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Status of CDISC In Korea

1. Introduction of MFDS
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2. NDA/BLA Approval Process
& Data Submission



NDA/BLA Approval Process

© IND(Investigational New Drug Application) Review Process © NDA (New Drug Application) Review Process

. . 4 . L Applicant
IND submission to Clinical Trials Management Division

. . Pharmaceutical Standardization Division
NDA submission to

Biologics Division

Drug Review
Management
Division

CMC Stability Pharm/Tox Clinical data IRB

cMC Stability Non-dlinical | clinical data || Redistration
data status

Review by Drug Evaluation department or

Review by Drug Evaluation department or
Biopharmaceutical & Herbal Medicine Evaluation Department

If necessary
Advisory
Committee
meeting

Biopharmaceutical & Herbal Medicine Evaluation Department

) No

Review >
Clinical hold < o Complete and

objection Acceptable? <

) No
Review > Additional Info or
Complete and

Acceptable?

Additional Info

Revisions Requested

Requested

within 2 months
within 1 month

Yes
Yes

Labeling

Clinical Trials Management Division ;
Review

Notify GMP Inspection

Applicant

Study completion Inspection NDA Action

Study ongoing




Data Requirements for Approval

© Dossier for IND
- Development plan
« Introduction
. Data on structural identification and psychochemical and biological properties (including data for a placebo)
« Data on non-clinical studies

Data on Pharmacology
Data on Toxicity

. Data on clinical studies (if applicable)
. Study protocol

. References

. Investigator's Brochure (IB)

Pharmaceutical

Company

Electronic Data Submission

By " Pharmaceutical Affairs Act ; & "Regulation on Safety of
Pharmaceuticals] (Ordinance of the Prime Ministerial)

© Data Requirements for Approval
> New Drug ("Regulation on Safety of Pharmaceuticals,(Ordinance of the Prime Ministerial) Article 9)
. (Review by Drug Evaluation Department) Safety & efficacy data, specifications & test methods, Drug Master Files (DMF), certificate of

manufacturing and marketing(Imported Pharmaceutical) Data such as name and address of manufacturers of active pharmaceutical ingredients

. (Review by Other Departments) Evaluation data of conducting of Good Manufacturing Practice (GMP)

» Origin or backgrounds leading up to discovery and development
® (Clinical data

Structure + physical, chemical and biological nature -
Clinical data package

A. Drug Substance B. Bridging Data
B. Drug Product
Comparison with
* domestic copies
1 2 3 4 5 6 7 8 X
& special features
of the drug concerned
* Uses in other countries
Stability e * Toxicity * Pharmacologic effects
Stability test data A, Single dose toxicity A, Efficacy studies data
A. Drug Substance Repeated dose toxicity B. Safety or general pharmacology
Drug Product enetic toxicity studies data
Long-term D. Carcinogenicity [¢ AE
acceierated E. Reproductive and developmenta her pharmacologic effects
stressed toxicity
F. Others

antigenicity
mmunotoxicity, loca
toxicity

dependency, etc

Dossier for Safety & Efficacy Evaluation



Electronic Data Standard for
International Harmonization in Korea

Electronic Data Submission

By " Pharmaceutical Affairs Act ; & "Regulation on Safety of Pharmaceuticals_ (Ordinance of the Prime Ministerial)

Domestic Regulation Standard

Frequency (+) time

Frequency (+)

CTD eCTD CDISC
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3. Regulations related to eCTD/CDISC



Regulations, etc. related to CTD/eCTD

submission

~ T PHARMACEUTICAL AFFAIRS ACT ; Articles 31, 42

# "'Regulation on Safety of Pharmaceuticals, Etc. | (Ordinance of the Prime Ministerial) Articles 4, 8,9, 10
# T Regulation for Pharmaceutical Approvals, Notifications and Reviews | Articles 6

# I Regulation for Biopharmaceutical Approvals, Notifications and Reviews | Articles 8

" Regulation for Herbal Medicines Approvals, Notifications and Reviews | Articles 7

" Regulation for Novel Product Approvals, Notifications and Reviews ;| Articles 6

" Regulation on Approval of Clinical Trial Plans for Pharmaceuticals ;| Articles 5

" Guidelines for processing and managing clinical trial electronic data |

4 ! Guidance Document for Electronic Common Technical Document (eCTD) Compilation
(Applicant's Instruction Manual)



Article related to CDISC submission

Regulation for Pharmaceutical Approvals, Notifications and Reviews

Ministry of Food and Drug Safety Notification No. 2021-90
Partially Amended and Enforced on Nov 11, 2021

Chapter I General Rules

Article 1 (Purpose)

This regulation is intended to stipulate detailed information regarding target articles, types of data submitted,
description tips, requirements, and exemption scopes of data, specifications and controls, etc. for the
manufacturing and marketing approval or notification of pharmaceuticals, the importing approval or notification
of pharmaceuticals, and the review of safety and efficacy, specifications, test methods of drugs in accordance
with Articles 31, 35, 42, and 76 of the "Pharmaceutical Affairs Act (PAA)," Articles 4, 5, 8 through 13, 39, 40,
and 57 through 59 of the "Regulation on Safety of Pharmaceuticals, Eic.", Articles 18, 21, and 24 of the
"Narcotics Control Act" Articles 32 and 33 of "Enforcement Decree of the Narcotics Control Act” and Article

19 of the "Rare Diseases Management Act".

Article 6 (Preparation of Common Technical Documents)

(1) In spite of Article 5, for new drugs and drugs requiring data submission and drugs falling under Article 25

(2) 3 (except for orphan drugs, high pressure gas for medical use, radiopharmaceuticals, drugs for export, and

other products that are not directly applied to humans) among prescription drugs, shall be prepared in the

Common Technical Document {CTD) format. In these cases, detailed preparation tips are governed by Annex

3 Preparation Method for Drugs CTD. However, for items beyond items stated above, the CTD format should

still be used.

(3} The pharmaceutical approval application or notification prepared in accordance with Articles 4 and 6 may be
submitted as electronic documents according to the preparation tips, when the Minister of Ministry of Food and
Drug Safety notifies eCTD preparation tips. In this case, nonclinical study data and clinical study data may be
submitied by applying Clinical Data Interchange Standards Consurtium.

Module 1 ADMINISTRATIVE INFORMATION AND PRESCRIBING INFORMATION
1.1 Table of contents of Module 1
1.2 Copy of the manufacturing and marketing approval and notification application or the importing approval

or notification application
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4. Efforts to Domestic Implementation
for CDISC standard



Efforts to Domestic Implementation for

CDISC standard

v’ 15t |SP for stand alone eCTD/CDISC management system(2013)
v/ eCTD/CDISC Submission System construction(2014)
v’ 214 |SP for integrate 25 systems include eCTD/CDISC system(2017)

v’ Pharmaceutical integrated information system construction(2018~)
¢ Including eCTD/CDISC Submission System

v Amendments Regulation for Pharmaceutical Approvals to include
CDISC standards(2021)

v' Civilian Government Engagement Advisory Group(2023~)
¢ CDISC Sample Submission Technical Pilot
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0. Submit an eCTD or Standardized Data
to the MFDS



sSubmit eCTD and CDISC to the MFDS
Phase 1. Create CTD/CDISC
(D Create CTD documents and PDF files for submission for SUDI“'SS'O“

(@ Complete CDISC for submission

................ & < Create ecTD > ;LORENZ? -
i docuBridge

Ex(TEDO , etc.

CommonTechnical Document [CTD] eCTD @ Install and run eCTD software by MFDS

DEL » (@ Create eCTD with CTD documents(PDF files)
N B - N L
cdisci

(® Mount CDISC during the eCTD creation process

=
Sar---—- X T
T o | c ISC @ Verification in software and finish all process

< Temporarily upload to my account >

Phase 3. Electronic Application (@ Log-in to the ‘https://nedrug.mfds.go.kr’

@ Fill out the electronic application ®@ Temporarily upload eCTD file
(@ Attach eCTD file already uploaded to my account e veeeeneeee * my page > file upload> eCTD file management
(® Complete the application form and go to next process(fee ® Verification on website
payment, etc) j
y




eCTD software by MFDS
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Location of CDISC in eCTD

< Internal structure of eCTD submission file Folders and required utility files =

Folder Files Definition
(2123456, zip) eCTD submission filename!e-Identifier){ex: e123456)
0000 & folder with a sequence name mdicating the munber of
subtmissions a5 a four-digit number.(ex: 0000)
indesz xml index file ICH standard
indesx-rmdb. txt MDA checksum file
Modale 1  Apdicatien  detadls snd  administrative
ml . .
information folder
kr Korean domain codenamelkr) folder
kr-regional. sl Indeg file of M1 with MFDS standard configuration
applied
5 Module 2 Submission  data  overview  and  Summary
m folder(ICH CTD m?2)
m3 Module 3 Guality evaluation data folder (ICH CTD m3)
md Module 4 Non-clinical trial data folder (ICH CTD md)
CDIEC (SEND)
- Module b Clinical trial data folder (ICH CTD mb)
CDIEC (SDTM_aADaM]
nutl ICH eCTD specification utidity folder
dtd ICH eCTD specification DTD and schema folder

ich-ectd-3-2.dtd

ICH standard DTD file applied from m? to mb

kr-regional-1-0.<ed

MFDS standard DTD file applied to mil

style

Stvlesheet folder for the ICH eCTD specification

ectd-20.xzsl

ICH standard style sheet file applied from me to mb

kr-regional. xsl

MFD3 standard style sheet file applied to ml

eCTD M4
O eCTDD E- _71‘“\:’)__ v2.1 EE [deUlE]
N ©F datasets
E = B [study]
< -8 tabulations
v CDISC- test |i 3 send |
v [ 0000[3.2.2]- 0000 i 23 misc
= 1 . £a pmﬁ|55
» [2 m2
» (2 m3
v (2 m4

v (2 42-stud-rep
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» 2 422-pk
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43- lit- ref

» (2 m5

[in Phase 2)

eCTD M5
(&) eCTDT M A 7| v2.1 - [module]
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¥ CDISC- test Etl analysis
v (2 0000 [3.2.2] - 0000 EE? adam
= 8- datasets
> (2 m2 o £ Sp“t
> B ms --£3 programs
» (2 m4 :
v =2 ms EI---E:r legacy
52- tab- list 8- datasets
¥ (2 53-clin- stud- rep O | 5p||t
» [Z 531-rep- biopharm- stud I i programs
» [= 532- rep- stud- pk- human- biomat g f| tabulations
» [ 533-rep- human- pk- stud T
» [ 534- rep- human- pd- stud EB |EQEC‘_-,‘
» 2 535-rep- effic- safety- stud I | split
536- postmark- exp EJE-'" sdtm
537-crf-ipl tl Spllt
54- lit- ref -
O Ddawsess & misc
----- £ profiles




Temporarily upload eCTD to my account (in Phase 2]

Electronic Application Log-in to my account
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Electronic Application (in Phase 3]

Electronic Application Log-in to my account Electronic Application

2l IR2HR | MOIEW | IANH | HMASH

h HAE/ T > OHAEE 0 FILISMY

2 RpIgy LD e
5 olor=orT| fat

Fpisk i SllEEHE  DA/SIyY  HEABEE  IIoloHFE  MBRMEMEA | Q

o} otH Zat Select Pharmaceutical Product
O] OFXIE O} X ASHAAWARL o weme sorm 2Rt ] =
2= o ) Q

- TR olsohd TS = v || o8 E
. Hxpoigl As

O snamseen m R T I— T otraAsias +

a P11 i i 12I A2 OH
O|otE HXt= Mol A1E 2022 | AAR HZTlol u)E olorEotELia) F4 KK oh uasess  Application Type saseA
; E@i@_ iﬁﬁﬁuﬁig 1.1 D mmsel ATU S S BRI S0l B0l B 713 Al
45 | wteus | oltelEHEYMD BES oHE 52| eHHol B3t 73
©ﬂﬁﬂ —, ey SaiLgale] SHE E0IT K|S H P AHLAS X HS17| 218 Sl EOHHLIRE A A A °

HEQPH T

@ﬂ]&ﬁ] @%@&Kﬂ = g & ﬁ B HAS UMSDA HUCL MBI IYOR M A2 S H4 TIH S ALY B
5_:-2. .

" ] + AAG A YU 2 ST oL % TIE oy 20221110
m + D7 DUVFE Z4p A THRIHL HIN HT A 2 20221107
Tg. v TS A A e 2022.10-28 O &tz
A
o
F2hg BH U5 W
Ein)
= of2tZE $2e njsi A
o @ & (A & @ & @
AT JSYSUENBE  AYBMSHBHR EE ) EEESELE) syA=Y Boj4H
= GEMNRER = HARY =42 W H2YS
ARG E2siEe DUR &34 + 2atel Maags PP 4R v ey sz

QIF DY A A S T2 0354 R

2022 1.0|HES I (0 EHE),2. ZR FLIMILIEIO[ X & (0| EHE), 3.0t 2 :

1

e 807,000
YA O HIALD CEERE -3y
11.02 O elofe|E ‘Lo|HE S| (0lIEHR),2. R RELILIEI 02 (OlIEHS) 3.0l 2 U HLIE 0| RHE) 2 > o
. 2ol Ek), 4. SEIB2LHILIELOIX ZUOIEHS), 5. 2 BHe A SR (OIEHS) 6 2RI AN - - DMF Hejg
AZLH19(Covid-19) - it
- LojHEZ2|(0IEh),2 TR ELH LIELO|HZU(0lIEHE), 3.0t 2 Y M| LIELO[ M (OIIEHE) 4.+ 2022-11-02 N 5 aup 25
=55 5 T - GMDI2EHI M
- LEIERIARIO} 2 HERIASEE2 K|}, 3 UIE AL SH A}, 44K, 5.4 S 12 - -+ 2022-09-06 e P R
SENE L S



Electronic Application (in Phase 3]
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Electronic Application (in Phase 3)

v'First Submission v'Supplementary Submission
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Workflow between Industry and MFDS

Industry

MEFDS

Study Design
Protocol

*SDTM
* ADaM

*SEND
l * define.xml

SDTM ADaM SEND

ettt ey 13

| & i) §sas

Sponsor IND
Request for clinical trial
clinical trial < protocol
protocol approval approval
Application for P
. drug approval -
* Study Design
* Protocol v
R.A. DB NDA/BLA
CRO | Receive
Request Analysis,
make a plan —»> clinical trial CSyR ¢
L‘ Review
*SDTM
* ADaM Clinical/
oS Non- clinical data
T Result
Institute
(CRO, hospital) Result
! Safety evaluation

Non
clinical Phase1

* Lab
* CDASH

Phase2

Report

adverse event

' 1
Phase3

Receive
> adverse event

report

Analysis
adverse event
report

Clinical
DW/DM

Adversary

— event
: DB




small feature of eCTD in KR

MFDS

v e-identifier of eCTD is under electronic
application registration number

v’ Application details : Notonly list in
eCTD leaf, one should fill out the
electronic application form

v/ Store separate documents and materials
not defined in advance within eCTD, but
also can be submitted outer eCTD

FDA, etc.

v e-identifier of eCTD is the same as
application registration number

v'Application details : only list in
eCTD leaf

v'Store separate documents and
materials not defined in advance
within eCTD



Civilian Government Engagement

Advisory Group

v'(Purpose) Communication and collaboration with major policy users, including
the establishment of CDISC guidelines tailored to the domestic pharmaceutical
industry situation

v'(Period/Cycle) '23.8. ~ / Twice a year, semiannually
v'(Member) Government side 10, Civilian side 17, total 27.

/MFDS KPBMA KBc )
Ministry of Food and Drugs Safety Korea Pharmaceutical and Bio-Pharma CERTARA
NIFDS Manufacturers Association
National institute of Food and Drug Safety KRPIA
Evaluation Korean Research-based Pharma Industry
KIDS Association
Korea Institute of Drug Safety and Risk KoBIA
Management Korea Biomedicine Industry Association

KSQA

K The Korean Society of Quality Assurance /




CDISC Sample Submission Technical Pilot

Summary of Pilot Status

v’ (Preparation) ‘23. April~’24. April

¢ Internal consultation, recruitment of participating companies, system configuration, arrange
items, preparing company's sample submission materials

v (Implementation) '24.May ~ November
v’ (Participating companies) 6 companies supported, 3 companies conducted

v’ (Submission) SDTM, ADaM, SEND submitted for one item each of diabetes,
hyperlipidemia, and cancer

v’ (Confirmation) synthetic drug/biologics & statistics review department personnel

*»* Provided technical support from the pharmaceutical policy department



CDISC Sample Submission Technical Pilot

v’ CDISC sample list

Company Indication CDISC Standards  categories Evaluation Department
SDTM , : : : I
- Diah ADaM synthetic Bioequivalence Evaluation Division
\if DONG-AST labetes ° drug Pre-Submission Consultation Division
SEND
) Chona KunDans hyperlipidemia SDTM synthetic ~ Cardiovascular and Neurology Products Division
| ADaM drug Pre-Submission Consultation Division
cancer SDTM . . Recombinant Protein Products Division
Biologics

(non-small cell) ADaM Pre-Submission Consultation Division




CDISC Sample Submission Technical Pilot

Results

v Applicants can submit CDISC materials through the MFDS Industry
system for electronic application submission, and reviewers can review
CDISC submissions through dedicated software.

v’ (Electronic submission) The necessary information for the CDISC is prepared by the
company through the guidelines issued by the CDISC.

* The reviewer downloads the CDISC data submitted by the applicant to a PC through the internal
administrative portal and checks the CDISC data through dedicated software (JMP Clinical, SAS).

** SDTMIG, ADaMIG, SENDIG, published by the Consortium for the Development of International
Standards for Clinical Trials

v’ (Electronic submission) If CDISC is included in the eCTD, the current system does not
have a problem submitting CDISC materials.



Status of CDISC In Korea

6. CDISC Status in Domestic
Pharmaceutical Industry
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< Population > < Response >
KPBMA : 200 company 44 companies responded (9%)

Korea Pharmaceutical and Bio-Pharma Manufacturers
Association

KRPIA : 50 company

Korean Research-based Pharma Industry Association

KoBIA : 170 company

Korea Biomedicine Industry Association

KSQA : 70 company
The Korean Society of Quality Assurance

= @Pharmaceutical Company
= @Importer

®CRO

@ etc

=@Domestic Company
=@Global Companhy

< Period >
‘'23.8.22 ~ 9.22

< Method >
Email survey through 4 associations




Experience & Purpose of use CDISC
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Summary of survey results

v’ CDISC Utilization Objectives:

Primary objectives in the industry are, in order of priority,
'Overseas Regulatory Approval,' 'Internal Data Standardization,'
'Research,' 'Technology Transfer,' and 'Domestic Regulatory
Approval.'

v" CDISC Utilization in 2022:

In 2022, CDISC utilization counts are reported as 13 cases for
domestic pharmaceutical companies (6 companies), 240 cases for
importers (1 company), and 130 cases for CROs (5 companies).

v CDISC Application in Therapeutic Areas:

The CDISC application is diverse, covering 26 therapeutic areas,
with the top 5 being 'Anticancer Drugs and Tumors,' 'Vaccines and
Viruses,' 'Digestive System,' 'Cardiovascular System,' and a group of
four including 'Endocrine System,' '"Metabolic Disorders,'
'Neurology,' and 'Respiratory System.'

v’ Experience of Domestic Pharmaceutical Companies with
Regulatory Agencies:
Domestic pharmaceutical companies report having submission

experience with regulatory agencies such as FDA, PMDA, EMA, and
NMPA.

v’ Preference and Concerns Regarding CDISC Regulatory
Application:

The preference for CDISC regulatory application is positive, with
79.5% expressing a 'Very Positive' or 'Positive' stance. However,
concerns about the burden are notable, with 36.3% finding it 'Very
Burdensome' or 'Burdensome.' Main concerns include cost,
workload, manpower, and lack of experience.

v" CDISC Regulatory Application Scope:

Respondents consider the application scope appropriate for '‘New
Drugs,' 'Clinical Trial Plans,' and 'Biological Products.' There is a
desire for gradual expansion of the application scope.

v Readiness and Time Estimates for CDISC Mandatory
Submission:

Only 20.4% of the industry feels immediately ready for CDISC
mandatory submission, while 61% expect a significant amount of
time to be spent on preparation. The average estimated time for
industry readiness is around 2 years.



Status of CDISC In Korea

7. Implications and Conclusions



Implications

v’ Industry Snapshot

Only 20% (6 companies) are currently ready for "immediate submission" under CDISC mandatory adoption, revealing
a modest preparedness level.

Anticipated average preparation time is around 2 years, underscoring the significant commitment required.
Despite challenges, certain industry leaders are taking proactive steps in CDISC adoption.

Industry acknowledges the need for substantial preparation, including specialized personnel, organizational
adjustments, and budget considerations.

Key players are already at the forefront of CDISC implementation.

v’ Strategic Industry Approach

Industry prioritizes leveraging specialized knowledge and experience, with a focus on new drug development.
Emphasis on knowledge dissemination and gradual expansion of CDISC application scope.

v’ Stance of MFDS

MFDS concerns about the potential impact of immediate implementations of standardized systems.

Call for regulatory policies balancing industry needs and compliance, including sufficient recommendation periods,
gradual application, and criteria alignment with industry expectations.

Collaborative approach suggested, involving industry stakeholders in CDISC standards formulation for mutual
understanding and industry compliance.



MFDS's Position on CDISC Standards

v Support for CDISC Activation

* MFDS expresses support for the activation of CDISC
within the industry, aiming to foster the adoption of
standards.

v Mitigating Hurdles in Standard Adoption

 Striving to introduce minimal standards to prevent
obstacles in the industry's adoption of CDISC, the
agency emphasizes a facilitative approach.

v’ Collaboration with Foreign Regulatory Bodies

* While introducing minimal standards, MFDS seeks to
provide sufficient information for effective
communication with foreign regulatory bodies,
facilitating entry into international regulatory
frameworks.

v’ Consideration of Industry Environment

* Recognizing the industry’s unique characteristics,
MFDS aims to tailor the CDISC implementation
environment to suit industry needs, emphasizing
practical feasibility and efficiency.

v Phased Application of CDISC Standards

* MFDS acknowledges the need for considering
various stages of CDISC standard application,
spanning from the early stages of research to post-
study data transformation. This comprehensive
approach is intended to smooth the application of
CDISC standards in the Korean regulatory process.






s

[=oiokplo] TIEQILICH

YOUR SAFETY IS OUR STANDARD




