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✓ 3 NDA Review Division
✓ 1 ANDA(Bioequivalence) Review Division
✓ 1 ANDA(Quality) and DMF Review Division 
✓ 1 Drug Approval and Review Management Division

→ DMF registration



Regional-FDA

6 Regional Food and Drug Administration

Daejeon
-FDA

Gyungin
-FDA

Seoul
-FDA

Gwanju
-FDA

Pusan
-FDA

Daegu
-FDA



ICH Q3D guideline application in Korea



ICH Q3D guideline Application in Korea

• Establishment of Guidelines for the assessment and 

management of metal impurities in pharmaceuticals(‘17.4)

- based on ICH Q3D ,not mandatory but only for recommendation.

• Revision of Regulation for Pharmaceutical Approvals, Notification 

and Reviews (MFDS Notification) (’19.5(?)→ one year grace → 

‘20. 5(?))      

– To mendatory the filing of safety data on elemental impurities 

in finished drug products (for all NDA, ANDA and generics)

– drug substance should be screened for elemental impurities 

during the purity test and set criteria when necessary.

• Korean pharmacopoeia is not yet implemented the Q3D guideline

- will be revised in a few years



• Risk assessment based control of elemental impurities

- identify known or potential sources of elemental 

impurities in the drug products     

- evaluate the presence of particular elemental impurites

in the drug product

→ determine the observed or predicted level of the impurity 

→ compare it with the established PDE.

Elemental 
impurities in 
drug product

Manufacturing 
equipment

Drug 
substance

Container closer 
sytstem

water Excipients

In the Drug Products



- Summary of risk assessment process and control of 

elemental impurities

✓if the level of elemental impurity is less than control threshold 

(30% of PDE)→ no additional controls are needed

✓ if the level is more than the control threshold → additional

controls are needed

The level and the Variability of an elemental impurity can be established by 

providing datas from three representative production scale lot or 6 

representative pilot scale  lots of the components

▶ modification of the manufacturing process

▶ implementation of in-process or upstream controls

▶ establishment of specific limits for excipients or materials 

▶ establishment of specification  limit for the drug product

▶ selection of appropriate container closer system



Implemented in July of 2002

▪ Drug Master File (DMF)

• Submit detailed information about chemistry, manufacturing, and
controls (CMC) of drug substances(APIs) to MFDS

– including facilities, manufacturing process, material management,
impurities, packaging, stability, etc.

• Evaluate submitted documents and register eligible drug substances

– through technical document review and onsite Inspection

• Only registered drug substances can be used for manufacturing and
selling pharmaceutical products

<Pharmaceutical Affairs Act, Para 2, Art. 31> 

In the Drug Substances 



DMF Introduction and Expansion

• Introduction of drug substance registration system (DMF)

– July 1 of 2002, active drug substance for new drug

• Expansion of its subjects step by step

– Since 2005, annually expanded step by step to much-

used drug substances by its effectiveness

– Today, 211 materials and their salts and hydrates

– Will be expanded to ALL DRUG SUBSTANCES



Laws and Regulations

• The Pharmaceutical Affairs Act

– Para. 2, Art. 31, Art. 42

• Regulation for drug substance registration (MFDS Notification)

✓ The scope of drug substances to register

✓ How to prepare the data

✓ The scope of the data

✓ The requirement of the data to be submitted

✓ The exemption from submission

✓ The process of the application and registration, etc.



v

Process of the DMF 
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Registration and Notification

• Issue a registration certificate

– in case data review and onsite inspection for a drug substance

are appropriate

• Post information of a drug substance on website

– MFDS website (www.mfds.go.kr) (Korean)

– Relevant information in public

✓ Category of a drug substance (API of new drug/ Drug substance indicated in Annex 1)

✓ Registration number and date

✓ Name of register (DMF holder)

✓ Name of drug substance

✓ Name of manufacturer and its address, country

✓ Other remark (as necessary)

http://www.mfds.go.kr/


Documents for the DMF

▪ Regulation for drug substance registration, Art. 3

✓ How to prepare data

• Fill in an application form for registration of drug substance

• Following data should be included in conformity with Regulation, Art. 4

1) Data on facility for manufacture and quality management

2) Data on physicochemical properties and stability

3) Data on manufacturing process, packaging, container, cautions in storage and

handling, etc.

4) Data proving the eligibility of the substance (equivalent to KGMP or above the

level of KGMP)

5) Data including batch analysis, analytical procedures, used solvent of drug

substance

6) Sample drug substance for test

✓ Limited to the case needs quality test permitted by the Minister of MFDS

• Data can be submitted using the Common Technical Document (CTD)



Comparison of DMF and CTD ; 

about elemental impurities

KDMF CTD

1. Data on facility for manufacture and 

quality management

1.7.3. GMP documents for manufacturing and 

quality management of pharmaceuticals

2. Data on physicochemical properties 

and stability

a. Physicochemical properties

(1) Developmental history

(2) Structure elucidation, 

physicochemical properties and 

biological properties

- Impurities

∙ organic impurities

∙ inorganic impurities (elemental 

impurities)

∙ residual impurities

(3) Domestic/ foreign patent information

3.2.S.1.    General information

3.2.S.1.1. Nomenclature

3.2.S.1.2. Structure

3.2.S.1.3. General properties

3.2.S.2.    Manufacture

3.2.S.2.6. Manufacturing process development

3.2.S.3.    Characterization

3.2.S.3.1. Elucidation of structure and other 

characteristics

3.2.S.3.2. Impurities

∙ organic impurities

∙ inorganic impurities (elemental 

impurities)

∙ residual impurities



Example of data submission on elemental impurities 

in drug substances 

<Elemental impurity component composition according to the reactor equipment materials>



Example of data submission on elemental impurities 

in drug substance – risk assessment













Changes to a Registered DMF and 

Elemental impurities

✓DMF should be up-to-date!

Major changes
✓ synthetic route change, batch size change more than 10 times

✓ changes in catalyst and reagents used in the critical synthesis process

✓ changing the source of starting materials and critical intermediates

Follow official process of the DMF   

(Application, review, and approval of changes)

Risk assessment of 

elemental impurities 

should be undertaken



Elemental impurities in the Korean Pharmacopoeia

• The Korean Pharamcopoiea full revision is scheduled in 2019

- but, is not yet revised reflecting elemental impurities

- will be revised in few years including general chapters

and monographs



Summary

• ICH Q3D is about to be implemented in Korea by

– establishment of guideline

– revision of MFDS notification (revision of regulation for drug

substance)

– The Korean Pharmacopoiea is not yet revised reflecting elemental

impurities but is planned to be revised in a few years

• drug substances are been regulated by DMF registration 

– Including elemental impurities in impurity test

• MFDS will help and lead our local drug subtance suppliers to implement

Q3D guideline on their quality approval system
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