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< 20239 10¥ 39Y, FDA CDER, Office of Generic Drugs (OGD)Y Office of Regulatory
Operations (ORO)2] Division of Filing Review (DFR)IIA A LJetE
3]7FA1 %3 (Abbreviated New Drug Applications) AARE $=385}7| 9ISt A 4 dAXE

A3 MAPP(Manual of Policies & Procedures)S 2H#5}Ic}.
- FDAE= A9 ANDAE 7302 7lsto] ANDA F4 o7& 243

- ‘ANDA 4= FDA7F sl ANDA7Z} Substantially complete application(%3d3]

LA EES7HAIAHA) SR EA A substantive review)E 88 WE dATE A
ANDAE 9Ju|gtt}.  Sufficiently complete applicatione ANDA”Z} FD&C Act
505()(2)(A)7F 878 B E JRE Z3Hslal 21 CFR 314.101(d),(e)oll 71A1E A AM-S

=
EFoHA] ka2 Qv

- DFR(Division of Filing Review) &) (reviewer)= ANDA filing A2 2] AEE A}-g-5}10]
ANDA 24 9 A% 82 A8t
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(deficiencies)& B3t 713] A1F), E= H A4 o5& 2A3A

DFR 25o9] #dz} E%
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Module 1-5& #AEsPHA, 9o WY1}l eCTD(electronic common technical

document) & 24 ARHS EHalo] EAGS A Estn ettt

ANDAE H+g4], A8d 4182 5122 7185 AlS53h= IR(Information Request)S

AZALNA LA, AN

o
=
)
5
Ll
X
Jr
ek
A,
Y,
o,
<
O



oz ME M s

- filing 25 23] 78keto] HAg SA(F4 &4, IR E= RTR(=Refuse To Receive))

AP 9 AR S S5 B

« B2 1: ANDA filing checklist Module 1-5

« §& 2! PK Studies

« 2Z 3: Clinical Endpoints

+ 8% 4. PD Endpoints

+ 55 5! In Vitro Binding study(ies)

* B& 6! Nasal Products

« £& 7. Metered Dose Inhaler (MDI) Products

« HZ 8: Biopharmaceutical Classification System (BCS)

FDA. (2023. 10. 3.). Filing Review of Abbreviated New Drug Applications.
https://www.fda.gov/media/144976/download?attachment
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O HIMOR HIXEl 7HHH QJokEo] XM ZI(Reformulation) 245t 710[SHA

20239 12¥ 27¢Y, FDAE HlACo® AREH 7FIHHE ArsHE oofEe =4
W7 (reformulation) A o]® E|AEE $38|of Sh=A], o] £41& FDAY AESHAY
AREE = A0 AigE @3 Aol 271 #E 7lo|d AMReformulating Drug Products
That Contain Carbomers Manufactured With Benzene /& HH3}3o}.

FDA= @4 58 4 & +59 "4 585t Y= USP ZleIjmo] A&
8735137190, 2JokE 5171 Al ARt A2 PA= ol2 3t 7HEH AR H5h] Y5f kRS
Z/35 WAsIoF & & Utk & 7Io|d A= of2] Fo] FREe} AYE B sto] 24 WA Al
a3t AP EAS st ARALE, 283 AR 2 B3 FDAY A& dor
ot AlE A=l gk AIARY 5= AAISHL YTt

1o

7tE M= ofm g4t 2 AE IEA IFo R X AMHEEHE ¥ 7HA FHEHE St

S 2 WAS AMgoto] Alxett), WAL WhEdE 2018W ICH Q3C A1z USP USP

General Chapter <(467) Residual Solvents:= HIAS Class 1 |WZ X|&s}aL
3t

AmojokE, B U olorEe] Ao A8 S At At

2 20| Z3E FA|, FDA+= ¥lIAl &=Fo] 5,000ppm”ZHA] 51-8-% USP-NF(United States
Pharmacopeia National Formulary)3& 7} =91 Carbomer 934, Carbomer 934P,
Carbomer 940, Carbomer 941, Carbomer 13429 AHAIE R 53t

A | 2AFAR

2018 ICH Q391 &7, 2ok A2 e fofE €=, A7H 2 GACFE A=A A4

59 Class 1 8742 AL8T 4 gick W4 Atgo] WHB/HET 49 1 428 Ul

I~
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AFSIelA| &+ 3 2018 ICH Q3C guidance and USP General Chapter <467)9]
ARAEL wetof gt

WS Eeho] e AReE A8 o, A8 9 AZGAS CMCo] B The RS

AAE HGsk= A L A 2AA (OTCRA £ = CGMP 8+ AR 4513 GMP
AL 0] 87155 A HE FA5}s]of gt

A 7tEHE oekE A 2AAHAT o= gokEo] it CQA(Critical Quality
A Eo] A&, 9x% AR8(Intended Use) ¥
SUPAC 7told 2of| A A H2lof wpa} ARt WA Q] Y] /a=ol wheh 71 A 5-5%

o] ZtolRiol A B A, S A7 LA, WP 32 AA, 278 Aeelo]

- B AA: - AR E A2 YA = "Nonsterile Semisolid Dosage Forms: Scale-Up
and Postapproval Changes: Chemistry, Manufacturing, and Controls; In Vitro

Release Testing and In Vivo Bioequivalence Documentation” (1997¢ 5%)

(SUPAC-SS 7}o|E)9] ¥4 AFa-S ulatof 3ict,

"Immediate Release Solid Oral Dosage Forms: Scale-Up

and Postapproval Changes: Chemistry, Manufacturing, and Controls, In Vitro

| voL / vad |
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Dissolution Testing, and In Vivo Bioequivalence Documentation” (19959 11¥
(SUPAC-IR 7}l =)2] % AF3hg ufelof ghck.

HRER % A "Nonsterile Semisolid Dosage Forms: Scale-Up and
Postapproval Changes: Chemistry, Manufacturing, and Controls; In Vitro Release
Testing and In Vivo Bioequivalence Documentation" (19974d 5%) (SUPAC-SS

7to|=)2] B g ufefor gk

A7 FEHA: A8 FAlE @A SUPAC AZolA oA & Qlet. #ldle ARg-stod
AzE 7HEHE 31k 24 9 2212 E40] FAR 54T ¥ tiA| 7HE M= AT o,
g A& A9 PAS(Prior Approval Supplemet, AF4 317} Hh4l CBE-30(Changes
Being Effected in 30 days) E% A5 E A& of st}

FE A2 AP AHY EAET Al AR

FDA. (2023. 12. 27.). Reformulating Drug Products That Contain Carbomers Manufactured With
Benzene
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/reformulating

-drug-products-contain-carbomers-manufactured-benzene
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A 9] kALl A Aars)7] Y%t FE 7Fold A (Policy for Testing of Alcohol (Ethanol)
and Isopropyl Alcohol for Methanol)Z WHE3IFT}. o] 7loldAE &4=4 B ofya}
OJofE o) AREE= YRIFEOIY HTHAIR AN EE BE g2 F8H

- 2Y419 35EA -3 (Public health emergency, PHE) 013 &3-& 7|4t &4 %A
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|
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5

g 2454 ARIAES d1r" AZE EE(incoming component lot)

HIAESHA] ehgtor, 2l A HlolelE 23t H7I6HA] et

1E oetE ARJREAPD) XREO| gt Algo] HgH(E, & d=E RIS
B-2)0] LAEAEA EAct= AZ AASH]of FE5HA] L3ttt

HetSE LH9H AeEES ARBSIGAY HE22 dARt E45A4 AxIAES og=
TFAAZEE AlTH COA(Certificate Of Analysis) T+ B|AE 23} A Eof JE&FA|E,
S AA S COAE A4s]| Wejd|o] AskA] kgt

B AZ7|950] £AEA] A8 ol UAXS AT 4 A

gAstel AzE ABSE WHAT. DAL ES U 9 olf) SN $EEE
ELTACNA e GA] e B D, £AEAZ} ofd 2 JoRE YTSE AL
HASE 2L 2 4 Ak

HgZ Aol T3t AH AR

1o
O
n{m

FEAIZ QAN CGMP 87 ARl w2t oofF Aol ARE o] ¢EE9] e XEC|

ool Bast 84 AHE Systolof g,

USPOJA|= oErE E=olAZ2d 47 & Y {ErE e S 200ppm .2 AA3Ic} mahA

200ppm ©}2] Mg -Fste SIS USP 7I%S 555 971 wiizoll FD&C Act
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FDA. (2023.10.17.). Policy for Testing of Alcohol (Ethanol) and Isopropyl Alcohol for Methanol.

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/policy-testing-al

cohol-ethanol-and-isopropyl-alcohol-methanol
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PRIME/&7|X X|&H|(Breakthrough Therapy)2l =& 2 GMPO|
Cist EMA-FDA 3& Q&A

EMAS] PRlority MEdicines (PRIME) Z& 133} FDA9] Breakthrough Therapy (BT)

A 2212 =4 u]F3F 4= (unmet needs)E HAste FAHRJA AR L £ 5
E71 A8 AA= At 202349 12¥€ 199, FDASF EMAE= FDA BT) @ EMAY] Priority
Medicines(PRIME) Ak =& J30] 3t £4 7S Sd3ASM= "EMA-FDA joint Q&As

on Quality and GMP aspects of PRIME/Breakthrough therapy applications &A1&

LRSI o] Q&AL 20184 FDASF EMAS] 934 ¥ 11 3 X|&d A7 8530 A A Q)
=9] 9 FDAS}H EMA 9] &7} =9] AHEolH o} Y| 9] AH o= A= o] Qict.

10

Annex 1. Q&A on Control strategy considerations for PRIME/BT applications
Annex 2. Q&A on Process validation approaches for PRIME/BT applications

Annex 3. Q&A on Alternatives for determination of re-test period or shelf-life for

PRIME/BT applications

Annex 4. Q&A on GMP considerations for PRIME/BT applications

EMAS] 7%, ° Q&A= 593 HAHA & 3 AAE It © ABEoRE,
E3hto] @ o]9F&(complex biologicals) (Al: ATMPs, Advanced Therapy Medicinal
Products)o] &€t FDAS| B¢, ol2fdt 37t =9 9 F52 CDERZ A=
AlFoet it webs f50] BEsH AAlo] digt Ee dE= CDERE A==

B AAE: 2 FEolRt s
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ol

2l o] % 5 A vlolee] AL A0 Ugeta o] HolE S BA, B %

THA7 1ol Halsk= 9P A olsk= CMC A2 (commitment)

FDA. (2023.12.19.). European Medicines Agency & FDA Questions & Answers: Expediting Quality
Development for FDA’s Breakthrough Therapies and EMA's PRIME Programs
https://www.fda.gov/media/174736/download?attachment
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O 2AE oFaL MAMIQ SE 12 Afeto ket 710|HA
20239 12€ 28¥Y FDAE & St &= o 24702 ALk ot AA(G: 4, 91,

39, 89, a5, fAH Z2 QY AAD] diRt £ F4 13 Aol '3 Tholds
29 THIIQT. TIojRAA = Tt E2 Al gi) =2ttt

{717 Al A"l (Container Closure Systems) A7, v 2 Ao tist A% AR

)

g gAI ol diet A AR

W T2 A
Product Sterility

R A 478 olokEe) SUELEH(CQNIT AZYAL SJoREe) 4FE 1Yl
95 COMP S7ARFE Z5sfob Wtk QFARFS 2451 oW FDRC M
501(a)(2)(B) 3ol ufe} B3 02 7154 5 ek

t}3] 8 9JokE(Multidose Drug Products)

A3] §F AFES F5713 B ofef ¥ AR vho] 8% OJoKE ALgo] mEE o

12
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o 213 482 o YAst= T A £A WZolH-
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BN
e

A o2l &F dA O et EEAE fle 245 AREotH, AR § 299

rl

A o7 A3 abd CCS HARIE oA ARRItt ol2fdt 249 A& 4 A&l
B0l o] SFo® ARGE o Q] 2ol diet e He RS AlEsfof gt

E-84 o]& (Visible particulate matter)

- 7385t 89 AAF =& TFW(visual inspection program)?] AR&I CGMP 87+ AFge] AJdjo]
ZQgoic} BEWs 8]0 ZAE AL okt A4 AL 5185 visible sizetle] n]HAS
A57] 98) 23 71e(dl: XA E539) E= 1k A3(destructive testing)S AR&3foF

FEE R AF%E

=

JFET} HEAET 5 Yo, obE FAN A2 AHE AT 4 Atk F22
oAE W CCSY F8, 27, 3% Y T4 LB oplet PEY T4
242 neso} ek,

- ot AAE CosN L] 2285 oj3h2o] Yo BrhEolof St ATEL Az

-

ox

BSE 42 48

- NDA, ANDA, OTC RZLddZx AE AZXIA= e ARE BEASSHT NDA E=
ANDAZ] &HA|QJekE 714 Al A(drug product specification section)©l Z3HafjoF ghct,
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1. AEE 25 A= Ee Eee(@R AP HEER BA)

2. APHEIR) L Bo) AAE Bl BHE(URIREAP)Y] HEST FA)

=

M} AR oFE e St HEYS dUE FE2 S| 95 SAIsor 2 s 8% &4

HgANe] dFeM 4 9 7Y

= A9 oFE BFE/E8= Aol AgAts 4
—L

A& AAl3foF it

1o

2

CCS dARI% =g 2 24 E4

Qb oFE Fo7HA] El= CCS A-E, 7171 4 FEY & 31oH 37 =9 e 4= 3
E3} A& (combination product)°] 2 4= JITH21 CFR 3.2(e) FX). B3 AE2 21 CFR

part 4, subpart A9l W&} CGMP 8 AFglo] &3tct,

AZGAE SloREY] AL VIS QI AF S Agstel A2 A% 2

e 713 245 %t 22 5S $Hdfiok 'ItH21 CFR 211.1606).

14
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FDA. (2023. 12. 28.). Quality Considerations for Topical Ophthalmic Drug Products Guidance

for Industry

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/quality-consi

derations-topical-ophthalmic-drug-products
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Division LeveltijA GDUFA ZE QXof &5t 710|EA

2024¥ 19 109¥. FDAY: division £&F XX A2 ZHZ#A (original signatory
authority)2] Eobd G4 (Review discipline) HolA AAE 84S ¥Ysl= ANDA
ARFAE A3 AR FFAR ] B 7hold A Q- WS

o] ZlojdAl AUloeRE F7MIH(ANDA)Y] AHA7L Hopd HdHA (review
discipline) HollAl AHEE 84stel= Aol Higt At gt A AR Al5sh
71" dx 9 FAZ FDAS @A ¥ ojd9 #IFZ JATetar, AI%A}F FDA 7+
NES &M o= FH5}7] 3t lott.

A&l

Y

o

4

r&"

F|ol A5<1E GDUFA III commitmento] AgH H}eF o], ANDA A= Fgof
w2t division % T+ A< XAZHA; (original signatory authority) o4 AAES
243t 4+ Qlty. GDUFA III commitments HE3F "Office of Generic Drugs(OGD),
Office of Regulatory Operations(ORO) F=40] Z} FAH JHE 23S s2s17] Yal

ZA(track)e A"ol2kal HAISHL i},

o] Ztoldae AFATE AHE 8435 FAsH] Ao L3for & FE, AHE 242

AlEshe 22

=

4 7179 S ZANAE AF3ict

AHE 84 A& A AZJA7}L 5o & A=
AAE 97o] H3kat AFghe Fojelx]?
ANDA T 3sH4 29 A48 714 FDA HA| 4] (Refuse-to-receive decision, Tentative
approval letter, Complete response letter. Prior approval supplement &,

Classification, reclassification, Denial of a pre~fANDA meeting 5)5< AAE 23S

5ol 2ot A= E == U
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FDAZ} 319y ¥4 3]9], 3]9j&5 9 7]et AAI(9: information requests, discipline

review letters)& B9l ALt 2A2 FDAC 2t 1A 2X|7} op B R, Fd 242

AAE 8739 243 tiide] HA Pt

- AR AHE 833 A Mz JEE

WAe AdE 839 dFE Mz JHEE AEsiHe

A

U=A?

b "k sk FDA

AL 71& AHEAA S W ) ARSH HH e} FAsfof 517] mj&o|t} (Z, o]u] ANDA
oo Q= AH). FDAZF M2 JEE 1ok Yok= A-F, I ZHEE ANDA E+= PAS

(Prior Approval Supplement, AF&A3{7H2] &
authority©l] 23] AEEEZE dfjof gt}

AHE 873 A= % SHl ot 983 23
- AHE 240 Het SH €4
- AHE 84 AlE 9

- AAE 8% W 2 P4

)

HE 24 4= 9 g9l ok FDA E3}

|
ofd
1>

2

ol
b3

A

o2 A &3to] FA4 9

! original signatory
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FDA. (2024. 1. 10.). Requests for Reconsideration at the Division Level Under GDUFA
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/requests-reconsi

deration-division-level-under-gdufa

18



oz MZE M S

| voL / vad |

& 2| E=ol0|ME X=X HES et 7I0[=RI21 TP T

o 20249 39Y, %7] g&sto|MH(Alzheimer’s Disease; AD) A=A LS gt
7rolEg]l AigRte] gAS4E FAHoE EHEJH. o] roj=lY HE: Qb2
2018¥ 2] wEEHCH, o] JjHME 27| AD SAE YA 51
913t FDAS] ool E3ts|o] Ut

o dutdog AD A=A WA YA S5 A g Aul'E Z4a Qe

7] @Al AD SAEolt. JAAIRH T A= AD AU JAAA

ok W e Aol vehtl J15H £ Holw itk A A

ol#|7t F7kste] 27] WA o] FFsaAL, WeetA Wt o]F A ADC
QA B4 WEl Uz 4 dol Y 4 ke AE AAY 1 2]
AD BRE @EstL o5 A= 9t oFE e We Faszc ol
YA 271 ADE AGsh] $F 71 9 YA Az ans Wrbshe
S olsig Wast At

»

+ 27] ADl g A 71

27] ADE HlolonbAd] sluiet gk Soldel egeioly wish §%, Ay
242 B9 WARE of §% W B WL BRI YAl g
2t 5 SARS BUSKE QA SAS Ete] ERATE 132, o] 7)%0) et

_]

ADE F A2 722 & 3tk 271 ADFAL o viet PAR: 1~3EA0H:

a%
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)
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- AD 2 d&ARl 40 gl7] fiEe] 271 ADY| upA|e @A(F, 39A FHhet
B Auie] 27l g@AE, 494 27Del dEske St Aoz 3

- woloud 2 A E4o| F5 L Ago] Jeold AF el met Holt P 4
glons, g AEel 58 HEAl ot wA A 94 FRekE AL obd % ek
ol o] 7S QPYABS AL Bt AEHOR 8T Zoltk

740
2 st QIS OJAIEE 01 S s
aye g
_ ZEOXHONS B, E3t, ‘st xoj2tn
S HIY a7
3 EERIS e SPI SESHK| Y2 HE2M, ZO/atx/at
o 2YIIs3 715N 242 HY
- YA AN TEA YRS Foleb] gl Siek 2 AEA BREL olgsi Zol
a5

Al AZAE AlE 552 8l el AD SAIoF Ak

A3} 7| AEER= AD BAE FE5H] ZIsshor

- AD RS2 SRS VR A &SP mieel e Aldliees A8

Surgle] £52 ve At Bl Sk e BHrase ZHl WEd stelEe
det Qb W B W7k AR Abdo] ARiEE Aol Wasth
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- g3} 2%

- 1~3 WA AD IS BRI QAAFOINS] Fke G et vloloniA 5 % 7|
BHoIA] BE 28k gk

o B0l 14 AWARES AT AVl YA Jrigls WslE 24T 4
U= AEAQ] ool wt Alopie] $9AAt ATk Y foMe AHoR
=43 4 YA 93D ) AWt U S B4 $U4=E wEn de AEt 37

= Sp geEel 22 hssh

2]
Arole AE S A2E A S sl S &

il

fe 4
byl

> AR AR
R X, 5 46 T AD TS ThOR T AIROIE X % T W B9
A} S 2 ofiet WAle A 24 o] Ag sl Aewrh o o)

Pole Hol ek 271 AD A=E 9t A2 JiMEsie B9 vARE QRI#/7Fs2] HHeld]
7Hisle] g oR uSle ArmsS wdslEd § 1 ARl 2 5 QP| wieel QA

Wl L o] AES B8Ste] WA AF 7RIS BET 5 YIS ARSI

i

QA S0 B, AFHSH WP B9 YR ofn] Y= Fe WSS L]
ofgA, WIHOE ot 9he HEo| Foodl WeE E¥% Bert Uk A
wisle] =], Qi Ete] W), ARl W2 ol wish 52 75 Mk 2t WA
gEo= oot gk

ot

Hepelsle] NI BAE HAoR Sl okRe ApUeks 49 ARl 24 WA
QXA Sgglo] WY AW} o Qe AHOR o] Qe ATE HolEThs FAY F

T Stk Al oFEo] offet IAA A WHelE F3Uohd, EEpdEekEl Wk
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R S S Aol B % o oo MSE e
7FE Fole et

A

o W] A APdAlEeH B7pHoR S IA7Fsel et
arE 459 e BAE 71551, ofF AloF SR19 ARt A= &8
> AZ B4 (Time-to-event analysis)

=27

| AD XEA IS S QAN AN Bl B8 iAol
AAE|QL} o] HpELe AD X8 T = g

o &~ U= YYHC=E 9v] QU= A, dIE
ENE ALo] QA e YA 715 Aofiet 1 ARdo]
SR 83k Aol

&2 7gA BRI RS ol8sihd wAAt At Bost=
Zlo] Fasit
WAIES ABT o, AZA= 3R 555 o ARt AD TAIRE YAtd it 57
&= AD HAE FEfe} gtk
WA oI5 Yo AET & WA Sk die Aol izt RS ANE Bkok=
WIAFL AE3R019] A7} He ARE AT = AUk & 9, oPd=0|E PETOR
TR ¥ Y] opdEolt Higt E2H9] Ak W ol5S FEHCE 5 & Qi
2] AEE IFE AAR o] AHE= 3~4TA AD TAE dVdeR T AIFEIA
AREEIROH, ol Sl WlE Ave ofdEols HE SHAE
HLEEA 29 A& 9t 7%

BHOR e

12249 A== SBEAU:
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> 27| AD ¥ 54 2APIN 132

[1 24l

- 1A A= AD SolQl ®epdieleta] ws) olof| wrideiel A &4o] gl

9 T A|do] FpHAol] o] UHAQl AlF TRHA: ~2@)E}t dHe=

Juie ol5e UTShe o] offtth Hioleupre] ZRleE EPEeH Habt oo
e HAE e A8 SEAT "o o] 7] Holer| SEAR USE

T wiEe] Amadpt oFEe] aHE HRY & Stk vleleupo] it ayph

&S] A At A AR vjE] =og Bevt Ak

|

Al o] 7R =3 292 Rt SRS 39 22A W7 VIS A8l o] A%

AREAR A RS B8 2 ik

2 @A)
- 28] B9 B9 ofF 71 AR/RISSE WS Qe ok vIARE A Zisgolel i
okge] P ol5g Hal] otk UA % 7159 wske AW 5 g WF 329

L 7IZIollM AlFE sie Ao] Bl ARE-ARD Y EAHe 8T = At

g
oy
o
2
o,
o>,
=
ok
B
A,
[>
|m
Ll
I\
o
(it
r o

Vel TR okEel mh AgHOR
Jut gevier Asd Qi mdets AAE T okgo] abe FWY

Qe o] &k AD EolAl Meldesty Wae Fol AX/L| G

NN

o,

TRsE WS SIekA S QA Jhsol et AU TR 2% St F 44 59

AR EE A 591 ARE AYBAE AV YIEA] ok Stk ARRkAR W4
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lo

- QA U WA TP S SUSH 30 Be] A9 oo ofit ol 75 e
ol olxo] e =Yooz Wyt

=% o] 3%k TSN HE ol
AP grome, A7) 8 QAo] ot EAE ool WU 4 Qe EPH
2ADE A8 Zo] HRAsi o olAE £UsH & & Akesk AliHel ok
TABRE SR AR QXA 9 75 &4 HES FEHoR W & g e

:
4TS RIS RS Fud: o 71 AR B9 TS gk ol mi

- 284 AD XA 71eat Bigh o] 7i5d WalE 43Sk eRe AXE o] o
A AT AR L F 34 59 AR B A 591 e AgEAs FAE

RIEA] {=Ofsfof Fict

| =x
FDA. (2024.03). BEarly Alzheimer's Disease: Developing Drugs for Treatment Guidance for
Industry, https://www.fda.gov/media/110903/download
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https://www.fda.gov/media/110903/download

oz ME M s

<& In vitro B SGAI=E0| 2kt OECD AI710|=2121 Hid

o AE 78 AAEA HyRXFEE [1-2 Luc assays XM= TG 444A71 2023 799
AR=E[L. 5E A AFdd 7129 HIgEA B IqE F dRE AT + A=
Algog &84 71x7} #oth

W /n vitro HY SEARE HL0 CHSt HHE

o OJoRES RS IHEAY HAEAHL HEHCE in vivo FREEA AIE FE F
STUHEA 55 tCE HriEo] ittt WHIs4d H7EE A% sEUAAEE A
gdaigdo] wat 20039AFRE in vitro AEROl W =97t AIRFE QT
Buropean Centre for the Validation of Alternative Methods (ECVAM)

HIAFNA TRt in virro AH¥ES B8 DA FIHE Do) == 0.

[E 1] In vitro NA”IGIN Y SHS Holohs 2AN H2Y

[— -]
Tier | HIHH
1| rEsg ZENE MEE0| gag X W)
2| wET =K WER M FES FX )
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m 3 =4 Yool 012X Bt in vitro AR HE gt
c T AZE d9A9 24 9 7)o dddA d2 7] WiEZel, T AZ 719
vitro A'4HO] AFEHAT. FAGARZ EF THZLES] 19Ut Joagdoz HAA

29 8% AVL JBE, WY FHS W F2G ArEdol

-

« HIAASHimmunosuppression)}s FEst= 7FsAdol e IEFEAES IL-14,
IL-2, TFN-7, IL-83} &2 AC|E7IR1 AT Fofn|sHA| AaAZIH.

o Sk 9t WY 7)ol #TRE ARIERRI /AR d¥d 2d 8y
1 #8i,  AIEZIRI fA% W Z2RE A

FAH P A (Luciferase; Luc) |FARE EFst= Az

LZEWEH-ZRH [FHAAE &= AFHo] &ds] AFEHozT oW &

ARIEZRRL fAAe] ZEHEC o3 I wEo]l XEH= FEZE(A: green

luciferase)s JFAoE TdHste ARZFE E8otH ItEdol HIYs

TAs FFE LaER SH7s0I

=
T cells @ %Dgnﬂﬁﬁﬂ cells
-

& a

i
s,
d

IFN-y / IL-2 reporter cell IL-1( / IL-8 reporter cell
(#2H4) (THP-G1B/THP-GB8)

e s

Promoter  IL-2 [IFN-g IL-1b IL-8 IL-8 Luc
Luciferase (SLG) igﬁ}_' (SLG) assay
Evaluate the promaoter activity OECD 442E |

[T 1] 2AHH 2ZEHE FFHO=Z UHHGH= Ml 7HX|
MZZ(2H4, THP-G1b, THP-G8)2 0|85t sst=E9| MY
=4 s Yotels SEH HIHE 2AL

26
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IL-18, 1L-2, TFN-y, 1L-8 Alo]E7}el wd 2d8g Wrlehe @lme {44 Luc
=7 7]9F AlgHo]l geHY 54 Al (Multi-ImmunoTox Assay; MITA)(CL®
Deg T &5 E= XY FolH, o] AlFFoA doj ZAAgS SAFoE

sAste] AldEde] WY SHEE A5 ko] Jd Folnh

MITA 5 IL-8 Luc A¥WEL in vitro % 2 AHHOECD TG 442F)0.2A
I E I TH2022.06). 1L-2 Luc AlEH2 2023 790 TG 444AF HHEEOH,
ol dXE ESF tistw oFtfsl Setsuya Aiba T4 AFHO 93] ALE
[L-1 Lucke @A AF5 AT ot & SFAVAE TG 444A9) 7|&"
AEHE [0FstT, AEY a9 9o sl 7|&sHltt

mIL-2 &t T ME =H J2|0 HY S4Too| 012X i

IL-2 Luc AIEHY A5 o] gk ol&24 +A= 202190l 5<91E OECD
Adverse outcome pathway (AOP) #154014 AWH ZAFH &4 Adfo] &
T MXZ &4 A w9 &AK(Inhibition of calcineurin activity leading to

impaired T cell-dependent antibody response)°|tt.

Calcineurin (CN; Serine/threonine protein phosphatase; protein phosphatase
3)°ll 98l &443+d nuclear localization of nuclear factor (NFAT)= 3 UWjoflA
AP-1 ZARIAISE ESAIE F4dth of HFA AARIRE 1L-2, 149 22 T
Az G AIEZIRL FARRe] ZEREC] AYste s xS IdE
7RIt BHHE, CNo| /o] Asi=H, NFAT &/437}t Asfi=lo] 1L-2, IL-4 &
APo|E7IRIS] AA)E Attt oSt Haws 2= B AlX &3t W S4S Al
T AX ol&F JFJAYRHT cell-dependent antibody response: TDAR)E
AstAIRIT. o] Il CN A3 RIgk TADAR 7|5 A3k B=o|tt.
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© IL-2&= Th-13% Th-2 % Treg &3t YA J&S Itk EIF IL-TRa2
Iee dAlReEZN AlZ AE B TME TEE Asfdd. webd, IL-2&

Weslsel BASle Ase BE REh %L AT WIASE fusi

TDAR AZ9] Asfo] o3t HAAA7} dojd HF- [L-2 E&o| fAdlth

o IL-2 Luc B7PHL gst=Edo] 93t [L-2 Udo tigt a7 1882 243 4
Atk olEgt IL-2 AAF 2EE TDAR BRSO F3FS mjd HYA] F= A3}
a7l 9Joug [1-2 Luc 84 A 53 SHER WA = FAs)
715 wast & Qlok

B IL-2 Luc AIRY =S A

o HE 7|HF A AA"Hlog  [L-2, IFN-y %  GAPDH (glyceraldehyde
phosphodehydrogenase; W& 42 Al 7HA] §47 ZERE] o5 WHo]
ZAEE O7, AA 9 JA RA|HA 22 fAAE Ydoke QIF TR
S8 AZE Ag3 o] AZFE= UE Tohoku ietw J#iste] Sugamura
W AFEAA QA7 T HZFoA [T Jurkat AEFO] 919 ZxEE
EHANEE TR HEANI|EE Aot en, 2HATT FH= A

T

« 2H4 AMEZE= [1-2 Z2RE 93] 1d FEA|HIA(stable luciferase green;
SLG), INF-y Z2 R Eof 95 &R FA| A (stable luciferase orange: SLO),
Jelal GAPDH Z=2HHO| oJg #HE FA|F}A|(stable luciferase red: SLR)
xy fARGE FFHoE FAJMHIH 1 IR).
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B IL-2 Luc Al aPgat HjOE a4

°
—

L2 Luc AIFME 37 2H4 AIE ZH), A2 A% 89 Az 9 X, 9P
24 5 3 @Az s 4 ok dold sae AuEae) wel Ast 9 st
ong FAsks HAoltt,

(1) 2H4 A=x 29|
- AZE 2~43] AYElY T ZAL2004 B AECRHE AR Hjsto]
ARgste, X 123] AeiS E= 673 siFE AlZofA AlF o gt
- g2 RPMI-1640/10% FBS, EtAr|= A" YA 3% (puromycin,
G418, hygromycin B)S ZE3iY,

ll

- 2H4 AEF9 7|5A ol FAUYRFE IEQ  dexamethasone (100

T dojd Egge Ve s

o

)
n

rg/mL) ¥ cyclosporine A (100 ng/mlL)
AAbE ASHE7E 35 o]/ido]ojof gty

- 96-well flat-bottom black plateo] AZEH 50 pxL 2 X 10° cells/wel)Z
Alg ettt

- AEEZLE dHt¥or & EE= dimethylsulfoxide (DMSO)o -&3fA|FITt.
g8=of wa 25~100 mg/mL(E) EE 125 ~ 500 mg/mL(DMS0)<]
TER AE £AS Azt HET w9 IFE &AL HEHoR Wiy
50 Lo 3]45to] well plate] ol BFH AmujgHzt T3gict. AHEH
& 2"} 4709 welloll Al@ gttt
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- SAdEREE &HWiE AEE & 2% %= DMSO  1%E
A ZHf Qe o] T}
- FAHYRFoE AEEHE SRME2  dexamethasone (100 pg/ml) 2
cyclosporine A (100 ng/mL) & 7F<°o]th
- AEEd AY F 1Al B AFH] AlZFA EXAR] phorbol
12-myristate 13-acetate (PMA, 25 nM) ¥ ionomycin (Io, 1 M)
A7t & 6AIZE viFstal, 37HA| HE St
(3) ¥F =F
- FrkoAlA WgE2 FEgt FEEHE ZAE 96-well microplate
luminometer (9]: ATTO Phelio, Berthold Tristan 941, Perkin Elmer
ARVO)Z =A3lc}
- Al 7R B3L-L Tripluc® Luciferase assay reagent (TOYOBO, Japan; 9 @
100 pL)&2 =%3ict.
- g S0 E Aol nEpuE= ok E 29 Ert
- PMA/Io AE AEZ|A UL nIFNLA Fto] 3 wvtog UL MEZS I3t
|doA dolxl ZE dojg = H 7|3t}
(4) dlolg 34
- OF Al 7] 2AE TSSte 49 AI9EZC] |HY +2 7t
gk “FAdTolgtal wRITh P2 A|FEZC] WY Aot B 3}
& S Qugltt. o] SbAl AR HieF ol [L-27F T A&
9 A3} FF B HHAR JqeZ 57| "ot
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O AFEAY % suppression (F 2) Hgko] 35 ojAto|H “HY A3}, -35

olstel A ‘Hel AT BrRIHEALOR Solsitis [A).

® g MENA doizl Inh-GAPLAZEC] 0.05 ©l/do]ojof qtrt.

A Al 20 FRtekA] ge B, HIEAEA) LR B,

HHEE AAGun)olM " BHE, I Ee =4)°] 23] ol Y

Uehts A9olut fa% AECR 15w

[E 2] IL-2 Luc AIEHHOIN = m2jojg S2 2 9jO)

>~

2ol ‘ oln|
IL2LA IL-2 Z2RE BYE HASIE SLG TARH B4
IFNLA IFN Z22H 243 9dot= SLO FAHEtH &Y
GAPLA GAPDH Z2RE| g4 sl SLR FAIHEK &Y
nIL2LA GAPLA o= HHSt IL2LA &, IL2LA / GAPLA
nIFNLA GAPLA Ze= HHst IFNLA &, IFNLA / GAPLA
nh-GAPLA | JEE el MEOIM €2 GAPLA / SiEiE Hixfal MBI @2
% suppression | (|-2IEE 21 WEOLY 22 nlLaLi/SIRE BRI MR 22
Cvos Inh-GAPLAZI0|  0.06% HOIFE AI@2Ee 2N 55
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H13= 2024. 7.

B TG 444A A™

IE

ks
FH
1o
1o
1o

Wel E4e W] 9% AOP 7|8 SENAAGNL odF m viro AP
1

7K. & WY =4 m®ryk MITA, 22 1 Z%; X 1. 9A4" ZaH)oA
dolz flolHE FdHoZ sjaFgozmnN Hrp LHst Hriyozm JQyuts £
AL, FEAEES FAHoRE AT ¢ IS Ao JAfH

olfst Lgo] Aulz AZE A IL-8 Luc A¥L &83F o872 H7PH(TG
442EF)0] 20229 6¥o THEAL, 2023 7L IL-2 Luc Aol 7]4¥kst WY
=4 7PH(TG 444A)0] L= QT

| =5

OECD Test Guideline No. 444A. In vitro immunotoxicity. IL-2 Luc Assay. (2023. 07. 04)

OECD Detailed Review Paper on In Vitro Test Addressing Immunotoxicity With a Focus on

Immunosuppression. (2022. 09. 19)

OECD Adverse Outcome Pathway #154 in the AOP Wiki platform) on inhibition of

32

calcineurin activity leading to impaired T-cell dependent antibody response.
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O XUl AR H ADEQ A Jio[EA

B

O "iIx
- =-4L

« OAE 7le9 SHg AZEE &83 oFE ARGl FA FRYC Wt ISk
FA 2 HA BAE dAsluA sk BAoE ulE FDA: 20239 99 AR AL
B3 AT EJo](Prescription drug use-related software) TA19} TEH 7lojdA
ZQkS ulAsSIITh

i 7toldAe AFRIAL s ANGAL To= Qs BEE AZES0] EY(output)d]
ozt FDAS] =p#ig(labeling)oll et A=A, oFE iy HE AZEFO &9
ofgA A& ZJAA| dista] AASAL Ut WA, 2 AL BE k=S M
AR ERE ARRAet BREA] e AZEC] A EE EADol=
HEHA F=tt. Zrold 2o AASIALAL Sh= W82 A off Al 7HA|eF 2ot
- FDA °F= =hdls d3t A&

- A" R (Prescription information, PI)oA12] epdld] A

- AEN9] AE 274G

* FD&C Actd 201(m)Z°] ==W ‘epdgolst AF E= 1 874 ZF|
RAEAY Bulets BE ehdit g Aw, A4, £ Oy gmz gojdd.
WS FDAS AW ofg H¥de A B4 edA(equiredd BRE
2P (promotional) 0. & FEE T}

- Y 2P (required labeling): AW AHE I AZEQ[o7} oFE9] QbAsHAL
a0 AR F4AQ 7ls= AlESte AF, NDA, ANDA, BLA o)A
FDAO| P& A&ste] S0 Holop 5iH, ozt &2 AWHE(PDAI=
L= ook gt
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- X8 3 (promotional labeling): "4 HAHZ At nE ki
ojulste, ofzof disi d¥sh= <M, Y Ex HFY Aw7F ZHE 4 Utk
=9 85 Yl disted #+3 FI HEE AIofor ot, o] Zhdyg EIE
2% ¥jZA] FDAC] A& = olof 2ttt

o,
filo

« AFBATE AYoF AbG T AZEYolS WESTA ¥ W, FDAE 4
Zeo] W4 By EE FRS sUPoz FFHolop sheA, WY AmEo]

750l AYAHE ofgA drgEoiof steA ARE AHsH] A o= 2

=

- AureF ARE T AT ELol7} AEQ QbHoty E3HAQl AREO] E4HQl V5
=)
B
T ATEo] ARE Al A o]9(clinical benefit)S A|¥st=

- AWeF AME B AZEO7E &85h= HlolE7t drug@t deviceZt AYEH &R

A|&E(combination product)®] FAENA FFFHOR AFHEA AE
oY A0\ A device-connected software function®Z 2]sH
o AHFeF AR IH AZEQ0]9 Y]5o] AEFuith Aolsta, FHE AEFES HEE

device-connected software function®Et= = AREO] QlojA HXZQ
715@. &2 7158 "olojg] f F)°o] Bot k=9 sty Ayl AN
I3t 7ol 22 F7HAQ 8Rlo] A F= o ATYAHHEPDA TE HE=
2R AEE AASt ot &35 FHE AREA E¥*(end-user output)©]
A Ho| EFE|ojof sh=X] ofil ATE0| 7|5 & met AlFHE=R
2 7HA] A E AAE o] Astal Ut

ol
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S AT A9 AZEOIE A ALsH=

= A7 BER ARy A+dE
DAE ol#3t AHE AHHHE(PDS ‘CLINICAL STUDIES A4
zeote s st lon, AZE] 7|led #HA" T AR 2 EI
FDA Z gS sk, AF 5% & Ueo] WAEE: 4% oE Fddy

oft W

<

- YAHeE FoURE ol Wit SAE AlESHA Y= B B2 2LEFO7H

B(PDe

- HF AER EY AES wHE FUF AR 9F AZE0|9 B8 =77
99 FA(CDRH)OIA HEgS AEZ & Stk o o AWer A8 ¥4
AZE0] W JEY #FAH HFY EE IHARZ CDRH7}F CDER Ee
CBER®} &9 stol HESH

*End-user output: AW AME FH AZELo7E &R WA Ee o®
ARZ7HHS AHEADoIAl AFote BZE AU ZH=E Yuisiy, AZE0|d
olsf BAHE IHH HEA(FAoIAY FAQ)), LAl AZEofo] os) AHE 47
T 4L HAA] 5ol Z3Hd

i

()

« FDAY Aok} @] U418 A2 7169 Agol Bt el MR 78S AT
S At AAEL Aystn glov, OAg dxo] BE AAF AT AF 71w
5 275 918 FDAL Ao Ag B AmESlel Ay FAS A%
Pl ZQhe WESALh Zoto] it AL wol FF AT slo|dAS TEY
odFgold, s sloldiol Ay AE BA ZZEgole] epae] g 74
Apgpol 3k Aoltk

| voL / vad |



Ol=/23/R /22 2

H13= 2024. 7.

| =x
FDA. (2023.09.) Regulatory Considerations for Prescription Drug Use-Related Software
Guidance for Industry, DRAFT GUIDANCE.

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/regulatory-con

siderations-prescription-drug-use-related-software
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O oE U Mas MNIe| HISKA ¢4t 2= real-world evidence

« "= FDAE 20244¢ 3¥ = Ex= AESHHAAQ &3 9 QREgo] oigt AFFQ
FAE IFshA FHATEE EFE HSAE I4E T 49 ALD|AfA
J23oF sh= AFFE AlEdhe 7leldAY] 29k WSt

- THAIA BHoR BFAA AFtolA Aol she AT AAY EAYH 2HS
S 7PoldAR, o] Zlojdo] wEW BFAE dfERes E FE AT
(observational cohort study), At A-(case-control study), AH7]-
g2 A (self-controlled study, 9= case-crossover, self-controlled #Ao]A
AlFZ AT 532 AR

- 2 - A oFF 57F B Aol BISAIA AFE AREStAA € o &3

d 4+ e BAE AES ddsted Eee FA AEIeH,

AAEASHE A Z2EFZ 9 SAEASA D(statistical analysis plan, SAP)

A% A Tefshol st A Tt ek

o HSAE Ao AREElE= AARE HloJE(Real-world data, RWD)2] A7} AL
AESE Ayt F20f o] HriFolr, AAME S (Real-world evidence, RWE) 43/8°]
dole  A3dS Foketl otk RWDY Aol AFE, A4,
F471s7do] arejElolop ofm, AP FQ A WH(eFE: Zy ZHRHO] gt
tlolele] 7He/H AFE 93 SRt £ AR RS nldith

=

37

| voL / vad |



Ol=/23/R /22 2
H13= 2024. 7.

A= FDA= 189t RWDS #&sto] offier &2 oot A& Hakotith

- AT 7| E(Electronic health record, EHR) ¥ Hdolg, HAAED tlolElE
E83 oFF E FESAAA A AAEA A A

- RWDE &-83 ooF 9 BEHAAA s71oA Y dole #E2

2 7]e} oZxto] Mol Esksla]l RWD

- A4 IR HolES Agstel OFE w3 BAY AU WL FBT Y

« ool ZEd AHME BISAH AT A BES oe F VA A

- A7 A 9 599] Abd BAISKprespecification)
- Aot H8=y APE A AdF AES FEsH| Yol HEAF dFE ARSSHE=

Zo| AAEeH] Brksh] §i3t 27| A IANE FDASK] EY

1) FDA. (2021.09.) Real-World Data: Assessing Electronic Health Records and Medical
Claims Data To Support Regulatory Decision-Making for Drug and Biological Products.
Draft guidance for industry.

2) FDA. (2023.12.) Guidance for industry Data Standards for Drug and Biological Product
Submissions Containing Real World Data.

3) FDA. (2023.08.) Guidance for industry Considerations for the Use of Real-World Data
and Real-World Evidence To Support Regulatory Decision-Making for Drug and
Biological Products

4) FDA. (2013.05) Guidance for industry and FDA staff Best Practices for Conducting and
Reporting Pharmacoepidemiologic Safety Studies Using Electronic Healthcare Data
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o2 ME 7N 5%

- AR 1. wEAE AT0] e 3T V1 A M A8 2B A AT
Aga A7 GAd ot 2AS TPl AT ZREES HEHow YYslo] AR
soiz viaAA a7l Sds "4, dALT PACE. T Y 5 48
2o A%, A A7 R dest B4 B, Fd BY TUF 5 o
FE A= olst AT cheTt L AT 40 e AR Aok ot

- AFEE(AT E53) 9 M

- HZAH AFEAE Ak 24

- AT HAA(HARNY] Me (o, FFE, SA-thR7, A7|-thx AP

- A Zxel 7MdS diEdsty] s AgE dole Y 2 A7 dolEd

- A7 FES dfask] sl AR dlolHYY] A Ee FYA BIEE g A
T B A A%

- Rl FEE ol Abet A W) HHE AIE E(target trial emulation)
= 718 dd A 7heet wek @ #H

- 287 18 ARRHE. Q17 A Hoet I EADT sE 5

L DAY 2. AT AACIARD): AR oE d7aRe] Wk A AT 44 948
Arofol ste, 2 mEEgel thee] A 84Eo] ZHEsH AFsolo} T,

- A AT AR A A 91t 13t tholoj1f(causal diagram)

- HRO A&, A7 2ol =2 A

- AR Z & uiA Ve

- 9 W0 MEA d 2AH Aol 9 2AA Aol HF

- T SRRl H8erE) H AAA HIES siEsh] SRt Uie M

- LEF/HLEFOAY 7]& @& (index date) A9, £E AlZHimmortal time)
ek 22 A HIkE sidshy] et A=

- 2 71700 A 9 B, A A9 9 o 2 &4
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. THAY 3. B dolHUdata source) EIFAH AT TEIL dojsEe
gutson @7 oo Exos gAu] uEe] A HF dHolHde] M U
A7AE shdo] HEeA PEeor s, HolEige] WA AT HAYE 5
ched] aAES el gsor Bt

—

- 28 Hlolgde 49, dolgrt ¥ s~ U
- Hlojeld A=) 24
- A e oA dddol of HlelH e #3Ag

- 7}s3t wek Qolo] HI s

- dols] Aol tie AMg FHse Hu(EllE A 571 W R

-tk Hlole Y B8 A EE 3E dold Y 49 2 29 Ae 27

- F8 dolg o] et Wt A7Ie ofs Fa dold 840 A et AMS
Rt AR

- 78 wWho] 2aH Folo] w2 AHE 179 Hay Ao

L S AT R DECEEE

- 729 Holgdd 32 F2 S &5

- OFs® 49 HE delgene] 7€ B FAE d4(@: EHR 3 A+ dlolgHo]x
2t HolE {e, 23S =ERIs] f’t AFGE HlolHHolAete] RWD AE), F71
gloly =4 A

- TR 4 B4 T AMAEASE SARSAYGADS F1E B4 2 BE B BHg
A48 Aglof sh, Aol he @47t EghElojof T,

- e Wl BE F7] A4 9 o 29
- AR GRe PR O 488 BAE
AATY 73

1%
oE
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ox,
>
L
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ofx
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o
>
n
2
o)
ik
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FEAY Ax E7E dolHE A=eh] fet AT 34
3 BA4 AFog A A1F 279 et F7L oF kE EE

, 97 84 9 WA 270 diet AR HE =3t

I =x
FDA. (2024.03.) Real-World Evidence: Considerations Regarding

Non-Interventional Studies for Drug and Biological Products Guidance for Industry. DRAFT
GUIDANCE

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-evidence-consi

derations-regarding-non-interventional-studies-drug-and-biological-products
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H13= 2024. 7.

O} HHIT -
- =4 -

<ICH 710|E2121 E2D(R1) 7Hd 2= FDA 7f0[EiA
AS k= OFMM HI0|E Individual case safety reports 22| %

ETE 9st Ho| U IF

Bl

« "= FDAE 20034d] #EE 7[&9 ICH E2D Alf & <34 dold =)
A&7 A%t Ao & ¥R AFS /AT E2DRDO) oIzt AW 2k 20244 39
SHSiHch. F A A AEA ASEI e BA HlolHYl Adn|to,
NAZAL 2208 32 Y T2 50] AL8S W] sl AW ¥ AR BuE
23t 8o] 9 BEE Adlo|EstA} 519

+ 7]1& ICH E2D XY Aot #E2 T ol @AY AEHA &0l ARgE7]
FEA ol 2019¢ ICH E2DR1) EWGHEZL ¥71E)°l dE=o] E2D /W
ZHSITE F° $8 NPARRS offie Zt
- 71& tdA &Y XA E8EE &ol9 FHolE ¢ A A9

- M2 79 ICSR &4 (HAE EHE, A AY/A A Z2TH)
- ICSR B3 7|&, Hlolg 3, A%, 4, il 9 9 2] A

* F8 WAL 1. A2 29} 8o
- HAHVT7|ES ZARE ICSR: F AT 5t4e] AE/ADR E& 7|8 IEARYS 7HA AL,
A% oo o4 Ee ASAE OEI AE Jhett 3 9 AdETks
HuAE 13t AE S tAA B 9 7| & shugte Rgtd A4e

A4zo] gt

r
ot

Hr
Rl
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A14H I (Expedited report): Zolx= A 15¢ oy Eilgfof ak= ICSR
F9 B1U(Primary source): Al Bl HHA AlEE AFoH: ArHETL
T AHIAE s, Aol Higt AR A AlSe A
A" ZHEZ(Digital platform): AR 7+ AR HAEL 7154 st=

b
Ie
Im
E
i)

+4 Al&"(Organised data collection system, ODCS):
tolHE FAFelx AgH WHAor FFSh= AAFHOR A4 7EHE 573
2] ODCSol| Higt Z2EE2 859 4 Utk
g2 Y =Z=ZI%(Patient support program, PSP): QIR Al |7}
FEAHMarketing authorisation holder, MAH)7} AJZ8F ODCS9] 950z
A7 SEEO] ooFFE AN e ofoh AE7F B = MAH, 4 SmAETt
7 FFF SAlo] xHEH d2s Boked A9, 49 oY, 1§ Zg2Id 59

A ZAF 2 J#(Market research program, MRP): 9oF& 2 AW oY
gt 98 A7 B AHAY §FES A¥de= £Hco niAYg 9 H[RYA
Ao =2 sH= ODCS

* 38 WA 2. ICSRY] /¥
- A K3 (Spontaneous Reports): SBAE7} T AH|R7E MAH, #A1713%

EL 7e SFRAAAIE] A 9AkaEste] AE/ADRE AHsks BuE ODCSY)
anz 49 Zo] ot

- 93% HIi(Solicited Reports): ODCSOIA st H1g B EX5oz QHH

ICSRS A4 Hiug EFE ity Hrlrt EghE ofjof ok
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+ 78 JIPARY 3. ICSRe] &4 R HolEd (HAE SHF Z3): AMEA xdd ICSRY

X2+ "AE EHE, PSP, MRP, FAI7I#HRegulatory Authority Sources)7t
o, Ed(Literature) TEZ} FHASHA A= Art.
g EHE: AEuHo], FAIE, YU ZE, o § FHEeR He9
Holg¥o= MAH7F 44, &A1 % *9Jsk= HAE 2]
BUEYsle]  AE/ADRS  olsjol obH, MAHZF sy Qi T
ZHEAE AE/ADRS ZUEHHAY HET 7L gl

- PSP: MAH7} PSPE 29%95l= 9 PSPoA] ¥t nE HHE AESo] AE/ADRS

gholdfloF s, MAH7} QIA|3t AE/ADRS AAst QlatA Hr7lE xgste] 2=
Bz Fe|glof siot,

- MRP: MAH: MRPOJA ¥ mE AHBE HESl AE/ADRS &<Idfof 3t

PSPe} mhRZIAE MAHZF QIA|’F AE/ADRL A3t Qlabyd H7E Egsio]
QAE By | gojof gt}

Ol

. 29 7|HARF 4. ICSR EI 7|3 AE/ADRY AzH 2 oj&risAy pasie] z+

44

=78 843} 235 olF & YL F XRo] 7=
Important Safety Findings: 2]2F&2] &2A benefit-risk #&ol W3S Z;sAY
5 HHo dFE U@ F Ue F8ohl FUE KA T Al Thed dEd

TAZ1Eel BEasfor Fth QAo Fuidt 9¥E AlXkle AlE® Yi(in vitro), B,
A3t Ee A dveld UE 4 3lom, EdRol §4, 7I1F R, ERA,
AL T APLE 371 50l =3doh

718t ¥ AR oE kdAd T EAE Aol HEE7] fs #E WelE
gAstlon, af BE fohEg, 8, 28, FEAEF(medication error),

ARY kg, A/ T AdF AR, 37He ARE 59 AR =S gt
AAI7E Aol 2= A



oz ME M s

« 713AKZ} 5. ICSR Hlole] Baje} 9= e AH|
- ICSRY] 7|&t #& Aol sidste ArhEg, 38, AEAELR, Y4 =& 4
YA/ 59 9JoFE ARgolA E1E AF/ADRY AL OHE Huel Az
oxokET} B ARglol]l st FE7L bsE GHGEE follow-upS AASHEE

AW gom, B QA/4e F9 dE A8 A9 i 2w o

k27 dolHE AET W FRE nefshy BsEs Austy gow,

I =x
FDA. (2024.03.) E2D(R1) Post-Approval Safety Data: Definitions and Standards for
Management and Reporting of Individual Case Safety Reports

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e2dr1-post-ap

proval-safety-data-definitions-and-standards-management-and-reporting-individual-ca

se
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O dH0|8E R MEetH 559 < HIo|g FZ-do| &t 70|HA
20249 44, FDAS] Center for Drug Evaluation and Research (CDER)+= A A|o] & X
ABETH 554 A9 Hole FZ2-(integrity)ol 3t 7Fo|AA %2t [Data Integrity for

In Vivo Bioavailability and Bioequivalence Studies]& @33t

o] 7Fo]'d A= Generic Drug User Fee Amendments (GDUFA )2} Drug Competition
Action Plan®] g¥o 2 AU QJokE /i &4 FIAI717] Yo Sy = Ut

o] 7lo|d A= AJA| o] &E(Bioavailability, BA) ¥ AHE5H] 554 (Bioequivalence, BE)
Aol A glolg REAS B3I o] & A5 A8t E ARFEE A% AN applicants)2}
A& 7] Htesting site)ol Al ATgtt.

g 7Fol' Aol Y82 investigational new drug applications (INDs), new drug
applications (NDAs), abbreviated new drug applications (ANDAs) ¥ CDERZ}
TAISk= biologic license applications (BLAs)S] ¥AF 2Felst A+, o]& 3]7F A% A9

amendments®} supplements, 12|11 B]YA} A1) BERA BHo| %= 2=}

IND, NDA, ANDA, BLA ¥ o]& 41349 amendments?} supplements©]] BA2} BE
Ho|HE AlEok= A #2E 974, 723 BA 9 BE 39| A3t in vitro ¥ in vivo

A9l 5= 21 CFR 312, 314, 320 @ 6019 HA]=]o] 9t}

o] Zlo|dAoA Qulsle= dolHe FEAHZ tolH HEA(Accuracy), A4
(Completeness) & AlZ]A(Reliability)S ou[3tct. A&sta FAsIY AFe & Y=
dlo]g & HoHE AT AFEOlA A%E & A2 H(Attributable), 912 4= 3l(Legible),

SA] 718 3(Contemporaneously recorded), ¥Eo|AY R E(Original or a true
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copy)©|°1oF 317, 8K (Accurate)d|oF JTTHALCOA). |3t Hlo|8 2| £/4d2 Ho|H 41

A%7] 5% A =|olo} Wk,

o] Floldzd Mt Holel BAYS RATIE A kB oy, REH L EAL
B R AYAY F8% AYYL PR @ AHAx fEe 7t

AVSARERE obd 2k A7 13 Aol A = sig oS HAISHT

Zlold2e] A A2 F2 Ak giolHd] F42 i AR, e dHloly 33

FAlolz 289 5 et

- B4 ARG

- AFA= BA ¥ BE d4E B9 AAEY HEEE dHolHe RFAAHT 7|44
(confidentiality)& EAslof 5}, BA W BE 979 =& Ao A oy 4 #&|s}7]
A3t HATH A ARE FAfof gict,

ABA7E BA 3L BE 972 AA| = AR5 Ysl7] S8 A8t AR o, A8 A=
A @7]3o] s 7holdA 9 ICH A4S AR BE #13 ¥ € FDA
Aoke ATE Sl Sofgit), T3, AYA= A7 o] HlojE RANS B
98} B B A2(holdA0] A4 [ILC F2)S TR BeSHEE 278 4 ek

- ZL 9Jo] AR A A off WSS ET:

47

| voL / vad |



Ol=/23/R /22 2
H13= 2024. 7.

2) RYEY AlE A AR Ald71Ee] dolH Y] F4% F24S §7F Al 2% %
HESIL A7t S5 TAAE Eoste FH0 RYHPY &+ Qe Alge Y
Qe AR ZYE P AlYS skl AR i) A HlolH 252 ofdffstaL Al sfiof
gt A€ 501, diolgmtdo] 2AAAHA B0 85 H A2 F UEHD EH=
HEYE o ZAF 524 glo] 88 < Qloh. A= oE 71719k RZEfo] AIAF Ziof

HolEE olsstAY H¥ete AladE AH-s] RYETske A2 Holy #2445

BAakE B g0 W a5tk

3) ZHAudio: A7) BUE AY £ RS sk A8 BAE Susks AL
LA A A4 24 91, WRe] e, okl 2 B BT, HolHmy e,
EARUEY 2 A7 2 a7ARe] Be A4S 7 2E Ade] 29 & ik
AR A171389] Hlol e e 729] 843 919 /AL ofshalok th. AARE ol

E ARIES EHE 5 9t

A7 20| Moy & F7| 3¢ HI0|E FZ2HES |RAlGt U=X|

(O m, Cloje FZAY0 2% BE /XS AAHD Z2MA ZF)

HO|E{2t MIECO|E{Zte| S X7t U= ER, 01 ZAlSH=A|

4) ZAHAudit) 239 A%k EUEY Aol £ HAES 0] AT &+ =S,

A BUE B A AL ARARGS BASE ook A A dgtow
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3, B 7|8k 2l o

Z] A
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, Hlol8 =+

=z
L

REER

=y

ojxo}

© AlR7H HEA ARAY

ﬂAlO

- BA W BE 977} Bl W 7

49,

9

|

S RE 2

w7t

- BA ¥ BE 9+ d|o]E{ |

o
ol

2

9|

3} 837k 220]4 of

@9 A4

o

o
A

o
Bl

5

Hl

A}

_é_j_

oRf [E 2I% Zt (& 840

AL 7Fo|H A section III.C - Elements of a Quality Management System %)

e as

)

o

£llof] EetE ofof
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[E 2] EF 22| A|A”I0 ZBH=[0{0F 5l= 24

HIOlE AHHHEAA 2 HOJEf &% F7|(Data Governance and Data Lifecycle)

7|2 2&2|(Records Management)
- Computer or Related System
- Collection and Documentation

- Sample Analysis

Data Storage

Data Backup

Archival and Retrieval

WL(Training)

HZ 2 HsHAccess and Privileges)

ZEAL E=X(Audit Trails)

EZ3 25 9l Z3 242|(Quality Assurance and Quality Control)

I =x
FDA. (2024. 4.). Data Integrity for In Vivo Bioavailability and Bioequivalence Studies.
https://www.fda.gov/media/177404/download
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O eH-oE HelRI(ADC)2 Ydoa|st 2] Allo] et 7j0|HA

- 20244 39, FDAE FA-FE YA dAekistal 1 Aol Bt HF slolEa
[Clinical Pharmacology Considerations for Antibody-Drug Conjugates Guidance

for Industry] & ¥H3IH .
- FDA9] Center for Drug Evaluation and Research (CDER) 7} @f#3} 7}o]H Ao]t},

= } FEo] =3tH PA-FE HEA(antibody-drug
conjugates, °]3} ADC) 7y} THE AMA 9 7t 8 FARES 95 B4 AR
A3t

- ADCS} #RH dAore|shy 18 A 9 B E A (bioanalytical) W, 83 A
47 4 L&-UREA, WA a9l QTc B7h WY, & 4% A8&(Drug-drug
interaction, DDI)Ol| ti$t FDAS] B Al AFstct. 7told oA =9lH AR o2
539 ADC (f: A2 54 ARA} oFFo] ofAY FFst 0]9]9] H-§5E 711 ADC) ¢

Aol 2854 ke % 9ict

« JESIHEAH(bioanalytical) ¥

- BE AESHEA WHE FDA 7holdA M10 st W HS (20224 114

)] of YAE Hz2 45 EAL Balsofof g,

- dutEo® A QIA| Fo] AJFEE ADC 9 11 4 84+ HASH SAMoE SHHolof
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A% FNHEAAL ADC, 1 T4 84 B st B4 S Al 8% 2
wZ-9rgEA0] WAt ARE AT} ek, A% FARANA ADCY T4 84 ZHS

AlQlsk= Ao BHsh= B¢, o AFdE ALefsljof ettt

=]

3) 27| =&-5RS glo]HE 5o £43% ADC 74 249 HHA 2 85 7[9%
L% (dose) - © =E(exposure) — ¥S(response) &4

ADCS] 8% - ¥18 B4 S5k A o), ADCS 1 74 840 o Z - WS
$42 Sesliop gk ofidt A 8% Y 9 2uw el A4S AUttt

ole} HeH Hr} ZAAISH AR FDA 7HoJd A [Exposure-Response Relationships -

1_

=

o

Study Design, Data Analysis, and Regulatory Applications, 2003 4% ®¥#] 9

1) <& 5 E2of 29t ADCF 220 29sHA] &2 ADCO 4] 5=
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* YAA L2(intrinsic factors)

- WA 811 (O A E= 271 Ao, eFElRAsh AS, Hol, L, IF, 1%

= L= K]

O

EE 1 74 249 QA kEe] GFL v1E 54l demw, the £ 7k U 3
St B7hefof st

m

1) A 9F53Hpopulation pharmacokinetic) B41S E3F YAFAT

2) AF = 717)%5 Ao, ok §-A4sh St #EE A8 At(dedicated study)

* QTc ¥7}

- ADC 7t S0l QT 9% 93 B7iel QT Bt Adlo] Edbs|ojof 5hH, o] o}
7tolelAo] WA & A& olof sttt thuk, Yukdo g ADCO] §H BEo A2 9]

T

ol RAE 45 2§ 7RsHo] OB E, QT B7he) F8 2L ok,

1) E14 Clinical Evaluation of QT/QTc Interval Prolongation and

Proarrhythmic Potential for Non-Antiarrhythmic Drugs (20124 10%)

2) E14 and S7B Clinical and Nonclinical Evaluation of QT/QTc Interval

Prolongation and Proarrhythmic Potential-Questions and Answers
(20224 89)

3) E14 Clinical Evaluation of QT/QTc Interval Prolongation and

Proarrhythmic Potential for NonAntiarrhythmic Drugs Questions and
Answers (R3) (20174 69¥)
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HY YA (immunogenicity)

ADCOl 3 99 ¥h3-2 4, A%E °FF % U JAE EUW ADCY BE 74 840
o) WAT 4 Yk ADCE AEHCE FS ARAS 2] mEd, ADCOl
W3} Eo] o]zio] PK(EFEDD, A % Tl WX BAH 4L Brhske
Aol 9 Zaste,

ol FDA 7to|dAo] HA|E th2 oA WL H7HE =g fof 3ttt
1) Immunogenicity Assessment for Therapeutic Protein Products (2014 8%)

2) Immunogenicity Testing of Therapeutic Protein Products — Developing

and Validating Assays for Anti-Drug Antibody Detection (20199 19)

k& A5 22 (Drug-drug interaction, DDI)
v 43}t k=3 ADCY| 4 840 th3t in vitro DDI F7F7} =8 | ofof 3l

FDA 7}o]EA [In Vitro Drug Interaction Studies — Cytochrome P450 Enzyme and
Transporter Mediated Drug Interactions (20204 19¥)] of YAIH =2 CYP 84 ¥
transporter®] thet AoiA|, F-=A4 L 7|24 9] 7|52 H7Felof gt

735l Wk FDAE B2 9 eFef Hiet 71224 9] in vivo DDI 7t +3& d4T & At

FDA. (2024. 3.). Clinical Pharmacology Considerations for Antibody-Drug Conjugates
Guidance for Industry. https://www.fda.gov/media/155997/download
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O 715 KMol ExtoAfe] ASst A DA Eet 710[HA

¢ 20249 3¥, FDAE= Al71%°] Aske @AA 9] oFsst A+ 44, dlole 24 o 85

Ao #3t 2F 7lo]dA [Pharmacokinetics in Patients with Impaired Renal

Function —Study Design, Data Analysis, and Impact on DosinglE &3¢}
- FDA9] Center for Drug Evaluation and Research(CDER)7} ®#3} 7}o]Ed Aot}

- ol A7l A8kt 5% okgo] ofsiel vxle GRS WS Ut AT S Bl
AR AZYL. A7l Adk k53 Wk AT} QA SBElolof Sex, 4G AT
TiRel, 123 QA See o] et A Afe A e

i

o
[-'O

A -0 W2, A7) Aot F55} B7HE A H8(dedicated) A7 FBHoloF
B9 oFfiet 2t

F2 S B9l vl o= AVls Aot ke B O 84 dAAY - oRsTte
P HlA 7ksAgol Sl A A& AlVls Ast At EFEHA ekEolv €4
A7 HPEA] - E2 - PR AWM O Z v d 5= H]E (eliminated unchanged in the
urine) ©] 0.3 o4 wf, ot ke F2 ARS Foff vfd el 7HdTt

FE OE H2E 5o vl s o I HEE B0 = vjldEE =9 A= At
275 Astrt =9 FEsto] HlA= FRFE S| WA = Qitt. o]t AdolA=
49 9F58Kreduced pharmacokinetics) A+ AAE L& of St

EX 7 oA 9 #HEelo|E (Therapeutic Proteins and Peptides): 4175 A3l7}+
240l 69 kDa mIRHQl A7 A= Tld 9l gefo| o] A% HAES AAAIX] Ao

B3 v Qe AR AL, A7) At BRI He kS ALgShE 1ok Pl BAgo)
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ofFZo] P HA| 2 A 202 v d == H|E0] 0.3 TeHel

GA|A Y] oFEet A8 A7 BT B, A-4E £

Aote) AL WIS AT Fasi,

AdAl 899 g {7 AdA axle We SAIA ARE 7hsAdol e el
oFsoke skl £ AIHAl 89 (d]: ZHE4 = A5H AHA 2¥)0] oFet 1 84

AR 2] v o] m]A|= 7] =8 Ao et

£ 710l 94 AT tRelst Bastel, o AEe] tt AFe A

RloA 9] 417]5 27 HHY
A9k 58Hfull pharmacokinetics) A7 A4

2495 5Kreduced pharmacokinetics) 7+ A4

24 B 34 ATAH, A715AF FET v FF Bt

AA 88 T S HiA A 44

oFeish, i 7]et oFR WhS WIHE 919t TelAk

PK stefule] 7}
A7V pk shefee|o] Ay mHle

A7V ASH BAE 9Iat ok 8% 28¥ A%

56

ES, HolE £43} #Aste, of ARFEl didt AL AsAt.
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o

- oFZ Sho] ofef 8-S I AL WA
- A7)%50] AstE B (54 B 23 9] okEsHPK) © oFglst (PD) AR
- oFE 9l B4 oA Alujd A

- Q171%50] AskEl Al 9] oFE T Ei orelstd wste] Al ft

- 47150l Askd SRl A o, B4, BUEY, Ee H2s] At AR (O

£ 24 £= nUHY A% A

| =5
FDA. (2024. 3.). Pharmacokinetics in Patients with Impaired Renal Function—Study

Design, Data Analysis, and Impact on Dosing

https://www.fda.gov/media/78573/download
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O A 2y H41E flet B At XIEM EE

20244 1Y, FDAE Al & QPaA d3to 3t i A A [Best Practices for FDA
Staff in the Postmarketing Safety Surveillance of Human Drug and Biological

Products}E 3 &75to] TRSIFH.

FDAY Center for Drug Evaluation and Research (CDER) ¢} Center for Biologics
Evaluation and Research (CBER) 7} @ ¥#3}%itt.

o]+ 21st Century Cures Act 5 W2 A 02 o ¥ FDA7} 9F& QFA 7HA] Egof tigt
9 A A3 ARl Eof AIXSHES 5H3iTt. oo w2t 20199 11Hof| 2|3 ZQto] 7t
Eolon, 20249 1€ g SFEZ YHSIAH.

ol 3uke AEE A= FEFZ ok Zo) AIPHAl ZHE| 2B 2 BRett.

7H2E] A HEAR= 22 39 ool SAE AlEl dis) M= Had 7HE AR b
H 31 4(individual case safety reports, ICSRs)E "5 HESDJoF sttt o] ZHE|aE]ol&=
new molecular entities(NMEs), 2 A'd =34 A|A|, NME A3 glov =2 509
AY /5o B2/A8TS L LAZA7E S7Het EAEl| ANgshe 9ol et

7H 18] B: AEAR= G802 FF(homeopathic) A5 ¥ ZA|(compounded) A&
isll, M2 A ICSRY oJet F3% w5 AESfof gt

o
o

7HIaLE] C: HEAR= 59 & 3do] Ad 7Heatg] AQ] & AlE, A flol 74 7kt
°FE, 7Hale] A E Boll £514] ¢h= Ee Al Hisf A= Had ICSRE v AESfoF
e}, E2, o] ZH|ALE] 9] Al HsiAE, 2Aet vid HojEutold & s sfof ett.
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¢+ 20194 HE ZQMo|A AFA F7HEAY B AR o9t A
- o)A} AlF(adverse event)?} 0|4} HE3(adverse reaction)?] o] A
- o FHLAS RUHFH S s3fof oh= Aol gk A9

- FDA oJAF AHj| E11 A]AH] (FDA Adverse Event Reporting System)2] &7l A E =
7)ol gt A

- EoF 9 Z(medication errors)9] tigt A4 7§34

o

- AR o] dist MAHS ZZ EYE [Clinical trials and postapproval pregnancy
safety studies]&A]0]] 930 7%

- CDEROA] =383t [Manual of policies and Procedures for Collaborative

Identification, Evaluation, and Resolution of a Newly Identified Safety Signall®]
gt A=

| &5

FDA. (2024. 1.). Best Practices for FDA Staff in the Postmarketing Safety Surveillance of
Human Drug and Biological Products https://www.fda.gov/media/130216/download

RAPS. (2024. 2.). FDA finalizes best practices guide for postmarketing safety studies.
https://www.raps.org/news-and-articles/news-articles/2024/2/fda-finalizes-best-practic
es-guide-for-postmarketi

RAPS. (2019. 10.). FDA Revises Guidance on Postmarketing Studies to Reflect ARIA
System, SUPPORT Act.

https://www.raps.org/news-and-articles/news-articles/2019/10/fda-revises-guidance-on-post

marketing-studies-to-r
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O OIF O BIE BlOJE] 2R 9t BRI M2 A
20249 1Y, FDAE YA € A4 Q1F 2 9= dloje & #y5te &34 F
HFAlof] #3t 7loldA 29t [Collection of Race and Ethnicity Data in Clinical Trials
and Clinical Studies for FDA-Regulated Medical Products]& #3131t}

o] 7toldAe 2016\ TEE 7ioldA W8S UHICIE 3, 7IE ZIeldAoA]

meshold B AR ok, FAE YPAGA FUISH I,

7told Ao] W2, Q1Z0]

rd

o

1T
gl
2
=
=)
I
=
r =
<
i)
Md
tlo
E)
>
ol
ol
rir
Y,
fjo
i)
o)
(St
)

1) 3|43y E= €A (Hispanic or Latino)

2) 3|21y E+= 2t A7} obd (Not Hispanic or Latino)

AIZo tisiAl= 4t ol AHAIE AlFstaL, sht o2 AT 4= UE= St
1) ot 7} QI Ei= YeA7F 957 (American Indian or Alaska Native)

2) otX|o}Ql (Asian)

3) 521 E+= otz 7HA w|=<l (Black or African American)

4) ste}o] ¥l = 7|} BjHY A FH1 (Native Hawaiian or Other Pacific Islander)

5) ®21 (White)
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- 5445 (@ vl5 9 A4 RS 5F ok QAo = 2EA7EE AARE R
9 Q1% 4HE SUSNTA % 4 90w, 2 Ffol Ao ofelat Aol F7E Hate
U= HIE H Q1F H59] A= FHA Algetth

R, TloldAt WA AAE A A5 1SS HISNES o A BHU, @
O|F7| 50 QIF & HI=of tigt "lolE 7t Q& o= AN, FDA= o 7150) AlSH F =
HES TGt BT AL A

° E."O-IE:i vy

9]

- CDER%} CBERY|| 317} A1 A (marketing application) & A& o], =7 1FE A+

E7 dlo|8E T H(tabular display)& A|A|5l= Zo] BFH )

- AE AHOZ F ¥ ¥1F AEJF ZFHoof gt A 2P8e] “Clinical Studies”

S

AHdle d78 Pue 9F @ uE delest =@ Helob dm, “Adverse

Reactions™ Aol = A Aol gt 1+ &4 dlo|El7} Z3tE]ofof gt

- “Clinical Studies” AAoj|A tAA 2 S g A] Ato| “guta 0 2 =ABF AL “Adverse

Reactions” A& oA+ “Clinical Studies” AAS ZAx5 4 Qith

I =5
FDA. (2024. 1.). Collection of Race and Ethnicity Data in Clinical Trials and Clinical Studies for
FDA-Regulated Medical Products. https://www.fda.gov/media/175746/download
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5%0| 212 OTHE TFH| AM

O 2F TGALSl ALEYY 7|8 2l=7(7] #H| 7I0|=2t

o 3F9] ookx A 329l TGA(Therapeutic Goods Administration)oA4l: 20213

AZEHo] 7]¥te] 2871719 FAIAREE: ARt 7Hol=RRlS vl XSG,

- 3F TGAE 9B7VVIEZHN 7|sdke AZEOE EF AZEFO 7|Ht
o=71719] A MEE AFstRoH, 2 AMoME 20219 2¥ 259%H
ARgE £2ZES o] 75t 9w7]7] (Yr7]7]12AMe AZEHCIR] SaMDE ZE)o
A ARl Hiet 89k A3ttt

« TGAE 19894 AIAE XZEEWH(section 41BD of the Therapeutic Goods Act
1989)°] wet oJ=7]7] Aool| Fadshs AZE0] & mHIY W x3kole] Jwr]7]
TAE E9lal loH, 22 o] 7] A2y B FBY AZEF] AlFS] BF
HAIE Zedsto] A i AZE 0] AF] FAE HEol7] St ko] A=A
- AlFol Ym717]0l sfgsh=Al #Hste A
- 9=717] A Al9f: TGACA FAIHA g= 7Y 7171
- 9=717] A HAl: TGACIA 71719 Far, FAE 2 FEo] ot 47 A=

FASIY 71719] 57 W 552 HaX gt

- & oA = AdRE Q=77 AZEQ o] FAARSS FA Y=t}
* TGAOIA Aolsh= AZEQo] 7|9t AE2] FF7+= IA oFf Al 7IX2 EFstaL ot
- Software as a Medical Device (SaMD): EE AOlEZE ©gEZ] SoA A&

S oqow dmslyl AYel R@se BaL skl AuEgels oulshe,
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- 987|719 dRQl software: AZEGo7} 9577 7eY THAQA HXE

2 987]7] Y AZEQ0J(SIMD)E EHA7|% 1, st=9o] &Ax|et 3

- 977718 2= software: EHIY WL Zgoto] BT AZ EE EREEA,
Sfojmto] 7|53} T2 BA 7|&s &8t AZEQ7L gRI|7]E AolstAU
sk A9E gulste, 2ZEQ07F 9rII7E FESHAU dFE TE F
Fong on7|7] Aol gt
. 710 PColA ARG A%t AFeRE /XA LLE ]

« B AFY FAAES AmEEH(section 41BD of the Therapeutic Goods Act
1989)°ll 7|¥tstal glom, 9g87]7]9) Pdt e EASH ] figtelth

L 28 AR 1A S AR AEgAeE AEA

- 259 Amr7] A AR E A A=At 2EA T FojE.

- AzdAe dr717] Azel At ¥ IS Ae AR Ee IJAE UishH,
AZELC E FES oRRAASIHTE AxAAS] HAS FASHH AxAA
olFo® AIEOIE wjEdta AHHY. olHF AxAAe A=7I7Il gt

HYH Bk AFL

rro=&2 —i
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AEAE 324 71718 BFAY 33 Yoz Br7lE 3% WA Ao
A A EE AR, AzYAS 2EAV P4 Ydz 24T Bt gom,
& AzYA oEflag AR ofe AEAZ ZAE & oW, Shio

AZA7F o AZRAAY AES A0 25T = At

- 38 AR 2. TGAS] 74 A=

IFOA Ym77IE FF5H] ARt TGAS A A2+ IA 3P4 2 FEE

124 957171 AXAA7F TGA Ee= M {99 FAV|TL=RE QIS

g Estojof Bttt (15w BlEw 9=m717] AlxdAol= figstA %)

29A: A=m71719] AEATE AZAAY JASAE TGA Al&Este] 2 =58 AlF
5=(Australian Register of Therapeutic Goods, ARTG) A& 1|3},

3TA: AEAZE ARTG 55 A1HZ A&ttt o] o fI&rt ¥& Hulo]Ao|AY:

TGA 52 &2 71719 A% ¥4 FPEA o452 AP

AzAANA FHAYE A=7]7] A ZE |0 wE 7o AFF ASAS

22 FAF o9 JATIEe=RE A H7E d3F(Conformity assessment

certification)& ¥ & o™ (124), ol2d A5 2944 oI2|7]9] ARTG

]

AHHE Azsed 28T 5 Aok

« F8 ARG 3. 97719 Arg BEE 3FEA
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- b AzdAE dE571719 AR FAE gmr)7|eh dA AlEthe e B4

Mg ARA, FaAtE, Y, VIeeA o Zdor .

- A=7I719 AR HAZ TGA Al 3ol 717 EFel E8EHw, o mE

Hagtel A Bk A5 ARE 2R

. 20 AN 4 d=rlle] 25 749 A
- TGA9IA+= 7|20 9=7]7]E Class I(Fote+), 1la, Ib, MI(FI5H)Y 47HA=

BRI AeH, 71719 class7t w25 1A 2AF #F0] okt F£AA
25 42L& 2002 A=EE 9l57]7] 74 (Therapeutic Goods (Medical Devices)
Regulations 2002)°l A=} 1t

- 20219 24 oj&7)7] &Rt wste] 1ol AEAl AWEEIH. 259 AnES ]

719 9=2717]0] gt 5 #7482 tAE EU 57 dxjote, i3 SYstAY ¢

¥

22 otk EU9 &7 7€ 8 RE2E2E 1) AZEFo7t Aoyt AJH 9
g, AEPAL Ee AgE @S] S8 o8 EUPEIIA ARE ASE
EXolgtd ARl et 2 HIAE7ho] AT FHor oy AHLHMD H
T2 class2 EFES 2) AEAZORE ARE ste= HHY AZEL0Ql HF
71719 TEE ¥ Aol et class | B I oo R ERHCH

- AEA ARE Y EE ERA 990 BE 2nEge] s ous)Yd BR

N

71%2 ot [# 113} &t

]

L F8 TANG 5. ATY Wt 9F 4R
- TGAS ATY W7k A% BANA AR AxA H8He 74 ade

tewt 2ok ARYAL olde FHL Fsjol olul, TGAE 2% oio] T
AES Sysla oEst #Eo FEE: omslvle] ERel AgEHo] wat

2},

=

d

u
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D) 2=71719 AzEA 2 750 A 23(EA)
2) 7159 Had 74 #E
3) 717191 Higt AE A HE T

= =

- AZE

)
&
=2

ol 78t Y=r|7|E 2T Ee =7V AxdAe 71719 ER

T
Ax A W7 A% .AL F2oF 517, 9d=]7} B

1o

i)

AN
>
ot
)
(o
e
fjo

ol

O O

&g ABE 347 Yotk T,

FaL

=S

. 2 FANY 6. 715 W AR

- 2002 A=E& 9=7]7] #H(Therapeutic Goods (Medical Devices) Regulations
2002)9] 2% ygol M= 2021d 2€ 259 FH AFHIU

- 4 93] 12,12 Aol Heb dlojy & AR ], A, g4 9 {A et

A 85 ARFS Hoh AHAIS] BES] 5h7] flsi A

dl
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2ZHA 93
Alztot 2l = AEY 7|Ef cl b cl I
. ~ ass ass lla
Folgt 582 IFEA 2
It BE E2 Class lla Class |

AZSEOf oHSt

A= E= 1Y

oAU XFot= 32

o ol Class Il
S3EA S
AlZist 2 L= AE|, J|E}
o5t == o| mEH Ol Class Ilb
Folgt E8=2 IFEA 22
JEt RE &2 Class lla

El = {ZFAMERO| X

N e ZLEE

= -4 o
A0l Tt FZEOl 98 Ei=
L ol O o Class llb
SSEH 0| =2 8%
7|Et AfZ = ERQIOY CHSt
Yt SFEHA L0 ZSEL Class lla
3
JlEt B= B2 Class |
BE HSE s K= MHS
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| =5

4 93 13.203)2 2ZESC] 7Nt =7l Hs A& 7heRt A

A7} obd AAHos ABY 4 ULS +YH U

o
ox
HL
it

ZEJoE EFAY AZEo|A gr7]7]9] AREAA

S AU 4 YES A2 8F

HAHoloF 35 ThE doj2k WAE 4
ot

TGA. (2021.02.) How the TGA regulates softwarebased medical devices Draft version 1.1.

https://www.tga.gov.au/how-we-regulate/manufacturing/medical-devices/manufacturer-guid

ance-specific-types-medical-devices/regulation-software-based-medical-devices
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O TGAY 0|8 2= HE 31 Al 2t

© TGAE 2024\ 3, U8 FAMA| J2L A S Yulo|EstAH.

- ol Amd AES HEche Be gl E¥d 32 A85] A 58S 7L A

- olol ek, BFOIN YRS IS AL, FE Ad FAG 2L 8ol9 A8
FASHect.
- W

TGAE AT #Ha AV "&d dufet 22 Ags FaLojA alskla, ozt

8019 AFR-2 Aforo] jgt Bl AFow st

- kgl o WUl 4] QBHE 9, TGAE olA] ‘28 A FA' ZL oir}
Aoke] AgolLt T FRSHE vt Yk YA 2T ol 4 Yk AL,
olfat 8oio] AH8-L 5§31 gt
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TGAE ol=et A2 v-& FAF 3oLl Higt AdolEd Ao B&s] BYFAT.

o7 A Hof| A= FaLo| A sHgE FARE s Hl AR o e 718 7 ERE 8ol

(ofl: ‘75 A FAF 7 ek 2 AT

)
=)
32
&

| &5

TGA. (2024. 3. 7.). Referring to cosmetic injectables in advertising.
https://www.tga.gov.au/news/media-releases/referring-cosmetic-injectables-advertising

TGA. (2024. 3. 7.). Advertising health services.
https://www.tga.gov.au/resources/resource/guidance/advertising-health-services

RAPS. (2024.3.11.). TGA tightens rules on medical aesthetic ads after rise in marketing.

https://www.raps.org/news-and-articles/news-articles/2024/3/asia-pacific-roundup-tga-tight

ens-rules-on-medical
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<& E= MHRAS| AS E8st 2l=7P o] wRlE A7} 227 1| +bll Oxf= Sk

. 2] MHRAE vldle] SJrlgo] Qlof Ale] §AIHel ZAET AZF RE FA] )5
24 v 4 e 9Y0) FR4S QAL AL AP R A FAY 57K Ay
A2e Asig

QIM, Hot Z7Y Al AABIR Al 28 F7| MUt Z2X ZH5t QtHsHH Az[gt
(Safety, security and = Qe HMoZ ZEsH0F ofH, TS XEXNo= AW Wy I
robustness) 22| =|0{0F St

AEXOIA MSoHOF ofl= /89, =t#d  F=o| et 2F
g= &80, O/[0= XY XS YA0| ZYE00F St
Eot AIBME Zeet 9=7|719 A8Sl M= ol of0{o

Sy 9 89 Jisy
(Appropriate transparency and
explainability)

ol

DR Al AABRIZ  JjololLy XAe] #HA H2|E  HootAL Jiel
cee 2 EREIo IS 23-s AE Z2LE UEHMeE
(Fairness) otsiCt

—

[y
H2its FHE ADEQN Y Al ME7 X2 I80| ZgE
ANE 2 AR Al 2RO LMol BHE AR et MAUALS
ZI15tCt. Predetermined Change Control Plans (PCCP) ¥ZI&
T Mgalt,

QI 2l J{HEHA (Accountability
and governance)

Y2 7IE HTZE Saf F7U AP ZgE QUE0ILE HX|of

019 HM7|2t LA st 23 AFES MHRAO MU& £ Qb 3 FX™O=

(Contestability and redress) | MZAM7} Af1E 7|20 208H0F ot HY QF ArS: EEHE O
UL
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7[R o7 Al 7|&o] E8EJcty SlEjElE Al as a medical device (AlaMD)= A7)
H2of| wEt F=o] o=T]71E

EAE.

- 7l AxJA AE w8 F7] A
8e< tFoloF ke W4 8 Aol o] glom, Al# & A " Al &
W M= FES oFslstal .

- &3k 9877l ARAA, MHRA 2 A B7F 7o digt |
ZEo] A

Medical Devices Regulations 2002 %3 35lof

MHRAE Al 2§ Sm7|7lo] disl 741 AMsHRae
=Sk Al ofol2L Al 2§ j=s]7] T
FY o|UMEEE, Al 7%0] ool HAlS

‘Al oflo}E(Al Airlock) &
olgfjstal Aststr] fIgt

25K WE A2 o A

FEL
:Ll
i =
mlo

A7) g% BHow A

¥= MHRAS| 97 77| &7 2 EUY 204 47 Hal= I 9

up—classified’% & Atk E3L MHRA= FAZ AlRISHA] oAz 2o 7|yiet

| =x
MHRA (2024.04) Impact of Al on the regulation of medical products
Implementing the Al White Paper principles
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20234 124 149 EMAE 929%k% % SRS 54 B7to H3e 24 24 %
ety H AT A9 716k F2 4l A9EE TICH Q14 Guideline on analytical
procedure development Step 5,2 YH}FH M, o] 7lo|=8l& 2024 6¥ 144 +-H
a8 3%

s FAFE7IEA(CTD) FA(ICH M4Q, 214

A4 A2 9 i AEr] B AlE AL

oo

oJoFE 55 AT 35 7' A=

- 7to|=aR19] A8 {4
o UEoRE 9 A|QJoRRY] &5t W QY AAAIE B -t
o 3f 7|9k #elHEF (ICH Q10)8] Y571 7]et £4 A4},

o INE VIR S HAME 24 EAk
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- B4 Axjo] et LebA LAY

st BAo] Wt B A%, 3, Soly/A94, FRE, YUYOL PR WslolA

ABBAY $4e 2T 5 Ab BA NS Apstelol . ol

Fajdlo]do] Het AR AR ICH Q2°fl &= o] Tt

o AEY 718 A B AR 4G

o Eo|4, For, YU 59| B4 A} 45 E4 (analytical procedure

performance characteristics)& B7}oF7] Ys A+

- B4 9% Pe) MRS E3 B4 A% B4

54 A7) 2e0o] GRS FE A ABS 9% A8 B 2 AEA A B

o AEE BN 9% RS 79 WSt 4T 4§ RS AT GEF Ex
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- £42% 3%7)

IH 12 AlE AF7|eh Ao £4282 A58 HolFal Qo 24 24 i 3 7 e
AT o] 7hol=lof] drgEo] e "Hd, 24 dAh flHo]d2 ICH Q2o A= o]

ATH w4 Axke] o HA A HE wAo weh 7 240 Aok HerE gEkd 4
Ao ofd Q471 FAo AL 4 .

)

M
4>=

- 24 E3 1239 (Analytical target profile, ATP)

ICH Q8, QlIo] W AE} $5o] tht olsf=%e CQa% QTPPE 445kl =]
BRI 71849 Ak ATPR $A Hek. (ATP AF: 7ho] =20l 22 A).

Procedure D
Product
and Process Technology *,‘ Risk }\’ Identification of
Understanding Set-Points
and/or Ranges
<>
£ |
< E Definition of
.5 = Analytical Procedure
Control ey Target H Control Strategy
Attributes Prohle (ATP)
Requiring Testing
h - ,
e e Validation |
Analytical
Changes to Procedure
Product and/or Comina
Control Strategy —
Attributesgv / Impgovement Rou!.ine Use.and‘ On-
Requiring Testing Change going Monitoring
Analytical Procedure Lifecycle

[281] 24 "} TF|

- B4 AR} Adof oist X4 2 Y8 &2 (knowledge and risk management)

- A4 B (CH QIO AF} 34 /it v 2 2487 A%7)0) 24 £438%
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E4 9ol &2 (Quality risk management, QRM)% HAAT0] QFF FAR £49
gAaE EY ¢ e AT 24 2% e =22 £t #Y ARFES ICH Q9
24 &+ Sl

- B4 AA9] A7 (robustness) 2 14+ ¥ 9] 7t

VAZ] YOS ZA] A AFES A 2] Ao itk 27182 442 A5t

4 54 AA0) 47} 7|E5L ATPRRE 933 4 9l

)

2y 8% B A
w4 A% B A% B, AFY] B B4 At Judt BAo] AYSES s,

dajgold Ao M2 AHsta W teo|d &g & ZQlstoiof It

A& M77] Bt 2 Aje] Wrgo] WA AL ATPO AW} L Al2e 24 A2}

Figure 2: Risk-based approach for identification of ECs and reporting categories for

associated changes in the enhanced approach
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Table 1: Relationship between knowledge (understanding), risk and extent of studies

=
I
=y
>
S~
m
=
>
S~
n
=
o
P

for changes to analytical procedures

Table 2: Examples of analytical procedure change evaluation

3 9, 2 Jlolseiele g BA A% AL, ANz E3 A¥e A% B4 2%
Mg A 27 DA BA A B AR A20) e AN At

Figure 3: Multivariate (MV) model lifecycle

I =x
EMA. (2023.12.14.). ICH Q14 Guideline on analytical procedure development Step 5

https://www.ema.europa.eu/en/documents/scientific-guideline/ich-q14-guideline-analytical-pro

cedure-development-step-5_en.pdf
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<> Chemical-unlike ‘4=5t* 2% (Biological substance)df| st MRL

ool 2od Ao eret X[
EMAE= 20244¥ 19 269 ‘Chemical-unlike’ &84 E39 MRL(MRL: Maximum
Residue Level) 3719 ¥ 83 AAst= H71 71E2 AlS-she 7Ho| okl L HE s o
2024¥ 89 1¥9%yHy #ELS 3¢t o] JlojEERI2 Ao AMEEE
‘Chemical-unlike’ &34 EZ9] o3t MRL(Maximum Residue Level) 371 3
AH|R} S BASLY, AFAEC] B/7e] W/ AS dEsta, ol Tasgt JE o
glo|E & F£u|ok= XY AlZsk= Aolo
o] 7to|=eRlof 2™ H7} AR A T2 F 7HA| At U 4= Qi
MRL B7FF ZQsiA] gty #wd== 3% ‘Chemical-unlike'’ FETH =4
Hlo] @ 9]ekE(biologicals) &0 7} 4= Qltt.
‘Chemical-unlike” &35t 4 9] £40] EU 74 (EU) 2018/782°1 wtet MRLs 478
3t o o] U7 g shehH AR} oFA-S Y5 MRL Ax7F 2 Q8 4= Qlrt,
A= HA MRL H717F 2 Q31| o2& &RlIstr] Hafl 2 +A7 7|6ke HEIAE
AlZsfoF gttt o] Eilk= Regulation (EU) 2018/7829] H& 1.7(a)FE(e)oll UEH
FE=3 A AE=] ofof Jitt.

‘Chemical-unlike’” A&+ E42 EU Commission Regulation (EU) 2018/7829] =
o] 71" A4 L6.(b)o ThA, et oz Mg & &4 AREET 5 6, Alx,

otu|Al, A, 'polE, A H O E3 e 22 oY SR 224E 2 4 QU

-L?l"

o] &) &= BEcH] Ed2 iAo R Hig 24 A 4o s &4 A oA,
™

Hrp Mgl 1L B HYEA] g2 oot 72 H B4Rt 2442 7HAIAL Sl
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el
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>
19

Immunological
active substance

Biolegical other than
immunelogical active substance

Chemical active
substance
Chemical-like MRL
biological procedure

Chemical-uniike

biological
Some infermation

Exemption from
CR (EU) No. 470/2009

“tallored” to

mvd? Decision tree
is needed
MRL No further

procedure* information is
consumers

Indusion in Inclusion in list of biological Inclusion in
CR (EU) No. 37/2010 substances CR (EU) No. 37/2010

[Z2&1] MRL @7t 224 ZHS 2I5H BAE M2 L4 OIR)

needed to
characterize

* ‘Chemical-unlike’ &84 242 7FE+= E249] 4%, MRL H7ME #opof s51=X]
oiE Aot Yol ulg] 2HH L7 ARojA Y HE7} "asieh AFARR
okt At
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Immunological
active substance

Biological other than
immunological active substance

Chemical active

substance

Chemecsl-unike ‘ Chemical-ike

biological

MRL
biological Procedure
1. Is the biological ncluding 1t degradation | N

products bioactive in humans? |

[ vsu —

Decision
2. Does relevant inactivation to non-active molecules
occur in the GI tract (mainly in stomach and intestines)? tree
N/U Iv
3. Is there local interaction with the biological in the human
MRL
Procedure

N
mouth and GI tract? Does it have effects on the gut flora?
Tv/u

4. Is the biological identical to that naturally occurring in human body or food
ived from animals or plants?
‘N l" 9. Does the biological ora
Y /U 5. Are toxicelogy, pharmacology 6. Would residues significantly metabolite/degradation
and/or pharmacokinetics altered by a increase the intake from naturally N product cause adverse
modification in a relevant manner? occurring animal/plant derived food? | immune reactions in
in 1v/u
7. Is the biological bioavailable in a
relevant manner (including local effects)?

humans in a relevant
N Y/U lN
Ty/u
Y/u

8. Might possible residues affect (localand | N ( Inclusion in list for
biologicals
[03 2] MRL B7t 24 22 ¥

systemic) levels in humans?
O|3} C

ot Al HZ YA (MIRARR)

EMA. (2024.1.26.). Guideline n determination of the need for an MRL evaluation for chemical-unlike
biological substances

https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-determination-need-mrl
-evaluation-chemical-unlike-biological-substances_en.pdf
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+ EMAE= ©hd7H2019-2022)9] HEfA YFE 20239 6o THSIFOW, o=
3AAE Hshs oFEA] AR E1Ao| gttt EU SFEHARE RUEHY A4
7Igke] EU HEQIE A2 HojHE 4435 Hrlstal FaA A¥S Hasis]
gt 5L AP E3] COVID19 Yoz <lste] =izt WAl tAHolEE
FEY| A% Yt =79 WS A, E83 WAl QPEAe] digt R4S wlEA
Aot o> =8 R8T moRst 5= Stk

- B AolE Z2Y9 WAl AL PR YET A&} Al RMP, PSUR 7ho]=gklo]
nlE g vl 9lom, olf|irlolgiA, FEUH9 WMAY By FAGLATTAZSTLo|Z=

o9 EBAT A2 Q2L WAH BAL Toreb = Sk

& Fo4= EMAS] ofaA dF HiM9 Hide F8 &F H 78 dEe THeE

gtk Aow, A g 9 Al HauA dEEels ARt

- T B Fe R
- COVID-19 % MedDRA SMQ 7Hd (2020.9)

W)
-
o
R
>,
H

gl
=
il
o
oft
ok
i)
(2
i
2
1)
Q9
iy

- FBudraVigilance H°]E]&AA| A" COVI

S5 A9 A2, @AW ELTIT 5 B HEA ALH ZYET (2021.3)

- 2019-20224 Ato] 11749] AL W3 ACCESS gtoA] EAG ARG AZT I} 2+
M2L A5 st ZA A, 7Ie F A9 g2 98 FEsdtoA F FAEA
THo] A2 /Aurd A 425 34, CONSIGN oA QJARRLO] OFE: AL 22T A&
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2229, Jol=RNSEEA, Piuols, AFdarols S FY 2dzol=A,
o|HHH, o] R 5 u|AE|ZolEg AGA i AT TY

* Risk minimization measure, RMM2] A#| &3} 7}
Diclofenacd] A& AFd 9¢ o= X9 23} H7}

Hydroxyzine2] Al8ls &4 98] #g 22|9] ax} F7}

<
2,
g
o)
O
o
@
1o
EE,
o
01
4
o
=2,
K
o
o)
ok
o
rH,
X
)
ieh
ok
fol
X
o,
N
N

« A FEAAIY ols] BAR o Rk
YFARJA A7 TN A} 9a HAw7Hec] ol AdFske Aol disted 20229
PRISMA (the PRAC Risk Minimisation Alliance, 98 435} AshEk= A}, 9=
AE7h 2 A7 HeE FAH 2] I5S AYste] RMM 789 Aol 2 £71.8.210] o5
=951, F71491 RMM &4Z 2ot 1 4 732 37t

. A]y\ﬂo]ﬁc]—x} 2 3
Keytruda 2 13t 712} 8% 2 Wbz wbal X2 Autoto] Agha] B4

Opdivo Fof A] 7]0]4] 7% ¥k3<] 918 371

- A SJAF Aol s BE dlojeo] tigt Slofe] £2 ZAYaE FE] dat
DARWIN EU® (data analytics and real world interrogation network) 7=
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- BE ook AA| YA TElAE(risk management plan, RMP) &% I715}

- IRIS Al2”l 55 &8 A4 713 2t9] AH wetat 99 73t

- OF= Al AR ¥A35

- EURD (Buropean Union Reference Dates) =+ 7W&& 53t PSUR F7] 24
4 Z2AA T}

* RMP 4%

- CAR-T A& A7A Abecma®l A|EZIR] W& 339 AF #E A AH
B AA +5 ¥ tocilizumab I7F 87 AAlL 7|8 o]z} o FF EAY, Hfor
=4 59 22 A¥

- oy A3 2849 Gilenya (fingolimod) A4 &4 @ JA & 32 A

7Rt AAAelA =71 24 A9

* Post-authorisation safety studies (PASS) ¥

- Thiocholchicoside®] #8544 ¥ L4 $H=E AT AF, FFF, 7147] 948 Z
ofdoloA 7] A, Z7IA&w AF 229 a3 H7t

- Hydroxyethyl-starch solution 2| A& 3|7}

- Adcetris (brentuximab vedotin)9] Tx 4174

IFNAe @4 TFHELT, 25Td4as 3 U
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- Lemtrada (alemtuzumab)®] &4 4%, &3t E= &8 A7t = 3R}, theky
A= A, B 55 B4 Y XA 9

dolkso] ofd A7F W Aot
o AFEEAl B=E Hil

- Methotrexate: &x7F F 13 B&FE ©E & UTEF methotrexate FAE
gAYt AFE FIst=E dY

zeay Hoz AFR Tl
3 W B

- Zynteglo: 159 &%t Hojk 1d
- Janus Kinase (JAK) inhibitors: Xeljanz (tofacitinib)?} olumiant (baricitinib)

9 8% giE m

Age AT PG, F& AIW BA|, 11 AW FF AAFOT AT ARG
3 3 AbE Agol el

Aol S7toll WE A5 ARt 4L

e

| &5
EMA. (2023.06.) Report on pharmacovigilance tasks From EU Member States and the

European Medicines Agency 2019-2022
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« HMA-EMA &% Big Data Steering 159 ‘Q1&A|s(Al) Workplan 2023-2028’
FE 2%FE A ZEA 20 AIE B 93t A ARE AN °o] A=
EMA°l 98] 37i=Egled, 53] JEAAIEPVISE Qg B7Hel a84, aTE
TIA717] S8 Al 7les B8k AfE IHESIIM 9714 dgdE AIES &
Z2AEQ AJZ AFZ oulditt.

* Guidance, Policy and Product Support: Al 7]&0] QJokE A Z2A| Ao F3t=
& QEE JlolEgele sty AL £ AL 0| £935lcth ol Al 7|&9]
4 e ARe HASRAL Qo] A B I Bl AIE AdEs] Z8dV]

ot 7uke mEs] Sig WA adekn & 4 ek
- Dec 2023 Al 7ol=eiel A% - oJokES] AL 3, AF 24 F PA
o277 7t BACIA Al ol®A] RIHOR 8T 4 YEAo] that XA
stolEetele Attt oFR7AISh 2L 54 HololA AlE F8sHs Pl

FAH Tol=etel e AT olF B Y Robel ARIIEol Al HUSH

SHota, Al HQtY] AlgE gt

- Q4 2024: Al RUEE A A9 - Al 719 9T N2 A2y 9 FZH
AL A&HFoE RUEHIYSH| 3t BYUHT AlE= Al 7[€9 ¥4y JFS
grysto] A 2ol vrgsict.
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* Tools & technologies: ™8] Al 7|&&2 9ok 1A 2 EopolA FHRt <o
HlolBE #Hstal, Bt HYHE FE5tM, YA AFS AHske ol ule S5kt
Aol A2, FEF AL "F o] 2 55 TETOEH, oofE A 7|HE Ho

Aol agdow AL P 4 JloH, 5 HAd 7|9 4 Utk

- Q1 2024: dlolg] "to]Y(mining) =7 <%

- Q2 2024: 7iQ1 HIA=Z LLM R @& AR ©A 4 E4 4 ZYEY

Q3 2024: Hlolg 24 AF o3t HEHYI dE2At &=

Q4 2024: 49 9YoFE A YIEY A (Furopean Medicines Regulatory Network,

EMRN)E 913t Al =+ 2 4#

+ Collaboration and change management: EMRN°o| Al9] =y} st WHI=E
anAog #Esha, IAIF 4 EU AHoA] FEE B3l AIE &% F4l& S2sh=
g $8E& £t o] ®ok= 71&ed WSS S8t TRt olsiEARET det] Al
719 TS Adlshe A ZEAAE dshs A2 HRE A

- A I &5 FA FE A F= A%¥(International Coalition of Medicines

Regulatory Authorities, ICMRA)Z @Zloto] AIQ} WAE =A| A AT EES
gt

- Q3 2024-2027: European Specialised Expert Community (ESEC)S] 3=

S Al I FAl9] Higt 371 HFES AF71FoE ARtk
- Q1 2024: EU HEYT &4 AHE S0 Algk dlolH £4 #et 3= Z=2T3s
Azttt o] Z2THE YAE opFHu]e] FE2 AlSHH.

* Experimentation: A% &59| #A44 Ag2 thaat 2t
- Q1 2024: A¥ES B9l Al 7Ie9 ottt A& 7tsdS AA oA Ak,

719 53t AYHS BRI,
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- Q2 2025, 20270 AY A A7 Aol dFF AUbAQl So] SREd,
HEZY] A7 ARl wet RS AT

- Q2 2024/2026 Technical Deep Dives: 4 T2} 7|&, dlE o] #HTEHO] a4
& AR AEolE WAL, AFHE AlEdelddesn s HlF] dSshe 7led
HAE EH ] tisf Al 2ARE XIFR.
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EMA. (2023.11.) Multi-annual AI workplan 2023-2028 HMA-EMA Big Data Steering

Group
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O dH Xz U= FE, HIYY 2 & CIO|Eof et 710[=E}

20249 3¥, EMAE H X% 9]9kE (Advanced Therapy Medicinal Products, ATMPs)
o AN AL A da% £4, HYY L A4 Hol"o B Fho|=El X%k
[Guideline on quality, non-clinical and clinical requirements for investigational

advanced therapy medicinal products in clinical trials]& 7§73 3}o] TESIHt.

rok

o] |2 20199 2] T#H o]d A /AN AL E FAA X & E, AME A=
olobE, 7] ot A% ¢ 19] B3t ATMPso]| thste] thEt.

oA 7to| Egfelo Hlsh A =8 W82 &0l A 57}, BA| 7+s Hol#| A(replication
competent viruses, RCVs) & HAE 7}4 5ot} E3H E4 7/yd 2 8ofe} e s}
FDA%}S] FAMdo] =ot4itt.

£ 7ho| =8t A (risk)714t FHZ ¥41S ZE23.

BEAE AA o ZgtElojof sk &4, v B/ A4 dlolE 9] Mele s o=

El-lt:l

O

=t

B0 g 27] 918 BAS U 4 Uk, Lo T ZWe AES X, WH 9, B
Q5] d

FAA Yol ARSHE B, Az 54, vAIE ', 54 AR &= SOl

AEAE A2 dole7t B4E duit, AEo] A 7] 5% 9 B4S 4&How

Adlo|Esfof it
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- Apae 9ol dat AE 202 2T W, AFe] S2H WA Qo] H9Alo]
Hlojo} g}, QAN BE OJoKE-S ALE T FIH o4 0] 9188 A8t $s1s)7] 918 ko

3t A]F[Guideline on strategies to identify and mitigate risks for first-in-human

<
20
=
>
~
m
<
P
~
Y
<
O
>

and early clinical trials with investigational medicinal products, 20174 7€ & ¥] &
ATMPO| tsfiA = A= AT, 1 22 ATMPY] FIH A8 AA 9% #-835}tt.

- o A" 7N HEHE A 1AL ARt glolEE A4S ] Hsh Al EET PR
A Qafor sk AAe] ORE S Shark B4, uldat B L SJoRE 5]

A7 oA WA HlolEE ARSShe Hl AE € & Sl

- B4 24 didt Y82 7t EFRIY M B2 FES AR,

- B4 B2 Alo], A7HAY Alo] @ R EZ(reference standard) &2 tigt W&
&

- A Asgo] nldt 7

S,
S~
Yl
L
l

B 59 A7} ol 4 9onR, GMP AHo] e
ATMPO] A+ 723} 9l

- H]QA AL vYgd mdo] ARg, Hz AZM(first-in-human, FIH) S5 A Y5}/
) D ast Hagte] WA dolg o Hste HET

- ATMPS] ¥]91g A AR ohE SoREa 45] thES ATtk P4 AT B et
275 doje] gt Fof silo] FKSHe A B FAL ATMPol:

QubH oz 4854 gkt

- ATMPO] -, B4/ tlo]8 9] thiE-2 FIH A+ A& Aof &8|= o] glojof gt}
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- QA A SAE QAN EE Y] B W 2H2AE A Ysl] 99 Bas EAS] g
ohEd

- B lolsakele 27] A Al QHAE AA) GeS nlXE ATMPY LG E4T
E4S (& 119 tste] Aot giet.

[# 1] ATMPY £ % £3

HEo| 224 (0: &2 (allogenic)?t XH7tQ2H(autologous) MZES| XH0[)

X HX} (Of: apheresis)

MR L EE AS (O HAAK)

[ B |

HI2id HIOE 2A&tof Cist StA|

#Z(shedding) 1t MAIM M (germ line transmission)?| &M

S8 29|20 HMy/20| Wit

28 U HZ A T AF

I &5

EMA. (2024. 3.). Guideline on quality, non-clinical and clinical requirements for
investigational = advanced therapy medicinal products in clinical trials.
https://www.ema.europa.eu/en/documents/scientific-guideline/draft-guideline-quality
-non-clinical-clinical-requirements-investigational-advanced-therapy-medicinal-prod

ucts-clinical-trials-second-version_en.pdf
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(2) 949] 2. (VN4 otg CJoRE A% AL st ojzie AL
- 4918 59l AFAS AES] Mol PUDAS T thet golsks Ao Hie
ARAC] it A7 B U7X PMDAY] Selstn AWt A Aol
A glo] A AWsks Aol uherAU,
3. &olo] et A4 8% L Fol 2P AW AL

o] ofglolo] TjFt AAFE ARolm UASH= A%k okfet ojxlolumut opg}
391 dlole], sl o} dlolee] BEE ok Fuick. Hojd, AR AA do|
A

N
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b
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2
oft
=
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- 4918 AR e Aoks AFL MLk AL, 99 1. 3)9 AR AL A3
ol § o 29 4 UFUTh ofdol AP ML WasA gaUch wety of
e TS AL AL PMDAS] Bl wolof gt

| =5
Partial revision of “Planning of the Pediatric Drug Development Program during

Development of Drugs for Adults
https://www.pmda.go.jp/files/000268523.pdf
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MB

O HAB QUE W F A0S AUF ML T2 A0 st

x|0|2|:r
=2—locHd

© 48 FALEFTHMHLW)Z '4UE AdE AT T &0k AIF AT 22T 7
8'(3A54 PSB/PED 7ol 2024W 1¥ 129 o3P PSB/PED IA| A
0112-32)904 HUE SJokE T F &0k 2okE 7Y Z=a9 A9 7= A
S AL X BARENA 2 W8S <7l A3 oflet 2 Ao digt
BHS 2ot FEMAR AAJSt 3,

QL. IAJo] wet Helg oorEe U T Aotg CJokE AW AYNE ormom

A 8hok Shtar

Q2. " dote] H8Fo] ThE FR(: AUt Aoto & FFHI e H8F) e

Q3. TAJo] wa} ojokZ ol r|71E3 7] (o]5F “PMDAM)EEE At Agle Zoluto
g AR old FArt dashta?

Q4. A F7F ASTLE oEe MEE W HJA 7t AH3S F7F A Aol
£ =

o] A7} HgE}T ol

St shta?
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% 4, Al AAE AAO] tiet o] = o]
A o w Aol FAE Aok QofE Ao SPEA ta?

HEg dgoA olsoz didEe FAAS dBde oEA =Huta?
A A B7HE = Ue &0HE QAFE(T 104 B 124] o1 &oF HDE

z,\_
YA #A BFE & %l Aoh AT 104 B 124] oY oofE 9

B
g7F Al LAY (IA] A2020-140%, 2020.6.12. 20209 62 302LAD) o HA]
=3 71

g kg OJoRE Adol GET A PAY Lobg oJoRE ATatar
EW TAOlE F0E AL ARl weh AH Qo] AL WPske Aol it
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Aajeh . YA Ak A F17He dui Azluar
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Q11. PMDAS] Eiglo] 759 Bjo] et o|Rojzl A9 FAo| me} Felo] ool
W 7152 o5 Bser

Q12. IAE ZAE PMDAY] &l o}
A4 ATl PMDAS] &Rl Wokth= AHE 7IAIof shta?

Q13. PMDAS] 2l 5 A AZe] IA WAH B¢ 'aoks 9ofs ML Z2I
Rl (P2 7H)'E ThAl otk shta?

Q14. 'Z90& oekE L F Aokg E MY =2 AY' (Y54 PSB/PED
=70l 20249 1Y€ 129 333t PSB/PED IA] A0112-3%)°] wa} PMDA7}
Aorg oofrE /i 2O el Fo(BAZ 7HY)' AlZF Ao FRlgt AFS of¥

Al sfoF shta?

| =x
STALSEA (2024. 3. 29) Q & A for “Planning of the Pediatric Drug Development Program

during Development of Drugs for Adults”

https://www.pmda.go.jp/files/000268524.pdf
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+ 2024 498, 4E9] PMDAE A9 3]7} A1 (new drug application)& I3t Az A+
glo|g A& B FAARE 7H A5

- PMDAE 20224 4l9F AFS A% A A+ lofe] A&l tiet SAAG S 2
o, A 2dzte] Az A dioly AE FdS vz ¥ VK WA ARbe

« AA} A glolE(electronic study data)2] 9]

- 9 A7 A HlofEl = M2 9oRE B7F A AIF ol AL AR, 2AF S
ooFEe] £, &5 % o] ek AR AAI(FRE B7D A Al M= 2JokE Al Ao
AT 23 FPE AAz £PEHe A SoAE AEE & At PMDAOM= EE

AR AEd D A Az dlolgE $Ast] "HAF AT HlolEEe ol
ARE3tT.

é".:

AR @ Hol" A2 =9 Hid

- 20134 6¥ 14¢ AEE Y& 25 HKJapan Revitalization Strategy)°l4l+= PMDA
AAES Aoshe A9 $84e XSt B3, 22 9 FoE dAA0 9 9n
A=H(Healthcare and Medical Strategy)°llAli= PMDAZ} A+ Hlo]E(q]l: 4/ Hlole)E
EEsto] B4 2 AFE Sk, AE 2 A IAoIA 9] AEES gt EElFel1L
B2 ZEAAE FS5foF Sttt HrEth

97



g A7 ol

] o

E3h7] e

]

o] F8
9]

L=
=

3}

9

=
=7

F/Q8/22 T
2024. 7.

k=]

k=)

=

A2 GHog A

0|2/

13

4 WA T o o T o T
ol W o W o ol L
A SR S
ofw H o o& X g B = X H o
(5} nX]ﬂ ol " or M_m_ = Hrmﬂo ny w
) ! g
<+ w_om roop a2 R T
o ~ N He °  4n B ~
o i ok “ E o o
T N ® A e
~ N m B PR wON oM
_ "o =K o e Hin
on i o o AR N
oo R o of O oy W
A ooy ™ o ox RO S
o Nom TN B ok
M o T B N o A° s
‘Ol ,NL jo .A—l ‘mM o ‘mﬂ dﬂ_
op B % g o) % — P
w o o o i o =
oT MAW < M) fo o g
i O o P oo
ol ~ Ny B e o OO
BB P
uy _-O (e} 4 [
¢ 883 F53 4fwl
. W - A W 'S D o WP
B g M W oo N W o N
ol T X H T w oo B g M oo ]
ot TR EE T R Ty W
<+ ?fr%w ook o WY
B! N B T I
(ol " = Wom X
= ~ o@.n_v %o T B N op = i\ %) ol
” o % g T E LT
mm = ) ﬁ% oji GOl P o m@ wu_ Mﬁ
X s ,HA_.,| © o = T~ To!
w oo o% mﬂ Moz 2 o= &
sy SRS Tal piol
X i ooz B o o %W ol ol o
o QP o Ar o ot & @« B N W
TR D KT H T % A N

oto] “New Drug Review

5

71 9

0

o

x"_'ﬂ.

=

=

HH

A=Y

3t

Agero 2H AZAL] A A

=

o] &

=

glolE

17 A7 dole)

RN

A% A7 deld A
%

with Electronic Data” g#]o]A]

=
.

L

|

(https://www.pmda.go.jp/english/review-services/reviews/0002. html) & g3l Ut}
o)A

PMDA:

98



PMDA®] 571 7|4t

JFE ML H3ES L+ U A2 Vv ¥

oz ME M s

HE 9 s 7ok, ole A2 A LR o]ojx 3807

Aok (29 11.

Accumulation and utilization of data

NDA submission

| | Regulatory Review |

| Utilization of Accumulated Data

e-Submission of data

+ Submission of
electronic data from

clinical and nonclinical

studies

Use of electronic data

# Accessible, visualized electronic

data for each reviewer

+ Easy to identify individual
clinical case data, drilling down
of data

+ Operation of various analyses -

Storage of electronic data

in the dedicated server
and registration in the
database

simple, subgroup analysis for
the present

Visualization and analysis of data,
supported by browsing software

Scientific discussion and decision making
on the basis of internal analysis result

Integration of cross-products

information

+ Utilization of exhaustive
information by therapeutic
category for review/consultation

+ Internal review on particular
theme — e.g.) active utilization of

M&S )
- Review on pediatric dosage .'
- Preparation of disease model

+ Development of evaluation indicator
+ Utilization in preparation of

What the review
authority can do
with the information

of all products.

Contribution to efficient develop

ent through
review/consultation and GL publication
based on further analyses

[T 1] ®XL GIOIEQ| SXut T & Yot

(&%]: PMDA - New Drug Review with Electronic Data #/H0|X|)
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PMDA. (2024.4.). Revision of Notification on Handling of Submission of Electronic Study Data for New

Drug Applications. https://www.pmda.go.jp/files/000267942.pdf

PMDA. (2024.4.). New Drug Review with Electronic Data.

https://www.pmda.go.jp/english/review-services/reviews/0002.html
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