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Biological Product

» HIO|2{A(virus)
* X|& EZX(therapeutic serum)

* E4(toxin), &=A(antitoxin)
* PHS Act : Part F, subpart 1,

§351 (42 USC 262)

* 21 CFR part 600.3

* FDA Final Rule : Definition of
the Term “Biological Product”
(FDA, 2020)

o M D= Al AHME = SHHH

(blood, blood component or derivative)
o UM XMF E= 0|2 RAFSE Q=

(allergenic product or analogous product)
o CHHE = 0|2 RAFSH 9|2%HE (protein or analogous product)
e 37} 87| H|ASEt=(trivalent organic arsenicals)
 HIO|2A|Z2{(biosimilar)


https://uscode.house.gov/view.xhtml?req=(title:42%20section:262%20edition:prelim)
https://uscode.house.gov/view.xhtml?req=(title:42%20section:262%20edition:prelim)
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-F/part-600
https://www.fda.gov/about-fda/economic-impact-analyses-fda-regulations/definition-term-biological-product-final-regulatory-impact-analysis
https://www.fda.gov/about-fda/economic-impact-analyses-fda-regulations/definition-term-biological-product-final-regulatory-impact-analysis
https://www.fda.gov/about-fda/economic-impact-analyses-fda-regulations/definition-term-biological-product-final-regulatory-impact-analysis

o=
Therapeutic Biological Product (CDER)

bl

|28 SZE23H|(therapeutic monoclonal antibody)
o X|2E MO|EZI2l(cytokine)

o MXOIXHgrowth factor)

* Drug and Biological Product

Consolidation (FDA, 2003)

o YHMEdlH|(thrombolytic)
+ X588 SSO|Ut OMI0AM FZot HUXO|L} 0|F HHAS
THESSH 2t HMS(SIQUXL L)

* 7|E} g#I0] Ot HY X|=H|
Regenerative Medicine Therapy

o MEX|ZX|(cell therapy) 21st Century C Act
. st Century Cures Act,

sec. 3033(8)
* FD&C Act, sec. 506(g)
(21 USC §356)

* RUXR|EX|(gene therapy)
* O|BZMZEX|ZH|(xenogeneic cell products)

o ZZX|ZsHH|M|(therapeutic tissue engineering products)

o 51 5¢

* BEgIM(combination products)

351 HCT/Ps (Therapeutic Biologics)

* 21 CFR part 1271.3(d)

361 HCT/Ps (Tissues)

* 21 CFR part 1271.10(a)

[ o= FDA ttololot=(RIAIE) s7tHiE & ]

@ Biological Approvals by Year

FDA-Approved Blood Products

@ @

FDA-Approved Cellular and Gene Therapy Products

@

FDA-Approved Vaccine Products

@)

FDA-Approved Biosimilar Products

x HES 250 5 HeE HIE HoXZ O[S/t


https://www.fda.gov/about-fda/economic-impact-analyses-fda-regulations/definition-term-biological-product-final-regulatory-impact-analysis
https://www.fda.gov/regulatory-information/selected-amendments-fdc-act/21st-century-cures-act
https://www.law.cornell.edu/uscode/text/21/356
https://www.law.cornell.edu/cfr/text/21/part-1271
https://www.law.cornell.edu/cfr/text/21/part-1271
https://www.fda.gov/vaccines-blood-biologics/development-approval-process-cber/biological-approvals-year
https://www.fda.gov/vaccines-blood-biologics/approved-blood-products/licensed-products-blas
https://www.fda.gov/vaccines-blood-biologics/cellular-gene-therapy-products/approved-cellular-and-gene-therapy-products
https://www.fda.gov/vaccines-blood-biologics/vaccines/approved-vaccine-products
https://www.fda.gov/drugs/biosimilars/biosimilar-product-information
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Y e
HeH IND (Investigational New Drug Application) I
2017y o Food and Drug Administration (FDA) ;l

Center for Drug Evaluation and Research (CDER) &

Center for Biologics Evaluation and Research (CBER)

CHE SIEtX = A
T pa'ng

(CDER) CDER Therapeutic Biological Products Document Room, 5901-B

Ammendale Road Beltsville, MD 20705-1266,

(CBER) Document Control Center (HFM-99), 10903 New Hampshire Avenue,

WO71,
M 3
(301) 827-4573
ALO|E

G112, Silver Spring, MD 20993-0002

FDA Home ) Drugs ) Development & Approval Process ) How drugs are

developed and approved ) Types of Applications ) IND Application

* Investigator IND A&M(Form FDA 1571) ‘&= 13'0f m2f, AMAX= AL X

AMEHst

27510 IND RS MEHSE £ Q0 oHE MEH0|| CHSE Justification statement X|ESgt

* Investigator IND,

OO}E E AR HAIZ

o
AIDS, & St 20| 1% XB7t 278 MY E= oo}
A
—

H2H0ILt M3 e

e My x2S st

X|=0| HZ MEE

+
30
H‘|
o
ol
e

* Treatment IND, X|z=H

FDAS| ZHE Tl S [

ZEo 2 Y 3Y S0IL BE LA A= o
Treatment IND 41 7t5, SA4HOZ2 ¢ES A = AU

H=
3¢ OIM0|0E (S Y 24 00| OtLH) o AFS X822

=8 A} HMiZ, 0|57

oIof HSE 4 US

21 CFR 312.23

31%E|x| e JEAM MY,

=0[ JHEE0 UK

SAIE HAOM ZE

. Information for Sponsor-Investigators Submitting Investigational New Drug Applications (INDs), FDA

. Form FDA 1571(IND format)
. 0= QR 7N, APEC HXM[XsHE]!, 2016

£
1
2. Investigational New Drug Applications (INDs) for CBER-Regulated Products, FDA
3
4


https://www.fda.gov/drugs/investigational-new-drug-ind-application/information-sponsor-investigators-submitting-investigational-new-drug-applications-inds
https://www.fda.gov/vaccines-blood-biologics/development-approval-process-cber/investigational-new-drug-applications-inds-cber-regulated-products
https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-forms-and-instructions

-

78 A 710|E2tel

Food, Drug & Cosmetic Act (FD&C Act)

21 Code of Federal Regulations Part 312 : IND Requirements

FDA — Vaccines, Blood & Biologics — Development & Approval Process(CBER)

— Investigational New Drug Applications (INDs) for CBER-Regulated Products

FDA — Drugs — Development & Approval Process | Drugs — How Drugs are Developed

and Approved — Types of Application — Investigational New Drug (IND) Application


https://www.fda.gov/regulatory-information/laws-enforced-fda/federal-food-drug-and-cosmetic-act-fdc-act
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=312
https://www.fda.gov/vaccines-blood-biologics/development-approval-process-cber/investigational-new-drug-applications-inds-cber-regulated-products
https://www.fda.gov/drugs/types-applications/investigational-new-drug-ind-application#FDA%20Guidances%20for%20Investigational%20New%20Drugs
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A
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0= SSNEHE S2UE

—
IZAIZHEZ(IND) s2l &8 =

Step 1. IND AIA

» A8 MR = eCTD HAIOE ESG AlAE Saoll ZXt HIE
-eCTD = 0| CDER/CBERO| STN(Submission Tracking Number)
of 9%
-HE 2R GS
X HAIR/HTR INDE eCTD HAIO2 R A1

> HIE MNF

- Cover sheet (Form FDA-1571)
- A table of contents
- Introductory statement and general investigational plan
- Investigator's brochure
- Protocols
- Chemistry, manufacturing, and control information
- Pharmacology and toxicology information
30% A9 - Previous human experience with the investigational drug
- Additional information

Step 2. IND ZE

> HIE MF HE 2HE

-Form FDA-1571 29 QA9 M| Z& {2 S
- 245 He} ol 49 AR T HE 8

» 24 H2(Clinical Hold) 22 0i5 2E

Step 3. IND &2!

Step 4. AAAIE JHAI

» FDA 2 M&! |SIE 2 ASAE A
-21CFR 5024 215 917 A 50| Q2| 0f19] 23t A,
approval letter E*%" SIHA|
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) MmER
APRIALEE MK Type B meeting
(AEXD o BX U1 UEAQ AME 392, A 1, 2, 34 Z HAHC AE ™ K= 57t
A A, HIQMARIKE A 2 7t O X120 CioH FDARE APERHAEA) 7+ &2
+ EYSt F2E Moty FDAE &% 379 BY HEH(Type B meeting) St H
0|4 oI&otX| Ot &F Al7| MBoHH 2 ELR
* (Pre-IND meeting) 24 1, 2, 34 ZF HAE AI@ el & 24 2 ME oF2!
IND Xt=2 YAlut LHEO| Cist &
* (EOP1 meeting) 24 14 B8 &, A& 24 MA L 249 FEH0| Xy &
f8d A= 2 HEY off ot 2 69
* (EOP2 meeting) 24 24 B8 &, A4 34 AZ L O|TMK| TIhSH UMAIRH
HEY oF Tt ¥ 9
* (BsUFA meeting) HIO|RA|ZY2{9| AL Biosimilar Initial Advisory meeting (ZHg
Z7| THA), BPD Type 1, 2a, 2b, 3 meeting(H+ Z1} =9 HH) 59 AFMME
D2IM0| BT EXE
% Formal Meetings Between the FDA and Sponsors or Applicants of BsUFA
Products Guidance for Industry
% FDA Pre—-IND Consultation Program
* MY(paper) E&= X HEY =+ ACH, X} HES F? FDAY
ESG(Electronic Submission Gateway) A|AEIS 0|28t
* (M& ME®) Meeting Request S2 (&H1)
o (437 X294 Prescription Drug User Fee Act (PDUFA)Y 2t FDA User
Fee System (FDA Form 3397) §%t FAt L&
% PDUFA Cover Sheet &4 X|&, Payment Methods
Type B meeting 2|, AHAES R @IZ4 7IF Type A, B, C &%)
Type A meeting
o 5BX : FTE QUE VY HXHZLSH B2) E= F2 ™ EHME oiZsh| {5t
ZA| o7t Hest 420 2F
* Clinical Hold =2, SPA(Special Protocol Assessment) ZE Zali X}0| S =9,
E|BEALH(complete response letter) L3l & 374 OOl 2FEl= AEXX| O/,
HaeHEMSHrefuse-to-file letter) Ldli & 30 O|Lf Q&= 3|9
APRIALEE ALRS SPA(E™ Al&AIZ HJt, Special Protocol Assessment)
(21X} o UYAEAS(ESE YAYANY TEEZE, DS ¥ DP MEAY Z2EZ ) &2

MEX7L EOP2/pre-phase 3 meeting == EOP1 meetingS ZIdigt AL(HI0|2
A= Type2 E= Type3)ofiZt SPA A1 7tSEt
LEXIE SPA AMHGHIX} o= FR, U4 3 JHAl oIl A 90 O A1F

HI — H/HIL & 459 O|L FDAS| SPA letter & — letter0l CHAH AEHS

=L

SPA Blo|Z S3H 015 IND, NDA(BLA) AIZ0| Chet 591 Bahay ZU 4 glouy,
A0l et FDA 2918 BE B 942


https://www.fda.gov/regulatory-information/search-fda-guidance-documents/formal-meetings-between-fda-and-sponsors-or-applicants-bsufa-products-guidance-industry
https://www.fda.gov/drugs/investigational-new-drug-ind-application/pre-ind-consultation-program
https://www.fda.gov/industry/electronic-submissions-gateway/about-esg
https://userfees.fda.gov/OA_HTML/pdufaCAcdLogin.jsp
https://userfees.fda.gov/OA_HTML/PDUFACScreation.pdf
https://userfees.fda.gov/OA_HTML/main-pdufa.htm
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* Type C meeting M8A= H/SHY E= 2A35Q7t ofd EE0| of
28 4 S

% SOPP 8101.1: Regulatory Meetings with Sponsors and Applicants for Drugs and
Biological Products, FDA

Type B meeting

e Al

Il

- FDAE A%t &]9| 282 W2 $ 60 W Type B &9 UM HE= -3

Type A meeting
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Type B & C meeting

o AHME 501 Al 3QYUZEEH Z|A 30 O™ 0|8 IH7|X| HE
(EOP meeting 50 O|X H|E)

* M@(paper) L= HA MEY £ JCH, X HMEQ B FDAS ESG
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+ (HZ MZ) Meeting Package =& (&X2)

Type A meeting AHYE LR SAI0f OIE IH7|X] XE EQ

o AMME M FDAOAM AR 2E(Preliminary responses)s S|QUZEE %A 2¢
O|H0f| MMXIAH HZ (EOP meeting 52 0|F X|B)
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https://www.fda.gov/regulatory-information/search-fda-guidance-documents/special-protocol-assessment-guidance-industry
https://www.fda.gov/media/84040/download
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FDA Smiof cist  + AHKIS AR SE2 w1 FDASK| Blo] WQ OiR0f Oist gme MM Sgg we
A} 34 2256 32 O|U(Type B(EOP) X Type C) HiZ (Type A Ei Type B(EOP 2)

* FDA AH SES ERIB0= AMYE0| HQst 42, §|9| Qtd(meeting agenda) MIE

sl mx/z4 ¢ (HR A) NHADL SlURt XF LR Al AFYS CHA B TeE 9oL, 8o F

Al THA] AIEsHoF &t

APRIALEE JHA| * 39 Al Z30ILt =3t= o+ BlS
(Meeting  HE 39 MHEX WHE TQSHK| oLt (39 Azt HZE meeting
Conduct) o i )
packagell CHSt SE6t HEE 2ldl), MEXI B UH FH| Al FDA AP =2
]
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(Meeting 39|

Minutes) )
* FDA= Y Z0| BAMO=ZE MBEX| %S FI HES Y50 MBS £+ AW

(‘Post-meeting comments’) 7t LHE2 3(9 Autet &2 7|ME

« AMHEX=  FDAO IS0 Mgt 3952 MEYE =+ Yel, W™ TIE
(administrative record)0f] Zgt=

o 3= AEME F 302 O[LHO| AMXIOIA MSE



o=

IND 13 « MAUE INDE= FDAQ ESG(Electronic Submission Gateway) A|AHIZ 0|&5H0]
(submission) eCTD BAOZ HAL RIS, HINRIR/XTR INDE eCTD HAOZ HE T
o AMHEX= eCTD HMZE 0|™ CDER/CBERO| STN (Submission Tracking Number)
20 2F
* IND HMZE2Q U2 LU A2 21 CFR part 3120] 2t 4, FDAE IND HAE0|
st 7|E M QY

* ICD(Informed Consent Document) IND HE Al Z& #H1
HEMTF
- Cover sheet (Form FDA-1571)
- A table of contents
- Introductory statement and general investigational plan
- Investigator's brochure
- Protocols
- Chemistry, manufacturing, and control information
- Pharmacology and toxicology information
- Previous human experience with the investigational drug
- Additional information

X 21 CFR Part 312.23 IND content and format
% IND eCTD M= Electronic Common Technical Document (eCTD)

.+ (448 #Eo 242 @8

IND ZHE *  FDAOM Form FDA-1571 TR 247t IF st HETIRX| ZE ARAMS 2 5 T3)
(Review of o LEtE HETIL Qe AL MEXOA X HE 2F
Original IND)

* IND #E g 4

¢ SOPP 8001.5: Inter-Center Consultative Review ProcessOi [zt AKXt
oS 2L oR 4E

« Y HF(Clinical Hold) E2 Of HE (YUY =2F B Al SOPP 8201:
Administrative Processing of Clinical Holds for Investigational New Drug
Applications)0f| 2} ZIgh

o ZE J|IZt2 IND HE = 30¢¥

IND 2901/82 o FDA7ZL MEXOAH B 9—| MAI(]: Clinical hold, clinical investigation)2 =LiX|

4=CtH IND HZE 30¥ 0| A& 7HA|

* 21 CFR 50.2401 o{gt Zh= 101 DHet MMM 59| 219] (RIS Helol= IND= FDAS
AR MESQ! G10| Zitoks XO0| 2718} (0 39 ME Z¥2 30 Ol M5 oifE)

1. Formal Meetings Between the FDA and Sponsors or Applicants of PDUFA Products(Draft), FDA, 2017

2. SOPP 8101.1: Regulatory Meetings with Sponsors and Applicants for Drugs and Biological
Products, FDA, 2022

3. SOPP 8404: Refusal to File Procedures, FDA, 2020

4. 21 Code of Federal Regulations Part 312 : IND Requirements

5. SOPP 8217: Administrative Processing and Review Management Procedures for Investigational New
Drug Applications, FDA, 2022

6. O] FDAQ| MA57} FHSS @Io M T2 W0 st 1H, FDCHHSE], 2013

s

10


https://www.fda.gov/industry/electronic-submissions-gateway/about-esg
https://www.fda.gov/media/116608/download
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/electronic-common-technical-document-ectd
https://fda.report/media/109186/SOPP8001-5-083012.pdf
https://www.fda.gov/media/88774/download
https://www.fda.gov/media/88774/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/formal-meetings-between-fda-and-sponsors-or-applicants-pdufa-products-guidance-industry
https://www.fda.gov/media/84040/download
https://www.fda.gov/media/111632/download
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-312?toc=1
https://www.fda.gov/media/156718/download
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HIO| QOIS Z25{7t M MR

) e

HeH NDA (New Drug Application), BLA (Biologics License Applications)
20 ot gl

ST X U.S. Food and Drug Administration (FDA)

HEEM

BEEHIE

Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

CDER

M W SHZ22&H|(In—vivo monoclonal antibodies)

X2 HHE: X=2E MOIEIRI0: QIHIEZE), A0 FNMESHM) ¥ 7[E &
CHIYS EBSI0] AR 82 ASHE iR EHyME, CBER HYOZ XYE
HS(Of: il HAHH)S M Jle

(most proteins intended for therapeutic use, including cytokines (e.g.,
interferons), enzymes (e.g. thrombolytics), and other novel proteins,
except for those that are specifically assigned to the CBER (e.g., vaccines
and blood products)

- (ZE) AME, S8, A E= OYE0M [st XE HulE U 0t RQALGH
HE9 MZEE HE(therapeutic proteins derived from plants, animals,
humans, or microorganisms, and recombinant versions of these products)

- (Mel) TEg L 7t A Qif 59| 21QIXKcoagulation factors (both
recombinant and human-plasma derived)

HAZXHM|(immunomodulators): 7|&2| Halatd MY 35 ARSHAL 5K &
Ml g X|=sh7| fIst H|-wAl ¥ H[-YET7|Y HE(hon-vaccine and
non-allergenic products intended to treat disease by inhibiting or
down-regulating a pre-existing, pathological immune response)

[a]

MZEOIXHgrowth  factors), MIO|E7IQl(cytokines) 2 =HZZ&H|(monoclonal
antibodies): A& LHOIA R MIZZO| Mitg S8, X5, A E= HAESY| 8t HE
(intended to mobilize, stimulate, decrease or otherwise alter the
production of hematopoietic cells in vivo)

CBER

MEQ2HH|Z (cellular products)

- (ZF) oIzt HHZ|of B S MEO]: O|AE FFE MMZE) E= 0]21% HE
o E2|N BE(0: MA MIZE, ME Xz E= OY0|Lt x|z WAo=Z AtES}Y|
gt Tt FHLA)CE FME HE(products composed of human,
bacterial or animal cells (such as pancreatic islet cells for
transplantation), or from physical parts of those cells (such as whole
cells, cell fragments, or other components intended for use as
preventative or therapeutic vaccines))

QEXX|2H|(gene therapy products)

HiAl(vaccines)

11



o UM XE(allergenic extracts used for diagnosis and treatment of allergic
disease and allergen patch tests)

* 3=E4A, E4(antitoxins, antivenins, venoms)
o ol SHotM=E  HXQUHE(blood, blood components, plasma derived products):
=]

0, 2= I(albumin), 21QIXKclotting factors), HAZZEZ! (immunoglobulins), X[&
EXH|(fibrin sealants), HHIEIEEA AX|K|(proteinase inhibitors)

- (23 2 RTA(O: STQIXY), A MM, Y 85 SYH, YAHY HX|
YEHE Zglet Ot = = CIEE A MM, 2E Rl S2HADID}
22 EH 4R SdiM ¥ MR A9 A I FETS HH
(recombinant and transgenic versions of plasma derivatives, (for
example clotting factors), blood substitutes, plasma volume expanders,
human or animal polyclonal antibody preparations including radiolabeled
or conjugated forms, and certain fibrinolytics such as plasma—derived
plasmin, and red cell reagents)
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Therapeutic Biological Products Document Room, 5901-B Ammendale Road
Beltsville, MD 20705-1266

s

1-888-INFO-FDA (1-888-463-6332)

HAIO|E

FDA Home ) About FDA ) FDA Organization ) CDER ) CDER Contact
Information

o] M &

druginfo@fda.hhs.gov

CBER
=P

Document control center 10903 New Hampshire Avenue WO71, G112 Silver
Spring, MD 20993-0002

s

800-835-4709 (240-402-8010)

HAOIE

FDA Home ) About FDA ) FDA Organization ) CBER ) Contacts in CBER

o] M &

Industry.Biologics@fda.hhs.gov

on)
I
>
r=
oz
40
o

(PHS Act 351(a)) FDA CBER EY HI0|R2|2Z(biologics) I12F &{7F 41
(PHS Act 351(k)) FDA CBER HY HIO|2A|H2{(biosimilar) 517t 41

(FD&C Act sec.505) FDA CDER EY &8, 22712, 27t 8% 522

AR

on
ol

I =x
1. Transfer of Therapeutic Products to the Center for Drug Evaluation and Research (CDER), FDA
2. Frequently Asked Questions About Therapeutic Biological Products, FDA
3. Intercenter Agreement Between the Center for Drug Evaluation and Research and the Center for
Biologics Evaluation and Research, FDA
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https://www.fda.gov/about-fda/center-biologics-evaluation-and-research-cber/transfer-therapeutic-products-center-drug-evaluation-and-research-cder
https://www.fda.gov/drugs/therapeutic-biologics-applications-bla/frequently-asked-questions-about-therapeutic-biological-products
https://www.fda.gov/combination-products/jurisdictional-information/intercenter-agreement-between-center-drug-evaluation-and-research-and-center-biologics-evaluation

0=, 2 Holeeler= 21g| TH At 2HHM

3 73 A J101E2fl

Public Health Service Act (PHS Act) 351(a)(HI0|22|2E), 351(k)(H}O|2A|Z2)

Food, Drug & Cosmetic Act (FD&C Act)

21 Code of Federal Regulations Part 314 : Applications for FDA Approval to Market a New Drug
21 Code of Federal Regulations Part 600 : Biological Products : General

FDA — Vaccines, Blood & Biologics — Development & Approval Process (CBER)
— Biologics License Applications (BLA) Process (CBER)
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http://uscode.house.gov/view.xhtml?req=(title:42%20section:262%20edition:prelim)
https://www.fda.gov/regulatory-information/laws-enforced-fda/federal-food-drug-and-cosmetic-act-fdc-act
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-314?toc=1
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-F/part-600
https://www.fda.gov/vaccines-blood-biologics/development-approval-process-cber/biologics-license-applications-bla-process-cber
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(52 FIM, 3 E2 TR 0%

Step 8. WXIHIE A&

» HXHII &4l (formatting of electronic files), S8 T2
» NDA/BLA Z4] &1A 30~602 017 JHX]

14



0=, S8 Holel2k= 2151 T EAL 2HHM

Oi= S=ol Tt

Step 1. NDA/BLA &A1&

» ES6{JI 4BMF FDA HIZE
» ICH-CTD(eCTD) EAI0il 2t ESG AMIAE SoHl X} K=

> HIE MNZ

[ICH-CTD Module 1]

- Application Form (Form FDA-0356h)

-Index

- Summary

-Technical Sections (CMC, Nonclinical pharmacology and toxicology, Human pharmacokinetics
and bioavailability, Microbiology, Clinical data, Statistical section, Pediatric use section)

-Samples&labeling

- Case report forms & tabulations

-Others (The following general requirements apply to the submission of information within the
summary & technical sections)

- Patent information

- Patent certification

- Claimed exclusivity

- Financial certification or disclosure statement

-Format of an original NDA

[ICH-CTD Module 2~5]

-Module 2 Summaries, Module 3 Quality, Module 4 Nonclinical, Module 5 Clinical

&2

Step 2. a2 HE J
l » NDA/BLA ZIE JHAIS 9ISt 242 HER(ME 2 52 (ILH)

- (3 2) XY 2tE(clinical data required) » 3,117,218 USD (22.107|&
I3} OF 4491 2l)
- FDA User Fee System (FDA Form 3397) E8fi Tt L&

S
(é\ > GHE Oloro) iz S B} Step 4. Hi& Xt AIAHFDA &IA)

- HiE K=l HQkEl 8

Step 5. NDA/BLA &9 IE= &
¥

> FDA ZE 217t ZEEl [etter 2SS
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Type B meeting

o BN . HEQ AH 570 st MAKZER OH| HAE 2|HAS FDARL MK} 2t
WeSt AlX| 37HAR MAF 7|2t HE

« EHS AQE Koty FDAE ¥ 79 B3 MH(Type B meeting) 8t H
O] SZSIX| L0t M Al7] AMBSHH 2 2

* (Pre-BLA meeting) E55{7I AH(BLA) Al, FDAS R2|0|§t HHS HEGtXt
SICHA of7h A 270 (Old) O FDA2 M s flst 7*E7f O|R0{X0f otH,
ojof mzt 474 (014) Ho|l HES AIHGHOf

|:|0|I

* (BsUFA meeting) HIO|2A|Z2{9| Z2 BPD Type 4 meeting S AFYE Z2
J0| Er =g
% Formal Meetings Between the FDA and Sponsors or Applicants of BsUFA
Products Guidance for Industry

+ (M= MB) Meeting Request 22 (EX3)

* (£%8) Prescription Drug User Fee Act (PDUFA)0| 2} FDA User Fee
System (FDA Form 3397) S&t HXI &
% PDUFA Cover Sheet % X2, Payment Methods

Type A meeting

. =X : STHE JE Ui MANELS 3D)

3 2 o ZME oiiZs7| floto]

rr

SA| Yot East 40 23

[

* Clinical Hold =2|, SPA(Special Protocol Assessment) ZE Zio{f X0 § =2,
£|ZHAQH(complete response letter) Lall £ 371 O|LH0| 2FEl= AEEX| OE
a2 M8 refuse-to—file letter) &dl & 302 O|Wf LYPE= 3|9

Type C meeting

* 3H : Type A = B meeting 0212 HF 7HY X! HEN &5t D= ARYE |

T
>
Ao
2
2
o
>
rg
o
rE

* Type C meeting M= ONEH/3H E= EAS|Q7t Of

2 Ox{st A 0Ol

= L o=2 T MO

% SOPP 8101.1: Regulatory Meetings with Sponsors and Applicants for Drugs and
Biological Products, FDA

Type B meeting

r=
o
12}

2 & 219 O|Ly FDA 2% (EOP meeting? 42 14Y O|LY)

o (AHYE 32) HE E= shys(od 32 2lo/UAl, d&, FDA FMAKE) S 2,
M 3A(WR0)Q| A2 FDASl M 3|A UXIE ZE5H FDA letter 2

o (ARRIATE ) AT MY MTSHS FDA letter Wa (ME MY Al TS X2
2 o2 5)

¢ FDA= ME 39l QS W2 2 60¥ W0l Type B 22 ™S HEE LF

16


https://www.fda.gov/regulatory-information/search-fda-guidance-documents/formal-meetings-between-fda-and-sponsors-or-applicants-bsufa-products-guidance-industry
https://userfees.fda.gov/OA_HTML/pdufaCAcdLogin.jsp
https://userfees.fda.gov/OA_HTML/pdufaCAcdLogin.jsp
https://userfees.fda.gov/OA_HTML/PDUFACScreation.pdf
https://www.fda.gov/media/84040/download

AESE TtE
(D17 |X]) HI=
(MR

(Preliminary
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FDA SEofl st
LR 2

30|y EH™/FHA

APHAER THA|
(Meeting
Conduct)

sloj= xh, Wy

(Meeting
Minutes)

0=, S8 Holel2k= 2151 T EAL 2HHM
o FDAE MU ARNME APS B2 5 30 LHY| Type A 3ot EEI=E UHS TOIOF &

Type C meeting

o

o AME B+ 2 14Y O|Lf FDA SH

« FDAE MBI ARNY HHS WS 3 75% U0l Type C 3lot H2lE2 2HS

Type B & C meeting

o AHMY S0 A, SQYUZEH FA 30 O/ 0|8 I7|X| ME
(EOP meeting 50& O|X H|E)

* MB(paper) F= M HEY £ UCH, NI HEO 42 FDAS ESG
(Electronic Submission Gateway) A|AHIS 0|2%t

+ (HZ M®) Meeting Package =& (&X2)

Type A meeting AMEIAE AL SA0f O/ I§7|X| HZE B2

o AMHME H, FDAMA AFE S (Preliminary responses)s 3|Q|UZEHEl X4 2¢

a
O|H0f| AMXIOA HMZ (EOP meeting 5 0|M HZ)

o 39 Al EEQ| 7|7t HAL 29 2B SH(EZEE) 2 5+ AUAS

o MFEXIE A SEHE W FDARE FIt =2/(8Q]) HRSIX| %UCh= FDALI| &9
LHZO0| Si= o, A SEZ2 Z35 SHOl 2 + QI8

o A SE2 ME2 EU M22 ZEQ MES ddoh7| flgt ZXvt ofg
(B2 ME7 MEstHz FDA= EHSIA| 23 = UB)

o MHEAIE AH SHES %1 FDAS| 29 TR R0 CHeh EHE AH SEHE %2

* FDA AP SHES HUUSO= APHME0| TSt AL, 3|9 2tZ(meeting agenda)

« (EQ A) MEXL 29
CrAl A1IFalOoF &

A =F 22 Al AEE Ol & 22 8L, 89 F& Al

ne

* 39 A =30IL mok= g+ YIS

o HE 30| MYAIe| UHE= TQOSKK| oLt (30 AR SO MEE meeting packageli|

et 25 ES Slal), AR WS WE F| Al FDASH AR =9 TR

o AFEME ME U A9 Al AEE4 3 602 Ol AE UK & (EOP meeting

o AHEX= FDAO| OS0] Mgt 3oE2 MEY £+ AeH, dF 7=
(administrative record)0f Z&H=

o 3OE2 AME F 30 OfLHOf| AMXIOIA MBE
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o=

HMAHE o 2X : HMAHY &A(formatting of electronic files), S TZ ]2 QY
A&
* NDA/BLA MZMZ HXt HMZEQ 7|&Xol FHO| MKt MESA ==X =6t

(Electronic

Pre-Submission 42, TA HE ANYEE FDAC| HERM IO M2t HEE +~ US

Meeting) « NDA/BLA FA| Al 30~60% 0% JHE(Z 4 %2

NDA/BLA AI% o AMHXIL EF617F MH(NDA, BLAYS @lof &3 MJF FDAO| HMEE
(Submission) » (N=E AM®) ICH-CTD(eCTD) @AlozZ FDAS| ESG(Electronic Submission

Gateway) A|ABRIS Eoff MA HE

[ICH-CTD Module 1]

- Application Form (Form FDA-0356h)

- Index

- Summary

- Technical Sections
- CMC, Nonclinical pharmacology and toxicology, Human

pharmacokinetics and bioavailability, Microbiology, Clinical data,
Statistical section, Pediatric use section

- Samples & labeling

- Case report forms & tabulations

- Others (The following general requirements apply to the submission of
information within the summary & technical sections)

- Patent information

- Patent certification

- Claimed exclusivity

- Financial certification or disclosure statement

- Format of an original NDA

[ICH-CTD Module 2~5]

- Module 2 Summaries

- Module 3 Quality

- Module 4 Nonclinical

- Module 5 Clinical

% 21 CFR Part 314.50 Content and Format of an NDA
% NDA/BLA eCTD HM|E Electronic Common Technical Document (eCTD)

NDA/BLA EE . FDAZ= aifg NDA/BLA 4IZ0] ZA| HSS0l WIKS 4 QIEE &K Of%
(Receive

U

HJ|HJ
u\l
3

i « MEMT ATGH| 4SAl, FDAE B HEY = UB
Submission)
* NDA/BLA HZ % 60¥ 3¢t ZHES
LER * NDA/BLA HE EHil= MEX #=& X|Z 0|F AIRE
TrE ET o MEADH 5U Ol MF 44BE HESK 22 Z2, “Unacceptable for
(Ensure Filing” MAIS B El0f, £48 U8 AT ZE =it SHE
Conformance

o BLAY Z20|2t AF2XL =48 HX|(user fee cover sheet)S CBER RIMSZ &

to Regulat ’
o neguiatory B8t (cberrims@fda.hhs.gov, i FAX 301-827-2875)

Requirements)
o AH MA S 5 O[O 2AT2 LHEFHO} &
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https://www.fda.gov/industry/electronic-submissions-gateway/about-esg
https://www.fda.gov/industry/electronic-submissions-gateway/about-esg
https://www.fda.gov/about-fda/reports-manuals-forms/forms
https://www.fda.gov/media/93818/download
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-314/subpart-B
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/electronic-common-technical-document-ectd

0=, 2 Holeeler= 21g| TH At 2HHM
o (£4=7) XMLOAE(clinical data required) 224 7|& 3,117,218 USD

% Prescription Drug User Fee Amendment

o (XI2¥H) Prescription Drug User Fee Act (PDUFA)M| 2t FDA User Fee
System (FDA Form 3397) &%t ™A H&

% PDUFA Cover Sheet 4 X|Zl, Payment Methods I
0f
FDAS] * NDA/BLA MZEAMT ZEE 9o FDA MAES 4% =
AME 74 * FDA HAIEZ2 2Af, aHsiAL, SASHAL, DldEsiAL, Ade|siAt & 1 9 HEIEZ
(Establish AN

Review Team , umxie) 442 WR 20l 1% 14Y 0| 74

& Distribute o

Submission)

FDA &At HAl  + FDA AAJEIS NEAP} HES (RS2 S8 AOHE SHOIN Y oloEo| ok
(Conduct X R240| UA=X B

Review) - UMNE ZTS AEST, AlFwH £ 2Mo| HopNm 2o 2NSS HEN

Sy
£ 7I?_r BUE, Ad 27, BAE, FAML S ALSHO| Het MEst YEZM
[e) =]
— =

=< ’
ojf=S £0ioks O20I0] Y IUBS OGP AIBE 4 UTE SHeX| OIS
HES

o

NDA/BLA « FDAQ ZHE ZIE H2 ME FI/IMML)E FAX EE 2ot O|HYS Sl A
50 E= HHE oA &S

I =5
. 21 Code of Federal Regulations Part 312.47 : Meetings
. 21 Code of Federal Regulations Part 314.50 : Content and format of NDA
. Formal Meetings Between the FDA and Sponsors or Applicants of PDUFA Products(Draft), FDA, 2017
. SOPP 8101.1: Regulatory Meetings with Sponsors and Applicants for Drugs and Biological
Products, FDA, 2022
. SOPP 8404: Refusal to File Procedures, FDA, 2020
6. CDER 21°' Century Review Process Desk Reference Guide, FDA
7. SOPP 8401: Administrative Processing of Original Biologics License Applications (BLA) and New Drug
Applications (NDA), FDA, 2021
8. Providing Regulatory Submissions in Electronic Format — Certain Human Pharmaceutical Product
Applications and Related Submissions Using the eCTD Specifications, FDA, 2020
9. The FDA’s Drug Review Process: Ensuring Drugs Are Safe and Effective, FDA
10. The Comprehensive Table of Contents Headings and Hlerarchy, FDA, 2020.11
. O FDAS| 2957t 5SS gt M HIZ W et 13, FDCYHEE], 2013

-b()\)l\)—\m,lw

o1
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https://www.fda.gov/industry/fda-user-fee-programs/prescription-drug-user-fee-amendments
https://userfees.fda.gov/OA_HTML/pdufaCAcdLogin.jsp
https://userfees.fda.gov/OA_HTML/pdufaCAcdLogin.jsp
https://userfees.fda.gov/OA_HTML/PDUFACScreation.pdf
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-312/subpart-C
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-314/subpart-B
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/formal-meetings-between-fda-and-sponsors-or-applicants-pdufa-products-guidance-industry
https://www.fda.gov/media/84040/download
https://www.fda.gov/media/84040/download
https://www.fda.gov/media/111632/download
https://www.fda.gov/media/78941/download
https://www.fda.gov/media/85659/download
https://www.fda.gov/media/85659/download
https://www.fda.gov/media/135373/download
https://www.fda.gov/drugs/information-consumers-and-patients-drugs/fdas-drug-review-process-ensuring-drugs-are-safe-and-effective
https://www.fda.gov/media/76444/download
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YoM EEXZEO Y & Radol Y SHE 2E

A X8 7ts

« A¥ % 60Y O|LHO| FDAS| ZE Zat 3|4
c EFOH MY & 671 O|Uf &2 IH
RMAT TEIIE
(Regenerative o MEX|ZH|, XXIZSHH|, HCT/Ps E= 128t XZHS Al 2E X§ XNE
Medicine o=, ol WIS fIgole 2 X|mot= AF
Advanced e PHS Act 361Z ¥ 21 CFR 127102t HAE= QAES M
Therapy) X HTHIO|QOIOME AN 7|7t B
Xg 48 A7
o YHARAE S AFEN MY Tt
* IND7} &2 27 32 32, RMAT XI¥ ROoHX| 48
FDA HE7|Zt
« A F 60 O|LHO| FDAS| HE Zat 2|4
Accelerated HHIE
Approval o SUSAL YHE f¥ch=s eSS Xgst, 7IE YR 01HS M3tk QA=
(H& s17h) - X20) AR AQE AL, 1 NS S 0 A 57 518 (AT & YMAE Q)
X CHE|B7HHs 7|8 ojStd D|EES diZsks 2AFQ AL 712 HE
Xg U8 A7
« BR9 XF MY 2EQ
o EI0I7F AH=2I9] Al, MEHAL T OF =9 Tt
| %ﬂ

o] Fo= AMSHA ART[TIQIILEA], MFQIUF A, 2021.10.
2. Fast Track, Breakthrough Therapy, Accelerated Approval, Priority Review, FDA
3. Regenerative Medicine Advanced Therapy Designation, FDA
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https://www.fda.gov/patients/learn-about-drug-and-device-approvals/fast-track-breakthrough-therapy-accelerated-approval-priority-review
https://www.fda.gov/vaccines-blood-biologics/cellular-gene-therapy-products/regenerative-medicine-advanced-therapy-designation
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Immunological medicinal product

+ i (vaccine)

*  =4(toxin)

+ E¥(serum)

o UM X|Z(allergen product)

Medicinal products derived from human blood and human plasma

Medicinal products developed by biotechnological process

* DNA M=% 7|a= MNWEE oE

(medicinal products developed by recombinant DNA technology)

25

* Directive 2001/83/EC

* Directive 2001/83/EC

e Directive 2001/83/EC

* Regulation (EEC) No
2309/93 ANNEX-PART A

o 40 =


https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-1_en
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-1_en
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-1_en
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex%3A31993R2309
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex%3A31993R2309

10
0]

(medicinal products developed by controlled expression of

genes coding for biologically active proteins in prokaryotes and

eukaryotes including transformed mammalian cells)

+ ol0|E2(=0} &

HUSE A 7|HOR HUH o

(medicinal products developed by hybridoma and monoclonal

antibody methods)

Advanced Therapy Medicinal Product (ATMP)

o 9HXIX|ZH(gene therapy medicinal product)

o HMMEX|ZX|(somatic cell therapy medicinal product) » Directive 2001/83/EC

o XXk

I~ =

|Ki(tissue engineered product * Regulation 1394/2007

o HHUEESH|K|(combined advanced therapy medicinal product)

[ 22 EMA (H019)2/22 iR 2ol ]

@ European public assessment reports (EPARs) of Human Medicines

@ Centrally authorized biosimilar medicines

X HEE €0t ofg F2E HFefs HO/XZE O/FEL/Lt

QEUIEMAIS] ANNEAE MY Hx}

) e

H=H CTA (Clinical Trial Application)

SU71Hd % CTA 392 : REAT 3¥=E AE AXHY= (NCA, National Competition
HEEN

Authorities)

AEEE MY FH4 238 EMA 23 2A @ SAWP(Scientific Advice Working
Party) #110| 2t CHMP(Committee for Medicinal Products for Human
Use)OllA AEAME HS

% EMA ) Human Regulatory ) Research and development ) Scientific advice and
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» SA(TEEH =9, Scientific Advice)

- D OO} L0 AP} HLSH YA X H7E 2SI EMA TfeL
XAHZ

» PA(AEHIEIM =2, Protocol Assistance)
- 3| E Ty 2 EMA TSt 21 Kz

» SA K= PA 818 B, 48Xk= Preparatory meeting 813 Jis
(M 28 ZHIE S= 219)

» PA-SA Briefing documentZ IRIS ZAI0IEE HXIHIE

» HE ME

- Updated briefing document including the Questions and Applicant's positions
- Annexes
- References

Step 2. 22 HE @

=T

» EMAOIIAM 213 Sa|HI014 = 2I510]A 23l Al B
(MZM B4 2 52 0ILH)
-(22!4 44:8) £46,900 ~ £94,000
(22,171 ¥t} 6,5602~ 1% 3,148%t 24)
X EMAOIA B24719 X7 S SA L8 AB0| AEibt0| Q0I9FE(ATMP) U 242

44220

Step 3. SAWPQ| Hi= k& Tt

» EMA LH 271 J52!
T AMBLI2S](Scientific Advice
Working Party, SAWP)MIA 414 LHE Tt

40~1002 28
X{Ct

» Discussion meeting E2R3t A2 Step 4. Bt Z0H M=

- SAWPO{|Af advice letter Z0F XHEH
- CHMP/SAWP/EMA2] peer review (40% £.8)
» Discussion meeting 228 Z2
)

- 215013t SAWP2) discussion meeting FH4|
- SAWPO{IA advice letter £t x{EH, CHMP/SAWP/EMAS| peer review (70 £.8)

» CHMPUIA advice letter 2152t xHEH S MAX} BE

28



0=, 2 Holeeler= 21g| TH At 2HHM

HASAIRHI=!
HEY(CTA) £2!

QIAIAIE S8

M7 (EU 2I8=)

» CTIS(Clinical Trials Information System) & Al0IE 712

» XEVMPD(Extended EudraVigilance medicinal product
dictionary) 88

x|

- QJAAIE 43 A| S4B OOl 1T

» CTA 213N & Application Dossier S& CTIS ZIA0IE Sill

=0l Az 9l

Shdh

> HIE MS

- CTA Application Form
- Application section
- Member State Concerned (MSC) section
- PART I section (Trial details, Sponsors, Products)
- PART 1I section (Trial sites, Documents) (A1 3|92t k)
-HEMF (Application Dossier) 22
X (E) RUYY 2AZE 40|

("Regulation (EV) 536/2014, Chapter XVI (Fees))

Step 2. RMS(Q&A[E H0=71) MEd }g
» £ 1= 012l 2|21=(MSC, Member States Concerned)
OIM AZAIE 28 Al Q&AM 2DFIHRMS, Reporting
Member State)S AE4
» A1HXH= RMSE HIoHE £ /oM, == HE Al MSC 2t &9l
& Soll RMS 2#H
- » HISE CTA ME= Q28 HT=T} Step 3. CTA ®i2IHI0IM & Tt

(RMS)0iIM CTA RIZLZHE]
10~25242¢ Ha|HI014 ZIg

» RMS0l 2lehiM 45~762i2 CTA Part 1 section EJtsta,
MSCUil 2lsHA CTA Part II section EJt

> 2} 1A= (MSC)MIM CTA S2! 0iRE (522

60~1062 22

Step 4. £210{5 23 (MSC)

4

29

¥ 40 =



10
0]

) Mmmxt

sty X
(SA, Scientific
Advice)

=
AFAHEM =A
(PA, Protocol
Assistance)
MH (MHXD)

Preparatory meeting

AEEESA E= PA) AMEXPL 8 2F FHIE &7| {18t 3|92, Preparatory
meeting 3|Ad= FR, AAEE M Al O|E 4F
AHYE Al MEOH0F sh= DI IH7|X|17F SH0| A MEotl FEefotA A=A

Preparatory meeting &8 Al, 45 MK APHME(SA = PA) AHE 6t

AMEM Y 29 Xt&(briefing document) Z2tS IRIS HAOE Sof HEE

% European Medicines Agency Guidance for Applicants seeking scientific advice
and protocol assistance

@ SA (Scientific Advice)

=X ONEAP MAEsH Al  AFE +YOI=E 2O EF57 ME It Al
Al gAQ HHE F2 0127 MYIEX| T 28

e - 2 A AAF (F7] Y SA~FSS17H 2)

ISHR OFSIR T MEBIN AlE) H|UAH(EA

8 M
| WHE 2R s EU J0[S2t0l OfsH Es AR BEt o]

T

EMAZ} SME(BZAZ|INCZ X|IHSH AR E= SA

(ATMP)R! B 442 ZEwE & AU

HEols MES0| HHHIOIL2HF
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1. CTIS Structured data form Instructions, EMA, 2022.04
2. EMA ) Human Regulatory ) Research and development ) Clinical Trials ) Clinical Trial Information System
3. EMA ) Human Regulatory ) Research and development ) Clinical Trials, Scientific advice and protocol assistance
4. European Medicines Agency Guidance for Applicants seeking scientific advice and protocol
assistance, EMA, 2022.3.31.
5. Explanatory note on general fees payable to the European Medicines Agency, EMA, 2022.8.1.

6. [FAQs] How to create, submit and withdraw a CTA (CTIS Training Programme Module 10, ver.1.2),
EMA, 2022.03

7. Getting started with CTIS : Sponsor quick guide, EMA, 2021.12

8. Regulation No. 536/2014

9. Clinical Trials Information System (CTIS) - Sponsor Handbook, EMA, 2021.11.30.

10. CTIS Evaluation Timelines (Version 1.0), EMA, 2022.09.
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. EMA YARO|E (Marketing Authorisation Application, Marketing Authorisation, CHMP)

Regulation (EC) No 726/2004

Directive 2001/83/EC

Procedural Advice on CHMP/CAT/PRAC Rapporteur/Co—Rapporteur appointment principles, objective

criteria and methodology in accordance with Article 62(1) of Regulation (EC) No 726/2004, EMA,

2014.11.
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https://www.ema.europa.eu/en/about-us/contacts/send-question-european-medicines-agency
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/procedural-advice-chmp/cat/prac-rapporteur/co-rapporteur-appointment-principles-objective-criteria-methodology-accordance-article-62-1/2004_en.pdf
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A02004R0726-20220128
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A02001L0083-20220101
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/procedural-advice-chmp/cat/prac-rapporteur/co-rapporteur-appointment-principles-objective-criteria-methodology-accordance-article-62-1/2004_en.pdf
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Directive 2001/83/EC of the European Parliament and of the Council of 6 November
2001 on the Community code relating to medicinal products for human use

Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31
March 2004 laying down Community procedures for the authorisation and supervision of
medicinal products for human and veterinary use and establishing a European Medicines
Agency

Regulation (EC) No 1394/2007 of the European Parliament and of the Council of 13
November 2007 on advanced therapy medicinal products and amending Directive
2001/83/EC and Regulation (EC) No 726/2004

European Commission — Public Health — Medicinal products — EudraLex — Eudralex
- Volume 2 (Pharmaceutical legislation on notice to applicants and regulatory guidelines for
medicinal products for human use)

EMA Guidance for applicants seeking access to PRIME scheme
(EMA/191104/2015, 2018.05)

EMA — Human regulatory — Marketing authorisation — Guidance documents
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» EMA(CHMP)= MAA HIEXIE Step 3. Initial assessment & EH HIE o
moh =T ZHI

> EF61JH 1A IOE HIEA AEHZAESR Al) &Al
» EI0| S X0t Z4 EMA &lAKIS 2t
Peer review (M3 0|21) = AHX} HE 1202 £8

v
| 24
(3

Rh= oHE Zol0 CHE! EfE EMA HIS

N

> AT} E SM S EMA Step 4. Further assessment & EftH HIZE
(CHMP)= MAA 7} XH7H

» PRAC(EMA 245} QIE&Bialelais]) Ak
> WOt ETME AHOIESID EXHH
outstanding issue S &=

» AETH= EMA(CHMP) 83 Al 75 &E Zis
602 £

> QA QIS FZ}, OlAL, Step 5. Further consultation

EHXHEHY Sat =0

w
o
ne
P
o
=

» EMA(CHMP)HIA MAAZ] Step 6. Final discussion
SO/ HE 1A xHE

» EC(SEIIS! ZsoIRIs)) oA MIE

||

» ECOIM EMA(CHMP) MAA Step 7. European Commission decision (EC)
01/ HEIN [HE! SRk Z2510H R

iS 2ys 2Es
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(EI|g|b|I|ty .
request, AIEX})

(MExD) ¢
Rapporteurs
8
(Pre-submission

interactions,
EMA)

A HF .
(Pre-submission
meeting
application,
LIEX})

2X : MH HMZ0| "Regulation (EC) No 726/2004,01 M2 S&HEXE Sl
IE 5 UK AR =0l

NERRE B2 MEM HE 7-180E MOl SR N X 2Ol Q45

N RS 0% MEEE H7I(FZ) CHVP 81| 28] 3 3 EMAS| ZE ZIS
SHEESIE

(M= M7) Pre-submission request form (Eligibility) : EMA Service Desk
HAO|E Solf Mt HE
EMA Service Desk #AOIE 221E ¢flIgt EMA AEO| Sl= 42, EMA
Account Management EIAIOIEQIA AHHE MM Jts

- Request form

M HE U™MES EMAL AP Z2Q8O2M rapporteur X EMA HIE
7 S

3 S
B XE0| XNE= AE YXIotaAt &

M= 25571 U™HM MZE 6~770E © Qg SAIE Hstd, EMAE= rapporteur

A Exs o 108 AQED, ZUE MEXA S22

% EMA ) Human Regulatory ) Marketing authorisation ) Pre-authorisation
guidance (Q2.5)

(M= M7) letter of intent to submit : EMA Service Desk ®AIOIE Salf HK}
HE ER
- Proposal for Legal Status in the section 2.3 of the Module 1 application

form

=% E30| &= 82S

MYXIZF MAA =M Al X 2 ZHQAS =45
b o717 O|20X|E2 5lH, EMA=

HSYCZEMN S MAA MZE Al HEEH

pre—submission meeting2 XI&l5t7|E HAET

SofE MAA MY OIEAIE AMES MHE 4 D, YEZY B
(o2 ]
HA

(HE MF) pre-submission meeting request form 2 & MFt MA AHA
ZOHEU-CTD Module 1, 2) 52 FH|5t0{ EMA Service Desk ¥AOIE Eaolf
MX HE HE (HE6)

- Pre—submission meeting request form

- Information on the applicant

- Contact person

- Eligibility

- Information on the product

- Active substances

- Orphan designation (Y/N)

- Information on the Paediatric Investigation Plan &

X Pre-authorisation guidance 2.9 How are marketing authorisation application
pre—submission interactions structured at the EMA? Rev. Nov 2021

+42) U2
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https://servicedesk.ema.europa.eu/jira/servicedesk/customer/user/login?nokerberos&destination=portals
https://servicedesk.ema.europa.eu/jira/servicedesk/customer/user/login?nokerberos&destination=portals
https://register.ema.europa.eu/identityiq/login.jsf
https://www.ema.europa.eu/en/pre-submission-request-form#current-effective-version-section
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/pre-authorisation-guidance
https://servicedesk.ema.europa.eu/jira/servicedesk/customer/user/login?nokerberos&destination=portals
https://health.ec.europa.eu/system/files/2021-09/caps-human_en_0.pdf
https://health.ec.europa.eu/system/files/2021-09/caps-human_en_0.pdf
https://servicedesk.ema.europa.eu/jira/servicedesk/customer/user/login?nokerberos&destination=portals
https://www.ema.europa.eu/documents/template-form/marketing-authorisation-application-maa-pre-submission-interactions-form_en.docx
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/pre-authorisation-guidance#2.-steps-prior-to-submitting-the-application-section

o
=

AFALEE MAL e MERIO) ARME MH(HOIAY T3 M4 3 3F OjUo] EMAIAN HEIS &8

(Pre—submission

o MT Ol CHEH E7HEOI MTHO| LWRSIML BES 2XH2 WEY 597t LWL
meeting) AQ 3|9| I

slojEl ZE57F . BN Z257 AN HE YN 0l

MUY S0l o N7|: E257F AEM S 2~37HY ©

o AEE F5o17t UM HME 2Y0| HEE= 2, MEAE MER HE HE2S

TAI5t0 EMAO CHA| SX[SHOF &

ES57h A« NEADL B2 UHMAAS Sl 22 MB EMAY HEE
(MAA, start . NEM YN O SXAZHE 45Y Ol £42 HE TR

Dat
ate) o 152 3 EMAOIM HPAE wa

oh
1

« (M= M%) ICH-CTD(eCTD) HAIOZ eSubmission HIO|EQ0|E E3H AMM HS

[ICH-CTD Module 1]

- a cover letter

- a comprehensive table of contents (in eCTD the XML backbone acts as
a table of contents)

- an Application Form

- product information documents

- information on the experts

- specific requirements for different types of application (ZQAl)

- an environmental risk assessment

- information relating to orphan market exclusivity (ZQA])

- information relating to pharmacovigilance

- information relating to clinical trials (2QA])

- information relating to paediatrics

% eCTD EU Module 1 &M QtLHA

[ICH-CTD Module 2~5]
- Module 2 Overviews and Summaries Folder
- Module 3 Quality Folder
- Module 4 Nonclinical Study Reports Folder
- Module 5 Clinical Study Reports Folder

* (&) 224 7IF €313,200 (HY &2, M 2 TOf =2 71F), EMAY
QIHO[A HAHUZEE 30 O|Lf K|z &
X Fees payable to the European Medicines Agency
% Explanatory note on general fees payable to the European Medicines Agency

o (RE2Yd) OMAA LEX= EMAS AEE
(accountsreceivable@ema.europa.eu)ti| ¢2fot0] MMXL 1Q9| 47 HE
AZHS 28 Al, EMAOIM QIE0|A 3l E= @EMA Invoicing Portal &8 &
% EMA ) Human regulatory ) How to pay
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https://esubmission.ema.europa.eu/
https://esubmission.ema.europa.eu/eumodule1/EU%20M1%20eCTD%20Spec%20v3.0.4.pdf
https://esubmission.ema.europa.eu/eaf/index.html
https://www.ema.europa.eu/en/documents/template-form/application-form-user-guide-electronic-application-form-marketing-authorisation_en.pdf
https://esubmission.ema.europa.eu/tiges/docs/eCTD%20Guidance%20v5.0_adopted%20version.pdf
https://www.ema.europa.eu/en/human-regulatory/overview/fees-payable-european-medicines-agency
https://www.ema.europa.eu/en/documents/other/explanatory-note-general-fees-payable-european-medicines-agency-01-august-2022_en.pdf
https://fees.ema.europa.eu/bd/public/zindex.jsp
https://www.ema.europa.eu/en/human-regulatory/overview/fees/how-pay
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Initial * EMA(CHMP)= MAA HISXtRO| Ch3t B7t HUMES FH[SH, BS57t A
assessment OOFE HIZAO THEH MERZAKEL Al) MAIE

and list of o QETAE Bt Mol B2 XS XS Fl, EMA HAIKE 2 Peer review
questions (NP o) B3 215 Mo 222 TESt, MHXOH MY

(by day 120)

© AL AIZI2 MAA F4 B 1202Y

Clock stop 1 * EMA(CHMP)® Ho|S=g e MyR{= sz Toj thet g M o Azn?)
ZECRC LIS

Further o HOIZE0f CHEH AHXO HHE MUHS EMA(CHMP)= MAA HIIS M7H5ta,
assessment MENZRE] F7H 2010] RS AFY0| U= 4R F7H HOE FH|SH0

and list of HEROA HEY

outstanding e PRAC(EMA Atat QtMME2|Q| 3| Pharmacovigilance Risk Assessment
issues Committee)2| MAE ZIRYEt

(by day 180) o EMAS Tt XWH & 607 WIHETME YUH0[ESIT XX outstanding

issue S22 E&9

Clock stop 2 « AMHX= EMA(CHMP)Q| outstanding issueil Cist EHg FH|sI0] M3E (H

Al EMAE 75 9E 288 4 US)

Further * M¥XH= EMA(CHMP)S 230| = 42 715 YHE TIYE
consultation * EMA(CHMP)= ZQA| 28 MEJL, QA Xt HAH Sib of 30¢7 =2E
(by day 210) Flsst

Final discussion ° EMA(CHMP)O'”kl MAAO' *O|/7-|Jé-|().” Eﬂél' 9'?_:‘% iHE—|3|:|I'
and adoption of « EMA(CHMP) MAIRHE 2J710| SOIE|X| o= HL

H

opinion
Possible o AMFEXIL EMA(CHMP) o740l SOI5HK| = Z<2, THE (co)-Rapporteur XIE 3
re—examination IH’E.'M% oY

* EMA(CHMP)2 MAA S2I/7E0| et A= ZIE =5, EC(RESEY

A0 7S S

European « ECOHIAM EMA(CHMP) MAA £91/7{H0f st o|d H4 & 67 O|LHO| S&HEXt
Commission %36{7|' il% jadg% HEPH-?:!‘
decision

X

1. EMA ) Human Regulatory ) Marketing Authorisation ) Procedural timetables

2. EMA ) Human Regulatory ) Marketing Authorisation ) The evaluation of medicines, step-by-step

3. EMA ) Human Regulatory ) Marketing Authorisation ) Pre—authorisation guidance

4. Explanatory note on general fees payable to the European Medicines Agency, EMA, 2022.8.1.

5. Module 1: Administrative information Application form, EMA, 2018.7.

6. Harmonised Technical Guidance for eCTD Submissions in the EU (Version 5.0), EMA, 2021.12.

7. EMA ) Human Regulatory ) Marketing Authorisation ) Obtaining an EU marketing authorisation,
step—by-step

8. EMA ) Human Regulatory ) Overview ) Fees payable to the European Medicines Agency

9. EMA ) Human Regulatory » Overview ) Fees ) How to pay
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https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/submission-dates/procedural-timetables
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/evaluation-medicines-step-step
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/pre-authorisation-guidance
https://www.ema.europa.eu/en/documents/other/explanatory-note-general-fees-payable-european-medicines-agency-01-august-2022_en.pdf
https://www.ema.europa.eu/en/documents/template-form/application-form-user-guide-electronic-application-form-marketing-authorisation_en.pdf
https://esubmission.ema.europa.eu/tiges/docs/eCTD%20Guidance%20v5.0_adopted%20version.pdf
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/obtaining-eu-marketing-authorisation-step-step
https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/obtaining-eu-marketing-authorisation-step-step
https://www.ema.europa.eu/en/human-regulatory/overview/fees-payable-european-medicines-agency#fees-for-marketing-authorisations-section
https://www.ema.europa.eu/en/human-regulatory/overview/fees/how-pay
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Conditional Marketing Authorization (X218 5{7})
moo|E
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https://www.ema.europa.eu/en/human-regulatory/research-development/prime-priority-medicines

0I1=, RE HIoIReIfE

Marketing Authorisation under Exceptional Circumstances (021X 3{7})

« GO39l Q012= QI5t0] ZHele YAzt BH0| 57t MYot= E2: 2 3|4,
A o

XE dE A7

c FIoi7t ME Al

Accelerated Assessment (21541AD

HE|

HA

« STEA0 0]Y0| == ER

¢ MER X=H YotALL 71E Xz#E W50 oSty OI5ES dliZsk=s 8<%

o YO oY, TE LA0| 7|ELEL 4T0| MUEHUSE YEcke ER

X A A7
o AEYH : 3571 U 6~7HE T MSdA HEAZ EHIE fleh AEYE B

o MFATI : ZF57F ME 2~3ME ™ A

0

o UBEMOI S{7HMAL 7|2 210U0IM 150€E HH=

il = MEHA ARIE(THAALA), AFAAFATA, 2021.10.
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https://www.mfds.go.kr/brd/m_1060/view.do?seq=14924
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0=, R8 [HO|2]2/AF Y X 517t M H|u

SMAIEPIE] SO RIE

0j= FDA £8 EMA
IND (Investigational New Drug) Application CTA (Clinical Trial Application)
» Form FDA 1571 (IND format) * Regulation (EU) No 536/2014

* Regulation (EEC) No 2309/93
ANNEX-PART A

* Regulation 1394/2007

* Food, Drug & Cosmetic Act

* 21 Cord of Federal Regulations
Part 312 : IND Requirements

« SOPP 8217(Administrative Processing | CTIS Evaluation Timelines (Version 1.0)
and Review Management Procedures
for Investigational New Drug
Applications)

* FDA CDER, CBER * EMA NCA (National Competition
Authorities), CHMP (Committee for
Medicinal Products for Human Use)
APHAES AMHEE
o MHXS AHYE MH(Type A, B, C, o MK AFMAE MH(SA E= PA)
BsUFA) . EMAQ| M MO o3t B 2 A
* FDAQ AMM&E MO CHet S FHA]

o MRS ARNYH Xz(0E 17|X)

Hi= CTA A1
e FDAS| AIHAIE Xt2 HMIE0| CHSH S o AAXIO| CTA E2 U Reporting
* FDA 2E0| st AMHX}L A Member State (RMS) MEH
o (TQA]) MEY XH = FA o Zt 3= HH7IZel CTA H2[G|o|M
o« MHXIOL FDAQ| APHAIE! JHA| = @it
. FDAQ| 3|92 XM U AKX} M o (I 3= ANZY=EOZEE CTA 592

Al LA THAI

IND &1
* IND M3, 4E & S/EF 23
* (FDAZZRE 303YY O|Lf Ex9|

MAIZ R G2 Z9) LR A

[=]

%)

45

— i 4



Mz
g A

*=+g8 / X
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UMAIZIAIE) SORIH HIE
Oj= FDA 72 EMA
e 2 M3
Cover sheet (Form FDA-1571) * CTA Application Form
A table of contents * Application section

Introductory statement and general * Member State Concerned (MSC)

investigational plan section
Investigator's brochure * PART | section (Trial details,
Protocols Sponsors, Products)

* PART Il section (Trial sites,

Documents) (A1 3= xHy)

Chemistry, manufacturing, and
control information

. EJE 1 1 1 2=
Pharmacology and toxicology MEMF (Application Dossier) =5

information

Previous human experience with the

investigational drug

Additional information

IND HMZL=22H 30ZEY O|WH

% . CTA X'HKOIE‘:IEi Ao”}l‘Xl 3"’67|'|-?éJ
JHAl (2] FDA MA0| Q= E9)

nE
H'|
4
+
o
£Q
gjo
>~

e @ CTA AE 2=

QU ST W2 Y
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https://www.fda.gov/media/116608/download
https://view.officeapps.live.com/op/view.aspx?src=https%3A%2F%2Fwww.ema.europa.eu%2Fen%2Fdocuments%2Ftemplate-form%2Fclinical-trial-information-system-ctis-structured-data-form-initial-application-additional-member_en.xlsx&wdOrigin=BROWSELINK
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5oVt L M

Ol= FDA 2 EMA
o NDA/BLA (New Drug Application/ Centralised MAA
< Biologics License Application) (Marketing Authorisation Application)
#H 73 * Public Health Service Act (351(a), * Directive 2001/83/EC
351(k) - Regulation (EC) No 726/2004
* Food, Drug & Cosmetic Act sec.b05 , Regulation No 1394/2007
* Title 21 of the Code of Federal|, Module 1: Administrative information
Regulations 314, 600 Application form
* eCTD TECHNICAL CONFORMANCE|, Harmonised Technical Guidance for
GUIDE eCTD Submissions in the EU(Ver.5.0)
=27 * FDA CDER, CBER * EMA CHMP
e EC (European Commission)
MEERL A AHYE
o AFEX AEYE MUHE(Type A, B, C, o MFEXQ| SYHEX MY XA =2l 9F

BsUFA) « EMAQ E257 MMM HE F EX|

o 0| ArdlE 2 Y Bt (IND A & Rapporteurs XY

=
od N 29) o AERIO| AHAE M 2 EMAS A

+ (B A) DA HIE AFHATE AU M5 A
. NERE EMAS BlolE E2sh My

NDA/BLA A% 48 =2l

o AAXESl NDA/BLA 41

* FDA2| NDA/BLA AE

_ o NMHXO| E=Z5{7t A1™ (MAA, start Date)
o MHERXO = HE

e EMAQ| Initial assessment and list of
questions (by 120) % AKX} = (clock
* FDAS| ZX (NDA, BLA &Q1/7H) stop 1)

+ FDAS A T4 U HAL JHA

e EMAZSQ| Further assessment and list
of outstanding issues (by day 180)
2 AMHX EH (clock stop 2)

*  EMAQ| Further consultation (by day 210)

* EMAS| Final discussion and adoption
of opinion, (EQ Al) AIHX{Q| IHAIAL

2A (Possible re—examination)

« EMA #H1 % EC ZH (52/71%B)

A=)
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S50/t M8 M=

0j= FDA

NDA/BLA (New Drug Application/
Biologics License Application)

ICH-CTD Module1

Application Form (Form FDA-0356h)
Index / Summary / Technical Sections

CMC, Nonclinical pharmacology and
toxicology, Human pharmacokinetics
and bioavailability, Microbiology,
Clinical data, Statistical section,

Pediatric use section

Samples & labeling

Case report forms & tabulations
Others (general requirements)
Patent information & certification

Claimed exclusivity / Financial

certification or disclosure statement

Format of an original NDA
% [ICH-CTD Module 2~5]= &
710|E2tQ! (21 CFR Part 314.50) &1

NDA/BLA T+U=22E

10708 Ol 298

AEME 2] 2557t 7|12 $45(224)
1 3,117,218 USD (9f 449 1,7968t 2))
* 2210 USD/KRW 1,417.28% =g

FDA User Fee System (FDA Form
3397) %t MLt &

48

S8 EMA
Centralised MAA

(Marketing Authorisation Application)

ICH-CTD Module1

Cover letter & Application Form

A comprehensive table of contents
Product information documents
Information on the experts

Specific requirements for different

types of application (ZQA])
An environmental risk assessment
Information relating to pharmacovigilance

Information relating to clinical trials
and to orphan market exclusivity

(Al

information relating to paediatrics
% [ICH-CTD Module 2~5]= Zt&

710|E2t21  (Harmonised  Technical

Guidance for eCTD) &1

MAA AFAREE EC HE ZWIK
B4 277U oY) Oy AoF (B

Ex})

AL 9 5571 712 +42(224)
: €313,200 (9 4% 4,219%F &)
¥ '22.10 EUR/KRW 1,411.86% H&
EMA ZAZEO 22510 QIE0jA

=
k=3 [ |
a8 ye

E&= EMA Invoicing Portal


https://www.fda.gov/about-fda/reports-manuals-forms/forms
https://www.fda.gov/media/93818/download
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-314/subpart-B
https://userfees.fda.gov/OA_HTML/pdufaCAcdLogin.jsp
https://fees.ema.europa.eu/bd/public/zindex.jsp
https://esubmission.ema.europa.eu/tiges/docs/eCTD%20Guidance%20v5.0_adopted%20version.pdf
https://esubmission.ema.europa.eu/tiges/docs/eCTD%20Guidance%20v5.0_adopted%20version.pdf
https://esubmission.ema.europa.eu/eumodule1/EU%20M1%20eCTD%20Spec%20v3.0.4.pdf
https://esubmission.ema.europa.eu/eaf/index.html
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O|=FDA, REIEMA o7IXF 2 AM YH

02

Iuli FDA Purple Book

Q  Purple Book

« FDA &{7}g2 HIO|QO|fF(HIO|RAIE2] Z8l) S5 222! H|0[EH|0|A

Q FDA Purple Book 7= 25
» 5{7}El HIO|R2|2FE(CBER-, CDER- licensed biological products) HE HE MM 7iM

e

Q x

12
0

e ZZ : FDA ) Drugs ) Development & Approval Process | Drugs ) Drug Approval and
Databases ) Purple Book (database of FDA-licensed (approved) biological products, including
biosimilar and interchangeable products)

* URL : https://purplebooksearch.fda.gov/downloads

Q H2ZHE K

* PHS Act 351(a), 351(k)0fl M2} 5|72 HIO|RIFE o{7tUXL, MEYH L S{7HAX}
+ 2Z|X|2 HIO|RQI%E2 A2 MY =T 7|ZHpatent exclusivity)
o HIO|RA|LZ HEO| CHA| 7HsAM(Interchangeability) QIHHS AL 7 HHE

* Transition biologic products (NDA — BLA T&tE HE) M2 U allergenic, cell and gene therapy,

hematologic, vaccine MZ & Z3t
e [CIR2ZLC 7hs8t H|0|E| m(Purple Book database downloadable data files) Of® {IH|0|E=

Q mzZyE =Q 3=

2 g2

Applicant (Sponsor)

BLA number

Proprietary name

Proper name

L2

o
=217t
The manufacturer or company that submits an application to FDA for
approval of a drug, including a biological product.
BLA Hs (MY 71¥ £0j)
The number assigned by FDA staff to each application for approval to
market a biological product in the United States.
N=ZE
The trademark or brand name
TRE(FDANIAM F0i5t HIZH HE)
The nonproprietary name designated by FDA in the license for a biological
product licensed under the PHS Act.
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BLA type

* Strength

* Dosage Form

* Route of
Administration

* Product Presentation

Status

Licensure

Approval Date

* Ref. Product Proper
Name

* Ref. Product
Proprietary Name

Supplement Number

Submission Type

License Number

Product Number

Center (CDER, CBER)

e

361(a) : HIO|R2%F
351(k) : HIO|RA| 22

o7tiE 2
(B, HY, F0 3=, ME HE)

o2 T oz R

Rx @ MYQAUZ (MEOUR)

OTC : gHto|ot=

Disc : 517} ¥4 (Discontinued Status)

Status indicates how a biological product is sold in the United States,
Prescription (Rx), Over the Counter (OTC), Discontinued (Disc).

517t HEH (3171 HEf RXI E= FA OF)
Status of the product license, e.g., whether the product is currently licensed
or whether the license has been revoked.

FDA &17tY The date FDA approved the application or supplement.

HIO|R0JokE THZECKHPHS Act 351(a)0 M2t 517h HMEZ2E & 1R
(HIO|A|L E= CHA 7+sEt MZ H|u)

A reference product is the single biological product, licensed (approved)
by FDA under section 351(a) of the Public Health Service Act, against
which a proposed biosimilar or interchangeable product is compared.

23 X8 gY WS (5QE BLAO CHeH HZA &2 2FE fldh MEst=s
X, 0018H &=Xt8 209)

Manufacturers may submit supplements to request approval for a change to
an approved BLA. A number is assigned to each supplement which is usually,

but not always, sequential, starting with 001.

HE Y GI7t MY E= EF 57t AF)
The type of submission, for example, the original application or a
supplemental application.

HZA| 2to|MA HS (FDA £09)

The number of the license granted to the manufacturer by the FDA.

HZE S (BLA 4IY MY 204, o2f &2l 22 o2 HE HS £09)

A product number is assigned to each biological product associated with a

BLA (Biologics License Application). For example, if the biological product
is available in multiple strengths, there are multiple product numbers.

Center for Biologics Evaluation and Research (CBER)
Center for Drug Evaluation and Research (CDER)
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[HXQF SHH AIRY (B2 PHS Act 351()0f w2t omEI
HIO|QOlotE 0| SR AU OHZ %E aouq FDA Z% WXl e
HEZ, S oY o %e
The date on which any applicable reference product exclusivity begins to
Date of First Licensure run. FDA has not made a determination of first licensure for each 351(a)
biological product included in the Purple Book. The absence of a date of
first licensure in the Purple Book does not mean that a biological product
on the list is not, or was not, eligible for the periods of exclusivity
described in section 351(k)(7) of the PHS Act.

Exclusivity Expiration SHH ey

Date The date on which all applicable periods of exclusivity expire.

First Interchangeable AN BN UAHZts Mg sEE tted

Exclusivity Exp. Date The date a first interchangeable product’s period of exclusivity ends.

g 12410 IO} SR DRY (AOIS OJOIE SHA =)
Ref. Product Exclusivity ] _ o
The date on which the 12-year period of reference product exclusivity

Exp. Date
P expires, including any applicable pediatric extension.

7419 S[FIOLE S DIRY (A018 OUE SHA E3)

Orphan Exclusivity Exp.

Dat The latest date on which a period of seven-year period of orphan
ate

exclusivity expires, including any applicable pediatric extension.
Z£X: FDA ) About Purple Book ) Glossary (Xt= &I 2022.11)

N i 4o

Q My HZ 5HH oAl

Purple Book
Database of Licensed Biological Products

Advanced Search

Enter data into the search box to search all preducts in the Purple Book. Click ‘Additional Search Filters” to expand your search by entering additional terms or selecting from the drop-down list.
The Advanced Search table below will update in real time and display all products that match any of the terms entered

seach @

Showing 1 to 50 of 1793 rows Emws per page

— ~ jetary Name * ProperName  License Type Strength Dosage Form  Route of Administration ~ Product Presentation

chorionic
Select all APL ! 351(a) 5,000UNITS For Injection Intramuscular Single-Dose Vial
gonadotropin

Product Label
chorionic

Applicant APL 351(a) 10,000UNITS For Injection Intramuscular Single-Dose Vial
gonadotropin
) BLA Number
E Proprietary Name chorionic
APL 351(a) 20,000UNITS For Injection Intramuscular Single-Dose Vial
Proper Name gonadotropin
License Type 150 TO 540 X 10*6
Strength CHIMERIC
idecabtagene ANTIGEN
Dosage Form Abecma vlclem?el 351(a) RECEPTOR (CAR)- Injection Intravenous Bag
Route of Administration POSITIVET CELLS
IN ONE OR MORE
Product Presentation INFUSION
& st i -
PR Abrilada adal;?:;n Ak 351(k) Biosimilar 40MG/0.8ML Injection Subcutaneous Autoinjector

Licensure
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I-?rE*. EMA Medicines DB

Q Medicines DB
* EMA &{7jHt2 OJOHZ(HIO|QO|OHE  HIO|QA|YE T3 22 22}01 H|0|E{H|0]A

Q EMA Medicines DB 1% 2%
* Regulation (EC) No. 726/2004 Article 1301 2} EMA o7t 2|4E HIt H11M(European public

assessment reports, EPARs) ME (It 9 IS ZH

A
Q Hya

e ZZ : EMA ) Medicines ) Download ) Download medicine data ) European public
assessment reports (EPAR) ) Download table of all EPARs for human and veterinary

medicines

* URL : https://www.ema.europa.eu/en/medicines/download-medicine-data

Q m2YE M

o SESEUVOIM SQlE SAZ0 e 33 7t EUM(EPARs)E A HIOH Aoz HI (MM
8517t HE(refused)=IUHL, 5921 & ZH(suspended), &3|(withdrawn)El 2FE ME ILSH

+ EC ZHX HZ(Pending EC decisions) 2IUZ XM AM H3|(Withdrawn applications) 2JUE HH
A0t AMAT HEI(PIP, Paediatric investigation plans) CHAl QFE HH 3|7 QUE0Z X|HE

olofE MK S& M HlO|E HAOZ HIE

-

» LC}RZE 7}t H0|E E|0|Z2(medicine data excel table) 5t&0] St H AH|0|EH

Q HEys Fe ¥=

e a= Hg
Catogory . Humarn D QA UE

* Veterinary : S2& oY=
Medicine Name HZEY
Therapeutic Area Xz 39

INN(International
Non-proprietary name / S H|LEIH(INN)
common name

Active substance 429
Product Number EMA S{7HH|Z0 05tz AE HS
Patient safety SiXt MY HEHOl RF (yes / no)
517} AHY
o * Authorised : 37} £9I
Authorisation status )
* Refused : 37| HH
e Withdrawn : A& 3|
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ATC code

Additional monitoring

Generic / Biosimilar

* Conditional approval

* Exceptional circumstances
* Accelerated assessment
* Orphan medicines

Marketing authorisation date

Date of refusal marketing
authorisation

Marketing authorisation holder
/ company name

Human / Vet
Pharmacotherapeutic group

Date of opinion

Decision date

Revision number

Condition / indication

* Species
* ATCvet code

First published
Revision date

URL

012, 2 Hoielerz 21 TH EAL 2HHM
LHE
Anatomical therapeutic chemical (ATC) code

Post-authorisation 2SO ZA|, Q|%E O|AAtY| ZLIEZ 2
HUE Z3ke "WRIt U= HE (AIYS BAZITARI W EA|)
Additional monitoring aims to enhance reporting of suspected
adverse drug reactions for medicines for which the clinical
evidence base is less well developed.

MU= E= HOIAIEE KF

- X8 57t ol

o OIQIN AE THA OfF (RIZE ME7} ESAL MA HE
A70| 27Hs517ALE HIR2IMO|7| R0 AHXIH HAKOl
ALg ZZA0IM QEM/QHHNO| et ZZHOI HOEE HBY

s QE0| ROo== T 5171

=307t HEY

E3617HE%

g

RZE ATC TS0 T2 a8t 21, 23ty U X2
M2t BHE o2 2F 18

(Include therapeutic subgroup (2nd level) with pharmacological

Jm

on
=2

subgroup (3rd level) or chemical subgroup (4th level))

EMA CHMP(Committee for Medicinal Products for Human Use),
CVMP(Committee for Medicinal Products for Veterinary Use)

9 E=07t SU/HE oA AMY
EC(European Commission) decision date

5|7tMIZ HE(product information) ¥HIO|E & AL, EPART
S YCI0IE &=, o 7Y S

it
ol
Ol

ofn
(]
oo

OI9FE oiid HE (Y S & & ATC ZE)

HIEE European public assessment report == 23
HMIZY European public assessment report OFX[2} 7H%Ql

MI=Y European public assessment report &2 URL
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Excel  Medicines output_european_publ

I

v O

&

s SR Rl _

49 371 Homololz 4 HoH #E 27 =82

v fx Content type:

B c D
Content type: [European public  Output generated Wed, 16/11/2022 - 20:17

assessment at

f reports (EPARs)
2 Domenico Scarlattlaan & * 1083 HS Amsterdam * The Netherlands
3 Tol +31 0}68 761 6000
: EUROPEAN MEDICINES AGENCY Send a question v our websie: w.ema,europa.eu/en/contact
3 SCIENCE MEDICINES HEALTH
I An agengy of the European Union -
g
Category [v] Medicine name[", | Therapeutic arg . | International (| Active substanq . | Product numbey . | Patient safety (| Authorisation [,|ATCcode  [.|Additional  [-| Generic [v|Blosimilar  [./] Conditional  [.'| Exceptional ~[-] Accelerated [ | Orphan medicir”
m N ~ non-proprietary H I  status N ~ monitoring m ~ approval  circumstances ~ assessment -
name (INN) /
~ common name
10 Human NeuroBloc Torticollis botulinum toxin tyr botulinum toxin tyr EMEA/HIC/00030 no Authorised MO3AX01 no no no no no no no
11 Human Nuvaxovid COVID-19 virus in' COVID-19 Vaccine SARS-CoV-2 recol EMEAHICI00580¢no Authorised JO7BX03 yes no no yes no no no
12 Human VidPrevtyn Beta  COVID-19 virus in' COVID-19 Vaccine SARS-CoV-2 preft EMEA/HIC/00575¢no Authorised JOTBX03 yes no no no no no no
3 |Human Ozempic Diabetes Mellitus semaglutide semaglutide EMEAHICI004172n0 Authorised A10BJ06 yes no no no no no no
14 Human Evusheld COVID-19 virus in' tixagevimab, cilga: tixagevimab, cilgas EMEAH/C/00578¢no Authorised yes no no no no no no
15 Human Cerezyme Gaucher Disease imiglucerase imiglucerase EMEA/H/C/00015in0 Authorised A16AB02 no no no no no no no
16 Human Eflent Acute Coronary S, prasugrel prasugrel EMEAHICI00098¢no0 Authorised BI1AC22 no no no no no no no
17 Human ellaOne Contraception, Po: ulipristal acetate  ulipristal EMEA/H/CI00102in0 Authorised G03AD02 no no no no no no no
18 Human Beyfortus nirsevimab nirsevimab EMEA/H/C/00530¢n0 Authorised JO7B yes no no no no no no
19 Human Myozyme Glycogen Storage alglucosidase alfa alglucosidase alla EMEAIH/C/00063¢no Authorised A16ABDT no no no no no no no
20 Human Spikevax (previous COVID-19 virus in' elasomeran, imela CX-024414 (single EMEA/HIC/00579" yes Authorised JOTBX03 yes no no no no no no
21 Human Clopidogrel ratiopt Myocardial Infarcti clopidogrel clopidogrel {as hyc EMEAH/CI00400¢no Authorised BO1ACO4 no yes no no no o o
22 Human Incruse Ellipta (pre Pulmonary Diseas umaclidinium brom umeclidinium bror EMEA/HIC/00280¢no Authorised R03BBO7 yes no no no no no no
23 |Human Stelara Psoriasis: Arthritic ustekinumab Ustekinumab  EMEA/H/C/00095¢no Authorised LO4AC05 no no no no no no no
24 Human Modigraf Graft Rejection  tacrolimus tacrolimus EMEAHIC/000952n0 Authorised L04AD02 no no no no no no no
25 Human Kengrexal Acute Coronary Sy cangrelor cangrelor EMEAHICI00377:n0 Authorised BO1 yes no no no no no no

=5

Purple Book (Database of Licensed Biological Products) ) About Purple Book

Background Information: List of Licensed Biological Products with Reference Product Exclusivity and
Biosimilarity or Interchangeability Evaluations (Purple Book), FDA, 2020

Purple Book: Lists of Licensed Biological Products with Reference Product Exclusivity and
Biosimilarity or Interchangeability Evaluations, FDA, 2020

FDA Purple Book Database now includes all CBER—-, CDER-licensed biological products, Regulatory Focus, 2020
EMA ) Medicines ) What we publish and when ) European public assessment reports: background and
context

Section 5.1: Pharmacodynamic properties, Rev. 1, SmPC training presentation, EMA
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https://purplebooksearch.fda.gov/about
https://www.fda.gov/drugs/biosimilars/background-information-list-licensed-biological-products-reference-product-exclusivity-and
https://www.fda.gov/drugs/therapeutic-biologics-applications-bla/purple-book-lists-licensed-biological-products-reference-product-exclusivity-and-biosimilarity-or
https://www.raps.org/news-and-articles/news-articles/2020/8/fda-purple-book-database-now-includes-all-cber-cde
https://www.ema.europa.eu/en/medicines/what-we-publish-when/european-public-assessment-reports-background-context
https://www.ema.europa.eu/en/medicines/what-we-publish-when/european-public-assessment-reports-background-context
https://www.ema.europa.eu/en/documents/presentation/presentation-section-51-pharmacodynamic-properties_en.pdf
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FDA IND AT 2F Al MEA=

[1] Type B Meeting Request (FDA pre-IND, EOP meeting)

1. The Application Number (A0 20{E AR)

2. The Product Name

3. The Chemical Name, Established Name, and/or structure

4. The Proposed Regulatory Pathway (0: BLA, NDA)

5. The Proposed Indication(s) or Context of Product Development
6. The Meeting Type being Requested (Type B, Type B(EOP))

7. Pediatric study plans (GHEAl)

8. Human Factors Engineering plan (GiZA[)

9. Combination Product Information (e.g., constituent parts, including details of the device
constituent part, intended packaging, planned human factors studies) (GIEAl)

10. Suggested dates and times for the meeting (Dates and times when the requester is not
available should also be included.)

11. A list of proposed questions, grouped by FDA discipline (Z} Z20] CHSt QoM I5h

[2] Type B Meeting Request A| T4 ESIE|0{0F 5k= ™E (FDA pre-IND, EOP meeting)

1. The proposed meeting format (i.e., face to face, teleconference/videoconference, or
WRO(Written Response Only))

2. The date the meeting background package will be sent by the requester

3. A brief statement of the purpose of the meeting (should include a brief background of the
issues underlying the agenda, also can include a brief summary of completed or planned
studies and clinical trials or data that the requester intends to discuss at the meeting, the
general nature of the critical questions to be asked, and where the meeting fits in overall
development plans.)

4. A list of the specific objectives or outcomes the requester expects from the meeting
5. A proposed agenda, including estimated times needed for discussion of each agenda item

6. A list of planned attendees from the requester’s organization, including their names and
titles

7. A list of requested FDA attendees and/or discipline representative(s)


https://www.fda.gov/media/84040/download
https://www.fda.gov/media/84040/download

=l FDA APMAIEE O[E! D§7|X|

02

Type B Meeting Package (FDA pre-IND, EOP meeting)

1. The Application Number (A0 2O{E AR)

2. The Product Name

3. The Chemical Name, Established Name, and/or structure

4. The Proposed Regulatory Pathway (0: BLA, NDA)

5. The Proposed Indication(s) or Context of Product Development

6. The dosage form, route of administration, and dosing regimen (frequency and duration).
7. Pediatric study plans (GHEAl)

8. Human Factors Engineering plan (sHZA[)

9. Combination Product Information (e.g., constituent parts, including details of the device
constituent part, intended packaging, planned human factors studies) (GHEAI)

10. A list of all individuals, with their titles and affiliations, who will attend the requested
meeting from the requester’s organization, including consultants and interpreters.

11. A background section that includes the following:
a. A brief history of the development program and relevant communications with the FDA before
the meeting
b. Substantive changes in product development plans (e.g., new indication, population, basis
for a combination) (GHZAI)
c. The current status of product development

12. A brief statement summarizing the purpose of the meeting and identifying the type of milestone
meeting (GIEAl)

13. A proposed agenda, including estimated times needed for discussion of each agenda item.

14. A list of the final questions for discussion grouped by FDA discipline and with a brief
summary for each question to explain the need or context for the question. Questions
regarding combination products should be grouped together.

15. Data to support discussion organized by FDA discipline and question.

a. Protocols, full study reports, or detailed data generally are not appropriate for meeting
packages (the summarized material should describe the results of relevant studies and
clinical trials with some degree of quantification, and any conclusion about clinical trials
that resulted.

b. The trial endpoints should be stated, as should whether endpoints were altered or
analyses changed during the course of the trial.


https://www.fda.gov/media/84040/download

16. Should provide summary information relevant to the product(s), plus supplementary information
to enable the development of responses to issues

a. (Pre-IND Meeting) summary of manufacturing information including completed or proposed
testing and specifications; any pre—clinical studies completed or proposed; any known
experience with the product in humans; the proposed eventual clinical use with rationale; a
reasonably complete protocol or protocol synopsis; and information on any unigue
characteristics which differentiate the product from other similar entities. The requester is
expected to submit their development plan for complying with PREA.

b. (EOP1 meeting) a summary of data obtained in the Phase 1 study and the proposed
Phase 2/Phase 3 development plan

c. (EOP2, Pre-Phase 3 meeting) a synopsis of data from studies completed to date and
proposed Phase 3 protocol(s) including detailed statistical plan. Outlines of any
contractual arrangements for product manufacture and details of the characterization of
the product to be used in the studies should also be submitted. If the Phase 3 product
is not the same as the product intended for the market, proposals for studies to
determine the comparability of the products are necessary. The requester is expected to
submit their development plan for complying with PREA.

d. (Pre-BLA meeting) a summary of the data from the pivotal studies completed; the
proposed indication; proposed format of the submission, manufacturing information on
the products used in the study(ies) and product intended for distribution if different;
outlines of any contractual arrangements for product manufacture, proposed format of
the submission and a timeline for submission. The requester is expected to submit their
development plan for complying with PREA. For products that qualify under the PDUFA
Program, the requester should also include what, if any, information the company
proposes to submit late (within 30 calendar days).



Ci=N  FDA pre-BLA D|E Al T4 ZHE|0{0} sl XIE

Pre-Submission meeting A| Z4= E8IE|0{0f S5t= ™H (FDA pre-NDA/BLA meeting)

1. A timeline and list of prior FDA meetings and agreements, prior FDA advice, and any
development changes. This would include meeting minutes and letters sent earlier,
regulatory history, issues raised at the end-of-phase 2 meeting, etc.

2. A summary of technical information to be submitted in the NDA/BLA, including the results
of the pivotal trials, if they are available, and the proposed dataset structure.

3. Highlights of any potential problems, including product quality issues, data integrity concerns,
safety signals, etc.

4. Proposed draft labeling.

5. The proposed format for organizing the submission, including methods for presenting the
data and a draft index if available.

6. A discussion of the need for a REMS or post—marketing study/trial for any safety issue(s)
that has emerged during development or during foreign marketing.

7. Other information/issues that require discussion.

8. List of questions for FDA


https://www.fda.gov/media/78941/download
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EMA Scientific Advice, Protocol Assistance AM&EAME

The electronic final package for scientific advice or protocol assistance

(Briefing Document Template)

1. List of Figures
2. List of tables
3. List of Abbreviations {|. Summary)

Background information on the disease to be treated

Background information on the product

Quality development

Non-clinical development

Clinical development

(Briefly summarise the following aspects: If scientific advice has been previously requested
from the CHMP, national or non-EU (e.g. FDA), Indicate if relevant CHMP guidance/CHMP
advice has been followed or if any deviations have been made or proposed. Indicate
applicability and status of the Paediatric Investigation Plan (with or without deferral or waiver).
Indicate availability and need for development in other special populations such as the elderly,
male/female and ethnic minorities.)

Regulatory status

Rationale for seeking advice

4. List of Abbreviations {ll. Questions and Applicant’s positions)

A. Questions on Chemical, Pharmaceutical and Biological development

A/B. Multidisciplinary Question{s) on Chemical, Pharmaceutical, Biological and
Toxico—Pharmacological development

B. Questions on Toxico—Pharmacological development

C. Questions on Clinical development

D. Questions on Significant Benefit

5. List of Abbreviations {lll. Background information)

Quality background information (Active Substance, Finished Product)

Non-clinical background information (Pharmacology, Pharmacokinetics, Pharmacodynamics,
Toxicology)

Clinical background information (Clinical pharmacology, Pharmacokinetics,
Pharmacodynamics, Clinical efficacy, Clinical safety)

6. List of References

7. List of Annexes

Investigators’ brochure

Study protocols (final, draft or outline/synopsis)

Study reports (final/draft/synopses)

Previous scientific advice received (e.g. CHMP Scientific advice/Protocol Assistance, any
relevant official correspondence and meeting minutes with National Competent Authorities
in EU-Member States, FDA and other non-EU Authorities)

Relevant guidelines (non-EMA)

Documents related to Orphan Drug Designation (e.g. COMP summary report)

Documents relating to Marketing Authorisation Application e.g. Day 120 List of Questions,
Letter of undertaking.

Documents related to Paediatric Investigation Plans (e.g. PDCO summary report, opinion)
Contract/agreement consultant/CRO - sponsor

Literature references


https://view.officeapps.live.com/op/view.aspx?src=https%3A%2F%2Fwww.ema.europa.eu%2Fen%2Fdocuments%2Ftemplate-form%2Fchmp-protocol-assistance-scientific-advice-briefing-document-template_en.doc&wdOrigin=BROWSELINK

E=l EMA CTA S2 A| ZQ X2
05

23 Clinical Trial Application (CTA) HEME

1.

9.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Introduction and General Principles

Cover Letter

. EU Application Form

. Protocol

Investigator’s Brochure (IB)

Documentation Relating to Compliance with GMP for the Investigational Medicinal Product

. Investigational Medicinal Product Dossier (IMPD)

Auxiliary Medicinal Product Dossier

Scientific Advice and Paediatric Investigation Plan (PIP)

Content of the Labelling of the Investigational Medicinal Products

Recruitment Arrangements (MSCH)

Subject Information, Informed Consent Form and Informed Consent Procedure (MSCH)

Suitability of the Investigator (MSCH)

Suitability of the Facilities (MSCg)

Proof of Insurance Cover or Indemnification (MSC%)

Financial and Other Arrangements (MSCH)

Proof of Payment of Fee (MSCH)

Proof that data will be processed in compliance with Union Law on Data Protection


https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex%3A32014R0536

-0 EMA pre-submission O|E! Al HEXI2

S8 Pre—submission meeting form Annexes =&

Annex 1: Briefing document including an overview of the product and its development
programme covering quality, non—clinical and clinical aspects

Annex 2: Draft risk management plan (RMP)

Annex 3: Copy of any scientific advice given by the CHMP and National Competent Authorities
related to the application (7ts8t A<, ATMP classification, ATMP certification Z&!)

Annex 4: Draft SmPC, annex I, labelling text and package leaflet

Annex 5! Draft Application Form

Annex 6: Draft justification for new active substance request (7ts8t Z<)

Annex 7: Draft justification related to any specific requirements for different types of application
(e.g. bibliographical, abridged, generic, hybrid or biosimilar applications, exceptional
circumstances, conditional marketing authorisation),

Annex 8: Draft information related to orphan market exclusivity (when applicable)

Annex 9: Draft Table of Content of the Application, listing studies performed for each CTD
heading

Annex 10: Copy of any other early EMA contacts such as SME RA advices, ITF minutes,
Orphan and/or paediatric advices etc. (when applicable)

Annex 11: Draft justification of accelerated assessment (when applicable)

Any additional background information needed related to the questions


https://view.officeapps.live.com/op/view.aspx?src=https%3A%2F%2Fwww.ema.europa.eu%2Fen%2Fdocuments%2Ftemplate-form%2Fmarketing-authorisation-application-maa-pre-submission-interactions-form_en.docx&wdOrigin=BROWSELINK
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