

1.11 -1.53  
 

      Drug X 

50 mg 

bid x 5d  

Cimetidine 

200 mg bid 

x 5d  

60 (10 ) 
mcg/mL  

2.2  
(30) hr  

640 (24)  
mcg*hr/

mL  

5.2  
(30) hr  

0.03 (20)  
mL/min/kg  

   

1 HV=Healthy volu nteers, P=Subject  
2 Value for substrate with d rug interacting/value with placebo  
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Table 3.1  Overview of the Stud y of Clinical Efficacy and Safety  
ID 

study  
Number 

of Study 

Center  

 

Location  

(s) 

Start of Study  

 

 

Participation 

status, date  

Total 

Participation /Partici

pation Objective  

Design  

 
 

Control 

Type 

Test Drug  

& Comparator  

 
 

Dosage, 

Routes & 

Regimens  

Study 

Objectives  
# of 

subjects 

according 

to 

treatment  

 

Enrolled / 

completed  

Duration  Sex M/F  

 
 

Median Age 

(Range) 

Diagnosis  

 

 

Incl usion criteri a 

Primary Endpoint  

PG-

2476  
1 

 

 

 
U. 

Antarctica  

Aug -94  

 

 

 
Finis h April 98  

50 / 50  

Random, 

double 

blin d, 

parallel  

Placebo  

PT: 30 mg po 

bid  

 

 
Pbo 

Efficacy and 

Safety  
27/24  

 
 

 
23/21  

4 weeks  27/23  

 

 

 
38 (20 -64)  

Mild Hypertension  

 
 

 
Diastolic 90 -100  

Systolic 150 -170  

Change in systolic and diastolic 

pressure  from baseline i n 4 

weeks.  

PG-

2666  
4 

 

 

 

Florida 

Docto rs 

Affiliates  

 
Smith & 

Jones 

CRO 

May -98  Random, 

open label, 

parallel  

PT: 100 mg  po 

bid  
Efficacy and 

Safety,  
34/30  4 weeks, 

followed by 

open lab el 

for 12 

weeks  

66/60  Mild Hypertension  

Systolic 150 -170  
Change in systoli c and diastolic 

pressure from baseline  in 4 weeks 

and 12 weeks.  
   

       
         

 Still ongoing in 

May 20 01  
Placebo and 

dose-

response  

PT: 50 mg po 

bid  
Efficacy and 

long -term  

safety  

30/28   55 (24 -68)  Diastolic 90 -100   

      
        
 

126/400  
       

   
PT: 25 m g po 

bid   
34/32  

    
         

   Placebo  28/26      
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Table 3.2  Efficacy Study Res ults  

 
Study  Treatment  # 

Enrolled /  

Completed  

Average Systolic and 

Diastolic Bloo d 

Pressure  

Primary Endpoint  

 

 

 
Substrate -Placebo 

TDD chang e in 40 

weeks  

Statis tical 
test/p -value  

Secondary 

endpoint  

 

 

 
%normal** 

(ITT 

analysis)  

Other Comment s 

Baseline  20 weeks  40 weeks  

PG-2678  PT: 100 mg  po bid 

PT: 50 mg po bid 

PT: 25 mg po b id  

PT: 10 mg po bid 

Placebo 

34/30  

30/28  
 

34/32  
 

26/20  

28/26  

16 2/96  

165/97  
 

167/96  
 

162/95  

166/97  

140/85  

146/87  
 

148/88  
 

153/93  

160/92  

138/84  

146/87  
 

148/88  
 

153/93  

159/91  

6 

4 
 

2 
 

-4 

 
88  

78  
 

50  
 

20  

30  

 

 
**Provide defi nition  
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Table 4.1  Drug Exposure to Su bjects Based on Average Daily Dose and Duratio n of Expos ure to   
Intravenous Formulations  
N= Cut off Date : 

 

 
Duration  

 
(Weeks) 

Average Daily Dose (mg)  

0<Dosage  

Ò 5 mg 
5<Dosage  

Ò10 mg 
10<Dosage  

Ò20 mg 
20<Dosage  

Ò30 mg 
30<Dosage  

Ò50 mg 
50 

mg<Dosage  Total (Dosage)  
 

Percentage  

0 <Dur Ò 1 
        

1 <Dur Ò 2 
        

2 <Dur Ò 4 
        

4 <Dur Ò 12 
        

12 <Dur Ò 24 
        

24 <Dur Ò 48 
        

48 <Dur Ò 96 
        

Dur> 96  
        

Total  

(Each Duration)          

Percentage          
 

Similar tables can be made for the median, for the capital, and fo r the maximum do se, or for the longest exposure dose. The same table can be made for combined studies and subgroup s, for 
example on the basis of categorizing for age, sex, ethnicity factors, comorbid conditions, concomitant drug use, or a combina tion of th ese factors.  
Doses may also be stated as mg/kg, mg/m2, or in plasma Drug levels if such data are available.  
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Tabl e 4.2  Demographic Profiles of Subjects in Comparative Studies  
Cut off Date : 
 

 Treatment Group  
Test Products  

N= 
Placebo  

N= 
Active control  

N= 
Age (years)  

Mean ± SD 

range  

 

Group  

<18  

18 - 40  

40 - 64  

65 - 75  

>;75  

 

50 ± 15  
    

20 -85      

 

N (%) N (%) 

 

N 
 

(%) 
N (%) N (%) N (%) 
N (%) N (%) N (%) 
N (%) N (%) N (%) 
N (%) N (%) N (%) 

Sex 

Female 

Male  

 

N (%) 

N (%) 

 

N

N

 

N 

 

(%) 

(%) 

 

N 

N 

 

(%) 

(%) 
Race       

 Asian  N (%) N (%) N (%) 
 Black  N (%) N (%) N (%) 
 Caucasian  N (%) N (%) N (%) 
 Others  N (%) N (%) N (%) 

Other Factors     
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Table 4.3  Adverse Events (KTD) in Database of Combined Active and Placebo Comparative Studies  
 

Body System/KT D Test Drug  Placebo Active Control  1 Active Cont rol  2 
 All doses n = 

1685  
10 mg  

n = 9 68  
20 mg  

n = 717  
 

n = 425  
20 mg  

n = 653  
50 

mg 

n = 

334  

100 mg  

n = 546  
Overall Body         

Headache  19 (1%)  7 (1%) 12 (2%)  6 (1%) 23 (4%)  1 (<1%) 3 (1%) 
Etc.         

Cardiovascula r         

Postural Hypotension  15 (1%)  10 (1%)  5 (1%) 2 (<1%) 7 (1%) 6 (2%) 12 (2%)  

Etc.         
Gastrointestinal         

Constipation         
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Table 4.4  Incidence of Adverse Events (KTD) in Individual Studies  

 

 Incidents Report ed According to Test Group  

Body System/KTD  Study 95 -0403  Study 96 -0011  Study 97 -0007  Study 98-0102s  

 
Drug X 

60 m g bid  

N=104  

Drug X 

30 mg bid  

N=102  

Placebo  

 

N=100  

Drug X 60 mg 

bid  

N=500  

Placebo  

 

N=495  

Drug X 

60 mg bid  

N=200  

Drug y 

100 mg qd  

N=200  

Drug X 

60 mg bid  

N=800  
Overall Body          

Headache  N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%) 

Etc.  N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%) 

Cardiovascular          
Postural Hypotension          
Etc.          

Gastrointestinal          
Constipation          
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Table 4.5  Subjects who withdraw 1 from the Study: Contro ll ed Tri als  
Cu t off Date:  

Study  Tota l Withdrawal  Reason for Withdrawal  Number without efficacy 
data post -withdrawal  

  
 

Total  
Male/ 

Female  
Age 

>65  
Race (Describe 

Categorizing)  

/ / /  

KTD 

N (%) 
Lack of 

efficacy N (%)  
Others 

N (%) 
N (%) 

Study  Drug X  N (%) N (%) / N (%)  N (%) N (%)/N (%)/N (%)      

XXX  Placebo          
Study  Drug X          

AAA Comparator A          
Study  Drug X          

BBB  Comparator B          
Study  Drug X          

CCC Comparator  C         
All  

Study  
         

 

Note: withdrawal da ta can be divided  according to dosage level , if that is useful.  
1Subjects who withdraw are those included but did not complete the study (including subjects who discontinued treatment o r switched to an other treatment and/or disappeared from the study)  
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Table 4.6  List ing of Death s Treatment: Test Drugs  Cut off Date:  
 

Studies/  

Sources 1 

Center  Subject 

Identity  
Age 

(years) 
Sex Dosage  

(mg) 
Exposure 

Duration 

(Days)  

Diagnosis  Cause 

of death  
Other  

Treatment  
Medic al 

Condition  
Narrative 

Location  

            

            

            

1PM=Death from post -market ing experience  
 

This list includes all deaths that meet the inclusion rule, either arising from clinical studies or from secondary sources, s uch as post -marke ting experiences. In electronic registrati on, link to 

narra tive or other documentation regarding t he incident must be available.  
The footnote should describe the requirements for entering deaths into the table, for example all deaths that o ccurred during t he period of exposure to the Drug or withi n a period of up to thirty 
days after discontinuation of  the Drug and also those that occurred later but were due to adverse events that had an onset during exposure or during a thir ty day of follow -up period.  

Simi lar lists should be provided for placebo -exposed subjects a nd active contr ol drugs . 

 
 

CHAIRPERSON OF  THE INDONESIAN FOOD AND DRUG AUTHORITY,  
signed.  

 

 

PENNY K. LUKITO  
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ANNEX X 

REGULATION OF THE CHAIRPERSON  OF TH E 
INDONESIAN FOOD AND DRUG AUTHORITY  OF THE 

REPUBLIC OF INDONESIA  

NUMBER 24 OF 2017 
ON 

CRITERIA AND PRO CEDURES FOR DRUG  

REGISTRATION  
 

 
MINIMUM INF ORMATION THAT MUS T BE CONTAINED 
ON THE PRODUCT INFORMATION  

 

A. SUMMARY O F PRODUCT CHARACTERISTICS /BROCHURE  
 

1.  Drug name  

2.  Dosage form  

3.  Description  

4.  Drug Composition (name and strength of the  Active Pharm aceutical 

Ingre dients ) 

5.  Indications  

6.  Posology and route  administration  

7.  Contraindicatio ns 

8.  Warnings - Precautions  

9.  Drug interactions  

10.  Pregnancy and lactation  

11.  Effects on ability to drive and use machines  (if necessary)  

12.  Side effects  

13.  Overdose  and  treatm ent (if any)  

14.  Mechanism of action , and/or Pharmacodynamics and/or 
Pharmacokinetics  

15.  Non-clinical  safety data (if n ecessary)  

16.  List of  Excipients  

17.  incompatibility  (if necessary)  

18.  Stor age conditions   

19.  Stability/ usage limits after reconstitution or  after first  opening ( in use  

stab ility ) (if necess ary)  

20.  Type and size o f packaging  

21.  Othe r registered  dosage form s and packaging  (if necessary)  

22.  Marketing Authorization  Number  

23.  Applicantõs Name and/MS holder in acc ordan ce with the applicable 

prov isions  

24.  Applicantõs Addres s  and/or MA holder in accordance with the applicable 

provisions  

25.  Name of m anufacturer  

26.  Address of manufacturer  

27.  Name of licensing industry (if n ecessary)  
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28.  Address of licensing industry (if necessary)  

29.   Instructions for u se  

30.  Reconstitution method (if any)  

31.  Date of first approval/Re newal registration (if ne cessary)  

32.  Date of Product Information change (if necessary)  

33.  Drug Category  

34.  Special prec au tion , for example:  

a. On medical prescription onl y 

b. Limited OTC dr ug warning sign (P.No.1 - P.No.6) 

c. Box W arning  

d. Porcine  ori gin/ in contact with  substance derived from porcine   

e. Alcohol content  

 
B. PRODUCT INFORMATION FOR PATIENTS (Example) *) 

 

1.  Product name  

2.  Dosage form  

3.  Product Description  

4.  Composition of active pharmaceutica l  ingredients /what is contained in  the  
Drug?  

5.  Product Strength  

6.  Indication/What  is the medicine  use for?  

7.  Posology and route  of ad ministr ation/How much a nd how often should  
you use this medicine ? What shou ld  you do if you miss a dose ? 

8.  Contraindications/ when  you  must not use this  medicine ? 

9.  Warnings  and prec autions/ What should be considered when using this  
medicine ? (such as: what happens if  you stop using the medicine ) 

10.  Drug Interactions/What other medicines and foods should be avoided  

whils t takin g th is medicine ? 

11.  Pregnancy and  lactation /Can it be used by pregnant and lactating 
women?  

12.  Effects  on ability to  driv e and use machines /Is it permitted  to drive and 

operate machinery w hile taking this  medicine ? (if necessary)  

13.  Undesirable effect  

14.  Overdose/Signs and symptoms of overdose ( if necessary)  

15.  Overdose treatment/What should be done if using this medicine  exceeds 

the rec ommended dosage?  (if necessary)  

16.  Storage condition /How to store this  medicine ? 

17.  Shelf life after dilution / reconstitution or shelf l ife after opening the 

container/How long can this medicine  be used after the packaging is 

opened? (if necess ary)  

18.  Instructions for use  

19.  Reconstitution method/How to dis solve this  medicine ? (if necessary)  

20.  Marketing Authorization  Numbe r 

21.  Applicantõs Name  

22.  Applicantõs Address  
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23.  Date of revision  (if nece ssary)  

24.  Special precaution , for example:  

a. On medical  prescription only  

b.  Limited  OTC drug warning sign (P. No. 1 - P. No. 6)  

c. Box War nin g 

d.  Porcine origin / in contact with  subst ance derived from porcine   

e. Alcohol content  

 
Notes:  
*) Product Information for Patients can be explained in the for m of 

explanation s or questions.  
 

 
CHAIRPERSON OF THE  INDONESIAN FOOD AND 
DRUG AUTHORITY,  
signed.  

 
 

PENNY K. LUKITO  
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ANNEX  XI  

REGULATIO N OF THE CHAIRPERS ON OF THE 

INDONESIAN FOOD AND DRUG AUTHOR ITY 

NUMBER 2 4 OF 2017 
ON 

CRITERIA AND PROCEDURES FOR DRUG 

REGISTRATION  
 

 
MINIMUM INFORMATION THAT MUST BE 
WRITTEN ON THE PACK AGING (LABEL)  

 
No. Information tha t must be included  Outer 

Packaging  
Catch 
Cover/ 
Envelope  

Label  Blist er
/Strip  

Blister (the 
smallest p ackage 
in OTC and 
Limited Free 
Drugs)  

Ampoule 
/Vial label  

1.  Product  name  ã ã ã ã ã ã 

2. Dosage form  ã ã ã (-) ã ã e) 

3. Packaging size (unit)  ã ã ã (-) (-) ã 

4. Name and strength of the Active 
Pharmaceutical ingredi ents  

ã ã ã ã ã ã 

5. Applicantõs Name and Address  ã ã ã ã d) ã ã d) 

6. Manu facturerõs Name and Address  ã ã ã ã d) ã ã f) 

7. Lic ensor Name and Address  ã ã ã ã d) ã (-) 

8. Route of Administration  ã ã ã (-) (-) ã 

9. Marketing Autorization  Number  ã ã ã ã ã ã 

10.  Bat ch n umber  ã ã ã ã ã ã 

11.  Production date  ã ã (-) (-) ã (-) 

12.  Expir eddate  ã ã ã ã ã ã 

13.  Indications  ã a) ã ã b) (-) ã (-) 

14.  Posology ã a) ã ã b) (-) ã (-) 

15.  Contraindications  ã b) ã ã b) (-) ã (-) 

16.   Undesirable effect  ã b) ã ã b) (-) ã (-) 

17.  Drug interactions  ã b) ã ã b) (-) ã (-) 

18.  Warnings - Precautions  ã b) ã ã b) (-) ã (-) 

19.  Special precaution , for example:        

a. On medical prescription only 
"harusdenganresepdokteró 

ã ã ã ã (-) ã e) 

b.  Limited OTC Warning signs (P. No. 
1 - P. No. 6)  

ã ã ã (-) ã (-) 

c. box  warning  ã ã ã (-) ã (-) 

d. " /  in contact with substance derived 
from porcine " 

ã ã ã (-) (-) ã 

e. Alcoh ol c ontent  ã ã ã (-) (-) ã 

20.  Storage condition (including how to 
store after reconstitution)  

ã ã ã (-) ã (-) 

21.  Specific labels, for example:        
a. Highest Retail Price (HET)  ã ã ã ã ã ã e) 

b.  logo of drug 
classif ication (Prescrip tion /
Limited Free/OTC Drugs)  

ã ã ã ã ã (-) 



 

 
- 198  - 

  

c. Generic logo (specifically for Generic 
Drugs)  

ã ã ã ã ã ã e) 

d. Traceability identities to guarantee 
product validity  

ã c) ã c) ã c) ã c) ã c) ã c) 

 
Notes:  

a) : must be list ed for OTC drugs and  limited free drugs, for p rescription  
drugs, can refer to Product Information for Patients.  

b) : information can refer to Product Information for Patients.  
c) : the application of traceable identity to guarantee product validity is 

regula ted by a Regulat ion of the Agency  Head.  

d) : should include the name of th e applicant /the name of the 
manufacturer/the name of the licensor.  

e) : should be excluded for ampoules or vials less than 10 mL.  

f) : for address, only country n ame.  

 
CHAIRPERSON OF  THE INDONESIAN FOOD AND 
DRUG AUTHORITY,  
signed.  

 

 

PENNY K. LUKITO  
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ANNEX  XII  

REGULATION  OF THE CHAIRPERSON OF THE 

INDONESIAN FOOD AND DRUG AUTHORI TY 

NUMBER 24 OF 2017 
ON 

CRITERIA AND PROCEDURES FOR DRUG 

REGISTRATION  
 
 

APPLICANT DECLAR ATION 

 

I, the undersi gned:  

 
Name : é....................................................................  

Position  : .......................................................................  

Telephone number  : ............................................. .. .... ................ ....  

Fax number  : .......................................................................  

E-mail  : .......................................................................  

 
declare that all information contained in the registration do cu ment  for the 

followi ng product:  

 
Drug name: ééééééééééééééééééééééééé 

Active Pharmaceutical Ingredients composition and strength per 

unit dose: éé  

Dosage form: ....................................... .. .... ................ ........  

Type and size of packaging: ééééééééééééééééé. 

Applicant : ...............................................................................  

Manufacturer: ............................................................... .. .... ......  

Registrat ion category (to be described in detail): ........................  

 
is the latest and true. I declare that I have checked and I am responsible for:  

1.  The completeness  of the submitted documents.  

2.  The validity  of all informati on contained in the registration document.  

3.  The validity of documents attached to support registration.  

4.  Full implementation of GMP Guidelines at all production facilities involved 

in the production process and dru g contro l.  

5.  Drug formula according to master formula and batch record . 

6.  The manufacturing procedure is the same as specified in the master 

formula and batch record.  

7.  The data on active pharmaceutical ingre dients  and excipients in the 

registration do cu ment c orresponds to th e batch of active pharmaceutical 

ingredients  and excipients used.  



 

 
- 200  - 

  

8.  Each batch of active pharmaceutical ingredients  and excipients has been 

tested and meets specifications before being used in the drug production 

process. 

9.  Each batch has been tested and meets specifications before being used in 

the drug production process.  

10.  Each batch of drug  has been tested and meets drug release specifications 

before being marketed.  

11.  Personnel responsible for releasing drug s to be marketed are com petent 

personnel in accordance with the GMP Guidelines.  

12.  Drug testing procedures are validated/verified according to the GMP 

Guidelines.  

13.   Standard Operating procedures for handling drug recall  fro m th e market.  

14.  All regist ration documents are available for evaluation during the inspection 

and regulatory audit process es. 

15.  Clinical trials (if any) in accordance with the Guidelines for Good Clinical 

Practices ( Cara UjiKlinik yang Baik , CU KB).  

16.  not make  any changes beyond the proposed variations *). 

 
If the statement we provide d is not  valid , then we are willing to  be subject to  

cancel lation of the current   registration process and any applica bl e 

sancti ons  under prevailing  provisions.  

 

 

...................., Date :  

Duly Stamp  

(Full Name) 
(Position)  

 

Notes:  
*) : Specifically for Variation Registration  

 

 

CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG AUTHOR ITY, 

 
signed.  

 
 

PENNY K. LUKITO  
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ANNEX  XIII  
REGULATION OF THE INDONESIAN FOOD AND DRUG 

AUTHORITY  

NUMBER 24 OF 2017 
ON 

CRITERIA AND PROCEDURES FOR DRUG 

REGISTRATION  
 

 
PRE-REGISTRATION DOCUMENT  REQUIREMENTS  

 

A. ADMINISTRATIVE DOCUMENTS  

1. Cover letter.  

2. Certificates and other administrative documents in accorda nce with 

Annex  6.  

3. Documents for determining the 100 (one hundred) day s pathway . 

3.1.  Justification that the Drug is indicated for serious and rare 
diseases (Orphan Drug) , and/or  

3.2.  Justification that the Drug is indicated for the treatment of serious 

diseases that threaten huma n life ( lifesaving ), and/or easily 

transmitted to others, and/or there is no or lack of other 
treatment options that are safe and effective, and/or  

3.3.  Supporting documents for public health programs.  

4. Documents for determining the 120  (one hun dred and twenty) days 
pathway . 

Supporting documents for Registration requirements that have been 
approved in the reference country with a well -known evaluation system:  

4.1.  Information on  Marketing Authorization status fr om other country  

and accompanied by valid evidence.  

4.2.  Full Assessment report document is available  in English  from  the 
reference countr y authority bodies , with the proposed indication 

and po sology re quirements similar  to those approved in  the 
reference countr y. 

Registration conditions with reference countries:  

4.2.1.  All aspects related to Drug quality, including but not 
limited to source of raw materials, formula, manuf acturi ng 

site , release and  shelf life  specifications , must be  identical 

to those approved in the reference country.  

4.2.2.  The proposed Drug is not a Drug that requires speci fic  

evaluation related to differences in disease pat ter ns , 

resistance patterns an d/or national program policies, such 

as anti -infective, antiviral (Hepatitis C; HIV), anti -malarial, 
Tuberculo sis  Drugs, Biological Products, and targeted 

therapy drugs.  

However, the approval of the reference coun try  is no t the main 
basis for  granting Marketing Authorization . 

4.3.  A declaration  letter stating that all aspects of Drug quality are  

identical to those approved in the reference country, including a 

statement that th e Dru g Ma ster File (DMF) subm itted to the 
Indonesian FDA is  identical to that submitted to the reference 

country, if required.  
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5. Documents for determining the 300 (three hundred) day s pathway . 

For New Registration of New Drugs, Biolo gical  Produ cts, or Registration of 
Major Variations with new indications/new posology that are not included 

in the 100 Days and 120 Days pathway , an evaluation will be carried out 

through the 300 Day s pathway . 

6. Drug documents related to patents (i f necessary ) 

6.1.  Patent -related declaration letter.  

6.2.  Results of patents searches from the Directorate General of 
Intellectual Property.  

6.3.  Results of  patent  self assessment . 

B.  QUALITY DOCUMENTS  

1. Qualit y overa ll s ummary . 

2. Information on a nimal -derived  ingredients used in the manufacturing 
process of Active Pharmaceutical Ingredients  and Drugs.  

3. DMF or equivalent document from the manufacturer of Active 

Pharma ceutic al Ingredients  for Active Pharmaceutical Ingredients  (if 

necessary).  

4. Equivalen ce Data  (summary/protocol) or justification  if it  is not required  

for an  equivalence test.  

C. NON-CLINICAL  DOCUMENTS (if necessary)  

1. Non-clinical overview.  

2. Non-clinical tabulated summary . 

D.  CLINICAL DOCUMENTS (if necessary)  

1. Clinical overview.  

2. Tabulated study synopses . 

 

CHAIRPERSON OF THE INDONESIAN FOOD AND 

DRUG AUTHORITY , 

 
signed.  

 

PENNY K. LUKITO  
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ANNEX  XIV  

REGULATION OF THE CHAIRPERSO N OF THE 

INDONESIAN FOOD AND DRUG AUTH ORITY 

NUMBER 24 OF 
2017 ON  

CRITERIA AND PROCEDURES FOR DRUG 

REGISTRATION  
 
 

REQUIREMENTS OF NEW REGISTRATION DOCUMENTS  

 

A. New Registration Category  

In detail, the New Registration category consists of:  

a. Category 1 : 
Registration of New Drugs and Biological Products, including 

Biosimilar Products, consists of:  

1.1 New Drug Registration with new Chemical Entity , or Biological 

Products;  
1.2 Regist rat ion of  New Drugs or Biological Pr oducts with new 

combinations;  
1.3 Registration of New Drugs or Biological Products with new dosage 

forms or new strengths;  

1.4 Registration of New Drugs or biological products with new routes of 
administration;  

1.5 Bios im ila r Product Registration.  
 

b.  Category  2: 
Registration of Generic Drugs and Branded Generic Drugs, consists of:  
2.1. Registration of Generic Drugs and Branded Generic Drugs that 

require clinical trials;  
2.2. Registration of Generic Drugs and Branded Generic Drugs t hat 

do not require clinical trials;  

 

c. Category 3 : 

Registration of other preparations containing Drugs with special 

technology, can be in the form of transdermal patch, implant, and 

beads.  
 

B.  New Registration Documents  Requirements  
 
 

No  CATEGORY  

1 2 3 

1.1 1.2 1.3  1.4  1.5  2.1  2.2  

SECTION I: ADMINISTRATIVE DOCUMENTS AND PRODUCT INFORMATION  REQUIREMENTS  

A. ADMINISTRATIVE DOCUMENTS          

1 Cover letter.  v v v v v v v v 

2 Registration form  v v v v v v v v 

3 Applicant  Declaration  Letter  v v v v v v v v 

4 Certifi cates and administrative documents (according to 

manufacturing status: Local  Production , contracts, 

licenses, exports or imports) in accordance with Annex  6 

v v v v v v v v 

5 Pre-regist rat ion re sults  v v v v v v v v 

6 Receipt/proof of payment  v v v v v v v v 
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No  CATEGORY  

1 2 3 

1.1 1.2 1.3  1.4  1.5  2.1  2.2  

7 Patent -related documents          

7.1. Patent -related declaration  letter  va) va) va) va) vb) vb) vb)  

7.2. Results of patent search from the Directorate General 
of In tel lectua l property  

va) va) va) va) vb) vb) vb)  

 7.3. patents  self -assessment  va) va) va) va) vb) vb) vb)  

8 A declaration  letter from the manufacturer regarding the 

use of animal  derived  raw materi als or plant -derived  raw 

materials (including but not limited to gelatin; lactose 

monohydrate; magnesium stearate; materials containing 

fatty acids such as stearic, oleic, palmitic; glycerin and 

other types of hydrogenated fats ; DHA; ara ch ido ni c ac id; 

eudragit) (if necessary) If from animals  origin , 

accompanied by information  

animal origin  and BSE/TSE free certificate  

v v v v v v v v 

9 A stamped declaration letter from the manufacturer 

regarding the  use of mat erials from porcine  origin  (if 

necessary)  

v v v v v v v v 

B. PRODUCT AND LABEL INFORMATION           

1 Product Information  v v v v v v v v 

2 Label  v v v v v v v v 

3 photos or pictures of Drugs and p ackagi ng v v v v v v v v 

 

SECTION II: QUALITY DOCUMENT  REQUIREMENTS  

Subsection A. Summary of Quality Overall Summary (QOS)  v v v v v v v v 

Subsection B. Quality Documents          

 Active Pharmaceutic al in gredients  

PHARMACEUTICAL INGREDIENT  

        

 
S.1.  General Information  

 

        

 
1.1. Nomenclature  

 
v vc) vc) vc) v v v v 

 
1.2. Chemical formula  

 
v vc) vc) vc) v v v v 

 
1.3. General characteristics  

 
v vc) vc) vc) v v v v 

 
S.2.  Manu factu ri ng process and Source of Active 

Pharmaceutical Ingredient s  

 

        

 2.1. Manufacturer  

 

v vc) vc) vc) v v v v 

 2.2. Description and control of the 
manufacturing process  

 

v vc) vc) vc) v   v 

 2.3.  Control of Material  

 

v vc) vc) vc) v   v 

 2.4. Control of critical  steps  and  
intermediate  

 

v vc) vc) vc) v   v 

 2.5. Process validation and/or evaluation  

 

v vc) vc) vc) v   v 

 2.6.  Manufacturing Process Development  

 

v vc) vc) vc) v   v 

 
S.3.  Characterization  

 

        

 
3.1. Elucidation of structure and  Characteristic  

 
v vc) vc) vc) v   v 

 3.2. Impurit ies  

 

v vc) 

 
vc) 

 
vc) 

 
v   v 
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No  CATEGORY  

1 2 3 

1.1 1.2 1.3  1.4  1.5  2.1  2.2  

 
S.4.   Specifica tions and Testing Methods for Active 

Pharmaceutical Ingredients  

 
        

 4.1. Specification  

 

v vc) vc) vc) v v v v 

 4.2.  Analytical procedure  

 

v vc) vc) vc) v v v v 

 4.3. Validation of  Analytical procedure  

 

v vc) vc) vc) v vd) vd) v 

 4.4. Batch analysis  

 

v vc) vc) vc) v v v v 

 4.5. specifications  justification  

 

v vc) vc) vc) v   v 

 S.5.   Reference Standard  

 

v vc) vc) vc) v v v v 

 S.6  Specification and Testing of C ontai ner Cl osure 
System  

v vc) vc) vc) v    

 S.7.  Stability  

 

v vc) vc) vc) v v v v 

 P. DRUGS 

 

        

 P.1. Descriptions and Formulas  

 

v v v v v v v v 

 P.2. Product development  

 

        

 2.1.  Information of Development stud ies 

 
v v v v v v v v 

 2.2.  Compone nt of Drug Product  

 

v v v v v v v v 

 2.3.   Finished Product  

 

v v v v v v v v 

 2.4.  Manufacturing Process Development  

 

v v v v v v v v 

 2.5.   Container Closure  system  

 

v v v v v v v v 

 2.6.  Microbiological attributes  

 

v v v v v   v 

 2.7.  Compatibility  

 

v v v v v v v v 

 P.3. Manufacturing Procedure s 

 

        

 3.1.  Drug Manufacturers  

 

v v v v v v v v 

 3.2.  Batch formula  

 

v v v v v v v v 

 3.3.  Manufacturing process and process 
control  

 

v v v v v v v v 

 3.4.  Control of critical  steps and   

Intermediates  

 

v v v v v v v v 

 3.5.  Process and/or report validation  

 

v v v v v v v v 

 P.4. Specifications and test ing  methods  for  Excipient  

 
        

 4.1.  Specification  

 

v v v v v v v v 

 4.2.   Analytical procedure  

 

v v v v v v v v 

 4.3.  Exci pients of animals a nd/or 

human  origin  

 

v v v v v v v v 

 4.4.   Novel excipients  

 

v v v v v v v v 

 P.5. specifications and test ing  methods  for  Finished 
Products  

 

        

 5.1.  Specification s 

 

v v v v v v v v 

 5.2.  Analy ti cal  procedure  

 

v v v v v v v v 

 5.3.  analytical method validation  Report  

 

v v v v v v v v 

 5.4.  Batch analysis  

 

v v v v v v v v 

 5.5.  Characterization of impurities  

 

v v v v v v v v 

 5.6.  Justification of specifications  

 

v v v v v v v v 

 P.6. Reference Standards  

 

v v v v v v v v 
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No  CATEGORY  

1 2 3 

1.1 1.2 1.3  1.4  1.5  2.1  2.2  

 P.7. Specifications and Testing Methods  for Container 
Closure  

v v v v v v v v 

 P.8. Stability  

 

v v v v v v v v 

 P.9. Equivalence Evidence       v   

Subsection C. References  v v v v v v v v 
 

SECTION III: NON -CLINI CAL DO CUMENT  REQUIREMENTS  

Subsection A . NON-CLINICAL  overview  v v ve) v v   vf) 

Subsection B. Summary and matrix of NON-CLINICAL  study  v v ve) v v 
  vf) 

1 Summary of NON-CLINICAL  studies  v v ve) v v 
  vf) 

2 Cont ents of NON-CLINICAL  study summa ry and matrix  v v ve) v v 
  vf) 

3 Summary of the NON-CLINICAL  study matrix  v v ve) v v 
  vf) 

Subsection C. NON-CLINICAL  study reports (if necessary)  vi) v i) ve)i) vi) vi)   vf)i) 

1 Lis t of conten ts for NON-CLINICAL  study reports  vi) vi) ve)i) vi) vi)   vf)i) 

2 Study report          

2.1. Pharmacology  vi) vi) ve)i) vi) vh)i)   vf)i) 

2.2. Pharmacokinetics  vi) vi) ve)i) vi) vh)i)   vf)i) 

2.3. Toxicology  vi) vi) ve)i) vi) vi)   vf)i) 

Subsection D. References  vi) vi) vi) vi) vi) vi) vi) vi) 

SECTION IV: CLINICAL DOCUMENTS  REQUIREMENTS  

Subsection A. Clinical overview  v v v v v vg)  v 

Subsection B. Summary of clinical studies       vg)   

1 Summary of biopharmaceutical studie s and  associated 

analytical methods  
v v v v v   v 

2 Summary of clinical pharmacological studies  v v v v v   v 

3 Summary of clinical efficacy  v v v v v   v 

4 Summary of clinical safety  v v v v v   v 

5 Synopsis of individual studies  v v v v v   v 

Subsec ti on C. Cli nical study matrix  v v v v v vg)  v 

Subsection D. Clinical study reports  v i) v i) v i) v i) v i) vg)  v 

1 List of contents for clinical study reports  v i) v i) v i) v i) v i)   v 

2 Clinical study reports          

2.1 Report on biopharmaceut ical studie s v i) v i) v i) v i)    v 

2.1. 1. Bioavailability (BA)  
study reports  

        

2.1.2.  Comparative (BA) and bioequivalence (BE)  
studies  report  

        

2.1.3.  in vitro -in vivo correlation study reports          

2.1 .4.  bioanalytical and analytical methods for 
human studies  Reports  

        

2.2 Reports of pharmacokinetic studies using human 

biomaterials  

 

v i) 
 

v i) 
 

v i) 
 

v i) 
 

v i) 
   

v 
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No  CATEGORY  

1 2 3 

1.1 1.2 1.3  1.4  1.5  2.1  2.2  

2.2.1  plasma protein binding studies  Reports          

2.2.2.  studies of hepatic metabolism and drug 
interaction  stud ies Reports  

        

2.2.3.  study using other human biomaterials  
Reports  

        

2.3 Reports of human pharmacokinetic (PK) studies  v i) v i) v i) v i) v i)   v 

2.3.1.  PK stu dies on healthy subject   PK and 
initial tolerability study baseline 
tolerability  reports  

        

2.3.2.  Patient PK and initial tolerability study 
reports  

        

2.3.3.  Population PK stud y report s s         

2.4 Reports of human pharmacodynamics (PD) studies  v i) v i) v i) v i) v i)   v 

2.4.1.  Healthy subject PD and PK/PD  stud y repo rts          

2.4.2.  Patient PD and PK/PD study reports          

 2.5 Reports of e fficacy and safety stud ies v i) v i) v i) v i) v i)   v 

2.5.1.  Study Reports of Controlled C linical St udies  
Pertinent to the Claimed Indication  

    v    

2.5.2.  Studies  Reports  Unc ontrolled Clinical Studies          

2.5.3.  analyses of data  from more th an  one stud y 
reports  

        

2.5.4.  Other clinical study report s         

3 Post-marketin g Exp eri ence Report  v i) v i) v i) v i) v i)   v 

 
4 

Case Report Forms and Indi vidual  Patient Listings (As 

Requested ) 

 

v i) 
 

v i) 
 

v i) 
 

v i) 
 

v i)   
v 

Subsection E. References  v i) v i) v i) v i) v i) vg)  v 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 

 
- 208  - 

  

 
 

Notes:  

va) : if The  applicant is not the ori ginator or does not obtain t he 
appoin tment/license from the originator  

vb) : for the first Generic Drugs or Biosimilar Products  
vc) : if the source and manufa cturing process of the Active 

Pharmaceutical Ingredient  is different from those ap proved  

vd) : for non  ph arma copeial  Active Pha rmaceutical Ingredi ents  

ve) : for new route of administration  
vf) : is required for d rug components that have never been approved  

vg) : for generic drugs that require clinical trials  

vh) : is required for Biosi mil ar Products when there are issues related  to 
the quality and  pharmacotoxicology of the Active Pharmaceutical 

In gredient  

vi) : does not apply to drug registrations with reference countries  
 

 

 

CHAI RPERSON OF THE INDONES IAN DRUG 

AND FOOD AUTHORITY  

signed  

PENNY K. LUKITO  
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ANNEX XV 

REGULATION OF THE INDONESIAN DRUG AND 

FOOD AUTHORITY NUMBER  

24 OF 2017  
ON 

CRITERIA AND PR OCEDURES F OR DRUG 

REGISTRATION  
 

EXPORTED ONLY REGISTRATION 

DOCUMENT  REQUIREMENTS  
 
 
 

No. 
 

EXPORTED  

Imported 

Drugs  

Local Drugs  

1 Cover  letter  v v 

2 Registration form  v v 

3 Applicantõs statement  v v 

4 Certificates and administrative 

documents in accor dance with Annex 

6.  

v v 

4.1 Pharmaceutical Industry License  

4.2 Applicant 's GMP Certi fi cate 

4.3 GMPcertificate or othe r equi valent 

document from the manufacturer 

according to the registered 
preparation form  

v 

v 

v 

v 

v 

- 

 
 

CHAIRPERSON OF THE INDONESIAN DRUG 

AND FOOD AUTHORI TY, 

 
signed  

 

PENNY K. LUKITO  
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ANNEX XVI  

REGULATION OF THE INDONESIAN DR UG AND 

FOOD AUTHORIRY  

NUMBER 24 OF 2017 
ON 

CRITERIA AND PROCEDURES FOR DRUG 

REGISTRATION  
 

 
TYPES OF  VARIATIONS , REQUI REM ENTS AND COMPLETENESS OF 

VARIATION R EGISTRATION DOCUMENTS  

 
A. Variation Registration Administrative Docume nts  

Administrative documents that must be submitted at the time of 

submitting a Variation Registration consis t of: 

1.  Cover letter.  

2.  Registration f orm.  

3.  Applicant õs statement . 

4.  Certificates and administrative documents (according to 

manufacturing status: Local Production , contracts, licenses, exports 

or imports) in accordance w it h Annex 6 

5.  Pre-registrat ion res ult s (i f required).  

6.  Receipt/proof of pa ym ent.  

7.  Other documents.  

7.1.  A declaration  letter regarding th e fulfillment of the Variation 

Registration requirements (for example: a statement that the 
analytical method  Active Pharmaceut ical In gredien thas not 

changed  for  Variation Registration of tightening the limit of the 

Active Pharmaceutical Ingredient  specification).  
7.2.  Marketing Authorization and all Variation Registration 

approval le tters i ssu ed by the Indones ian Food and Drug 

Authority along with their atta chments . 

7.3.  Comparison table of proposed changes, including references  of 

the changes.  
7.4.  Justification of the proposed changes.  

 

B.  Variatio n Regis tra tion  Technical Document  

The technica l documents are submitted in accordance with the proposed 

Variation  Registration.  

Specifically for vaccines, types of  variations , requirements and document 

completeness  refer to WHO guidelines. The cate gory of   variations in the 
WHO guidelin es is different from the Registration category in Indonesia, so 

the  Registration category is adjusted as follows : 
 

No Categories listed in the WHO guidelines  Registration Categ ory in Indonesia  
1 Major  Major Va riation  Regist ration  
2 Moderate  Minor Variati on Registration  
3 Minor  Notification Variation Registration.  
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1.  CATEGORY 4: MAJOR VARIATION REGISTRATION  

 

No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

A. Changes in P roduct Inf ormation that affect safety effica cy aspects that require clinical data  

1 Changes /addition  in 
in dication and/or 
posology;  

 A. Administrative Documents, 
Product Inf ormation, and Labels  

1.  Product Inform ation  

B.  Non-clinical documents (if 
necessary)  

1.  Non-clinical overview.  

2.  Non-clinical study summary 

and matrix  

C. Clinical documents  

1.  Clinical overview.  

2.  Summary of clinical studies.  

3.  Cli nical study matrix for 

submissi on of cha nges or 
additions to indications and/o r 
posology Tabular listing of 
Clinical studies  for  submi ssion 
of changes or addi tions to 
indications and/or posology . 

4.  Clinical study report s (as stated 

in the  tabula r listing of  clinical 
stud ies ). 

5.  Periodic safety update 

report /PSUR up to the latest 
period.  

6.  Anothe r refer ence Other 

reference s. 
 

2 Changes in Product 
Information that affect 
safety aspects.  

 A. Administrative Documents, 
Product Information, and  Labels  
1. Product Information  

B.   Non-cli nical  documents (if 

necessary)  
1.  Non-clinical overview or 

justification  of 
changes/additions to Non-
clinical  information.  

2. Summ ary and matrix of Non-
clinical  stu dies (in accordance 
with the prop osed changes).  

C. Clinical documents  
1. Clinical overview or justification 

of changes/addi tions to clinical 
information.  

2. List of supporting documents 
for the proposed changes in 
product inform ation . 

3. Tabular listing Clinical stud ies 
for submission of changes  in  
Product Information.  

4. Clinical study report ( as stated 
in the tabular listing of clinical 
stud ies). 

5.  Periodic safety report / PSUR 
up to the latest period  (if 
necessary).  

6. Other references (if necessary).  
 

B. Changes in P roduct Information that affect safety effica cy aspects that do not require clini cal data  

1 Changes in Product 
Information that affect 
safety aspec ts.  

1. Specifically for New 

Drugs an d Biological 
Products.  

A. Administrative  Documents, 

Product Informati on, and Labels  
1. Product Information  

B.  Clinical d ocuments  

1. Justification and/or other 
supporting documents in 
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No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

accord ance with the proposed 
changes.  

2. Periodic safety up date 
report /PSUR (if necessary).  

3. Othe r reference s. 
C. Cha nges related to Active Pharma ceutical Ingredient s and/or formulas  that affect safety -efficacy  aspects 

that require clinical data  

1 Cha nges related to 
Active Pharmaceutical 
Ingredient s and/or 
Formulas that require 
clin ical  data . 

 A. Administrative Documents, 
Product Information, and Labels  
1. Product Information  

B.  Quality docu ments  

1. Complete Active Pharmac eut ical 
Ingredient  quality document  (if 

necessary).  
2. Complete  product quality 

documents.  
3. Characte rization data 

Characterization data that 
illustrates the conformation and 
immunogenicity of the antigen 
is co mp arable to the preparation 
form and/o r new f orm ula 
(vaccine specific).  
that ill us trat es the c onformation 
and immunogenicity of th e 
antige n is comparable to the 
preparation form and/or new 
formula (vaccine specific).  

4. Commitment to submit long -
term stability studies.  

C. Clinica l docum ent s 

1.  Clinical study overview or 
ju st ification of 
changes/additions to clinical 
information.  Clinical study 
overview or justification of 
changes/additions to cli nical 
information.  

2. List of su pp orting documents 
for proposed change s. List  of 
supporting documents for 
propos ed changes in product 
information  

3. Tabula r listing of Clinical 
studies for submission of 
changes to Product Information.  
Tabular listing of Clinical 
stu dies for submissio n of 
changes to Product Informatio n.  

4. Clini cal study report (as stated 
in the tabular listing of clinical 
stud ies). Clinical study report 
(as stated in the tabular listing 
of clinical stud ies ). 

5. Peri odic safety update 
report /PSUR up to the latest 
period (if nece ssary).  

6. Other references (if necessary).  
 

2 Replacement of Master 
Cell Bank 
(MCB)/Master Seed Lot 
(MSL). 

1. Specific for Biological 
Products . 

2. For manufactur ing of new 
master cell/seed lot 
derived  from original or 
pre -approved maste r 
cell/seed lot or working 
cell/seed lot by sub -
cloning.  

3. Not rel ated to any 
changes in  the host cell 
line.  

A. Quality documents  
1. Source, history and  passage 

number  of the  new m aster c ell 
/seed   with documentation of  
all raw materials of animal or 
human origin used in the entire 
cul ture  history.  

2. Result   of all ident ity test ing , 
including cytogenetic 
characteristics that can be 
used to identify cells.  

3. Information o f  characteri zat ion 
and testing of MCB /Working  



 

 

- 213  - 

  

No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

Cell Bank (WCB) and cell   from 
end-of-production or post -
producti on p arts.  

4. Result   of all existing 
adventitious agent test ing on 
the  donor   and new master ce ll . 

5. Growth characteristics and 
express ion if the cell substrate 
is used to  produce recombinant 
proteins. Including evaluation 
of copy number and stability of 
introduced nucleic acid s and 
quantity and quality of express 
protein to the passa ge levels 
that exceed anticipated 
produ ction c ycle times.  

6. Qualification of cell bank or 
seed lot  based on applicable 
standards.  

7. Validated cell stab ilit y under 
frozen storage and storage 

conditions using data cell 
recovery or viability.  

8. For viral master see d, all 
documents related to all 
manipul ations of the viral 
phenotype, e.g. virul ence 
attenuation or genetic 
reassortment or recombinant. 
Including the determination of 
nucleic acid sequen ces and 
sources of biological origin  
starting material . 

9. Test ing  data  of sterility,  

mycoplasma,  adventit iou s virus 
(if necessary).  

10.  Compa rability of    approved 
and proposed  Active 
Pharmace utical Ingredients  
in  terms of physicochemical  
characterization, bio logical 
activity and impurity profile.  

11.  Batch an aly sis data (in t abular  

format ) of at least three batches 
of Active Pharmace utica l 
Ingredient   derived  fr om the 
proposed and approved 
cell /seed lot.  

12.  The stability s tu dy results of  
ofa minimum three batches 
produced using the proposed 
cells/seed lot according to  the 
relevant  stability guidelines; 
and a statement letter declaring 
to continu e the stability study 
up to  the app roved s hel f life, if 
necessary, and repo rt  to  
Indonesian FDA  if the re is  test 
result that does not me et the 
requirements (with an action 
plan) or if requested by the 
In donesia n F DA 

13.  Commitment to submit stability 

study reports according to the 
proposed changes.  
 

B.  Clinical  docum ents  
1. Clinical study overview or 

just ification documents of 
changes.  

2. List of documents suppor ti ng 
changes.  

3. Clinical study matrix avail able 
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No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

for the proposed  cha nges. 
4. Clinical study report (as stated 

in the clinical study matrix ). 
5. Post Safety Update Report - 

/PS UR up to the latest period 
(if necessary).  

6. Other ref erences (if necessary).  

 
3 Critical chan ges in the  

fermentation process 
(change s that have 
potential to impact on 
the quality of the Active 
Pharmaceutical 
Ingre dient  or Finished 
Product).  

Specifically for recombinant 
products.  

A. Qu ality documents  
1. Flowchart (including pr ocess 

and in -process control ) and  a 
narrative description of the 
proposed manufacturing 
process . 

2. Information on characterization 
and testing after the production 
of cell bank for recombinant 
product s or antigens for non -
recombinant product s, if 
chan ges have an impact on 
increas in g fermentation or sub -
cultivation yields.  

3. If deriv ed from  anima ls, 
information of animal  origin  
and of Bovine Spongiform 
Encephalopathy  
(BSE)/ Tran smi ssible  
Spongiform Encephalo ph aties 
(TSE) free-certificate should be 
submitted . 

4. Process valida tion rep ort.  
5. Comparability studies before 

and after changes related to 

physicochemical properties, 
biological  act ivity, purity, and 
contamina nt . 

6. Non-clinical and/or clinical 
studies, if quality data do not 
demonstrate  comparability.  

7. Comparison of IPC and release  
test ing  results for at least three 
consecutive batches of 
commercial -scale Active 
Pharmaceutical Ingredi ent , of 
pre - and post - change.  

8. Comparison of long -term Active 
Pharmaceutical Ingredient  
stability te st results, a 
minimum of three commercial -
scale batches manu factur ed 
with the proposed changes 
(min imum th ree months of 
testing unless stated  
otherwise ). 

9. Commitment to continu e long -
term Active Pharmaceutical 
Ingredie nt s stability studies.  

 
4 Critical changes in the 

Active Pharmaceutical 
Ingredient  purifica tion 
pr ocess with  the 
potent ia l to impact on 
the process of viral 
clearance capacity or  
the Active 
Pharmaceutical 
Ingredient  impurity  
profile.  

1. Specific for Biologi cal 
Products . 

A. Quality documents  
1. Flowchart  (including process 

and IPC) a nd  a narrative 
description of the proposed 
manufacturing  process . 

2. Process validation report.  
3. Compara bility studies before 

and after changes related to 
physicochemica l pr operties, 
biological activity, purity, and 
contaminant . 

4. NON-CLINICAL  and/or clinical 
studies, if quality data do not 
dem onstrate comparability.  

5. Comparison o f IPC and release 
testing results for at least three 
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No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

consecutive batc hes of 
commercial -scale  Active 
Pharmace utical Ing redient, of 
pre - and post - change.  

6. Comparison of long -term 
stabi lity test results, a 
minim um  of three commercial -
scale batches manufactured 
with the  proposed  changes 
(minimum three months of 
testing unless stated  otherwise ). 

7. Commitment to continu e long -
term Active Pharma ceutica l 
Ingredient s stability studi es. 

8. Information regarding the risk 
of potential contamination with 
adventiti ous agents (for 
example, study of im pact on 
viral clearance, risk of 
BSE/TSE).  
 

D. Changes in the q ualit y of Active Pharmaceuti cal Ing red ient s 

1 Changes to the ne w 
WCB or Working Seed 
Lot (WSL).  

1.  New cell bank or seed lot is 

deriv ed from app roved 
MCB/MSL.  

2.  New cell bank is in  the 
approved  passage level.  

A. Administrative Documents, 
Produ ct Info rma tion, and Labels  
1. Revised information related to 

the quality and control of 
critical raw m aterials (e.g. 
specific pathogen -free egg and 
chickens) used in the new 
generation of proposed WCB.  

B.  Updated quality documents  

1. Qualifica tion of cell  bank or 
seed lot  

2. Information on characterization 
and testing of WCB and cells 
from the  post   production 
passage. 

3. Comparability studies  of pre - 
and post -changes related to 
physicochemical properties, 
biol ogica l activ ity , purity, and 
contamina nt. 

4. Non-clinical  and/or clinical 
studies,if the quality d ata d oes 
not demonstrate comparability.  

5. Results of the quality contro l 
test ing  are in the form of 
quantitative data in tab u lar  
format for t he prop osed new cell 
bank.  

6. Comparison of IPC test ing  
results and release for at least 
three consecutive  batc hes of 
commercial -scale Active 
Pharmaceutical Ingredient , of 
pre - and post - change.  

7. Comparison of long -term Active 
Pharmaceutical Ingredient  
stability test ing  results, a 
minimum of three comm ercia l-
scale batches manufactured 
wit h the proposed changes 
(minimum th ree months of 
testing unless stated  otherwise ). 

8. Commitme nt to co ntinu e long -
term Active Pharmaceutical 
Ingredient s stability studies.  
 

2 Change and/o r addi tion 
to Active 
Pharmaceutical 
Ingredient  

1. Specifically for New Drugs 
and Drugs that require a 
bioequivalence tes t (BE 

test).  

A. Quality d ocuments  
1. Drug Master File (DMF) from the 

API manufacturer  
2. batch a na lysis of Active 
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No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

manufactu rers or 
production facilities for 
the bulk of Activ e 
Pharma ceutica l 
Ingredient s or 
intermediate product . 

2. Active Pharmaceutical 
Ingredient  speci fication s 
remain unchanged  

3. The specifications 
(passing and shelf life) of 
the Drug  remain 
unchanged . 

4. Drug stability tests have 
been carried out 
according to the  protocol 
with a minimum of two  
pilot or production  
batches of Act ive 
Pharmaceutical 
Ingredient s with a 
minimum of six mont hs 
stabilit y report th at meet 
specifications.  

Pharmaceutical Ingr edient  from  
proposed  and  approved 
manufacturers (Biological 
Product -specific anal ysis 
batches fro m a minimum of 
three consecutive batches of 
pilot/production scale).  

3. Active Phar maceuti cal 
Ingredient  stability report (if 
necessary).  

4. batch analysis  of two batches of 
finished  prod uct 
(pilot/ production scale )) of 
proposed and approved API 
manufacturer (for Biological 
Product , analysis batc hes from 
a minimum of three consecut ive 
batches of pilot/product ion 
scale).  

5. stability reports  of finished 
product  and stability 
commit ments i f reports are 
incomplete.  

6. Equivalence test data (in 
vitro/in vivo) (if  necessary).  
 

3 Change and/or addition  
manufact uring  facilities   
of Active Pharmaceutical 
Ingredient  or 
in ter mediates Active 
Pharmaceutical 
Ingredient s. 

1. Specific for Biological  
Products . 

A. Quality documents  
1.  Report of pr ocess of validation  

of Active Pharmaceutica l 
Ingredient s. 

2. Compa rab ility studies  of pre -
change  and post -changes 
related to physicochemical 

proper ties, biolo gical activity, 
purity, and contamin ant. 

3. Non-clin ical and/or clinical 
studies, if quality data do not 
demonstra te comparabil ity.  

4. Compa rison of IPC test ing  
results and release for at least 
three consecutive batches of 
commerci al-scale Active 
Pharmaceutical Ingredient ,  of 
th e pre - and post - change.  

5. Comparison of long -term Active  
Pharmaceutical Ingredient  
stability test ing  results, a 
minimum of three commercial -
scale  batc hes manufactured 
with the proposed cha nges 
(minimum three months o f 
testing unless  stated  otherwise ). 

6. Commitment to continu e long -
term Active Pharmaceutical 

Ingredient s stability studies.  
 

4 Changes in the process 
of manufa cturing Active 
Pharm aceutical 
Ingredient s or 
raw materials/ intermedi
ate product of Active 
Pharmaceu tic al 

Ingredient s. 

1.  Not applicable for 
biological  Product.  

2. Not Applicable for  Active 
Pharmaceutical 
Ingredient s that require s 
BE test ing  (e.g.: pe lle t 
sustained release).  

3. Not applicable for 
material from 
human/anim al or igin , 
which  requires viral 
safety data.  
Active Pharmaceutic al 
Ingredient s stability tests 
have been carried out 
according to t he protocol 
with a m ini mum of two 
pilot or production 

A. Quality documents  

1. Rout e synthesis of the Active 

Pharmaceutical Ingredient  
2. batch analysis of Active 

Pharmaceutical Ingredient data 
(two pilot/production scales)  of 
the appr oved and  proposed 
manufacturing pr ocesses. 

3. Act ive Pharmaceutical 
Ingredient  stability report of the 

new ma nufacturing pro cess. 

4. batch analysis of  two batches of  

finished  pro duct  
(pilot/producti on scale) between 
Active  Pharmaceutical 
Ing redient s and the approved 
and proposed  manufacturing  
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batches of Active 
Pharmaceutical 
Ingredients with a 
min imum of six mont hs 
stability report that meet 
specif ications.  

proces ses. 

5 Introduction  of 
rep rocessing step   of 
Active Pharmaceutical 
Ingredient . 

1. The  need fo r reprocessing 
is not due to repeated 
deviations fr om the 
validated proc ess and the 
root cause of the 
reprocessing is identified.  

A. Quality d ocuments  
1. Comparison of IPC test results 

and release for at least three 
consecutive batches of 
commercial -scale of Acti ve 
Pharmaceutical Ingredient , 
before and aft er the change.  

2. Comparison of the results of the 
Act ive Pharmaceutical 
Ing redient  stability test, a 
minimum of three commercial 
scale batches  manufactu red 
with  the proposed cha nges 
under long -term conditions 
(min imum three months o f 
testing or stated otherwise).  

3. Commitment to submit lon g-
term stability studies  of Active 
Pharmaceutical Ingredien ts . 

4. Root cause analysis 
repr ocessing, including  
validation data to prevent 
reprocessing impacting  the 
Active P harmace uti cal 
Ingredient s. 

6 Changes and/or 
additions to 
manufacturers/ sources 
of raw materials  of 
biological origin . 

1. Specific for Biological 
Products . 

A. Quality documents  
1. BSE/TSE certificate (when 

using materi als with potential 
BSE/TSE ri sk) or information 
and evidence that the material 
does not pose the potentia l a 
BSE/TSE risk . 

2. Comparison of IPC test ing  
results and release for at least 

three consecutive batches of 
commercial -scale Active 
Pharmaceutical  Ingred ien t, of  
pre- and post change.  

3. Information assessing the   r isk 
with respect to pote ntial 
contamination  with adventitious 

agents.  
4. Information demonstrated 

suit ability the  auxiliary  
materials/reagents of two 
sources.  
 

7 Changes in the 
produ ction sc ale at the 
fermen tation, viral or 
cellular propagatio n 
stage. 

1. Specific f or  Biological 
Products . 

2. There is no change in the 
Active Pharmac eutical  
In gredient  specification 
outside the approved limit . 

3. There is  no change in the  
Active Pharmaceutic al 
Ingredient  impurity profile  
outside the approved limit.   

4. Cha nges are not result 
repeated events during 
manufacturing or  due to 
stability issues . 

5. Changes have no impact on 
the purific at ion process.  

6. Changes have no impact on 
the quality, safety or 
efficacy of the Finished 
Product . 

A. Quality documents  
1. Flow  diagram (includ ing process 

and IPC) a nd a na rra tive 
description of the proposed 
manufacturing process.  

2. Informatio n on the  
characterization  and testing of  
the  post  prod uction cell bank  
for recombinant products or 
antigens for non -recombinant 
products,  if changes have an 
im pact on  in creasing the 
number of population doubling 
or sub -cultivation.  

3. Process valida tion stu dy report.  
4. Compar ability studies  pre- and 

post -changes relate d to 
physicochemical properties, 
biological activity, purity, and 
contamina nt . 
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7. There is no change in the 
proportionality of raw 
materials ( there is, th e 
change  in scale is linear).  

8. Scale in changes involve 
the  use of  the same 
bioreactor.  

 

5. If the  qualit y d ata are not 
sufficient to describe 
comparability,  Non-clinical  
and/or cli nical studies sho uld 
be submitted.  

6. Comparison of IPC test ing  
results and  release for at least 
three consecutive batches of 
commercial -scale  Activ e 
Pharm aceutical Ingredient , of 
pre- and post - change.  
 

8 Chan ges in t he scale of 
the p roduction process 
at the pu rification stage.  

1. Specific for Biological 
Products . 

2. There is no change in the  
principle of the anti gen 
steril ization procedure.  

3. There is no change in the 
antigen specification 
outside th e approv ed limit  

4. Changes  are not due to  
repeated events during 
manufacture or due to 
stabi lity issues . 

5. Chang es in scale  is linear  
with respect to the 
proportionality of 
production  paramet ers and 
material s. 

A. Quality documents  
1. Flow  diagram  (incl ud ing 

process and IPC) and a 
narrative description of the 
proposed manufacturing  
proces s. 

2. Process validation study report.  
3. Comparability studies pre and 

post - changes related to 
physicochemical properties, 
biologica l activity, purit y, and 
contamina nt. 

4. Non-clinical and/or clinical 
stud ies, if quality data do not 
demonstrate comparability.  

5. Comparison of IPC test ing  
results and release for  at leas t 
three consecutive  batches of 
commercial -scale Active 
Pharmaceutical Ingredient ,  of 
before and after the change . 

6. Comparison of long -ter m Active 
Pharmaceutical Ingredient  
stability test ing  results, a 
minim um of th ree commercial -
scale batches manufactured  
with  the proposed cha nges 
(minimum three months of 
testing unless  stated  otherwise ). 

7. Commitment to contin uelong-
term Active Pharmaceutical 
Ingredient s stability studies.  
 

9 widening  the appr oved 
in -process  limit  for the 
manufa cture of Active 
Pharmaceutical  
Ingredient s. 

1. Specifi c  for Bio logical 
Products . 

A. Quality documents  
1. Scientific and/or historical d ata 

to s upport the 
reasons/ justifications for the 
proposed chan ges. 

2. Information on IPC performed  
at  critical st eps of the 
manufa cturing process and  on  
intermediates  of the proposed 
Active Pharmaceutical 
Ing redient s. 

3. A copy or summary  of the 
analytical procedure, if new  
analytical proce du res are used.  

4. Validation study reports, if new 
analytical procedu res are used.  

5. IPC compar isons o r 
specifications pre - and post - 
change.  

6. Comparison of IPC test ing  
resu lts and release for  at least 
three consecutive batches of 
commercial -scale Active 
Pharmaceutical Ingredient , of 
pre- and post -  cha nge. 

7. justification  for the new  in -
process testing and  limits  

8. Comparison of long -term Active 
Pharmaceu tical Ingredient  
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stability test ing  results, a 
minimum of three commercial -
scale batc hes manufacture d 
with the  proposed changes 
(minimum three months of 
testing unless  stated  
otherwise ). 

9. Commitment to cont inu e long -
term Active Pharmaceuti cal 
Ingredient s stability studies.  

10.  Comparison of changes to 
Active Pharmace utical 
Ing redient  specifications (if 
necessary).  
 

10 Deletion of in -process 
test ing , which may 
have a significant effect 
on the  overall quality of 
the Active 
Pharmaceutical 
Ingredient . 

1. Specifi c for Biological 
Product s. 

A. Quality documents  
1. Scientific and/or historical data 

to support the reason s/ justif i 
cations for the pr oposed 
changes.  

2. Information on IPC p erformed 
at crit ical steps of the 

manufacturing process and on  
intermediates of th e proposed 
Active Pharmac eutical  
In gredients.  

3. IPC comparisons or 
specifications pre and post - 
change.  

4. Comparison of IPC test ing  
results an d release for at least 
th ree con secutive batches of 
commercial -scale Active 
Pharmaceutical In gredient , of 
pre and post - change.  
 

11 Addition or 
repla cement of an in -
process test ing  due to 
safety or quality 
issues . 

1. Specific for  Biologi cal 
Produc ts . 

A. Quality documents  
1. Scientific and/or historical data 

to suppor t the 
reasons/justifications  for the 
proposed changes.  

2. Informati on on IPC perfor med 
at critical steps of the 
manufacturing process and on  
intermed iates of the proposed 
Act ive Pha rma ceutical 
Ingredients.  

3. A copy or s ummary of the 
analytical procedure, if new 
analytical procedures are used.  

4. Validati on study reports, if new 
analyti cal  procedures are used.  

5. IPC comparisons or 
specifications pre- and post - 
change.  

6. Comparison  of IPC test ing  
results and release for at least 
thr ee consecutive batches of 
commercial -scale Active 
Pharmaceutical Ingredient , of 
pre and post - change.  

7. Comparison of changes to Active 
Pharmaceutical Ingredient  
specifications (if necess ary).  
 

12 Chang e in animal 
species/strain s for 
Active Pharm aceutical 
Ingredient  release 
test in g (for example, 
new species/strain s, 
animals of different 
ages, new supp lier 

1.  Specific for  Biological 
Products  

A. Quality documents  
1. Data dem onstrating that the  

pr oposed changes in 
animal/strain s give results that 
are comparable  to thos e 
obtained using the approved 
animals/strains . 

2. Relevant  cert if icate of fitness 
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where  animal's 
genotype cannot be 
con firmed).  

 
 

for used  (for example veterinary 
certificate) . 

13 Change ofspecifications 
of non -Pharm acopeial  
Acti ve Pharmaceutical 
Ingredient s. 

1. Not i ncluding Biolog ical 
Products.  

2. stability tests of Active 
Pharmaceu tic al Ingredients 
have been carried out 
according to the protocol 
with a min imum of two 
batches on a pilo t scale or 
production scale with a 
minimum of six m onths 
data providing results that 
meet specifications.  

A. Quality d ocuments  
1. Specifications of  the New Active 

Pharmaceutical  Ingredi ents . 
2.  Analytical metho d of Active 

Pharmaceutical Ingredient s. 
3. Validation report of Active 

Pharmaceutical Ingredient  
analytical method.  

4. Active Pharmaceutical  
Ingredient  batch analysis for all  

metho ds at the new 
specification (two 
pilot/production scales).  

5. Active Pharmaceuti cal 
Ing red ient  stability report and 
Active Pharmaceutical 
Ingredien t stabil ity commitment 
if the  Active Pharmaceutic al 
Ingredient  stability report is 
in complete.  
 

14 widening of the 
speci fication of starting 
mater ial/ in ter mediate, 

which has a significant 
effect on the overall 
quality of the Active 
Pharmaceu tical 
Ingredient  and/or  
Finishe d product . 

1. Chan ges are not a 
consequence of prior 
assessment commitments 

to review  specification 
limits.  

2. The Change  should not be 
the result of unexpected 
events arising during 
man ufacturing process of 
the Active Ph armaceutical 
Ingredient  (e,g, new  
impurities ; changes to 
total contamination lim it).  

3. Test procedures  
remain unchanged , or 
with minor changes.  

4. The test  method is not the 
biological /immunological 
immunochemical method  
or the method th at uses 
the biological reagent for 
biologically Active 
Pharmaceutical 
Ingre dient s (not including 
pharmacopeia  
microbiologica l method s). 
For any mat erial, the 
change  does not  concern  a 
genotoxic impurity. If it 
involves the  final active 
subst ance, other than for 
resid ual sol vent which 
must be in line with ICH 
/VICH limits, any new 
impurity control s hould be  

in linewith the Ph. Eur. or 
National Pharmacopoeia of 
a Member State.  

A. Quality documents  
1. Comp arative table of current 

and proposed specifications    
2. Details of  any new analytical 

method s and  vali dation  data  
where relevant . 

4. Bat ch analysis data on t wo 
production batches (3 
production batches for 
bio logicals, unless otherwise 
justified) of the relevant 
substance for  all specification 
paramet ers. Where appropriate, 
Comparative dissolution pr ofile 
data  for the finished product on 
at least one pilot batch  
containing the acti ve subst ance 
complying with t he current and 

proposed specificatio n  
5. Justification  of the new 

specification par ameter  and  the 
limits.  

15 Deletion of Act ive 
Pharmaceutical 
Ingredi ent  release  test 
parameters . 

1. Specific for Biological 
Products . 

A. Quality d ocuments  
1. Proposed Active Pharmaceutical 

Ingredient  Speci fications.  
2. Scientific and/or historical data 

to justif y  the  propos ed changes.  
3. Evidence that consistency of 

quality and of the production  

process  is maintained.  
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16 Widening the  
acceptance  criteria for  of 
th e Active 
Pharmaceutical 
Ingredient  release 
specifications.  

1. Specif ic for Bio logical 
Products . 

A. Quality documents  
1. Scientific and/or historical  data 

to justif y  the propose d changes.  
2. Proposed Active Pha rmaceut ica l 

Ingredient  Specifications.  
3. Evidence that consistency of 

quality and of the prod uction 
process is mai ntained.  
 

17 Change in shelf life 
specif ication of Active  
Pharmaceutical 
Ingredient   

1. Specific for Biological 
Products  

2. For any changes to the 
shelf life specification of 
Act ive Pharmaceutical 
Ingredient . 

3. Drug specifications remain  
un changed.  

A. Quali ty docu men ts 
1. Scientific and/or historical data 

to justify  the proposed changes.  
2. Comparison of release and/or 

shelf life specifications , of 
approved and proposed, with 
marked changes.  

3. Stability o f Active 

Phar maceutical Ingredient  of at 
least th ree batches of 
pr oduction scale with proposed 
specifications and commitment 
to con tinue stability studies 
un til the  approved shelf life.  
 

18 Changes in Excipients 
in the  Biological 
Products  Active 
Pharma ceutical 
Ingredient s  

1. For an y qualitative or 
quantitative change of the 
Excipient in the Active 
Pharmaceu tical I ngr edient . 

2. Changes in Excipients do 
not affect the analytical 
method of rele ase and shelf 
life specification of Drugs . 

3. The batch formula and 
Drug specifications  remain  
un changed.  

A. Quality documents  
1. Justifi cation of change is given 

in the form of appropriate 
pharmaceutical development 
(in cluding aspects of stability 
and preservation with 
antimicrobials , where 
appropr iate). 

2. Description and flowchart of 
the  manufacturing  process of 
Acti ve Pharmaceutical 
Ingredient s. 

3. Specifications of  approved and 
pro posed excipient . 

4. CoA of New Excipient . 
5. Compari son of proposed   and 

approved Active Pharmaceutical 
Ingredi ent  specifications  

6. Informa tion in dic ating 
comparability of approved and 
proposed Excipient of in terms  
of physicochemical 
characterization  and impurity 
profile.  

7. Stability of Active 
Pharmaceutical Ingredie nt s 
with new Excipients.  

8. For exci pients at risk of TSE, if 
necessary:  
- Certificate of Suitability for 

Excipien ts.  
- Docu mented evidence 

demonstrating that  TSE 
risks  of Excipients   have 
been evaluated.  

9. Specifications of release and 
shelf life of   
Drugs  

10.  Compar ative b atc h analysis 
data (in tabular form) of at least 
three batches of Drugs 
manu factured  using Active 
Pharmaceutical Ingredient s 
with approv ed and proposed 
Excipients.  

11.  The results of the stability 
study of a t least three batches 
of D rugs ma nuf actured using 
Active Pharmaceutical 
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Ingredient s with new Excipien ts 
according to relev ant stability 
guidelines and a decla ration  
letter to continue the stability 
study until the shelf life (if 
necessary) and report to 
Indonesian FDA if there are 
results that  do not meet 
requirements (wit h an action 
plan) or if requested by  the 
Indonesian FDA  
 

19 Changes  of testing  
procedures in the  
process con trol, release 
and stability of Active 
Pharmaceut ical 
Ing redient s. 

1. Specific for  Biological 
Products . 

2. For a ny changes of  the 
test ing  procedure for 
release or stability test of 
the Acti ve Phar maceutical 
Ingredient . 

3. Active Pharmaceutical 

Ingredient  specificati ons 
remain unchanged  

A. Quality documents  
1. Description of t he proposed 

test ing  method.  
2. Report on the validation study 

of the p roposed test ing  
procedure.  

3. Results  of the comparative test 
between the approved and 

proposed test ing  procedur es. 

 
20 Changes to the Active 

Pharmaceutical 
Ingr edient  container 
closure system.  

1. Specific for Biological 

Products . 
2. For any changes, inclu ding 

th e type of packaging, 
qualitative and quantitative 
composition, shape and 
dimensions  of the 
packaging syst em in direct 
contact with the Acti ve 
Pharmaceutical Ingredient . 

3. For any changes that are 

not included  in the Minor 
Variation cat egory.  

A. Qua lity documents  
1. Information on construction 

material and design features 
proposed  of packaging system . 

2. Compatibility st ud y report, 
leaching materials, leak test, etc 
to demonstrate the suitabilit y of 
the proposed container closure 
system.  

3. Validation reports of 
manufacturing proce ss using 
the proposed cont ainer closure 
system (if necessary).  

4. Specifications of relase and 
shelf l ife of  
Acti ve Phar mac eutical 
Ingredient s. 

5. The results of the stability study 
of a t least three batches of 
Active Pharmaceutical 
Ing redient s manufactured using 
the proposed container closure 
system in accordance with the 
relevan t s tability studies and a 
declaration  letter of continuing 
the st ability study until the 
shelf l ife, if necessary, and 
report to the   Indonesian FDA  if 
there are test resul ts that do not 
meet the requ irement s (with an 
action plan) or when requested 
by Indonesian FDA  
 

21 Inclusion  of new /update d 
/ amended to Plasma 
Master File (PMF).  

1. Variations are made for 
register ed blood products.  

2. Changes h ave a p otential 
effect on product quality 
and safety.  

A. Administrative Documents  
1. GMP certificate of plasma 

collection and processing 
facilities a nd/or declara ti on 
letter of compliance with GMP 
aspects of plasma  collection and 
processing fa cilitie s i n case of 
update/change of plasma 
source.  

B.  Quality documents  

1. Specific ations of releas e and 
shelf life of  
Active Pharm aceutical 
Ingredient s. 

2. Specifications of release and 
shelf life of  
Drugs.  

3. Comparative ba tch ana lys is 
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data (in tabular form) of at least 
three batches manufactu red of 
approved plasm a sources and  
proposed  plasma sou rces.  

4. The results of the stability study 
of at least three batches  
manufactured using t he new 
PMF source and/or a new 
plasma source, according to the 
relevant stabili ty guide lines.  

5. Reports on Adventi tious Agents 
Safety Evaluation, if n ecessary.  

6. . An expert statement outlin ing 
all the changes introduced with 
the certifi ed VAMF and 
evaluating their potential  
impact on the finished produ cts 
including product specific  risk 
assessments.  

7. For new/ amended PMF, it must 
be enclosed  by:  
a. New /new version  of PMF ; 
b. Plasma specification and 

batch analy sis data of  plasma 
pool;  

c. Annual EMA re-certification 
letter, and if any report of a 

re-certificat ion  assessment 
result;  

d. Letter of Access issued by 
PMF holder to the prod uct 
owne r; and  

e. Information in Sec tion S.2.3 
which includes:  

¶ Sources and  pooling of 
plasma . 

¶ Donation characteristics.  

¶ Epidemiolo gical data 
regarding  blood 
tra nsmissi ble  infections.  

¶ Selection/exclusion 

criteria.  

¶ Plasma quality and safety.  

¶ Plasma storage and 
transport con ditions.  

¶ Plasma specification and 
batch analysi s data of 

plasma pool.  
 

E. Changes related to the quality of  Finish ed Product  

1 Increase of Fini shed 
product batch size by 
more than ten  fold . 

1. Not including  Biologi cal 
Products.  

2. Formulas an d 
specifications ( release and 
shelf lif e) of  finished 
product remain 
un change d. 

3. process validation accordi n
g to the previously 
approved batch.  

4. Changes do not affect the 
reproduci bility a nd/or 
consistency of 
the Finished product . 

5. Stability test s have been  
carried out according to 
the protocol with a 
minimum of two batche s 
on a pilot or production 
scale with  a minimum of 
six months of data 
providing results that 
meet specificati ons.  

A. Qua lity documents  
1. Manufactur ing process and 

process control  
2. Batc h formula.  
3. Flowchart of production process 

from start to final packaging.  
4. Manu facturing Process 

Validation result of Finished 
product . 

5. Finished product Specifications.  
6. Analytical results of the finished 

produ ct batch.  
7. Comparison of batch analysis 

data between previous 
production batches (three 
batches of finis hed pro duc tat 
production scale) and currently 
proposed (minimum of two 
batc hes of Finished product at 
pilot scale or production scal e). 

8. Commit ment to submit  a new 
production scale analysis batch 
(if pilot scale batch analysis 
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submi tte d) 
9. Finished product stability report 

from the pilot s cale or the new 
production scale a nd Finished 
product stability c ommitment if  
the report is incomplete.  

 
2 Increase 

ofFinished Drug  product  
batch  size up to ten 
fold , for sterile 
products.  

1. Not including Biological 
Products.  

2. Formu lasand 
specifications (release and 
shelf life) of finishe d 
product remain 
unchanged.  

3. The process validation 
results according to the 
previously app roved 
batch.  

4. Changes do not affect the 

reproducibility and/or 
consistency of 
theFinish ed product.  

5. Stabilit y tests have been 
carried out accord ing to 
the  protocol with a 
minimum of two batches 
on production scale with 
a minimum of six months 
of data p rovidin g r esults 
that meet specifications.  
 

A. Quality documents  
1. Manufacturing pr ocess an d 

process control  
2. Batch fo rmula.  
3. Flowchart of production proce ss 

from st ar t to final packaging.  

4. Manufacturing Process 
Validation result of finished 
product and the ster ilization 
validation proce ss result . 

5. Finished product  Specifications . 
6. Analysis results of the finished 

product  batch.  
7. Comparison of  batch analysis 

data for at least two batches  of 
finished product  on t he curre nt  
and proposed pro duction scales.  

8. Finished product  stability  report 
from the  current  production 

scale and finished p roduct  
stability commitment if the  
report  is  incomplete.  
 

3 Decrease of the size of the 
Drug batch up to ten 
t imes, fo r sterile products.  

1. Not inc luding Biological 
Products.  

2. Formulas and 
specifications (release  and 
shel f life) of finished 
product remain 
unchanged.  

3. The process validatio n 
results according to the 
previ ously a ppr oved 
batch.  

4. Changes do not affect the 

reproducibility and/or 
consis tency of  the 
Finished product.  

5. Chan ges are not due to 
the manufacturing  
process of the finished 
product or stability 
problems.  

6. Stability tests  have been 
carried out according  to 
the  pr otocol with a 
minimum of two batches 
on production scale with 
a min imum of six months 
of data providin g results 
that meet specifications.  

 

A. Quality  documents  
1. Manufacturing process and 

process control  
2. Batch formula.  
3. Flowchart of production process  

from s tar t to final packaging.  

4. Manufacturing  process  
validation  report  of the finished 
product.  

5. Fini shed product s pecifications.  
6. Analysis results of the finished 

pr oduct batch.  
7. Comparison of batch a nalysis  

data for at least two batches of 
finished product on the current 
and propos ed production scales.  

8. Finishe d product stability report 
from the current  production 

scale and finished product 
stability commitment if the 
report is incomplete.  

 

4 Scale up of 
man ufacturing process 
at the 
formulation/filling 
stage. 

1. Specific for  Biologi cal 
Products . 

2. The pr oposed scale uses 
similar 
equipment/ compara ble 
with those already 
approved.  
Note: any change in 
equipment size  is 
considered not of the same 
typ e/incom par able.  

3. Other changes related to 
the production process 

A. Quality d ocuments  
1. Description of the 

manuf acturing process, if it is 
different from the approved 
process , and  infor mation of  the 
critical step IPC and 
intermedia te of the proposed 
Finished Products.  

2. IPC testing information,  as 
pro posed.  

3. Process validation study report 
(for example, media fill),  as 
proposed.  
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and/or to I PC are o nly 
caused by changes in batc h 
size (for example, the 
formulation , test and 
Standard Operating 
Procedure (SOP) are the 
same).  

4. Changes canno t be done 
due to repeate d event s 
during production or 
stability issues.  

5. No change in th e princ ip le 
of the sterilization 
procedures of the final 
product  

4. Compa rative release test r esults 
for at least three consecutive 
batches of commercial -scale  
finished  product  , before and 
after the cha nge. 

5. Compar ative long -term Finished -
product stability te st resul ts, a 
minimum of three commer cial -
scale batches manufactured 
wi th  the proposed changes 
(minimum three months of 
testing unless sta ted otherwise).  

6. Committed to conti nue lon g-
term stability studies to support 
complete shelf life/hold time 
un der norm al storage conditions 
and rep orting it to Indonesian  
FDA if any failures occurred 
during th e long -term stability 
studies.  

7. Inf ormatio n o n leachable  and  
extractable , as proposed.  

 
5 Change in  coating 

weight of oral dosage 
for ms or 
chan ge in 
weight of capsule 
shells, Gastro -
resistant, modified or 
pro longed 
release
pharmaceutica
l 

1. formula  of finished product  
(qualitati ve) does not 
change.  

2. Composition of the coating 
and capsule shells does no t 
change.  

3. The dissolution profile of 
the Fin ished product does 
not change for solid 
preparation forms ( if 
applic able ). 

4. Specific ations ( release and 
shelf li fe) of th e Finished 
product does not change 
except for the coating 
weight  

5. Stability tes ts have  been 
carried out according to the 
protocol with a minimum of 
two ba tches on  a pilot or 
production scale with a 
minimum of six months of 
data  provid in g results that 
meet specifications.  
 

A. Quality documents  
1. Batch form ula.  
2. batch Analysis results of finishe d 

product . 
3. Comparative finished product 

batch analysis data of at least 
two  batches (pilot/production 
scale) of approved and proposed 
tablet or capsule shell coatings.  

4. Finished Product stability report 
of two batches of pilot scale with 

new  Formula  and Finished 
Product stability commitment if 
Finished Produ ct stability report 
is in complete.  

5. Equivalence study (in  vitro/in 
vivo) (if necessary).  

6. Ju stifica tio n for not submitting 
a new BE study  

6 Qu antitative and/or 
qualitative  change  
ofExcipients.  

1. Not includ ing Bio logical 
Products . 

2. Not for changes that 
require clinical study 
(efficacy and safety).  

3. Stabi lity te sts  have been 
carried out according to the 
protocol with a minimum o f 
two ba tches on a pilot or 
productio n scale with a 
minimum of six months  of 
dat a providing results that 
meet specifications.  

A. Quality documents  
1. Pharmaceutical development.  
2. Batch for mula.  
3. Flow chart of manufacture 

process from start to final 
packa ging.  

4. manufacturing process 
valid ation R eport of Finished 
product  

5. Excipient specifi cations and 
test methods.  

6. Fin ished p rod uct 
Specifications.  

7. Finished product analysis 
procedure.  

8. Ana lytical validation method 
report of f inished product . 

9. Batch Analysis results of 
Finished product  

10.  Compar ison of  finished product 
batch analysis data from at 
least two batches  
(pilot/ production scale) of 
current and proposed Formulas.  

11.  The resu lts of content 
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uniformity test (for scoring or 
breakline).  

12.  Finished pr oduct stability 
reports and Finished  pr oduct 
stability commitments if 
finished product stabilit y 
report s are incomplete.  

13.  Equivalence  study  (in vitro/in 
vivo)(I f applicable ) 

14.  Justification for not submitting 
a new BE study         
 

7 Changes in Excipients 
for Biological Products.  

1. For any qua litative  or 
quantitative changes to t he 
Excipient formulation on 
the finis hedprod uc t. 

2. Changes in Excipients do 
not affect  release 
specification test method 
and f' shelf life.  

A. Quality documents  
1. Comparison of batch formula 

and formula  per unit dose of 
approved and proposed finished 
pro duct . 

2. Jus tification of change must be 
given in the form of appropriate 
pha rmaceutical development 
(including  aspect s of stability 
and preservation with 
antimicrobials, where 
appropria te). 

3. Inf ormation indicating 
comparabi lity of Excipient 
between those appr oved an d 
proposed in terms of 
physicochemical 
characterization and impurit y 
profile.  

4. For Excipients with TSE  ri sk , if 
necessary:  
- Certificate of Suitability of the 

Excipient . 
- Documented evidence 

showin g that Excipients' TSE 
risks have be en eval ua ted.  

5. Comparison of releaseandshelf 

life  specifications  of approved 
and propos ed finished product . 

6. Comparison of batch analysis 
data (in tabular for m) of at  least 
three batches of finished 
product manufactured 
accor ding to  the approved and 
proposed formulations.  

7. Stability study result of at lea st 
three batches of finished 
product manufactured with the 
pro posed Fo rmula according to 
relevant s tability guidelines and 
a declaratio nletter to continue 
the stability study until the 
shelf life, if  necessary, and 
report to  Indonesian FDA if 
there are results tha t do not  
meet requirements (with an 
action plan) or if requested by 
Indonesian FDA  
 

8 Changes in the Finished 
Product manufacturin g 
proce ss that affect 
stability.  

1. Not including Biological 
Products.  

2. Not affectin g safety and 
efficacy of the. product  

3. process Valid ation /consiste
ncy of production has been 
carried out.  

4. Formulas a nd 
specifications ( release and 
shelf life) of Finished 
product  remain 
unchanged . 

A. Quality documents  
1. Pharmaceutical development.  
2. Manu facturin g process and 

process control . 
3. Flowchart of manufacturing 

pro cess from start to final 
packaging.  

4. Manufacturing validation Report  
of t  finished product . 

5. Batch Analysis of finished 
product  

6. Compar ative batch analysis 
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5. Stabilit y tests have been 
carried out  according to the 
protocol with a mi nimum o f 
two batches on a pilot or 
production scale with a 
minimum of six months of 
data providing results t hat 
meet s pecifications.  

dat a in the approved 
manufactur ing process (three 
production -scale finished 
product batch es) and the 
proposed one (minimum of 
finished pro duct from two 
production -scale batche s or one 
production scale batch and two 
pil ot  batches).  

7. Finished product stability 
reports of two pilot s cale 
batches and finishe d produ ct 
stability commitments if the 
stability reports are in complete 
and stability commitments of 
one production scale bat ch.  
 

9 Changes in the finished 
product manufacturing 

process at the same  
manufacturer  

1. Biological Product s 
Specific.  

2. For any changes in the 
manufacturing 
processand/or chang es in 
th e scale of production at 
each step  of finished 
product  manu facturing 
process.  

3. For any changes not 
included in the Minor 
Variat ion.  

A. Quality documents  
1. Stud y Repor ts and sum mary of 

the the proposed manufacturing 
process validation  

2. Release and shelf 
lif eSpecif ications offinished 
product . 

3. Comparati ve batch analysis 
data (in tabular  form) of at least 
three batches of finished product 
manufac tured us ing approved 
and proposed pro cesses. 

4. Stability study  reports of at 
least three batches of  finished 
product  manufactured with the 
proposed proc ess accord ing to 
relevant stability guidelines and 
a declaration letter to  continue 
the stability study   up to  shelf 
life, if nece ssary, and report to 
the  Indonesi an FDA  if there are 
test results t hat do not  meet 
requirements (with an action 
plan) or if requested by the 
Indonesian FDA  

5. A declaration lett er stating that:  

a. There is no change in terms 
of the qualitative a nd 
quantitative impurity profile 
or physi cochemical 
properties;  

b. Changes do not give negative 
changes to the r eproduci bility 
of the process;  

c. Change s made are not the 
result of adverse  events  
during production or due to 
stability problems;  

d. Finished 
prod uct specifications remain 
un changed . 
 

10 Replacement or 
additions of a 
manufacturing site forpar t 
or all of the  
manufacturing process 
of thef inished pr oduct . 

1. Evaluation Results of SMF 
/inspection (if requi red) 
meet the requirements.  

2. Satisf actory results of 
GMPinspection in the last 
two years . 

3. There  is no change in 
Formula, sou rce of Active 
Pharma ceutica l Ingredient  
materials and Excipients, 
production 
processes, finished product  
and  packag ing  material 
specifications.  

4. finished product 

A. Administrative Documents, 
Product Information, and Labels  
1. Product In for mation (if 

necessary).  
2. Packaging labels (if necessary).  

B.  Quality d ocuments  
1. Manufacturing process and 

pr ocess control.  
2. Flowchart of  manu facturing  

process from start to final 
packaging.  

3. Finished Product 

manufacturing process  
validation Report in the 
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manufacturing proc ess 
vali dation has been carried 
out i n accordance with the 
protocol of th ree bat ches of 
production -scale  or a 
minimum of one finished 
product batch pilot -scale 
and val ida tion process  
commitment  of the first 
three production batches 
wit h the es timated time of 
delivery. (Fo r Biological 
Products: Process 
valid ation r eports of a 
minimum of three batches 
production scale).  

5. Analytical  method t ransfer 
from t he current site to the 
proposed site  meets the 
requ irements . 

6. Stability tests have been 
carried out according to the 
protocol  with a  minimum of 
two batches on a pilot or 
production scale with a 
minim um of six months of 
data providing  result s t hat 
meet specifications. (For 
Biological Products: Finised 
product  stabili ty report in 
the proposed sit e of at  least 
three batches production 
scale).  

pr oposedsi te. 
4. Report on analytical  method 

transfer validation/verifica tion 
resu lts of , fr om the current site 
to t he pro posed  site . 

5. batch Analysis of finished 
product . 

6. Comparative  batch analysis 
data in the current 
manufacturing site  (three 
production -scale batches) and 
the pr oposed site (minimum of 
two production -scale batches or 
one producti on scale batch and 
two pilot batches).  

7. Compar ative dissolu tion pr ofile 
data of finished product from 
the current and proposed 
manufacturing site s (if 
necessary).  

8. Finished product stability 
reports and stabilit y 
commit ments if the stability 
reports are incomplete.  
(For Biologic al Prod uc ts: 
Stability study reports of 
finished product manufacture 
in the current site of a t least 
three production scale  
batches ). 

9. Equivalence  stud y (in vitro/in 
vivo) (if ne cessary)  

 
    

11 Changes to the site for 
Finished product 
primary  packaging . 

Changes of  primary 
packaging site  of 
finished pro duct  

1. Not f or sterile products.  
2. Satisfactory Results of 

GMPinspect ion in t he last 
two years . 

3. Formula, sou rce of Active 
Pharmaceutical Ingredient  
materials and  Excipients, 
manufacturing process , 
finished product , and 
packaging material 
specific ations  remain 
unchanged  

4. Fini shed product primary 
packagi ng process 
validation has been carried 
out in accordance with the 
pro tocol of three batches of 
production -scale or a 
minimum of one batch 
pilot -scale and val idation 
process commitment of the 
first th ree production 
batches with the esti ma ted 
time of delivery.  

5. Stability tests have been 
carried out accordi ng to the 
protocol with a minimum of 
tw o batch es on a pilot or 
production scale with a 
minimum of six months of 
data providing results that 
meet specif ications.  

A. Administrative Documents, 
Product Information, and Labels  

1. Product Information (if 

necessary).  

2. label  (if necessary).  

B.  Quality  docume nts  
1. Flowchart of manufacturing 

process from start to  final 
packaging and information of 
locati on for each step up to the 
final packaging.  

2. primary packaging manufactur in
g pro cess validation  in the new  
site . 

3. batch  Analysis  of finished 
product . 

4. Comparative batch analysis 

data in the the current 
manufacturing site (three 
production -scale batc hes) an d 
the proposed one (minimum of 
two product ion -scale batches or 
one production scale batch and 
two pilot batches).  

5. Study of bulk holding time (if 
necessary).  

6. Finished product stability 
reports and stability 
commitments if the stability 
reports are incomplete.  

12 Changes of non -
pharmacopeial  finished 
product s pecifications . 

1. Finished product analytical 
methods remain unchanged . 

2. Stability tes ts have  been 
carried out according to the 
protocol with a minimum of 
two batch es on a pilot or 

A. Quality documents  
1. New specifications  of finished 

product . 
2. Finishe d p roduct batch analysis 

data for all tests of the new 
specific ations (two 
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production scale with a 
minimum of six months of 
data  providing results that 
meet specifications.  

pilot/production scale s). 
3. Finished product stability 

reports and stability 
commitments if the stability 
reports are incomplete.  
 

13 Changes in shape 
and/or d imensions of 
primary packaging 
(for sterile 
preparations).  

1. specifications for p rimary 

packaging materials  remain 
un changed. 

2.  The change does not 
concern a fundamental 
part of the packaging 
material  whic h affects the  
delivery , use, safety or 

stabilit y of the  finished 
product . 

3. Specificall y for Finished 
product with fi na l 
sterilization method: 
Finished Product 
manufacturing process  
validation has been carried 
out in acc ordance  wi th the 
protocol of three batches of 
production -scale or  a 
minim um of one batch 
pilot -scale and commitment 
validation process of th e 
first three production 
batches with the estimated 
time of submission . 

4. In the case of a chang ein  
th e "head space" or a 
change in the 
"surface/volume  ratio":  

¶ Stability tests have been 
carried  out according to 
the protocol with a 

mi nimum of two batches 
on a pilot scale 
orproduction scale with 
at least six months of 
data provides resul ts 
that  meet specifications.  
 

A. Administrative Documents, 

Product Inform ation, a nd Labels  
1. Samples of prim ary packaging 

in the form of photogr aphs  or 
images according to the actual 
packaging (mock up/du mmy).  

B.  Quality documents  
1. Packaging and i ts mate ria l 

testing methods.  
2. Finished product manufactur ing 

proc ess 
validation Report for Fin ished 
product with final sterilization  
method . 

3. Finis hed product stability 
reports and stabili ty 
commitments if the stability 
reports are incomplete.  

14 Change s of  of release 
and shelf  life  
specification s of finished 
product . 

1. Biological Products 
Specific.  

2. For any c hanges of release  
and shelf life specifications 
of finished product . 

A. Qua lity doc uments  
1. Justification of changes with 

scientific and/or histo ri cal data 
to support the proposed 
changes.  

2. Comparative release and/or  
shelf lif e specifications  of 
Finished product , in th e current 
and proposed, w ith marked 
changes.  

3. Finished pr oduct batch analysis 
for all proposed specification 
tests (minimum three batches ). 

4. For any change to the stability -
indicating parameter in the 
specification : 

- appropriate stability study 

results of at least three 
batches of Finished product 
tested according to the 
proposed specifications in 
line  wi th  the relevant 
stability guidelines; and  

- A declaration letter stating to 
continue the stabil ity study 
up to the approved  shelf life, 
if necessary, and report to  
Indonesian FDA  if the test 



 

 

- 230  - 

  

No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

results do not meet the 
requirements (with an 
acti on plan)  and if 
necessary.  
 

15 Changes in 
specifications on process 
control in th e Finished 
product manufacturing 
process.  

1. For any changes  to 
specifications on process 
control in th e Biolo gical 
Product manufacturing 
process.  

A. Quality documents  
1. Just ificatio n of changes with 

scientif ic and/or historical data 
to suppo rt  the proposed 
changes.  

2. Comparative  specifications on  
process controls in the curre nt 
and proposed, with marked 
changes.  

3. Batch analys is for a ll proposed 
process c ontrols of a minimum 
three batches . 
 

16 Widening of the 
approved  in -process 
control limit in the 
manufacturing 
proce ss of f ini shed 
product . 

1. Biological Products Specific.  A. Quality d ocuments  
1. .Revised information on the 

controls  performed at critical 
steps of the manufac turing 
pro cess and on intermediates of 
the proposed antigen.  

2. Updat e of Fin ished Product 
specifications, if chang ed. 

3. A copy or summary of the 
analy ti cal procedure, if new 
analytical procedures are used.  

4. Validation study reports, if 
analytical procedures are  used.  

5. Comparative table or 
description where applicable, of 
pre - and post - changein process 
test or limit. .  

6.  Comparative  bat ch analysis 
data of at least three 
consecut ive,commercial -scale  
batches of the pre - and post - 
chan ge  

7. Justification for the new in -
proc ess test and limit.  

8.  Comparative  long -term 
Finish ed product stability test , a 
minimu m of th ree commercial -
scale batches manufactured 
with the  propose d changes 
(minimum of three months 
testing unless otherwise  

ju st ified ). 
 

17 Changes in  the excipient  
testing procedure of . 

1. Biological Product s 
Speci fic . 

2. For any changes to the 
testing procedure of 
Excipient   

3. Specifications ofActive 
Pharmaceutical Ingredient s 
and Finished prod uct 
remain un changed.  

A. Quality docume nts  
1. Descri ption of the proposed 

test ing  method.  
2.  Validatio n study  report  of the 

proposed test ing  procedure.  
3.  Compa ra tive study result of the 

approved -and the proposed 
test ing procedures. . 

4. Exc ipient Specifications.  
 

18 Changes in the 
production o f biolog ical 
Excipients (excluding 
biological a djuvant).  

1. Specific for Biologi cal 
Products . 

A. Quality documents  
1. Detailed information on th e 

source of the Excipient (e.g. 
animal speci es, cou ntr y of 
origin) and the steps taken 
during the process to minimize  
the risk of TSE exposure.  

2. Comparison o f the 

physicochemical properties and 
impurity profile of the proposed 
and approved Exc ipients.  
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3. Information on manufactu ring 
pr ocess and control of critical 
steps in t he manufacturing  
process and on the intermediate  
the p roposed Excipients.  

4. Comparison of batch analysis 
data of at least t hree 
consecutive batches of 
commercial -scale  Excipi ents, 
between pre - and post - change.  

5. Comp arison o f long -term Drug 
stability test results , a 
minimum of three commercial -
scale batches manufactured 
with the proposed changes 
(minim um three months of 
testing unless stated oth erwise) . 

6. Commitment to continu e long -
term Drug stability stud ies. 

7. Risk assessment information 
regarding pote ntial 
contamination with adventit ious 
agents (for example, impact on 
viral clearance  study  or 
BSE/TSE risks), including 
documentation o f viral  safety as 
required.  

 
19 Change in 

manufacturers of 
plasm a-derived 
Excipient . 

1. Specific for Biological 
Products . 

A. Quality documents  
1. Comparison of the 

physicochemical proper ties and 
impurity profile of t he prop osed 
and approved Excipients.  

2. Information on manufactur ing 
process and control of critical 
steps in the manufacturing 
process and on the 
intermediates  the proposed 
Excipients.  

3. Comparison of batc h analy sis 
data of at least three 
consecutive batches of 
commerci al-scale  Excipients, 
between pre - and post - change.  

4. Compa ri son of long -term Drug 
stability test results, a 
minimum of three commercial -
scale batches manufactur ed 
with  th e proposed changes 
(minimum three months of 
testing unl ess stat ed otherwise).  

5. Commitment to continu e long -
term Drug stability studi es. 

6. Risk assessment information 

regarding potential 
contamination w ith adventitious 

agents.  
7. Complete manufacturing and 

clinical safety data to support 
the us e of pro posed human 
plasma -derived Excipients.  
 

20 Changes in testing 
procedur es on process 
control in the Finished 
product manufacturing 
pr ocess. 

1. Biological Products 
Specific.  

2. For any  change s i n the 
test ing  procedure for the  
release  or stab ility te st of 
the Finished product . 

3. Specif ications of Act ive 
Pharmaceutical Ingredient s 
and Finished product 
remain un changed.  

A. Quality documents  
1. Descrip tion of  th e proposed 

test ing  method.  
2.  Validation s tudy  rep ort  of the 

proposed test ing  procedure.  
3.  Comparative test result of the 

approved and proposed test ing  
procedures.  
 

21 Changes to Finished 
product testing 

1. Biological Produ cts Spec ific.  
2. For any changes in the test 

A. Quality doc uments  
1. Specifications of releasing and 
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pro cedures  for  
releasing /stability 
studies.  

proce dure for the passing or 
stability  test of the Finished 
product . 

3. Specifications for Active 
Pharmaceutical Ingredient s 
and Fin ish ed product 
remain unchanged . 

shelf life of Finished produ ct . 
2. Description of the proposed 

test ing  method.  
3. Report on the valid ation study 

of the proposed test ing  
procedur e. 

4. Results  of the comparative test 
between the approved and 
propo sed test ing  procedures.  
 

22 Changes in the 
Finished product 
packaging syst em. 

1. Biological Products and 
sterile preparations  
specific . 

2. For any changes, including 
the type  of pac kag ing, 
qualitative and quantitative 
composition, shape an d 
dimens ions of the 
packaging system in direct 
contact with the Finished 
pr oduct . 

3. For any changes that are 
not included in the Minor 
Variation  category.  

A. Quality documents  
1. Information on propose d 

construction material and 
packaging system design 
featur es.. 

2. Compatibility study repor t, 
leaching materials, leak test,  
and so forth to show the 
suitability of using the proposed 
packagi ng system.  

3. Validation reports of production 
process  us ing the proposed 
packaging system (if necessary).  

4. Speci fication s of releasing and 
shelf life o f Finished product . 

5. Comparis on of long -term 
Finished product stability test 
results, a min imum of three 
commercial -scale batches 
produ ced wit h t he proposed 

changes (minimum three 
months of testing un less sta ted 
otherwise).  

6. Commitment to continuin g 
long -term Finished product  
stability studies.  
 

23 Changes in solvent 
packaging system.  

1. Biolo gical Products 
Specific.  

2. For any changes, in cluding  
th e type of packaging, 
qualitative and quantitative 
compo sition, shape and 
dimensions of the 
packaging s ystem in direct 
contact with the solvent 
used for reconstitution.  

3. For any changes that are 
not inclu ded in the Minor 
Variation category.  

A. Quality  docume nts  
1. Information on proposed 

construction material and 
pack aging sy stem design 
features .. 

2. Compatibility study report, 
leach ing materials, leak test, 
and so forth to show the 
suitability of  using the proposed 
packaging system.  

3. Valida tion re por ts of production 
process using the proposed 
packaging s ystem (i f necessary).  

4. Specifications of releasing and 
shelf life of solv ents. 

5. The appropriate results of 
stability study of at least three 
solvent batches produced using 
the proposed packagi ng system 
according to the relevant 
stability studies.  
 

24 Change  in package 
size/volume and/or 
change i n shape or 
dimension of 
packaging  for solid 
and liquid sterile 
preparations  

1. Finished product with the 
new packaging are 
consistent with th e 
posol ogy and duration of 
treatment.  

2. Finished product 
speci fication s  
remain un changed.  

3. Packaging s pecifications 
remainun chan ged. 

4. Stability tests have been 
carried out according to 
the protoco l with a 
minimum of two batches 

A. Product and Label Information  
1. Product Informa ti on 
2. Primary and secondary 

packaging labels.  

 
B.  Quality documents  

1. Jus tification stating that the 
proposed prepara tion vo lum e is 
consistent with the approved 
dosage regimen.  

2. Repor ts on pr ocess validation, 
sterilization, and pa ckaging 
system (if necessary).  
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No TYPES OF CHANGES  REQUIREMENTS  SUBM ITTED DOCUMENTS  

on a pilot o r produ cti on 
scale with a minimum of 
six months of data 
providing  results  that 
meet specifications.  

3. Batch analysis certificate 
(minimum two batches of 
Finished prod uct ). 

4. Drug stability reports and Drug 
stabi lity co mmi tments if the 
Drug stability data are 
incomplete.  
 

 

 

 

2.  CATEGORY 5: MINOR VARIATION REGISTRATION  
 

 
No. 

 
TYPES OF CHANGES  

 
REQUIREMENTS  

 
SUBMITTED DOCU MENTS  

A. Changes related to Product and/or Label Inf ormatio n 

1. Product Information 
Changes.  

1. Generic Drugs Speci fic . 
2. Product  Information 

(proposed claim ) must be in 
accordance  wi th approved  
claim  in Indo nesia.  

A. Product and Label Informa tion  
1. Product Information  
2. Packaging labels (if  necessary).  
3. Supporting documents for pro posed 

product informati on chang es. 

2. Change  in the name  of 
Applicant/Pharmaceutic
al Ind ustry/Licensor/  
Imp orter of the  Finished 
product . 

1. The owner o f the Marketing 
Autho rization remain 
unchanged.  

2. The location of the 
Applicant/Pharmaceutical 
Industry/Drug licensor is 
remain u nchanged.  

A. Product and Label In formation  
1. Certificate of Name Change  
2. Product In formati on 
3. Packaging labels.  

3. Change of  a drug trade 
name  

1. The drug n ame is in 
accordance with the 
applicable provisions.  

2. Product Information , Labels 
and packaging design remain 
un changed.  

A. Product and  Label Information  
1. Product Information  
2. Primary and sec ondary packaging 

labels.  

4. Large -volume 
packaging.  

1. Product in formation claim 
remainun changed.  

2. Packaging specifications 
remainun changed.  

A. Product and Label Inf ormation  
1. Product Information  
2. Secondary packaging labels.  

5. Addition of Prod uct 
Inf ormation in 
English/Indonesian.  

1. Product Information is in 
accordance with the 
claim approved . 

A. Product and Label Information  
1. Product Information  
2. Packa ging labels (if necessary).  

6. Tightening the claim 
related to safety. 

 A. Product and Label Information  

1.  Product  Information  

B.  Clinical  documen ts 

1.  Justification of and/or other supporting 
documents in accordance with  the 
proposed changes.  

2.  Post-marketing  safety report/PSUR (if  
necessary).  

3.  Another reference.  
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B. Changes in the qua lity of Active Pha rmaceutical Ingredi ent s 
1. Changes or additions to 

production facilities for 
bulk Active 
Pharmaceutical 
Ingredient s or 
intermediate Active 
Pharmaceutical 
Ingredient s. 

1. The pro posed production 
facility is an ap proved 
antigen prod uction loc ation.  

2. Any changes to the 
production process and/or 
controls are consi dered as a 
category of Minor Variations  
(Variasi Minor)  or Notifica tion 
Variations (VariasiNotifikasi)  

3. Facilities in  the ne w location 
are under the supervisi on of 
the same qual ity 
assura nce/quality control.  

4. The proposed changes do 
not involve additional 
requirements of 
containment.  

A. Quality docu ments  
1. Justification that the  proposed 

changes are included in the Minor 
Varia tion ca tegory.  

2. Comparability study before  and after 
related changes:  
- physicochemical characteristics,  
- biological activity,  
- Purity  
- contaminat ion, and  
- contaminants  
according to the proposed changes.  

3. Comparison  of IPC test results and 
release for at least thr ee consecutive 
batches of commercial -scale Active 
Phar maceutical Ingredient , in between 
before and after the change.  

4. Compari son of the results of the 
Active Pharmaceutical Ing redient  
stability test, a minimum of three 

commer cial sc ale batches produced 
with the prop osed changes under 
long -term conditions (minimum three 
months of testing or stated otherwise).  

5. Comm it ment to continue long -term 
stability studies to support shelf 
lif e/hold time  
Completed under normal storage 
condit ions an d reported to Indonesian 
FDA of any failures occurred during 
the long -term stabil it y studies.  

2. Minor changes  in  th e 
Active Pha rmaceutical 
Ingredient  
manufacturing process.  

1. Biological Active 
Pharmaceuti cal Ingred ient s 
are excluded . 

2. No change in  qualitative and 
quantita ti ve impurity profile / 
physico -chemical properties . 

3. The synthesis route remains 
the same (for instance: the 
reactio n intermediate 
remains un change d). 

4. Specifications and stability of 
the Active Pharmaceutica l 
Ingredient  or product 
inte rmediate 
remainun change d. 

5. The manufacturing  proces s of 
Active Pharma ceutical 
Ingredient s does not  use raw 
materials from 
human/animal sources 
requiring viral safety.  

A. Qua lity documents  
1. Characterization of Active 

Pharmac eutical Ingredient s. 
2. Description of the Active 

Pharmaceutical Ingredient  synthesis.  
3. Results o f the Active Pharmaceutical 

Ingredient  analysis.  
4. Comp arative data of two batches 

analysis for Activ e Pharmaceutical 
Ingredient  (pilot/production sca le) 
pro duced according to the approve d 
and proposed Chemical 
Entity manufacturing pro cess. 

5. For the sterile Active Pharmaceutical 
Ingredi ent s, the report of 
manufacturing process product ion and  
validation should be reported (if  
necessary).  
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3. Mi nor change s to the  

manufacturing process 
of Active Pharmaceutic al 
Ingredient . 

1. Bi ological Products Specific.  
2. Applies to any minor changes 

in procedure and/or 
product ion scale at any stage 
of Active Phar maceutical  
Ingredient  production.  

3. Regarding non -critical 
changes, such as in 
har vesting and/or pooling 
without changing  production 
method, recovery , condition 
or production -scale storage; 
duplicat ion of fermentation 

strain , adding biorea ction 
that is ident ical or si milar/ 
comparable . 

4. There are no principal 
changes to the sterilization  
procedure.  

5. There are no changes to the  
specifications in regards t o 
those have been approved.  

6. There is no change in  the 
impurity profile of Active 
Pharmaceutic al 
Ingredi ent beyond the 
approved limits.  

7. Changes are not caused by 
repea ted events or stability 
issues occurred  during the 
manufacturing pr ocess 

8. The changes had no impact 
on data viral cle arance or 
chemical properties 
inactivatin g agent . 

A. Quality do cuments  
1. Ju stification of change.  
2. Change category of justification related 

to the  impact of antigen quality.  
3. The summary  of process changes is 

linke d to the approved process in 
tabular form.  

4. Flowch art (in cluding process and IPC) 
and a nar rative description of the 
pro posed production process.  

5. BSE/TSE certificate (when using 
materials wi th  BSE/TSE risk) for 
instance  ruminant origin , or 
information and e vidence that the 

material does not have certain 
potentia l to cause a BSE/TSE risk.  

6. Validat e the process chang es (if 
necessary).  

7. For the changes in the manufacturing 
process of Active Pharmaceutical 
Ingredient s, comparability of Active 
Pharmaceutical Ingredient s in terms of  
physic ochemical characterization, 
biolog ical activity and p rofile impurity . 

8. Comparative batch analysis data (in 
tabular form) of at least t hr ee batches 
produced using approved an d proposed 
processes.  

9. Stabil ity studies use a minimum of 
three batches of Active Pharmaceutical  

10.  Ingred ient  (pilot or pro duction sc ale) 
according to relevant stability 
guidelines or a commitment to car ry  
out an appropriate stability study. I f 
any of test results do no t meet the 
requirements, the study should be 
repo rted to Indonesian FDA . 

11.  Commitment to  submit drug stabi lity 
study  reports according to the 
proposed changes.  
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No 

 
TYPES OF CHANGES  

 
REQUIREMENTS  

 
SUBMITTED DOCUMENTS  

4. Widening the in proc ess 
specification limit ofActive 
Pharmaceutic al 
Ingredient s. 

1.  The 
specificationof Activ
e Pharmaceutical 
Ingredient remainu
nchanged . 

2. There is no change in the 
impurity profile  of Active 
Pharmaceutical 
Ingredient  profile bey ond 
the approved l imits.  

3. Cha nges are not caused 
by repeated events or 
stability issues during 
prod uc ti on.  

A. Quality documents  
1. Control inform ation carried out at the 

cr itical step of manufacturing pro cess 
and  on the intermediate of the propos ed 
Active Ph armaceutical Ingredient . 

2. Comparative data of the ap pr oved and 
the proposed IPC acceptan ce test/criteria 
. 

3. Comparati ve data of IPC and release test 
results for at l east three  consecutive 
batches of commercial -scale Active 
Pharma ceut ical Ingredient , between 
approved and proposed changes  . 

4. Justification of new in-processlimit  and 
test  
. 

5. Comparison of  the resul ts of the Active 

Pharmaceutical Ingredient  stability t est,  a 
minimum of three commercial scale  
batches produced with the proposed 
changes under long -term conditions 
(mini mum thre e months of testing unless 
stat ed otherwise).  

6. Committed to continue long -term 
stability studies to support  shelf life/hold 
time completed under normal storage 
conditions  and reported to Indones ian 
FDA of any failures occurred during th e 
long -term stabil ity studie s. 

5. Addition or  Replacement  
equipment in  
Manufacturin g or pdo 
Procedure  Process of  
(e.g. Finished  Product 
tank,  (e.g formulat ion 
tank , filter housing, filling  
line and head , and  
lyophilizer ). 

1. Biological Pro ducts Spec ific.  A. Quality documents  
1. Description of the manufacturing 

process , if i t is different from the 
approved process and information on 
monitor ing  of prop osed manufacturing 
process at critical  steps  and interme diate 
of finished product.  

2. IPC testing information, as propos ed. 
3. Process validation study report 

asproposed . 
4. Batch ana lys is data (in table) of at least 

three b atches of pre - and post -change 
Finished product  

5. Comparison of long -term finished product 

stability  test results, a minimum of three 
commercial -scale batches manuf actured 
wit h the proposed changes (minimum 
th ree months of testing unless stated 
otherwise ). 

6. Committme nt to continu e  long -term 
finished product stability  stud y. 

7. Information of leachable s and  
extractables , as propos ed. 

8. Informa tion of new equipment and 
comparis on of similarities and differences 
between the approved and prop osed 
opera tional principles  specificat ion . 

  
  
  
  
  
  
  
  

6. Analysis method chang es 

of Active Pharmac eut ical 
Ingredient s 
(non pharmacopeial ). 

1. Biological Products 
Exclud ed. 

2. Active Pharmaceu tical 

Ingr edient  specifications 
remain unchanged . 

3. The specificati ons (release 
and  shelf life ) of the drug 
remain u nch anged . 

A. Quality documents  
1. Analysis method of Active Pharma ceutical  

Ingredient s. 
2. Report of vali dation  result of the 

approved  and proposed analy tical  
method.  

3. Report of conformity test resu lts of 
approved and proposed  analytical 
methods.  

7. IPC specification changes 
in the manufacturing 
proc ess of  

1. Changes made are not a 
consequ ence of previous 
assessment  commit ment  
to 

A. Quality documents  
1. Compara ti ve  table of  approved and 

proposed in process  test . 
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No 

 
TYPES OF CHANGES  

 
REQU IREMENTS  

 
SUBMITTED DOCUMENTS  

 ACTIVE 
PHARMACEUTICAL 
INGREDIENT  

 review specification  limits.  
2. Changes made are not the 

result of unexpected events 
duri ng the manufacturing 
process of Active 
Pharmaceutical Ingred ient s, 
e.g., new contamination; 
changes in  total impurity 
limits.  

3. Changes must be  within  
th e approved limit range.  

4. The sa me test procedure or 
minor in certai n changes.  

5. The new testing method 
does not involve new non -
standard techniqu es or 
newly -used standard 
techniqu es. 

2. Deta il s of non  pharmacopeial  
analy tical methods a nd  new validation 
data, if nece ssary.  

3. Analysis of two  production ba tches 
ofActive Pharmaceutical Ingredient (three 
production batches for biol ogical 
pr oducts , unless specified otherwise) fo r 
all specification parameter s. 

8. Extension ofretest /stora
ge period of Active 
Pharmaceutical 
Ingredient s. 

1. Changes made  are not  
caused by unexpected even t 
during the manufacturing 
process or its stabilities.  

2. Changes made are not 
rela ted to  widening 
acceptance criteria of the 
tested parame ters, removal 

of stability parameter or 
reduction  of testing   
requency . 

A. Qualit y document s 
1. Active Pharmaceutical Ingredient  stability  

test data.  
2. Specifications of Active Pharmaceutical  

Ingredient s. 

9. Increased batch size of 
Active Pharmaceutical 
Ingred ient s/ in termediat
e more  than ten  fold s. 

1. Active Pharmaceutical 
Ingredient s do not in clude 
Biological 
Products/immunology or 
sterile substances.  

2. Chang es made do not affect 
the reproducibility of the 
process.  

3. Changes made are not 
caused by unexp ected 
events du ring the 
manufacturi ng process or 
its stabilities.  

4. Specifications of Active 
Pharmaceutical Ingredient s 
/ in termediate remain 
unc hanged . 

5. Analysis results of two 
batches minimum in 
accordance with  the 
specifications shou ld be 
avai lable for the number of 
batches submitted.  

6. Changes to the 
manufacturin g method 
requiring to scale up , e.g., 
the use of 
equipment/machines  of 
differe nt sizes.  

A. Quality documents  
1. Specifications of Active Pharma ceutical  

Ingredient s / intermediat e  
2. Compari son of batch analysis data (in 

tabular format ) Active Pharmaceutical 
Ingredi ent s/ intermediate of prev ious and 
proposed productions (minimum one 
batch production scale). Data fro m the 
next two production  scale bat ches must 
be available and reported if they are not 
met the specifications.  
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No 

 
TYPES OF CHANGES  

 
REQU IREMENTS  

 
SUBMITTED DOCUMENTS  

10.  Additional  or change of 
testing site of Active 
Pharmaceutical 
Ingredient in clud ing testi
ng for stab ility stud ies 
and process control.  

1. Biological Products Specific.  
2. The t esting procedure 

remain unc hanged . 
3. Active Pharm aceutical 

Ingredient  specifications 
remain unchanged . 

4. Valid ation re sults meet the 
requiremen ts.  

5. Transf er of analytical 
method meets the 
requirements.  

A. Qua li ty documents  
1. Summary of test validation studies at the 

new test in g site . 
2. The results of at least three batches 

tested in approved and propose d site . 
3. Informat ion and sp ecifications of 

reference standard . 
4. Specific to the changes of stability testing 

site , the report must be conducted in 
new testing  site . 

11. Additi onor change s in 
Active Pharmaceutical 
Ingredient  storage 
conditio ns  (e.g., 
widening or tightening 
of temperature  range).  

1. Biological Products Specific.  A. Quality documents  
1. Proposed  storage conditi ons and shelf 

life  
. 

2. Stab ility test  results (  in the form of  
complete long -term stability data for 
proposed shelf life for  at least three 
commercia l scale bat ches). 

12.  Reduction or omission 

of overage.  
1. The change represents 

overage  of prev iously 
approved  active in gredients.  

2. The specifications (release 

and shelf life ) from 
medication s  remain 
unchanged . 

A. Qualit y documents  
1. Justification  of the pro posed changes.  
2. Comparison table of proposed and 

approved Formula.  

3. Test resu lts ( Certificate of Ana lysis/CoA ) 
of two ba tches of finished product . 

4. Drug stability reports and D ru g stability 
commitments if the drug stab ility data 
are incomplete . 

C. Chang es related to the quality of medicines  

1.  Change  in the 
manufac turer 
responsible for batch 
release (Finished 
Product testing 
excluded).  

1. Imp orted drugs only . 
2. Valid f or one mother 

company.  

A. Product Information  and Label  
1. Product Information  
2. Labels on the packaging.  

2.  Change in the 
manufa cturer 
responsible for batch 
release (Finis hed 
product testing 
included).  

1. Biological Products 
Excluded.  

2. Import ed drugs  only . 
3. Valid for one mother 

company.  
4. Transfer of analytical 

method f rom the app roved 
site to the proposed site 
meets the requirements.  

A. Product Information  and Label  
1. Product In formation  
2. Labels on the p ackaging.  

B.  Quality documents  
1. Report of validation/verification results 

towards analyti cal method whic h is 
transfe rred  from the approved site to the 
proposed si te . 

2. Batch analysis data (for at leas t two 
batch es of pilot -scale drugs) at the 

proposed and approved testing  site . 

3. Changes o r addition s to 
the finished product 
testing site . 

1. The product owner  and 
batch release site 
remain unchanged . 

2. The test site has been  
registered.  

3. Transfer of drug analyt ical  
method fr om the approved 
site to the proposed site 
meets the requireme nt s. 

4. Drug specifications remain 
unchanged . 

A. Quality documents  
1. Batch analysis of the  finished product . 
2. Drug  Specifi cations.  
3. Reference Standa rd  
4. Batch  analysis of the finished product . 
5. Report of finish ed product analy tical 

method tran sfer . 
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No 

 
TYPES OF CHANGES  

 
REQU IREMENTS  

 
SUBMITTED DOCUMENTS  

4. Increase and/or 
decrease in the batch 
size of the finished 
product up to ten  fold s, 
for  conventional tablets 
and oral liquids.  

1. Biological Pro du cts 
Excluded.  

2. Changes do not affect the 
finished product 
specifications ; must report 
any changes in the process 
of manufacturing and/or 
controlli ng related to b atch 
sizes, such as equipments of 
different sizes usage.  

3. The process val idation 
results in accordance wi th 
the previous batch  that has 
been approved . 

4. Changes do not 
affectreproducibility and/or 
consistency  of the drug.  

5. Change s are not influenced  
by the manufacturing 
process of the drug or its 
stability  issues . 

A. Quality documents  
1. Manufact uring process and process  

control  
2. Batch formula  
3. Drug Specifications.  
4. Analy tical  results of the finishe d produc t 

batch.  
5. Compar ative of Batch analysis data f rom 

at least two finished pr oduct batches 
(production scale) of approved and 

proposed batches.  
6. Dru g stability report from the new 

production scale and drug stability 
commitm ent if t he report is in complete.  

5. Replacemnet of one 
Excipient component 

with anoth er the same 
functional 
characteristic s. 

1. Modified -release drug  and  
sterile - dosage form are 

excluded.  
2. Dosage form requiring 

clinical t rials, inc luding 
bioequivalence study are 
excluded.  

3. Drug manufac tu ring 
process validation has been 
carried  out according to the 
thr ee batches protocol of 
production -scale drug. Or 
at least  one batch p ilot -
scale drug  and commi tment 
of validation process of the 
first three production 
batches with  the estimated 
time of  submission . 

4. The specifications (rel ease 
and  shelf life ) of the drug  
remains unchanged . 

5.  Stability  tests have been 
carried out according to the 
protocol with a minimum of 
two batches o f pilot scal e or 
production scale wit h a 
minimum  of three months 
data which results meet 
specifications.  

A. Quality documents  
1. If derived from animal, the information 

animal origin sand BSE/TSE free -
certificate should be in cluded. . 

2. Report on the dr ugs manu facturing 
proce ss of  validation reports . 

3. Comparative dissoluti on test report of 
approved  and proposed formulas.  

4. Drug  stability reports and Drug stability 
commitments if the Drug stability reports 
are in complete . 

5. Justification  for not c onducting BE 
study . 
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No 

 
TYPES OF CHANGES  

 
REQU IREMENTS  

 
SUBMITTED DOCUMENTS  

6. Change of Excipient for 
narrow therapeu tic 
index (NTI) Drugs or 
Biopharmace utics 
Classification System 
(BCS) Class 4 which do 
not require BE  study . 

1. The dissolution p rofile of 
the pr oposed formula is 
comparable to the  
approved one. 

2. Drug manufacturing 
process validation ha s been 
carried out in acco rdance 
with protocol of three 
production scale  batches, 
or  at least onepilot -
scalebatch and commitment 
validation p rocess of the 
first three production 
batch es with the estimated 
tim e of submission . 

3. The specifications (release 
and shelf life ) of the drug 
remain uncha nged 

4.  Stability tes ts  have been 
carried out according to the 
protocol with a minimum o f 
two batch es of pilot scale or 
production scale with a 
minimum of three months 
data w hich res ults meet 
speci fications.  

A. Quality do cuments  
1. Compar ative diss olution te st data of 

approved and proposed formulas.  
2. Report on  the drug manufacturing 

validation process  reports  
3. Comparative batch analysis data of the  

previou s production batch (two 
pr oduction -scale drug batches) and the 
current proposed one (minimum from two 
production -scale batches or one 
production scale b atch and tw o pilot 
batches).  

4. Commitment to submit a new production 
scale batc h analys is (if pilot sc ale batch 
analysis submitted).  

5. Drug stability reports and Drug stability  
commitments if the Drug stability reports  
are incomplete.  

6. Justific ation for n ot conducting BE 
study . 

7. Changes in capsule 
shell  manufact urer.  

1. Drug spe cification s remain 
unchanged.  

2. The drug formula and 

production p rocess remain 
unchanged . 

3. Stability tests have been 
carried out a ccording to the 
protocol with a minimum of 
two batches on a pilot or 
produ ction sca le with a 
mini mum of six  months  
dat a  
which  meet specifications.  

4. Does  not apply to changes 
of hard capsules to s oft gels 
(soft capsules) . 

A. Quality do cuments  
1. Capsule shell specifications.  
2. Certificate ofanalysis  of  capsule s hell . 
3. Inform ation about  gelatin resources as 

raw material for capsule shells.  
4. BSE/ TSE-Free certificate.  

5. Comparative dissoluti on test ing  data 
ofminimal one pilot -scale batch between 
drugs  using the proposed and app roved  
capsule shell (if necessary).  

6. Batch Ana lysis results of the drug . 

8. Change s in capsule 
shell size.  

1. Drug  formula , 
specifications (release and 
shelf life ) of drugs remai n 

unchanged  (except for 
certain des criptions).  

2. The capsule shell material 
is similar to the approved 
capsule shell material.  

3. For   immediate -release 
capsules o nly.  

A. Quality documents  
1. Descriptions and Formulas  
2. Batch Analysis results of  the drug . 
3. Compa rative  batch analysis data for 

minimum  two production scale  batches 
of drugs  using  approved and pro posed 
capsule sh ells.  

4. Capsule specifications.  
5. The composition of the capsule shell.  
6. Inform ation abo ut gelatin  resources  as 

raw materia l for capsule shells.  
7. certificate of analysis Capsule s hell . 
8. BSE/TSE -Free certifi cate . 
9. Comparative dissolution test data of one 

pilot -scale batch betwe en drugs and the 
capsule shel ls that have be en approved 
and submitted (if necessary).  
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No 

 
TYPES OF CHANGES  

 
REQU IREMENTS  

 
SUBMITTED DOCUMENTS  

9. The shape  or 
dimensions of the gastro  
resistant  tablets , 
sustained -release 
tablets, and scored 
tablets.  

1. The specifications (release 
and shelf life) of the drug  
remai n unchanged . (except 
for its dimensions)  

2. The dissolution profile of 
dr ug  with  new  dimension  is 
comparable to the approved 
drug (if required in 
monograph).  

3. Qualitative and quantitative 
formulas and average 
weight remain unchanged . 

A. Quality documents  
1. Drug Specifications (includi ng images 

and descriptions of approved and 
propos ed dimensions).  

2. Compari son of approved and proposed 
dissolution profiles (if necessary).  

3. Product I nformation (i f necessary).  
4. Batch Analysis results of the drug . 
5. Comparative  batch analysis data for 

minimum  two drug batc hes 
(production/pilot s cale) of approved and 
proposed dimensions/shapes. The results 
of t he unifor mit y test (fo r  scoring  or  
breakline t ablets ). 

6. Justification for not conducting  BE 
study . 

10.  Shape or dimensions of 
immedia te release 
tablets, capsules,  
suppositories or 
pessaries.  

1. Not applicable for scored 
tablets.  

2. The spec ificatio ns (release 
and  shelf life) of the drug 
remain unchange d. (except 
for its dimensions)  

3. The dissolution profile of 
dr ug with   new dimensional 
is comparable to the 
approved drug (if required 
in monogr aph ). 

4. Qual itative and quantitative 
for mulas and average 
weight rema in  unchanged . 

A. Product and Label Information  
1. Product Informat ion (if  necessary).  
2. Packaging labels  (if necessary).  

B.  Quality documents  

1. Drug Specifications (including images  
and descr iptions of approved and 
proposed dimensions).  

2. Comparison of approved and proposed 
data dissolution profiles (if necessary).  

3. Batch Analysis results o f the drug . 
4. Comparative batch analysis data for 

minimum two drug b atches 
(pro duction /pilot scale) of  approved a nd 
proposed dimensions/shapes.  

11.  Minor change s to the 
drug manufacturing 
process.  

1. Biological Products Specific.  
2. Valid  for any  mi nor cha nges 

in procedure and/or 
pro duction scale at any step 
of drug pr oduction.  

3. Related to non -critical 
process, such as : no 
changes in production 
methods, storage conditions 
or production scale.  

4. Increase in  aseptic 
pr oduction  scale for  drugs 
without  

A. Quality docum ents  
1. The summary of process changes relate d 

to the approved process in tabular form.  
2. Justifi cation of change.  
3. Validation of the change process (if 

necessary).  
4. Comparative batch analysis data (in 

tabul ar form)  of  minimum  three batches 
pro duced using approved and proposed 
processe s. 

5. Stability studies of minimum  three 
batches pilot or production scale as per 
relevant stability guidelin es 
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  changes in equipment,  such 
as the number of vialsfilled.  

5. There are no princip al 
changes to the sterilizati on 
procedure.  

6. There are no changes to the 
specifications other than  have 
been app roved.  

7. Changes are not cause d by 
repeated events occurred 
during the m anufacturing 
process or stability issues.  

or commitments to carr y out an 
appropriate stabilit y study and report 
to Indon esian FD A if any of test results 
do no t meet the requirements or when 
requested by   Indonesian FDA . 

12.  Additional step of the 

drug -man ufacturing 
process.  

1. Biologica l Products Specific.  
2. Changes cannot be caused by 

repeated events occur red 
during the process  or st ability 
issues.  

A. Quality documents  
1. Descript ion of the production process, if 

it is different from the a pproved  one and 
information  of manuf acturing process 
monitoring at  critical  step and 
intermediate s of f inished product 
proposed.  

2. IPC testing i nf ormation, as  proposed . 

3. Process validation study rep ort (for 
example, media fill ), as proposed . 

4. Comparison of release test ing  results 
for at least thre e consecutive batches of 
commer cial -scale drug, before and after 
the c hange. 

5. Comparison of drug stability test 
results, a minimum of thre e 
commercial -scale batches 
manufactured with the proposed 
changes under long -term conditions 
(three months  of testing or stated 
otherwise).  

6. Information of leachable s sand  
extractab les, as proposed . 

13.  Addition or 
replac ement  of in -
process test du e to 

safety or quality 
issues.  

1. Biological Products Specific.  
2. Drug specif icati ons remain 

unchanged . 

A. Qua lity documents  
1. Justification of changes   and  scientific 

and/or historical data to support the 
proposed changes.  

2. Information of  manufacturing process 
Monitoring atcritical -step and the 

intermediate sof the proposed antigen.  
3. Analytical  procedures, if new analytical 

procedures are used.  
4. Validation stud y reports, if analytical 

procedu res are used.  
5. Comparative table or description, 

according to the  chan ge, between 
approved and proposed.  

6.  Compar ison of release test results for at 
least  three consecutive batches of 
commercial -scale drug, before a nd a fter 

the change.  

14.  Solvent re moval for  
finished product . 

1. Changes proposed do not  
change  dosage form , 
indications and method of 
adm in istration of the drug.  

A. Quality documents  
1. Product Information an d Label that 

included the proposed changes (if 
necessary).  

2. Justification of solvent removal, 
inclu din g a stat ement indicating 
alternativ e  toobtain the solvent.  
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15.  Changes in drug 
analytical method.  

1. Biological Products Excluded.  
2. The specifications (release 

and shel f l ife) of th e drug 
remain unch anged . 

A. Quality documents  
1. Pharmaceutic al Analy tical  Method  
2. Report of validation result of new analy tical 

method . 
3. Report of conformity test results of old and 

new analytical  methods.  

16.  Changes i n the drug 
container closur e 
system.  

1. Biological products and 
sterile preparations are 
exclud ed. 

2. Any of changes in the 

packaging type that comes in 
direct contact with the drug.  

3. Stability tests have be en 
carried ou t according to the 
protocol with a minimum of 
two batches on a pilot o r 
production scale with a 
minimum of three months of 
data providi ng results that 
meet specifications.  

A. Quality documents  
1. Spesification and testing methods of 

packagin g material . 
2. Compatibility study rep ort, leak test to 

show the suitabilit y of using the proposed 
packaging system.  

3.  Release and  shelf life  specifica tions.  
4. Drug stability reports and stability 

commitments if the stability reports are 
incomplete.  

17.  Change s in shape 
and/ or dimensions 
of prim ary packaging 
(for non -sterile 
preparations).  

1. There is no change in  the 
specifications for primary 
packaging materials.  

2. It is not an essential part of 
the packaging material  th at 
affects  the distribution, use, 
safety or  stability of the Drug.  

3. For changes t o "head space" 

or changes to "surface / 
volume ratio" : 

¶ Stability tests have been 
carried out accordin g to the 
protocol with a minimum of 
two batches on a pilot or 
production  scale with  a 
minimum of six months of 
data pr oviding results that 
meet specificati ons. 

A. Product and Label Information  
1. Primary packaging label, inclu ding 

mock up.  

B.  Quality documents  
1. Spesification and testing methods of 

packaging material. . 
2. Drug stability report s and stability 

commitments if t he stability reports are 

incomplete.  

18.  Major changes in 
volume of multi -dose 
nonparenteral 
pr eparations.  

1. Product information claim  

remains unchanged . 
2. The drug wi th  the new 

packaging is consistent with 
the posology and duration of 
tre atment.  

3. Drug specifications  remain 
unchanged . 

4. Packaging specifications 
remain unchanged  

5. Stability tests have been 

carried out according to t he 
protocol  with a minimum of 
two batches on a  pilot or 
production scale with a 
min im um of three months of 
data providing results that 
meet specific at ions.  

A. Product and Label Informatio n 
1. Product Information  

2. Primary and secondary packaging labels.  

B.  Quality do cum ents  
1. Jus ti fication stating that the propose d 

dosage volume is consistent with th e 
approved dosage regimen.  

2. Drug stability reports and stabil it y 
commitments if the stabilit y data are 
incomplete.  
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19.  Addition of a stability 
test ing site . 

1. Shelf life specifications and the 
drug testing methods  remain 
unchanged . 

A. Quality documents  
1. Drug specifications and t est ing  methods . 
2. Reports on the  analytical methods  

validation/verification .. 
3. Dru g Specifications.  
4. Reference Standard  
5. Stability report  on-the new site . 

20.  Changes in storage 
condi tions including 
reconsti tuted 
products.  

1. The specifications (release 
and  shelf life ) of the drug 
remain unchanged . 

2. The stability  test has been 
carried out according to the 
approved protocol and meets 
the specification 
requirements . 

3. Changes are not influenced 
by the manufacturing process 
of the drug or because its 
stability issu es. 

A. Product  and Label Information  
1. Product Info rmation  
2. Labels on the packaging.  

B.  Qual it y documents  

1. Drug Specifications.  
2. Drug stability report accordin g to the 

proposed storage condit ions of  drug.  

21.  Extension of drug  
shelf lif e: The 
packaging has not 
been opened.  

1. The s pecifications (release 
and  shelf life ) of the drug 
remainun changed.  

2. The stability test has been  
carried out according to the 
approv ed protocol and meets 
the specification 
requirements.  

3. Changes are not in flu enced 
by  the manufacturing process 
of the d rug or because its 
stability  issues . 

4. The shelf life  period  should 
not be more than  five years.  

A. Product and Label Infor mation  
1. Product Information (if necessary).  

B.  Quality documents  
1. Drug Specif ica tions.  

2. Dru g stability report according to t he 
proposed  shelf  life . 

22.  Extension of drug 
shelf life : After th e 
packaging is opened 
or after 
reconstitution.  

1. The specifications (release 
and  shelf life ) of the drug 
remain unchanged . 

2. The stability te st has been 
carried out according to th e 
approved protocol and meets 
the specification 
requirements.  

A. Product and label Information  

1. Product  Information  

B.  Quality documents  
1. Drug Specifications.  

2. Drug stability repor t a fter pac kaging is 
opened or after reconstit ution according to 
the proposed  shelf life . 
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A. Changes related to Product In formation a nd /or Label  

1. Changes or 
addition s to logo  
(including 
company õslogo). 

1. Product information claim 
remains unchanged . 

2. Packaging specifications remain  

un changed.  

A. Product and Label Information  
1. Images of primary and se condary 

packaging from all sides and samples o f 
packaging ready to distribute (inc lu ding 
Product Information).  

2. Addition side effects 
and/or 
contraindications  
claim  to Product 
Inf ormation.  

 A. Product and Label Information  
1. Images of primary and secondary 

packaging from all sides and samples  of 
packaging ready to distribute (i nc luding 
Product Information).  

B.  Clinical documents  
1. Justification an d/or other supporting 

documents in a ccordance with the 
proposed changes.  

2. Periodic Sa fety Update  Report/PSUR (if 
necessary).  

3. Anoth er reference.  

3. Reduction of 
produ ct ion sites 
(including Active 
Pharmaceutical 
Ingre dient s, 
intermediate 
products or Dru gs, 
packaging  sites , 
batch release  
sites ). 

1. The approved   production sites 
with the same 
function/designation (including 
Active Pharmaceutical 
Ingredient s, intermediate 
product s or drugs, packaging 
sites , batch release sites) still 
exist. . 

2. The reductio n in produc tion 
sites is not caused by critica l 
factors related to the 
manufacturing process.  

A. Product and Label Information  
1. Marketing Au thorization  or Va riation 

Registration approval according to related 
changes.  

4. Change of Active 
Pharmaceutical  
Ingredient  name.  

1. Acti ve Pharmaceutical 
Ingredient remains unchanged . 

2. Theproposed  name of the Active 
Pharmaceutical Ingredient  must 
comply with International  
Nonproprie tary Names Modified 
(INNM). 

A. Adminis trative Documents, Product 
Informati on and Labels  
1. Evidence of changing of Active 

Pharm aceutical Ingredient  name.  
2.  Im ages of primary and secondary 

packaging from all sides and samples of 
packaging rea dy to distribute (including 
Product  Information).  

5. Changes in the pa rt  
of the primary 
package that is not 
in contact with 
drugs (such as flip -
off caps color , 
ringcolor on the 
ampoule, change to 
the needle shield (a 
different p lastic is 
used). 

1. It is not an essential part o f the 
packaging material that affect s 
the distribution, use, safety or 
stability of the Drug.  

2. Specific ations of primary 
packaging material s in contact 
with the drug remainun changed.  

A. Quality documents  
1. Spesification and testing m ethods  of 

packaging material . 

6.  Removal of foreign 
language from Drug 
Label.  

1. Product in formation claim 
remains un changed.  

A. Product and Label Information  
1. Images of primary and secon dary 

packag ing from all sides and samples of 
packaging ready to distribute (includ in g 
Product Information).  

7. Changes in shape 
and/or  dimensions  
of secondary 
packaging . 

1. There is no change in packaging 
material specifications except for 
shape a nd /or dimen sions.  

2. Product information claim  

remains unchanged . 

A. Produc t and Label Information  
1. Images of secondary packaging f rom all 

sides and samples of ready -to-distribute 
samples (including Product Information).  

B.  Quality documents  
1. Packaging m aterial specifications.  
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8. Changes  in 
packaging design.  

1. Product Inform at ion and Label 
claims remainun changed.  

2. Only appli cable to 
changes in text and image 
layout, colors, and lines.  

3. Does not include image changes.  
4. Does not conta in  promotio nal 

statement/information.  

A. Product and Label Information  
1. Imag es of primary and secondary 

packaging along with its samples from all 
sides.  
ready to distribute (includin g Product 
Information).  

9. Change in address 
(redactional) of 
Appli cant/Pharma c
eutical 
Industry/licensor.  

1. The loc ation of the 
Applicant/Pharmaceutica l 
Industry/Drug licensor 
remainsun changed.  

2. Does not include a change in the 
city/regency.  

A. Admini strative Documents, Product 
Information and Labels  
1. Certificate of change  of address . 
2. Images of primary and se condary 

packaging from all sides and  samples of 
ready -to-distribute packaging (including 
Product Infor mation).  

10.  Changes to the 
batch n umbering 
system.  

 A. Product and Label Information  
1. Description of the new b atch number ing 

system.  

11.  Changes in Product  
Information and/or 
Labels according  to 
government 
decisions.  

1. Changes in Product Information 
and/or  Labels according to 
government deci sions.  

A. Product and Label Information  
1. Imag es of primary and seconda ry  

packagin g from all sides and samples of 
ready-to-distribute packaging (includin g 
Product Information).  

12.  Inclusion of the 
distributor's name.  

1. Product Information and Label 
cla ims remainun changed except 
for the name of the distributor.  

A. Admi ni strative Documents, Product 
Information and Labels  
1. Pharmaceutical Wholesaler License (PBF). 

2. Letter of appointment;  
3. Images of prima ry and secondary 

packaging from all sides and samples of 
ready -to-distribute packaging (including 
Product In formation).  

B. Changes in the quality of Active Pharmaceutical In gredient s 

1. Changes and/or 
additions to Active 
Pharmaceutical 
Ingredient man ufact
urer . 

1. New drugs, biological products 
and drugs requiring 
bioequival ence study are 
excluded.  

2. Active Pharmaceutical 

Ingredient  Manufacturers  are 
listed on new -AeRO 
database /We b Registration of 
The Indonesian FDA . 

3. Active  Pharmaceu tic al 
Ingredient  specifications remain  
un changed.  

4. The specifica ti ons (release 
and shelf life ) of the drug remain 
un changed.  

5. Dru gs Shelf life for new Active 
Pharmaceutical Ingredients 
manufacturers , for a  maximum 
of 24 months, are unless if 
supported by valid data.  

A. Quality documents  
1. A valid current Good Manufacturing 

Pract ice (cGMP) certificate  of the 
manuf acturer . 

2.  Certificate of analy sis of Active 
Pharmaceutical In gredient . 

3. Comparison of Active Phar maceutical 
Ingredient  batch analysis  data from 
approved and proposed Active 
Pharmace utical Ingredients manufacturer  
(Specific for Biological Product , -
batch analysi s fr om a minimum of three 
consecutive batches of pilot/produc tio n 
scale). 

4. Comparison of Drug batch analysis da ta 
from two drug batches (pilot /p roduction 
scale) of proposed and approved Act ive 
Pharmaceutical 
Ingredient manufacturers (Specific for 
Biological Product -bat ch  analysi s from a 
minimum of three consecutiv e batches of 
pilot/production s cale). 

5. Reports of stability test results that have 
been carried out  and  commitment to 
continue the stabilit y test up 
toproposed shelf life . 
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2. Addition  of tests 
tothe Active 
Pharmaceutical 
Ingredient  release 
specification s. 

1. Changes are not caused by 
adverse events during  
manufacturing pr ocess(for 
example, new impurities not 
meeting the requirements or 
changes in the amou nt of 
impu rity  threshold).  

2. Addition al parameters are not 
intended to test new  impurities . 

A. Quality documents  
1. Specificatio ns o f Active Pharmaceuti cal 

Ingredient s. 
2. Analy tical method of Active Phar mac eutical  

Ing redient s. 
3. Report of analytical meth od validation.  

3. Change of 
manu facturers  of 
starting 
material/reagent/in
termediate which  
used in  the 
manufacturing 
process of Active 
Pharmaceutical 
Ingredient  or 
change of Active  
Phar maceut ical 
Ingredient  
manufactur ers( 
including quality 
contr ol test ing  
sites).  

1. Active Pharmaceutical 
Ingredient s do not  include 
Biological 
Products/immunol ogic or sterile 
substances.  

2. For the specification of starting  
material /re agent/in termediate (in

cluded in the process control, 
analy tical met hod of all 
materials) is the same as 
approved.  

3. Preparation method a nd route  of 
synthesis  intermediate  product 
and the Active Pharmaceutical 
Ingredi ent  (inc lu ding batc h size) 
are the same as appro ved. 

4. Particle -sized specif ication of the 
Active Pharmaceutical Ingredient  
and  analy tical method remain 
unchanged . 

A. Quality documents  
1. If the substance deriv es from animal, the 

information of animal origin and BSE/TSE -
free certificate . 

2. Comp arison of Active Pha rmaceutical 
Ingredient  batch analysis data of the 
approved and proposed man ufacturers 
(minimum of two producti on-scale batches.  

4. Chan ges and/or 
additions to the 
name or address of 
producers.  

1. The lo cation of  the Active 
Pharmace utical Ingredient  
producer remains un changed.  

A. Product an d Label In formation  
1. Supporting documents of name or ad dress 

change of producers.  

5. Update Ph. Eur. 
Certificate of 
Suitability (CEP).  

1. Biological P roducts E xcluded  
2. The specifications (release and  

shelf life ) of the drug remain  
un changed.  

3. Specificati ons for impurity  
remainun change.  

4. The manufacturi ng process of 
Active Pharmaceutical 
Ingredient s does not use raw 
materials f rom human/ animal 
origin that requir e viral safety  
data . 

A. Quality documents  
1. new Certificate of  Suitabil ity (Ph. Eu r). 

6. Tightening 
specif ication limits 
for raw 
materials/intermed
iate s. 

1. Changes in specifications for 
raw mate rials/inte rmediate s 

within the app roved limits.  
2. There are no specification 

changes of Acti ve 
Pharmace utical Ingredient  
beyond the approv ed limits.  

3. There is no c hange in the 
impurities of Active 
Pharmaceutical  Ingredient  
profile beyond the appro ved 
limits.  

A. Quality documents  
1. Quality information and testing of the 

pro posed materials / intermediates . 
2. Summa ry proced ur es, if new analytical 

procedures are used.  
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7. Changes in 
inclusi on of 
Pharm acopoeia 
editions for Active 
Pharmaceutical 
Ingredient s. 

1. The Activ e Pharmace utical 
Ingr edient  test ing  method 
remains unchanged . 

2. Specifications for Active 
Pharmaceutical Ingredient s and 
Drugs remain un changed.  

A. Quality docu ments  
1. Relevant Pharmacopoeia references.  

8. Tightenin g Act ive 
Pharmaceutical 
Ingredient  
speci fication limits.  

1. Changes   are within the 
applicable standard limits.  

2. The t esting proc edure remains 
un changed.  

A. Qua lity documents  
1. Specifications of New Active 

Pharmaceutical Ing redient . 
2. Active Pharmaceutical Ingredient  certificate  

of analysis  with new specifications.  

9. Changes to the 
Active 
Pharmaceutical 
Ingre dient  
specification to  
meet the latest 
Pharmacopoeia 
requ irements.  

1. The specifica ti ons (release and  
shelf life ) of the drug remain 
un changed . 

2. Specificat ion impurity and Act ive 
Pharmaceutical Ingredient  
remains un change d (par ticle size  
profile, polymorphism ). 

3. Additional vali dation of new or  
amended Pharmacopoeia 
methods is not required.  

A. Quality document s 
1. Active Pharmaceutical Ingredien t 

specifications and test ing  methods  
2. Active Pharmaceut ical Ingredie nt  certificate  

of analysis . 
3. Analysis results of tw o production -scale 

Active Pharmaceutical Ingredie nt  batches 
for  all new specification testing.  

4. Relevant Pharmacopoeia references.  

10.  Changes to the 
Active 
Pharmaceutical 
Ingredient  
specificat ion to 
meet the lates t 
non -Pharmacopeial  
requirements.  

1. Testing m ethod  has been 
verif ied . 

2. Specification  of impurity and 

Active Phar maceutical  Ingr edient  
remains un change d (particle siz e 
profile, polymorphism ). 

3. There is no significant changes 
in the qualita tive and 
quantita tive composition except 
for tighteni ng specifications.  

4. Additional validation of new or 
amended  Pharm acopoeia 
methods is not required.  

A. Quality docu ments  
1. Active Pharmaceutical Ingredient  

specifications and test ing  met hods  
2. Active Pharmaceutical Ingredient certificate  

of analysis . 
3. Batch Analysis of two pr oducti on-scale 

Active Pharmaceutical  Ingredient for 
all new testing specification . 

4. Batch analysis of two production -scale 

batches of Drugs with Active 
Pharmaceutical Ingredient s that meet  
approved  and propose d specifications (if 
necessary).  

5. Dr ug dissolution p rofile data of at least one 
pilot -scale batch (if necessary).  

6. Relevant Pharmacopoeia references.  

11.  Addition oftest ing  
parameters and 
specification 
limits forproce ss 
control  of Active 
Pharmaceutical 
Ingredient  
manufacturing 
pro cess. 

1. Changes are not influenced by 
manufacturing process of the 
dr ug or its stability   issues . 

2. Active Pharmaceutical Ingredient  
specifications remain  

un changed.  
3. The test ing  method has 

beenvalida ted . 

A. Quality documents  
1. Manufacturing procedure.  
2. Comparison of approved  and proposed in -

process test ing during the manufac tur ing 
process of Active Pharm aceutical  
Ingredient s. 

3. Analysis method details and validation 
dat a of new analytical methods.  

4. Batch analysis  data  us ing two  bat ches  of  
Active Pharmaceutical Ingred ient (three 
batches for Biological Products) for all 
test ing in the  proposed specification.  
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12.  Minor changes t o 
the Active 
Pharmaceutical 
Ingredient  
analy tical  
procedure.  

1. The ana lytical method remains  
un chang ed (e.g. changes in 
column length or temperature, 
but method and column type 
remain ed unchanged ). 

2. Revalidation  study has been 
conducted in  accord ance  with  
the protocol.  

3. Results of the m ethod validation 
demonstrate th at the proposed 
analytical procedure is 
identica l/equivalen tas the 
approved procedure.  

4. The speci fications (re lease and  
shelf life ) of the drug remain  
un changed.  

5. Not appl icable for addition test ing  
procedures.  

A. Qualit y documents  
1. Active Pharmaceutical Ingredient  

specificati ons and tes t ing  methods  
2. Active  Pharmaceuti cal Ingredient  certificate  

of analysis . 
3.  Comparison of the validation results or 

analysis results indicati ng that the 
proposed  and approved proced ure 
areidentical / equivalent.  

13.  Changes in the 

analytical met hod 
of Active 
Pharmaceutical 
Ingredient  as sayin 
accordance with 
Pharmacopo eial 
monographs.  

1. Act ive Pharmaceutical Ingredient  

specifications remain 
un changed.  

2. The specific ations (release and  
shelf life ) of the dru g remain 
un changed.  

A. Quality documents  
1. Analy tical  method  of Active 

Pharmaceutical Ingredient s. 
2. Verificat ion of Active Pharmaceutical 

Ingredient  analy tical procedure.  
3. Active Pharmaceutica l Ingre dient  certificate 

of analysis . 
4. Reference standard  

14.  Changes in the 
storage conditions 
of Active 
Pharmaceutical 
Ingredient . 

1. Stability test resul ts remain in 
compliance with the requirements  
of th e previously approved 
specifications.  

2. Changes are not influenced by  
Active Pharm aceutical Ingredient  
manufacturing p rocess or its 
stability issues . 

3. Ther e is no ch ange in Activ e 
Pharmaceutical Ingredient  retest 
period . 

A. Quality documents  
1. Active Pharmaceutical Ingredien t stability 

report.  
2. Specifica tions of Active Phar maceutical 

Ingredient s. 
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15.  Increase/decrea se 
in batc h size 
(including range of 
batch size) of Active  
Pharmaceutical 
Ingredient s or 
intermediates  used 
in its 
manufact uring 
process up to ten 
folds . 

1. Biological Products Excluded.  
2. Changes do not affect 

specifications  of Active 
Pharmaceuti cal 
Ingredi ent / intermediate s; any 
changes in the manufacturing 
process of and/or process 
control  with respec t to change 
related to the batc h size , such as 
the use equipments of differe nt 
sizemust be reported . 

3. The process validation results in 
accord ance with the previo usly 
approved batch.  

4. Changes do not affect the 
reproducibility and/o r 
consistency of the Acti ve 
Pharmac eutical Ingredient  or  
intermedia tes 

5. Changes are not influenced  by 
manufacturing process of the 
drug or its stability  issues . 

A. Quality documents  
1. Batch analys is  comparison of the 

appr oved and proposed batch . 
2. A statement let ter declaring that:  

a. Changes  do not result in negative 
changes to the process reproducib ility.  

b. Changes are not to any impact during 
manufacturing process or its s tability 
issu es ; 

c.  Active Pharmaceutical Ingredient  
specifications remain  un changed.  

16.  Manufacture o f 
New (Working Cell 
Bank) WCB . 

1. New Cell bank isderived from pre -
approved MCB/MSL . 

2. New Cell bank is  obtained 

from the same passage nu mb er is 
the same as which has been the 
previously approved . 

3. New Cell bank is  released in 
accordance with the p reviously 
approved protocol/process .  

A. Quality documents  
1. The procedure of cell bank or seed lot 

qualif ication has been approved by the 
Indonesian FDA. . 

2. Characterization and t esti ng of MCB/WCB 
as well as cell from end of production or 
post -prod uction passage .  

17.  Chan ge of seed lot: 
new generation of 
Working Sheet Log.  

1. New seed lot is derived from the 
pre-approved Mas ter Sheet Log.  

2. New seed lot is obtained from the 
same release specificat ion of the 
previously approved.  
3. New seed lo t is released in 
accordance with the 
protocol/process previously 
appr oved or as described in the 
origi nal submission .  

A. Quality do cuments  
1. Comparability study on of the 

ph ysicochemi cal characterization, 
biological activity and impurity profile of 
appr oved and proposed API.  

 
2. Quality control results as quantitative dat a 

for proposed new seed lot (in t abular 
format).  

 
3. Commitment to pr ovide stability data of 

API obtained fro m proposed  seed and 
report to th e Indonesia n FDA if any results 
do not meet th e specifications.  

18.  Reduction of Active 
Pharmaceutical 
Ingredient s shelf 
lif e. 

1. Changes are not caused by 
repeated events or stability 
issues occu rred during the 
manufacturing process.  

2. The specifi cations (release and  

shelf life ) of Active 
Pharmaceu ti cal 
Ingredient remain un changed.  

A. Quality documents  
1. Active Pharmaceutical Ingr edient  stability 

report.  
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19.  Deletion of non -
significant  in -
process test ing  in 
the manufacture of 
Active 
Pharmaceu ti cal 
Ingredient . 

1. The deleted parameters are not 
critical, including but not limit ed 
to, assay, impurities, and 
partic le siz.. 

2. The cha nges are not caused by 
repeated eve nt s or stability 
issues during  manufacturing . 

3. The test is not related to critical 
parameter s ( e.g., composition, 
impurity , other physical cr itical 
characteristics 
ormicrobial purity ). 

A. Quality documen ts 
1. Information  of controlfor the critical step 

during manufacture and o f  the proposed  
interme diate of Active Pharmaceu tical 
Ingr edient . 

2. Justif ication/ris k assessment that 
attributes are in significant.  
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C. Changes related to the qua lity of drugs.   

1. Minor changes to  the drug 
manufacturing process.  

1. Biologi cal produc ts and sterile 
prepara tions are e xcluded.  

2. The overall manufacturing 
pr ocess principals remains  
unchanged. . 

3. New manufacturing pr ocess 
pro duces the product with the 
same quality (validated), 
specific ations, sa fety, and 
efficacy.  

4. There is no c hange in terms of 
qualitative and q ua nt itative 
impurity or physicochemical 
properties;  

5. Specifications of  drugs and 
intermediate products remain 
unchanged.  

6. There is no change in 
specification limits o f process 
control  in the dru g-
manufacturing . 

7. Drug stability tes ti ng has been 
conducted for  at least three 
months of pilot or production 
scale batch.  

8. The manufacturing site remains 
unchanged . 

9. Changes have no nega tive effect 
on the quality, efficacy, a nd  
safety of the drug.  

10.  The dissolution profile  remain s 
unchanged . 

A. Quality documents  
1. Dr ug manufacturing  process . 
2. Batch analysis data.  
3. For solid dosage for m, 

comparative dissolu tion profil e 
from one representative 

productionbatch  and  
compar ative data from the last 
three production ba tches from 
the approved dru g manufacturing 
process.  

4. Drug stability reports an d 
stability commi tments if t he 
stability reports are incom plete. 

5. Justification for not conducting  
BE stud y. 

2. Tightening the limits of 
dr ug-release specificati ons.  

1. Changes are within the approved 
range of specification limits.  

2. The testing procedures remain 
unchanged or only minor 
changes made to its procedures.  

A. Quality  documents  
1. Compar ison of approved and 

proposed drug -release 
speci fications.  

2.  New drug  certificate of analysis.  

3. Chang es in drug 
specifications (release and 
shelf li fe) to meet the 
requirements of 
Pharmacopeia.  

1. The change is no t due to 
previous a ssessments.  

2. Changes are not due to any 
impact from  manufacturi ng 
process  of the drug . 

3. Changes are within  th e approved  
range of  specification limits.  

4. The testing procedures  remain 
unchanged  or only minor 
changes made to its proce dures.  

5. There is no change in terms of 
qualitative  and quantitative 

impu rity profile  or 
physicochemical properties or 
dissolution profile.  

A. Quality documents  
1. New drugs Specifications of 

(release and  shelf life ). 
2. Compar ison  of approved and 

prop osed drug  specifications 
(release and  shelf life ). 

3. Drug batch analysis data  for all 
test ing of the new specifications 
(two  batch es). 
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4. Addition  of  test ing  
parameters and 
specifica tion limits to 
process control of drug 
manufactur ing process.  

1. Changes a re not influ enced by 
manufacturing process of t he 
drug.  

2. Drug specifications remain 
unchanged.  

3. The t esting method has been  
validat ed. . 

A. Quality  documents  
1. Manufacturing procedure.  
2. Details of analytical meth od and 

data of new analytical methods 
vali dation . 

3. Batch  analysis data of th ree 
batches for all tests  with new 
specifications.  

5.  Tight ening  in -process 
specification limits  during 
drug  manufacturing 
process  
 

1. The change  is not resulting from 
previous ass essments.  

2. There are no changes in  finished 
product contamination pro file 
beyond the approved limits.  

3. Changes are not influenced by 
manufac turing process of the 
drug or its stabi lity issue s . 

4. The specif ications (re lease and  
shelf life ) of the drug remain  
un changed.  

5. Changes  are within the 
approved standard limits.  

6. The testing procedures remain  
unchanged  or changes are still 
categorized as minor.  

A. Quality document s 
1. The propos ed in -process 

specification  during th e 
manufacturing process  

2. Comparison of approved a nd 
proposed in -process testing 
during the manufacturing 
proces s.  

6. Deletion  of non -
signif icant  in -process 
testing.  

1. There  is no change in finished -
product impurity profile be yond 
the approved limits.  

2. The changes  are not caused by 
repeated events o r stability 

issues during  manufactu re. 
3. Tests are not related  to critical  

parameters (such as:  assay , 
volume,  impurity , other  physical  
critical  characteristics or 
microbia l purity).  

A. Quality documents  
1. Justifi cation/risk assessment 

indicates tha t this is 
insignificant.  
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7. Change s of IPC testing  site . 1. There are no specification 
changes of the finished product 
beyond the approved l imits.  

2. There is no change in finished -
product impurity prof ile beyond 
the approved limits.  

3. Chan ges  are not caused by 
rep eated events or stability 
issues du ring manufacturing 
process.  

4. The proposed analytical 
proc edure must remain 
unchanged or tighte n the 
precision, accuracy, specifici ty 
and sensitivity, if performed.  

5. There is no change in the IPC 
limit b eyond the ap proved 
limits.  

A. Administrative Doc um ents  
1. current Good Manufacturing 

Practices (cGMPs) Certificate.  

B.  Qu ality documents  
1. Batch analysis data f rom three 

batches of drugs.  
2. Report o f analy tical method  

transfer . 

8. Addition  of  drug te sting 
parameters.  

1. Changes are not  influenced by 
manufacturing process of the 
drug.  

2. Drug specificatio ns other than 
the added 
test ing parame ters ,remainun cha
nged. 

A. Quality  documents  
1. Drug Specifications.  

2. Drug  analy tica l procedure.  
3. Batch  analysis res ults (two 

batch es). 
4. Validation report of drug 

analy tical procedure (if 
necessary).  

9. Changes in the analytical 
pr ocedure of drug in 
accordan ce with the 
pharmacopoeia 
monograph.  

1. Biologica l Products Excluded.  
2. Ther e are no qualitative and 

quantitative ch anges of 
impurity / physico -chemi cal 
profile.  

3. Drug analy tical methods remain 
un changed.  

A. Quality doc uments  
1. Drug specifications and testi ng 

methods  
2. Drug batch analysis data  with 

the approved and proposed 
analy ti cal procedures.  

3. Validation/verification results of 
analy tical methods.  

10.  Changes and/or additio ns 
to  manufacturers  of 
excipients . 

1. Biological Products Exc luded.  
2. Excip ient specifications 

remain un changed.  
3. The drug Specifications (release 

and  

A. Quality documents  
1. Certificate of Analysis of 

Excipient  




