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ARSIV AL BIAEENIBEFRT. AMFCEAITIRERREERF (FDA £ZEXF) ©
B R TORFERIEDTY  KHAFVR(F. UHRBENCEIEFIES X 25D T(ERL. FDA o—
D75 2 2 ENHIRIDEDTEHDER A BAEINDES PR OZE 2w Iimac(E. K&
H770-F2RAWRCEERIEETT . KRB 7TO—-F(CRII IS, REICEEHDIEY FDA RS
TEREIZE,

I. X (INTRODUCTION)

KAV ERROTZ M. B, FERECRETRE LOBRRE * 2ZIBIT3L2BEMNELT. A
THI8E (AD) ZRVTIBROT —9%ER T DROHEREIER. 2ROY > BLUZOMOBEIFRE ° (LRETZE0
TY. O ARHAHOATI AFEDMEAER (Context of Use : COU) ICBWVT Al EFILOEFELZFETIUSTE
g 2fcdAERTTRERIVAIN-ZADEFE MM IL — LT -2 (risk-based credibility assessment
framework) |&32RUEYT ., CCTWSIEREM (credibility) & BEDERABMICSITS AT EFIL 7 0JT
A=NDASHUT, EFEEDEHVEINE T DL THEN SN BEREHEIEUE T . [SREMEOERLE (&, FFED COU (C
B3 Al ETILOEHOEFEERE( I B EIEEEDHD IANTOIHVEIBLET . COU (. B 0&H3RECERDIE
DIeHIC Al BTN RIETHFEDEENLEFHEEZR I DBNTI . RO AAAFIVATIE FFED Al 7T0-F i
MOEREHELE - ZHFI DB TEDDEE Ao

AHAFVACBVWTIALIE G ARBICLOTERSNEBMCEDVT, Tl #E, FRERBREETV. IREE
F(HMRABIRIE 8 (LR ER 52 B3TEN TERMMN—ADI AT LZIELET . 20 AL SZFTAR. (1) MBS LRI
MEDANZRAVWTRIBZRMU. (2) TOREZBEEMICETINALHRIEL. (3) EFI)ILOHERZFERLTIER
PITBDBIREEZ R I BENTT . ° BRI 0 CBVT—HRNIEREINS Al OY Tty heU T
WEZ (ML) 1H%D, CnET—4(CEDNWT Al ZITUXLDIRIZERITEE D ZE LS —EDHiEIELES
U KA ZTIE Mt FEBICRER Y. LR Al EFILERELTVET.

—HEEYIC. FDADHAH Y A EIFENIGEH N OHZEFEEEDDIEDTIEDDEE Ao HAF>AE FFEDRRH L
FRETED LOBHNAEEINTVRIBEZFE. FDA DIREFERTOEZHZRIBOTHD, HSETHRESEIELL
TRERRAREFENTY , FDA DHAFIVAXLE(CHBNWTIIARE (should) JEWSEMERINTWVSIHE. TNIEMA
DEHERFIZHERL VB LZRIRLE TN MBEEHTERVCEZRLTVET,

I1. i&A%E (SCOPE)

EAAF VATl EEBIATHAICHFZ Al EFIVOFERCOVTHRALES . CCTO Al EFILOERLE.
[EEROZEME- B RECRET MR _ LORBRELZZIB T 22BN TBRELET—52EK T3]
CEEBIRUE T,
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AAAFVRE, (1) EERBIFECBITZ Al ETILVOMFER. £E )BBHORZEM. EEROME. IEIRKRFT
(FERPREABRDFERDIERMECREE S IRVEBRDE (REPD—-/J0—. YY-REe5 . RElRESBHEOER
VERR/BETRE) DIzsHD Al BRICOVTIEIRELTBEDFEE Ao Al DIEBNIAT (5> ADEH CS FN DN
MRZEC(E. FHAIC FDA ERFERSN A EZHER WV LET,

KAV ZTHRASNTVBUZRIN-ADERESETHEIL —LT—7 21 (d. Al EFILHREILBOEBREES
EIILHDEIROT -2 LR T DIHEEC. TOHRNEROEREZMHEILIZH(C. BFEEPLZOMOEGREN
IEEREETEIL. UNEEL ., BB, XL TR EEZIB IR EEBRELTVWET  KAAI I TIRASN TS ESD,
Al EFIOE N OERE 2L TIHCENMENDEE) (l : FDA WPERFEE . ZOMMDOBREZREICLIEEEDIZ
E. EEMEHIS LUMRER S EEDRIEE. UAVKREER. Al OFERCRHET IXEDIEIAFHDIEE)
(. Al EFIUCEADBIRIDOAZICEEIZEDTHD, M FEDFEABER (COU: Context of Use) (L&
BTRABINZNETT,

Fre. AAAIOATIE AlET IV OERICEITRREICDVT, BEEEPZOMOREZED. ZOERABEK (COU)
BIMFEORFETOISALGUT FDA L3RI 30T FE FBIRIRICOVWTESRBELTVWET,

III. &%= (BACKGROUND)

B EERDTATFAICHEFZ AL OFIFMEINLTOVET Al OIkGEIRMES L. T2 TENRERROD
HRZILERSEZELLE(C. BET7OM LICHH S ITIRIEEEZIHD TVE T, INSORMIBESENMAITUT, 15E
DOFRCBUVTIE. FDA ADIRFIRHIC AL 2FVBT —XEEIILTVES . ERRBOLZ DM, B, Fdm
BRI 23 OB BREE IR I 3DDIERIEIT —y2ERTZENT Al ZERIZH > LUTE. ¢
Z(E EMDZFVICEMEIRE, FHF . SHCRIIT 2 REBROE ST L. ERAREYDENREE(IIREE — RICHRAT
DIdOFHET N EERTRIL. BRZB. IR, BIRFT—IR-X, BRHER. V-SvIXAT(7. L3R
NIREDSTELERIBEIRENST —FZREU T REBDEIR. (52F . ETOF AR F. REYT I TORHRE
(LRI RBMREFEDBE UTINT—ILRT—F0TSHIAILZTY I/ OS—IBEENZKEBOT — 58 - DAL T,
BEPREERDEHIIE B 70 M ADOFHM(CER I 2L MIREBOBESBRIGIROYFE. 5. IRE({ERAIZL.
TUTEERMDETEEIE TR ERENFETONET,

UhURHS. AT OFBICIFEDRENDDE T F£—(C. Al EFIOFEB(CAVSNZT—7yhDE, FRR. £
KIS OENBBI 10 NA PN ADADTIREMENHD. Al ([CE TENNIASROEREECRERINEL ST
ERBDET, UIehoT. ALETFLOBIRCERT 3T — 4 MERBMNICELE [EDTHRIRETY V, I1h5, T—
Al BEENSDD (REXE EBRT-HIERZEH. TORBOREKNRBEEREEZSA TS, FERIETO
TAPERAZRKRIDZTDRT—ITHD) LA, EFEENDD (IBNDE, IEFHET. T2 T, BIAJEETHD)
MEHHDET 110, B INBOETIVICRTET AEMBETEN - HETHITFADORSIC, AL EFILHEDLS(CH
FEN. EOLICUTHERICEODTVDDONZIBEE T D EN UL WG ENHDD. 2D, 75 7ERIIREIREN K DS
N&E9, LLXEFED AL 7N Z2HFET I (ERAENFELTOER %2, ARHIEH ER O TEFMICEHAT
BIENZELFET H=(C ERFOETINOHEDOIEEMEC T 2AEER LN DI IS . TOREIR, 588, Feld

5
© 2025 HiroPharmaConsulting® Co., Ltd. 18-May-2025 v1.0 FDA: [59502407dft.docx]



Contains Nonbinding Recommendations
Draft — Not for Implementation
EE2EHHRETHIENHDDFET , TUTTREC, —8D Al EFI)IUBVTE. ERRBHIZEIELID. FiLLT—4
ANDEBATNZRC, ENEOT-INETINOFEBEFCAVSNILEDOEERRDIIHECE. ETINOERENREORE
BEEE(CEALTDRTEEENSDD. WDDBTT—FRUTNINFEET DD, ETINDIATHA I ZBUIARTEIEN
WMELIRDEVIZRBENDDFT

IV. EERS1IV1INICEIS Al FERICET 3RFAFEIR
(CONSIDERATIONS FOR AI USE IN THE DRUG PRODUCT LIFE CYCLE)

5 IV.A BT EE@SMTYAIIICHEITE Al OERICET S YURIN-ADEREMETHEIL — LD - I DIREAN
BOWUIERL TWET . 28 IV.B BITE. FEQERBEMIICEVT, Al E5INOH A DEREZS1T9 (I 218
CTHESIBZEDEZEMECOVWTGRUTVE T, 55 IV.C HIT(E, HFBREHIUZOMOBREN Al £ I)LORIFE(C
BT 23RE(CDVT FDA HEHE T B/ DSFE FEIRAR(COWTERAL TV\E T,

A. YUAIR-ADEHIEFHEIL—LD—2

(A Risk-Based Credibility Assessment Framework)
EERI(THAIII THEAINZEESEFRETEETINODR T, RAMFVAE Al EF IV ZRAVT, FRHl_EOEBRE
ZZIEI RN TBIREET 24T 27— ACERZETTVET,

CCTRBNIBIAIN-ZADEFEMETHTEIL — LAT-(& FEDFERER (COU: Context of Use) (CHIFS Al
EFIVHENOEFEEZAEER I T 212D 7 ATV TOTOCRATEBMINET :

o ZAFTVJ1: AlETIAEDMEDIBELOHDRE I ZEERITD FHElE IV.A.1 258R)

o AFTVJ2: AIETILOMEABM (COU) ZEEIS (IV.A.2 ZiR)

o ZFVT3: AIEFIOUATEFHEITS (IV.A.3 28R)

o 2ZFYT4: COUWICHIFZ Al BTN DEREE IS DI DETEZRETD (IV.A.4 SHR)
o ZFvJ5: EEZEITIS (IV.A.5 BH8)

o ATVJ6: FHHGTEIOEROEMBIEZNEILIS (IV.A.6 2R)

o ZAFVS7: COU (x93 Al EFILOEYIEZ LTS (IV.A.7 S)

A7y 1 BBAFYT 3 ([CBVTE. BILOHSREZ IR, ERBN (COU) Z2EEL. ETIRIZEDLIIC
S e~ TOTR%FRBATBIHIC, 2 DDEIZFAVTERIALEY . 1 DIERPRFFEICHITD Al OEFRICEY
BHITHD. £©5 1 DFRIE(CHITD AL OERICBIFTBHITY . N5 2 DOIRBEIRHIEZATYT 3 % B X TIZER
ENER A, EVOSOE, ZTYT 4 (CRREESN TV SEFREMETHUIESENE. Al EFILOH OS2I I BIRCE
EINE—MHNEBD—E%R I CLEBEL TVBIHTT . ERRICEV)RMERMETIESE 3. FEDOFHFET
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0J3LICEBOERICLOTERIIZENDD, ZOVLER MBI RHEITE D CRIRTERVEIEEENHDET .
&z, 2797 5 MBRFYT 7 3RTYT 4 (CBHELTHD. A7y 4 TEESNZERMTHEEENIZZITL. XEL
U. sHfi I 2/ DHERBIEZRIEDTT UILhH T ARIBIIRHIE, ZTvT 1 HMSRTvT 3 TEBAENTLS4
ROHERIEDEROITVET,

1. 2797 1 : BLO®H2REDTEE
(Step 1: Define the Question of Interest)

IL—LD-IDATYT 1 (I, #&5T58E (question of interest) ZE&I D ETT,

IREFERREL(F. AT ETIUCLOTHIGULIEL TV S BRI R ER] BERE., FLFHSHIRZELER I 5060 TH
DENHDFT .

BRERFR(CHIIPRETERBEDOTERZDFIEL T, ZEH) A (Drug A) HHEEDTHD. £anzBH I ERIEFEDEE
RIGEDRENMREENTVET 2, CNETICEMSN Drug A DIEER TR, COBERIGOFESNS, IRTO
ERE MG E(C 24 BFEIOAREZAI I EZ T TOEUR. UDNULEBHS, BEDHERT —Ih5. —EP0O#HERE
(FCOBERICOVAIMENCENRENFEUIZ, BT, FREBRICBVWTEHEE L. Al BV ZRAVWTIRERE DY
ZOGUERIEZITV. 24 BRIDAREZAU ) OB ZHITE T IR ZIR5TU TVE T, BRFAEDIRET
(. BERICOUAIMEONEHIRTENZHEERE (&, 195 &(CBEBTONEREZAIII(HIDEZSNE T COFICH
(IRIRETERAAL. [EDFERENAVRE RBEN. 1IR5EDODASZEZI ) ZARBEHIRTTERN ? JEBDET,

FIFRLEICHIT BRI ESOMAILL T, &I B (Drug B) (FHEHEISOIZS(CHISLIL/N PILICTIEEN
EESTREEITY . 20 Drug B O\ 7ILOAIEIL. PEHECSIZEERREBIETY ., BSEEL. FEL
NI ORERBEOMERE R S HRBAEISET 30, Al A—ADREMTS 2T L EFRVWT\I 7ILOFEELAIL %
100% B8 TEHMA T BIRERZLTLET 2. COBICHITZARETERREL. [Drug B O\ 7L, BESNZFEEK
TBOMBEBIL TR ? JERDET,

IRFTERE(CHI T BEE(C(S, SFSFREHURZRAVSIEN TEET . LEX(E AT EFILNMBIESNIEERUCINAT,
in vitro 5XER. in vivo BMWIEHER. ERERIER. RUETOEAD/\UF -3 R BENSIESNSERLE(E A RIFET
¥ INSORBZIHUERE. R7vT 2 T AL ETIVOERABR (COU) ZiEdd 2BRICBARI IHENHD. ATy
7 3 TEHliN2ET W OFEEZ YIRS FRCERELE T . HFAENMEMT SAERUERCEIL TR =NDS
1HEICE. BRAIC FDA L& 9 2L ZERLET .

2: 2797 2 - AIET)IOFERBRN (COU) DEE
(Step 2: Define the Context of Use for the AI Model)

AKIL—LT-I(CBFBRTYT 2 (3. ALETIOERBER (COU : Context of Use) ZEERIDIELTY, COU
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ElF WRETDRECHTUT, Al EFINRICTEANRIGEICZOBEREEZERI D TI . COU DFTHRI(C
BUVTE, AZETIUEL. ETIOENZEDLIAERI2ONZFHHRICERAT 2mENSHDFY . & COU (C(Z. B3
DOHZDREICERDIHC, DB (B : EMWPEHERTERIRREROERLE) ZETINHAEHRIINEINC
DVWTHEAECINETY,

e 8 VAL ERCRENIERRFAFEOBICEN T, [T 5 ICABREZAU I N ARERMEI R DOHEERE (S5
n? JEWSIREICER DD, HHFENALET I ZANT, HEREDOR-ZXF/ AFHUREECEDE. Drug
A CEBBEERIGOUAIETFRTHEZIREL TWSELET . BAARIICIE. Al EFILOLEAIE, Drug A (C&oT
SlEF SN2 L EBN I HREMDHIBERIGICHU T, HEREBZRIRVRFESURAVEHIERE T 2e(CH
VWANEY (CNH AL ETILDOIEEIITY) o COXARCHNT, BHEEE (L. FH5R(ICHZMMERENMEIR I EHIRTS
N ABREZAVITHBENEINERE T DIHIC, Al ETINOHZEAT DL 2IRRELTVET (N AL EF)L
ONEREEREITY) . COERBRN, COBICHEITS AL ETILO COU ERBENFT,

BER(C, 88 IV.A.1 ERTIRICETSNIZRIEDOHICHEWT, [Drug B ON\17ILN sSRESNFIBS SRZMmIC
LTOBD ? JEVWSERREICERBODIC, AIR-RDETNZBWT/ (AP IOREEENSESNT —5Z2DHU. B
SOEMNFEELTVIHEHETHEMRREINTVET (SN AIETILOMEEIITT) . ULhLANS, BEmd
HERRERO—IEREL T, ROy NI UL TREF|Y S IIVICH S 2FIEEOMITREFOEMENTVES . LIHHT, 20
AIR=Z2DET IV, BEHEIOE—DOHEERLFBVFRA (SN AIETILONEREEITY) . NN O
FEDHICHITD AL ETILD COU ERBEINF T,

IV.A.3: 25797 3 - AI £7)VIRIOFHih
(Step 3: Assess the AI Model Risk)

Decision Consequence

Low Risk

Model Influence

Figure 1. Model risk matrix. The model risk moves from
low to high as decision consequence or model influence
increases. The ratings for decision consequence and model
influence are independently determined.

25vF 3 Tld. ALEFIUZY (model risk) #ZHELET .
IL—AT=H(CBFBZTYT 3 (& EFIWAIDOTHE T, TFIURIER. XD 2 DOBZREHEHAEDELEOT
I () EFINOSEE, INF, WREDDRE(CEAL TERRERITIMRIC. Al EFILNSESNZEHLN, 4
DI LR TEDIRE B SLTWBINERITENDTT . (b) BEEREDEROEAM, TNIE. JRERBEREICES
U S B EARENRENBAICEUAFELRVEROEAMERIEDTY 22, EFIIRIER 1 (TREN
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TVEY,

EFIWRYEE AL EFIOE NS REERECORND, ZNIEERERE3| ST ol A2 ERL. 5
WEOEDICHRTET BUZAIEIETEDOTRHNFEA 2. EFIWUZAIOEICIE, BH5EE. BERE. BLU FDA ORIC
B 2EPIANRE BB D ROINET,

COETIVIRIRI NI, £723> IV.A.1 TERASN TV SERRFAFEOHBIICER I SIEN TEET . COBITIE,
[EOBERBEZRIZIERRBLU T, ISR OABREZI ) ZABLHITTEDN ? IEVWIEREZED_LIFTVET,
ZOBICBNTE. AL EFINENIECEDISBIBREODEZAU I ZITINEM—REIDERER DI, (a) EF
VOFZEE FEVEEHESNSEIEEMENZ VT . F2. (b) BRIREDHEROEAMEE\EENTT . BERS,
ARABREZA DT DB ERERBENNREZIUS T (CDRRENIGE . TORBRE LBV EERZRIBNR L
RIST T, £@ZBNIBERRISZERIITIREENDINSTI . 0L, ETINOEEEN S BRRED
EROEBBREOEVEHRTENDIZH. COFERBR (COU) (EHBFRETIIRIEEW (high) LFHEieNEd.
—73. £U23> IV.A.1 TEHRIBENTLSERAREDHIT(E, Drug B Z&0/\17)LOFIEEO@EM NS TS T L/
RS ST HREENBDET

ez (E. MBEEEZELUTCORVRBENMHEIINZ LT, RRSNLEABTEZ5IFHER. HB30E (GNILICE
DENEHEINTLRVTENMNNST) BEO/\(7IEREUT 1 BIDORE%1S3EVIIRIEICLD. ERIDE
FZZNRLETZEREMNBDET . FIERIEELREBMTHD. FERLTIER IR RARBCASTLRE
252319, (b) BRREDFERDEXNEEFZVEFHEENET

ULHL. COBICHVNTIE, BISEENOY RS LICRFY DIV ZAVTHERRERO—IREL (FRIBERBITE S 2125,
Al EFICELZHIBIADKTFE (MECRDE T, UIhD T, (a) EFIIOFZEEMBRVEEHEENET . COLSC. B
BARAFEOREROEKRMEEL ETINOHZEE (HMEV\CFHMEN 38, COERBER (COU) (CBIFBRETIVNRY
(FHFRE (medium) EEnF9d,

EFIWRIDFHASIFRE(CEE T RERS, A7vT 4 THASN TS AL 57 )LE D OEREE IR S 310
FHEEBNE, ETIWRAIOKREEICREILEDTHINETHO, FEABR (COU) [CISUTEY)CHAEENDW
BENHBN5TT,

4: 2797 4 - FRBMNRNICBITS AI ET IV OEEMEME ETBIORE
(Step 4: Develop a Plan to Establish AI Model Credibility Within the Context of Use)

IL—LT=IDATYT 4 (&, Al BTN NDOEFEMZEL T BILDDFHBIZRE I D ETT « AHAFVATHNT
(. IAUETEE[{EFEMEETMETE (credibility assessment plans) [EMFUET ., I3 3> 4.aHLU04.b
Tl COLORETEICSHRENTES. Al EFIIE D OEE 2 U I 272D — R R STBIES LU
SHESEBNCOVTERBAL TL\E T . INSOIRETHIRS JUTHEE SN SR RED TIFRL INTO AL £57)LfE
FIE® (COU) ([CEATELEFRDEFRA.
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SRS TIEZ FDA ([RHETIHEDH. LD, ECTIRH T DN\E. BHFEEN FDA LEDLIICRISULTUVSN. &
LTHERD Al EFUSIMERER (COU) ([CLHTERDFT 2°, rex(d, STl tEE. ERRREE
FORTEREINBIBEEHNET 2%, Tl thOBEIRBESFE (IV.C H%588) ZEBU URRINBILEEHD
9.

YRIR—2DEREMEEHIIL — AD—I Tl A7y 3 TEEzNTZ AL E7IWIRY. BLURTYT 4 TRETINBE
FEMEEHMET B0 ZH1E(CRIL T, FDA MO EERI T4 — R \WINH 2L ZBELTWET . 201t FDA (FHEE
BHBLUZDMMDOBHRE ISTU T, Al EFIWRIBLUZDONVAYE COU (CEDGEYIRMEREMEHMEEENCDOVTE
HADERPST FDA &R DL 58CHERLTVE T, B8, FDA LR ZEDFAT(E, YTV 3> 4.0 HBLU
4.b (CEEEHEINITINTOESFEMHEEEN RS 25BN . I UBFIFRIEETH D, IRENMUNETHOID
BN TEHOEE Ao UNUAHS, EZEEN FDA BB A TOMITRR S 3EEME T MAE ERIC (G, DHEbR
Fv7 1. 2.3 (IRh5, R5ERE, EAEN. TFIURY) THRIECINIBRE, ZNSORBRCEIVTENE
FEMEEMETMEIINSINTVBIRENDDFET, Ffz. FDA EOFHAEPEDZEmICHOVTIE. TEIENTVLS
(SN EN (SABEL ANV OEE THEVFEAN, SERORENTOTADHFTLOFHMRHAEENREEN
BTENLEENET,

HIRDEHD. Al DEFEER T TV IIADEREEFLEN DRRICE(LLTWSIzs. AL ET )LD OERE =
M 9 IO MEEN (&, [REIEL TERBRICGU TREBICERETEN. MDETIVWRITGUEE THINE
P&HDFET, eEZ(E BYRIETIVCHUTIE, MHEERETE® (performance acceptance criteria) Z&DEAS
(CEETEL. TDOAB%Z FDA ([CLDFEICERBEIAETHO., RUZRIETIVEDEBVEENKROHSNET

a TFIIBLUETIVBIR IO DR
(a. Describe the model and the model development process)

FREEEN FDA EDWIRRFRZRDIOHICIRH I 2SS TE(C (S, #5158 (question of interest) . {£F
B# (COU) . BLUETIIAIICEDNVT, BHEEMER I ERETHEEBONETE2SHINENDDET .
HIROEHD, CNBOTEENCEIT BTk (S, FIHADEFETIIIERAIREDTHEWEEAN, FDA HMB071—RN\w)%
LIS, KOFFHRBIRZEH TR I D ENEIFEINET . £ FEDRUATETIVCOWTIE, FDA KT
(CEEEINTUVRZ DB DT/ RDIBEHRDHERDDEEHDET . —H T BURIETIDHE(CE, FDA (&
fEABM (COU) [GUT. U TFONIEINRTICEIT BIFEROLENMMNREIROIZHZKRKDDIENHDFT .

i. EFILDERAA
(i. Describe the model)

BEEEHLUZOMOBHEE . & Al E5I)IUSMUL THEIHECE. EEEEHMEETE(CUA T OEHRZzEHIN
&T9 :

10
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o FATRZRETIOHA (FRULCNICIREINFEA) LT UTFRITHEL TR
- EFIDOADBLUHEHORE
— EFINO7—FF0Fv (i . BHFHAHFZ1-IIRYNT—))
— EFILOHEH Y
— BFHEOERTIOTAB LS. EFIOETHORE(CICAVIEREE (XHITHE)
— EFILD/NGA—5 B
o BEOETUSIEFORIRUIBHEOA

ii: ETIVERICERUT—5055%EA
(ii. Describe the data used to develop the model)

AHAISZCHBVTE EFIOBIR(CEREINZT—H(E. — RN — 27T —98LU0F1-2297-49 % (T
NEEFEHTIBIRT —F1EFUET) TSN, TNE Al EFLOBRBRICEINET . NL—229F 9L,
Al ETIVEIBER T ZBRIC. ETIVDEH. 1EHt. BRERREZERIDLHIC. FHRELEZ7IITVALTHERIN
37 —9RIELET . F1-Z20T7 -4 8. No—Z>Fanfkz Al EFLORH S 3 ERENE
¥, F1—ZUJDBIETIE EROF1— 2T BT -y MMEDNREEEHDET . COF1—Z>F TOEX T,
EFNBIRCRIIBEFTSTRESR. LA ERBBT—FTIF00) A = \SA—IREMRET2INE T, F1—224 7
I-X(E Al ETILOTANII—ZADFICE SN, BFREEREO—EERNET (FANIT—XDFMICOVTIEFH TS
23> 4.b BTBBEEN) P,

Al ETILOMEEE. EORN - BLUF 12 (UEREIN 2T -y NMCREUKTFLE S UhD T AL &5
WORFICERENZT—4(E. [MERABEMNISHULTESU TV IEANGHDET, IBH5. T0OT—F(IRHEENSD
3% (JeLzlE FBRT-HBRZEATVIED. AREOHIWEREZTDICEATVIIE, HRLERIETOE
APBAZRERITZDCTDRT—ITHRE) EHTR EFEENDS (IR05, IEHET. TET. IBIfOJEET
H3TL) BEHHDFET ., EFIIRIDAEFSEU T, BHEESLUVZOMOBEFGRE L. RS-yt (FRh5,
N—ZFB&UF1-2207 -5y ((BET3T - YEIRORIMEASE CRU. FIRT -5y bkt #BARE(C
FRINETY, CNBOERE. FITUX LA TADEENRRE ! 255, T—IORF4FEZBASNTZ LT
BRATHD. FFEOFEABR (COU) (CBVT Al E5 I 2ERAT 3D ERMEFEMFHMIERIOE L1422 X
2EDOERDET , BFBEEDLUREFRE L. EREMEHMEETEICU T OBHREZVESUTESHINETT

e (1) HET-IYMOARE. BLUZOT—IYMN -2 F1—Z>47., ZOMOB Ty MCEDLSI(C
DENSNIEMNIDWVWTEEEL. (2) TNTNOT Iy MAVWTEDET LR EENNEESNeh 2 BATE
([CUTLIEE W,

o BFET-IN AL EFINONN —Z2TBLUEF1-Z2J (AERENZ(CHIZD, EDLICUREE. SR, 77—
2ANE, RiF. BN FIBINNEERIAL TTEE W, SBICUTFZEH TS ¢

11
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- BEORFET -5y MaBREUERCOWTERAL TIIZEW,
— INOT IT =2V NEDLITEEESNTNEERBAL TZE W,

o RET-—IN (EHBEH) COU [CEDLSGEEL TVSNIEECEL TS,

- FRET-INEDOLICEEEENDS] (f 1 FBRT - FBERZEH. ARMOHISMEHN+DT
53, HIVIHETOTAPLERZAKRI ST -ITHD) BIUEREENHSD] (TBH5, EHET. T
T IBHEIEETHS) hasRBAL TTEE.

o FRT-INEFRBEINTLINEIHZEH L TEEW (B : J17L—FvR-5—-=>% (federated
learning) OFIA) .

o BT -ILYMERUTEDET IV RREEINEMININEHRBL TS,

jii: EFIVEIFRDEBA
(iii. Describe model training)

EFIVWRIOKRZFESHUT, BBEESLUZOMOREGFREE. ZHIESC(HMEREFHEETREICBV T, AT
EFINORN—ZFICBET 2B HRESHINETT
o EFINEDISICR —Z>FENTehva stk TZEV L TFONBZEHFI N, TNICRESNZ DTS
HFEA :
- ZBFE B : BEDHHFE. BERLFEE)
— EFIEFHE S Bl ERINIEREIEE (NTA—YAXNIR)  HleUTIE ROC BRAR T EiE
(AUC) . BHIREFLIRE . FEE. BHENTE 12T E (PPV/NPV) | ERMY/1AEHES
JUERME AEEOLrE (B BEITIICHITZME) | B 122 LELE (PLR/NLR) . &
AR, F1 ZA7RENBIIBNET . INTOMEEHIICHEFEX &I TTEE L,
— BFBF(LBDFZBEBCDIEREINETFZE (B : IERMEHI)
— FBRHAERIN/ AIN=)N5A=4 (] : 1BREE. FEX)
o BRHICNN —ZJENETI (FEFEHOETIV) ZERULHEINZEAEEL TUIZEL,
— BRIFBBEHETINEERAULEEE 07—y NTCEIIEZMTONN. . ZOETIHED
LICRFEENTN/ BUSENTEMNIOWTEREL TXEEL,
o  TIYYINFEZFERULSEICE. TORBZEMRL TS,
o Al EFNOFYIIL—23> (fl : BEPBIRMZE LEE3HC. NL—Z T FHETIOEDICKUT
EAEERITOIENY) (CDVWTERBAL TIEEL,
o fERAULEIVEI-AYINIIT (Y=IRYIRYW)\Wr—>%250) (AT 2mMEBRIISLURBEEENF
lEE. VIRITT DN - BENED LS (GBI BEIERINTAESBAL TUZE,

12
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b: EFINFHEIOEADRR
(b. Describe the model evaluation process)

AYTEY232TE FANT —52RAVT MRETZEMAEN (COU) (CHUTETIVEREDZ XM Hiid 31
HO. FTRICMN —Z2TENZETIVOFHECOVWTHRIBLET . TAM 5L BTN OMREZFFHOF 2 I2(CfE
R2N37—9T9. TANT =& BT -9 (M—Z2JB8LUF1-22957-49) LEFIZLTOREINERST,
FBRCTINTVZLIHRTRENTEBOER A TAN —FE SL—Z2J8THIC Al E7IVOMREZEHTI S 3125
(fEAENFT . FAFET—IEERRC, TAN —SEMERBNCES U0 I TRIFNERDER A,

ETIWRIDOREFLE(CGU T, HFEBLVEOMOBIFRE R, %I BECHMEMMETIETEICEWVT, LUTO
EFI)LEHECRES 21 EEHINETY ¢

o Al EFIIVZFHET DD, TART —INEDISITURE. WUIB, 7 )7 -23A45. RiF. BIEN. £
NfehvescikU T<TEE 0,

o SHBIUATZEHTZEW !
— BRT -9 (M- JBLUF1-Z2057—4) ETARNT AR ENED LSRR EN T Z A
SBUTKIZEW, e (& ERDERARREBREEEREEAOT -4, B2/ \WFFEEREZAVWTES
ENT—A%fERTBET, T—IDMI I M Z R T DIENTEET,

- FAREELTZANEREOB TT —Y0EEFERN GBS NS0T —INEDLIfERENE
WAL, EORERNZHE THHEBRZRL TS0,

— BRYIBHBEICE. TAN —ADVERIERENESRZE (reference method) %ZsCiiL. 20&
IBEDOMHREIEE SH TZE,

o FANT=HN COU [CEDLSITEEL TVDNEECIRL TZE L,
CORIIFCEETY, LA FRETINNBEORFET —5Z2AVWTBERINIISA(C. COU TEMAS
NBRBOT —HERZDE ALETIVN COU (CBVWTHRCHEREZ FIEL RV BIBEMEN®HDF T . COLSR:
WREFT-IRITEFEFNBENHDET

o FTANT—4 (FHFET-AEEIHIILTLBREED) ZHAWVT, EFILOFREERT —5EO—EEZEE MU
TLIZ&L,

o IERUETIFHEFEZOZ ZHMHEICOVWTEHRIAL. TOFENBVEETIIFES LU COU ([CEDLSIC
EEUTWSHERL TLIZEW, COU ([T ARIDOBEES (human in the loop) IN&FN3mZ&E. 7L
BEARDMRERIT TR ARIE AL O EIF — AAROMHEREDEHENT REBD LU T,

13
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o  EFIIFHICEEREEINIHEREE (J\TA—YAANIIR) ZEBIRUTIZE, 2EX (S ROC BEHR T EiE
(AUC) . EIRFFLIRE. HEE. B/ 1BMNPER (PPV/NPV) | ERHE /ABEESSVE
24 /RO ME (B REATH | BB TEMEZRCELE (PLR/NLR)  E&ZE, F1 237,

DB T ERENRBECFEZSOIBENEITONE T INTOMEEFHEIC(FEFEXE (confidence
interval) Z{HFI T2V IIXT. AT HEEEL TS ¢
— BT FROAREEESLMEEENEOLICHETEINLN . TOTOTAZBRZEL TUZEW. HE(C
IGUT. EREPCAEEREZ TSI 2IDDMDFEEIR A NIIREEH TZEL,
EFIVEDOARERM(CRET2EHRE. HOOERCBVWTEETY, BIRM (repeatability) F/z(&
BIEATEEM (reproducibility) (CEAT2AZE(E. EFIVHAICHSAEEREEZEE/L I 2HICERT
ER

o ERAULEFTUIT7TIO-FORFE. BLPBTERIR/ A PRICOVTERBAL TZEL,

o I ROIRFECRIT 2 mBFRABLUREEROFIEZECIRL THZEW,

NI IS-—PEBOFRE (eX(E 1-Y—1ERRI—RORONRVED, STEDOIEHEEOIEER) RE
EEZHTUIZEL,

5. 27v7 5 : SHEOZET
(Step 5: Execute the Plan)

CORTYI T, ERMEFHITBEIOETEITVET . A7VT 4 TIRRATEHD, FATICHIIHT FDA LASHEMEEHE
SHEICOVWTIRE I RCLE. (1) EFIWURIBLUVERBM (COU) (CEDIE. RERINLEEFIVCHU GELIR
SN EHMESEENC DV TORBFFEZBBFE(CIZTE. ZUT (2) AEEINZRBEL DN EXIFET DL
M DOHREMNHDET,

6. A7v7 6 : FHEiFERONELLRARBIEDE A
(Step 6: Document the Results of the Credibility Assessment Plan and Discuss Deviations
From the Plan)

A7v7 6 T, S M EORBRELUSTENSOBRBNEE X BT 3EZITVET . CORTYIHEE.
ERRMFHUBETBEORITRICEMEN. RTYT 1 ME5RTYT 4 FTORERDECIRZEENETT,

COEEMFHEHREE . FEDVERBRN (COU) (X192 Al EFILOEEMZIIAT2IHDEHRZIRMTS

ZEERBENELTED, 27T 4 TRESNAERMETHEETEN SO GDOIIZEC(E. ENCOVWTERE T 2w

ENHDFT . FDA LOREARZRORR (R7vT 4 THBA) (Cd. REEMEREHNiERSEE% FDA [REINE

HEIH, &z, TOIRERFEALIRH F5EICDVT FDA LAEA T 2 BN HNET .

EREMHMAREE L. ZHITHECE. (1) FHHBAORFERPSEERO—EEL TEHENZIMIIL
14
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EXZBEVTREENDN, F2(F (2) BEITGUTFDA [RRTERISREVTHEXE (I : EREF(CIER)
EIBIENTEFT . EREMEEHRIREZORE S ECOVTE, FHIIC FDA LIREITDBENHDFT .

7. A7v7 7 {ERBMICTS AL 5 )L OZ ST
(Step 7: Determine the Adequacy of the AI Model for the Context of Use)

EREMFHMIREE(CEEHNTERICEDE, HIETINEXMEAEN (COU) (SELTVBHEINMMHIRTEN
F9. 6L, BFEEFE FDA OVINHN EFIIVWRIICHU TET IV OERREN TR ZEN TORWEHIRRUTZ
BEECE WODDIMISHEZSNET @ (1) BHEEEN. Al EFIUNSESNIEEHLUNIIR TrEOEEDIHLGE
HFENRDZIET. ETINOHEEZ5|IE T IR FREANOLEZMRI D ; (2) ERETHIEBORESZS
H3. HBIVNIENMOFHFET —IZ2RAVTETILENZ#ETS ; (3) VAVZERIILHICEYIRERFE (>
hO-IV) Z6ETZ93 ; (4) BTV 7T0-FEHREZEEIS ; (5) AlETIOHAOEFEEN COU (SHLTAR
TR THZEFITL. ZOFERELTETILO COU ZHI T I3, FBIREMICRET,

B : {BIB B  1SEDERBNICEITS AL E5VE N OEHEDS1 IV A DIV
(Special Considerations: Lifecycle Maintenance of Al Model Output Credibility for a Given
Context of Use)

AHAIDACENT, [SATHA AT F R EE, Al BTV I ZEENMBEFIN THNERNI THN., TOE
RE® (COU) CHWT. ERROIAIVAIINEREL TET NG SRS BEY)(CERTEPINBZIMIFI T
DOEBEBZIELET . Al ETINDIATTA AT FIRER EFILOMES JMERBNIADES Mz
BY(CESAR - HAR I BIe(GHEISNIE E DR EN 2 BRLE T,

723y 11 THRAESD. Al EFIVHADEBEDSA THAIIASTFORAIEETY, RERS, EFILOMEE
(SRR DRE B ABRIEOZ(LICL O TEE I BHREEN HINSTY . BE . EERROMREIHIRE S IE T B0(C
Al ZEATRIBAICE. HIFRTOVISNET —I8LU Al EFIVNMER U IBIRZEEISFHMENMTONE I, Al
EFINOERANEREROTA THA DN BN THETTR2EEHD. COLSRT—-XTlE. Al EFILEHDERE
HEDSATHAINADTFIAMBH TEEERDET, L ZE Al BTV D ERREEII- X TERAINZISS
[C(. Al EFILHE D DEFEEDOSA THAIINASTF O AMSICEETY 2,

AIR=ZDETIE. ANOZEENEE LU GERICBUR THIIZENDDFET . N ALNT—FERENEITH.
B2#ElL (TRNDEAFICLZNARUICEENISEIST D8E0%HKFD) BIEEEEN®HTT . EF I DOMHRETE
(SRR (CEERENANRETHD. EFIAMEABMICKHU TESU TVWSIRREZ I 21 (C. MBIIGU TE
UIRZENMNZISNDHENGDDET . ETINDF1TTA N EHRZBUILEROBRUEDIZE(E URIR-ZTHIN
ETY, Al E7 N OE B ZE R I DL, HiEEE. ETIUCRTEIZIEHNREC. ENSOZLEFFTE - 51
32BN, SBICERRIMITI NN B RN RBREEOLE 4 ZHSNUDIEEL TBNRETT,
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SATHAINASTF IR CIFTBURIN-RT7TO—F 33, AIETIVEREANOE B DS &%l T 2BUCEATI.
feez(E EERBGECHVTIE AL EFIADEBLESE FOZBNETIVEEEICS X 38:8%, RERES T
L©ARICBI RIS EEOEBERIATATIMATZENEETT (ff : Fi(BsNERET —IF(FIER.
FIVCFBEEANBLI BRI TV, Al BT VR EA S X 3EIRE OB ZET IV EBOZLRY) %,

EFINEBOFERF, EFIWIRY (£923> IVA.3 ORTvT 3 B88) P, £EFIEEEOZLREDERCEDINT
SHliENBCENHDFET , BEDEHHDLUETIVEREADFZEDIEE (CLH T, EFEMEFHMlis T B —2PRATY %
BETIIRENEUZBANGENET . CNICE. FEREMNISURET VOB N -2 PBFAMEENET,

S5, BEFINEBEDFE (TRD5, ETIINEENEEECEEEZSZZNEN) ([GU T, ZOE B (FARFIZEFICHRE
2T FDA [3R&ETINENHNET *°,

—RRIC. SATHAONADTFORCRITBEHMAETE (F 1 EFIVIEEEISE. UZVIISURERSEE . ETIETA
RDONIH—ZMHFR2E) (& BUEFRORIERBES AT AO—EREL THERTRERMIREEICL TER BN SN, Ffo. BR
FFETOEZABEOETIUOWTIE. FOEHIZIRFAREBERICSHINETT GREIEMHIRESTE) C,
FDA (3. Al EFILDSA THA DN ASTF Y AICEIT BB HOEMEC OV T, EFIIWIRIICREbDTHZ LR
HEBLTVET.

FERBEE R, [EERIMIY() BRI RMMNS LURH _ EOEEEE] (ICH A459>Z Q12,2021
F 5 A) TRENTVWDY=)b. IROEMHESNEAIRIRAEHITONIV] (CNAFEREEE SR B
I(EN3) 2FIHIZEEAIRETYT ., BBFEEE. ETIIEEDERZ I ESNR G IEUTURRL. EERIM1D
BAOIN @0 TENBOEMHCT I ZEEZEIRI 2 THZIRR I DEN TEET,
COLORETEZARFEAGRERFB(CEHDIE T, BHFFEEITRN(C. HENSZNEEEIRICREIIRRZEAIE
BIENTE, EDLIBEBE(CDOVTIIEFIC FDA ADIRENARE THINEIEER T DENTIRECRDFE T,

C: BHIIYS—-I AV
(C. Early Engagement)

ANROESD, FDA (3. HFFESIUVZOMOBBFREICHL. (1) BESNZETIVCHULT, EFIIRISLMER
B8y (COU) ([CEDVWuBEtMERMMESN(CRI2EAFBEZRE T DL, BAUIC (2) BESNDHRES
JUZDMIETTEDRFEZSZIZ I 5L ZBERIELT, FDA EOREOBIS 28 GHERLTVET,

EREEEPZOMOBMFREEN Al EF N EEDLICERTZMNILO T, FDA LRSS T 3D FSFRAT 3> %5
FRUNTELET . IFEDRFR IOV ILICEEL T ALl DFERICOOVWTIHET 35S, BiaE LEIRERI—FT1>
7 (5 : CBER/CDER H GBS 2#NHAELFEDARFIBN S%153126bD INTERACT I—74>4 . FI(LABREEEH
EBIZ—71>%4 (Pre-IND) ) ZUJIZXNIRIENTIEETY 7,

x 1 (& Al EFINOERBNCEUZEOMORESATS A H—EELTRENTVET  S-F1>JUIIA M,
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SBERZRERZE (IND) 2l Pre-IND OEETOSSEDHFR IO I ACEET ZI5E(C(E. BHEEE (T IND BSFE
( Pre-IND S %ZLHU. %I BLE1-BUF—ACZ—FT4>TOUIIZA MBI TINENHDET .

R 1. ERRBI-F12IUNDESAT 3>

Engagement Option

Intended Use of Al
Model

Contact Information

Center for Clinical Trial

Innovation (C3TI)

Sponsor is interested in
discussing the use of Al in
clinical trial designs with
CDER before formally
submitting them to their
investigational new drug

(IND) application

Email CDER C3TI program at

CDERclinicaltrialinnovation(@fda.hhs.gov

Complex Innovative Trial
Design Meeting Program
(CID)

Sponsor is interested in using
Al in novel clinical trial

designs

For details about how to apply for the CID
program, please see

http://www.fda.gov/drugs/development

resources/complex-innovative-trial-design

meeting-program

FDA encourages sponsors to send an email to
CID.Meetings@fda.hhs.gov to provide
notification that your CID meeting request

application has been submitted.

Drug Development Tools
(DDTs) and Innovative
Science and Technology
Approaches for New Drugs
(ISTAND)

Sponsor or other interested
party is interested in
qualifying a drug development
tool that uses Al, such as use
of Al-based algorithms to
evaluate patients, adjudicate
endpoints, or analyze clinical

trial data

Email CDER Biomarker Qualification Program
at CDER-

BiomarkerQualificationProgram(@fda.hhs. gov

Email CDER Clinical Outcome Assessment
Qualification Program at
COADDTQualification@fda.hhs.gov Email
CDER and CBER Animal Model Qualification

Program at
CDERAnimalModelQualification@fda.hhs.gov
Email CBER DDT Qualification Programs

(includes Biologics Biomarkers and Clinical
Outcome Assessments) at CBER
DDTQualificationProgram@fda.hhs.gov Email
the ISTAND Pilot Program at

© 2025 HiroPharmaConsulting® Co., Ltd.
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ISTAND@fda.hhs.gov

Digital Health Technologies

Sponsor or other interested

To discuss general feasibility for a proposed

(DHTs) Program party is interested in using an | DHT, or for those with general questions about
Al-enabled DHT used in the the potential use of their DHT, email
context of a drug development | DHTsforDrugDevelopment@hhs.fda.gov
program

Emerging Drug Safety Sponsor or other interested EDSTP is not an avenue to seek regulatory

Technology Program
(EDSTP)

party is interested in using Al
in pharmacovigilance (PV)
EDSTP is specifically focused
on the use of Al in PV for
postmarketing activities; it is
part of CDER’s multifaceted
approach to enhance mutual
learning of where and how
specific innovations, such as
Al, can best be used
throughout the drug product
life cycle

advice on compliance with pharmacovigilance
regulations. Questions about a specific
development program should be addressed
through other channels. Please contact

AIML forDrugDevelopment@fda.hhs.gov with

the subject line “EDSTP” for more

information.

CDER’s Emerging
Technology Program
(ETP) and CBER’s
Advanced Technologies

Team (CATT)

Sponsor or other interested
party is interested in uses of
Al in pharmaceutical

manufacturing

Early engagement with the ETP or CATT is
highly encouraged before submitting a
regulatory application or implementing an Al
technology for drug or biological product
manufacturing. Requests and proposals may be
sent by email: For CDER regulated drugs
CDER-ETT(@fda.hhs.gov, and for CBER

regulated biological products

Industry.Biologics@fda.hhs.gov, include

“CATT” in the subject line.

Model-Informed Drug
Development Paired

Meeting Program (MIDD)

Sponsor is interested in using
Model-informed drug

development using Al

Sponsors with a pre-IND or an IND who are
considering the application of MIDD
approaches to the development and regulatory
evaluation of medical products in development
should email MIDD@fda.hhs.gov with “MIDD
Program Meeting Package for CDER” (CDER

applications) or “MIDD Program Meeting
Package for CBER” (CBER applications) in

© 2025 HiroPharmaConsulting® Co., Ltd.

18-May-2025v1.0

18
FDA: [59502407dft.docx]


ISTAND@fda.hhs.gov
DHTsforDrugDevelopment@hhs.fda.gov
AIMLforDrugDevelopment@fda.hhs.gov
CDER-ETT@fda.hhs.gov
Industry.Biologics@fda.hhs.gov
MIDD@fda.hhs.gov

Contains Nonbinding Recommendations

Draft — Not for Implementation

the subject line.

Real-World Evidence
(RWE) Program

Sponsor or other interested
party is interested in using Al
in a study using real-world

data to produce RWE

For more information on the CDER, CBER, or
OCE RWE programs, please visit each center’s
web page or contact CDERMedicalPolicy-

RealWorldEvidence@fda.hhs.gov
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[HhE (BRErF1XTN) |

1 This guidance has been prepared by the Center for Drug Evaluation and Research in collaboration with the Center
for Biologics Evaluation and Research, the Center for Devices and Radiological Health, the Center for Veterinary
Medicine, the Oncology Center of Excellence, the Office of Inspections and Investigations, and the Office of

Combination Products in the Office of the Commissioner at the Food and Drug Administration (FDA).

2 Depending on the stage of the drug product life cycle, FDA may refer to a person or entity as a sponsor, a

requestor, or an applicant. For example, a sponsor may refer to a person or an entity that takes responsibility for and
initiates a clinical investigation. The terms requestor and sponsor are used in various contexts for over-the-counter
monograph drugs. An applicant may refer to the person or entity that files a marketing application and/or assumes
responsibility for the marketing of a human drug, animal drug, or biological product. Because this guidance covers
the drug product life cycle, including premarket and postmarketing activities, this guidance uses the single term

sponsor to cover sponsors, requestors, and applicants, as applicable.

3 For the purposes of this guidance, an interested party means any person or organization that may be interested in
the use of Al in drug and biological product development. This includes, for example, manufacturers (i.e., a person

or entity that manufactures, processes, packs, or holds a drug) that are otherwise not sponsors.

4 For the purposes of this guidance, regulatory decision-making refers to regulatory determinations made by FDA
(e.g., with respect to an application or supplement) and actions taken by sponsors and other interested parties in
conformance with FDA’s regulatory authority (e.g., current good manufacturing practices (CGMPs), postmarketing

requirements, investigational new drug applications (INDs).

5 For the purposes of this guidance, the term drug, as defined in section 201(g) of the Federal Food, Drug, and
Cosmetic Act (FD&C Act), refers to human and animal drugs and human biological products (as defined in section
351(i) of the Public Health Service Act), other than biological products that also meet the definition of a device
under section 201(h)(1) of the FD&C Act, unless otherwise specified. It also refers to a drug or biological product

constituent part (21 CFR 4.2) of a combination product (21 CFR 3.2).

6 The recommendations in this guidance focus on the use of Al to produce data or information to support regulatory
decision-making for drugs or combination products that include a drug. The recommendations also may be relevant

across all medical products, including to support regulatory decision-making for medical devices intended to be used

with drugs. The term device refers to a device as defined in section 201(h)(1) of the FD&C Act (21 U.S.C.
321(h)(1)). For devices, FDA recommends that sponsors refer to device-specific guidances using CDRH’s guidance
search web page Guidance Documents (Medical Devices and Radiation-Emitting Products) at

https://www.fda.gov/medical-devices/device-advice-comprehensive-regulatory-assistance/guidance-documents
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medical-devices-and-radiation-emitting-products.

7 Depending on the intended use (see 21 CFR 801.4) of an Al model, the Al model may meet the definition of a
device under section 201(h)(1) of the FD&C Act. How to determine whether an Al model meets the definition of a
device is outside the scope of this guidance. For further information about FDA digital health regulatory policies,
see FDA’s web page Digital Health Policy Navigator at https://www.fda.gov/medical-devices/digital-health-center
excellence/digital-health-policy-navigator and FDA’s web page on Guidances with Digital Health Content,

https://www.fda.gov/medical-devices/digital-health-center-excellence/guidances-digital-health-content.

8 See Executive Order 14110 of October 30, 2023; Safe, Secure, and Trustworthy Development and Use of Artificial
Intelligence, sec. 3(b) (citing to definition of Al at 15 U.S.C. 9401(3)); https://www.federalregister.gov/d/2023

24283.

9 Ibid.

10 For the purposes of this guidance, the term drug product life cycle includes nonclinical, clinical, postmarketing,
and manufacturing phases. While the drug product life cycle generally also includes drug discovery, the use of Al
for the purposes of drug discovery is not in the scope of this guidance and therefore is not included in our use of the

term drug product life cycle.

11 See Executive Order 14110 of October 30, 2023; Safe, Secure, and Trustworthy Development and Use of

Artificial Intelligence, sec. 3(t) (definition of ML); https://www.federalregister.gov/d/2023-24283.

12 FDA applies benefit-risk principles when assessing the safety, effectiveness, and quality of a drug. For illustrative
examples highlighting benefit-risk considerations, see (1) the guidance for industry Benefit-Risk Assessment for New
Drug and Biological Products (October 2023), (2) the draft guidance for industry Benefit-Risk Considerations for
Product Quality Assessments (May 2022) (when final, this guidance will represent FDA’s current thinking on this
topic), (3) the International Council for Harmonisation (ICH) guidance for industry M4E(R2): The Common
Technical Document (CTD)—Efficacy (July 2017), (4) the ICH guidance for industry Q9(R1) Quality Risk

Management (May 2023), and (5) the ICH guidance for industry Q10 Pharmaceutical Quality System (April 2009).

13 The high-level key concepts and principles of the risk-based credibility assessment framework described in this
guidance (sections IV.A.1 through A.3) were informed by an FDA-recognized consensus standard for medical
devices titled “American Society of Mechanical Engineers Assessing Credibility of Computational Modeling
through Verification and Validation: Application to Medical Device” (ASME V&V40). While the ASME V&V40
was developed specifically for physics-based models for medical device applications, the high-level key concepts
related to defining the question of interest, COU, and assessment of model risk, which are outlined in sections 2, 3,

and 4 of the ASME V&V40 standard, are used in this guidance’s risk-based credibility assessment framework for

21
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the use of Al models to produce information or data intended to support regulatory decision-making regarding

safety, effectiveness, or quality for drugs.

14 See, e.g., Liu, Q, R Huang, J Hsieh, et al., 2023, Landscape Analysis of the Application of Artificial Intelligence
and Machine Learning in Regulatory Submissions for Drug Development From 2016 to 2021, Clin Pharmacol Ther,

113(4):771-774, doi:10.1002/cpt.2668.

15 For more information on using Al and ML in the development of drug and biological products, see

https://www.fda.gov/media/167973/download.

16 For the purposes of this guidance, training data are data used in procedures and training algorithms to build an Al
model, including to define model weights, connections, and components. These data typically should be
representative of the target patient population or the manufacturing process or operation, as applicable. For further
information regarding training data, see the guidance for industry and FDA staff Marketing Submission
Recommendations for a Predetermined Change Control Plan for Artificial Intelligence-Enabled Device Software
Functions (December 2024) and the draft guidance to industry and FDA staff Artificial Intelligence-Enabled Device
Software Functions: Lifecycle Management and Marketing Submission Recommendations (January 2025). When
final, this guidance will represent FDA’s current thinking on this topic. We update guidances periodically. For the
most recent version of a guidance, check the FDA guidance web page at https://www.fda.gov/regulatory

information/search-fda-guidance-documents.

17 The terms fit for use and fit for purpose are sometimes used interchangeably.

18 Human subjects protections are out of the scope of this guidance but should be considered when developing or
deploying Al modeling in the drug product life cycle, as applicable. For additional information, see FDA’s web
page Regulations: Good Clinical Practice and Clinical Trials at https://www.fda.gov/science-research/clinical-trials

and-human-subject-protection/regulations-good-clinical-practice-and-clinical-trials

19 For further information, see the guidance for industry Real-World Data: Assessing Electronic Health Records and

Medical Claims Data to Support Regulatory Decision-Making for Drug and Biological Products (July 2024).

20 The use of Al must comply with all applicable regulatory requirements. This includes, for example, in clinical

development, section 505 of the FD&C Act, and 21 CFR parts 50, 56, and 312.

21 The use of Al in manufacturing (e.g., production and process controls) must be implemented in accordance with
current good manufacturing practice (see section 501(a)(2)(B) of the FD&C Act and 21 CFR part 211). For
example, with regard to finished drug products, the responsibilities of the quality control unit described in 21 CFR

211.22 and 211.68 are applicable. The quality control unit is ultimately responsible for ensuring the overall quality
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of the final drug product (see 21 CFR 210.3).

22 The decision consequence is the significance of an adverse outcome resulting from an incorrect decision
concerning the question of interest. Decision consequence is the potential outcome of the overall decision that is
made by answering the question of interest, outside of the scope of the Al model and irrespective of how modeling
isused. That is, decision consequence should consider the question of interest, but should not consider the COU of
the model. Additionally, when assessing the decision consequence, FDA recommends that sponsors consider both
the potential severity of adverse outcome and the probability that the adverse outcome would occur. In some risk
management tools, the ability to detect the harm (detectability) also factors into the estimation of risk. For more
information, see the guidance for industry and FDA staff Assessing the Credibility of Computational Modeling and

Simulation in Medical Device Submissions (November 2023).

23 Other types of risk, such as cybersecurity risk, are out of scope of this guidance but should be considered when

deploying Al modeling in the drug product life cycle.

24 For further information, see the guidance for industry Allowable Excess Volume and Labeled Vial Fill Size in

Injectable Drug and Biological Products (June 2015).

25 The Agency recognizes that certain uses of Al occur outside of contexts with established meeting options.
Specifically, in the context of postmarketing pharmacovigilance, certain documentation (e.g., processes and
procedures) is not generally submitted to the Agency but is maintained according to the sponsor’s standard operating
procedures and made available to the Agency upon request (e.g., during an inspection). In such cases, sponsors may
choose to complete all the steps outlined in the guidance without seeking early engagement with the Agency.
Sponsors remain responsible for compliance with statutory and regulatory requirements, including postmarketing

safety surveillance and reporting requirements, regardless of the technology utilized.

26 See the draft guidances for industry Formal Meetings Between the FDA and Sponsors or Applicants of PDUFA
Products (September 2023) and Product-Specific Guidance Meetings Between FDA and ANDA Applicants Under
GDUFA (February 2023). When final, these guidances will represent FDA’s current thinking on these topics. Also

see the guidances for industry Formal Meetings Between the FDA and ANDA Applicants for Complex Products

under GDUFA (October 2022), and Formal Meetings Between the FDA and Sponsors or Applicants of BsUFA
Products (August 2023). For information on combination product meetings, see the guidance for industry and FDA

staff Principles of Premarket Pathways for Combination Products (January 2022).

27 For the purposes of this guidance, a model feature is a measurable property of an object or event with respect to a
set of characteristics. Features can include clinical measurements, demographics, and clinical imaging data.

Features play a role in training and prediction. In the clinical development example discussed in section IV.A.1,
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model features include baseline demographic characteristics and lab values for trial participants (adapted from

ISO/IEC 23053:2022 - Framework for Artificial Intelligence Systems Using Machine Learning).

28 For the purposes of this guidance, a model parameter is an internal variable of a model that affects how it
computes its outputs. Examples of parameters include the weights in a neural network and the transition
probabilities in a Markov model (adapted from ISO/IEC 22989:2022 Information Technology - Artificial

Intelligence Concepts and Terminology).

29 Although some in the Al and ML communities sometimes use the term validation to refer to the tuning data and

the tuning process, FDA does not use the word validation in this context.

30 The definitions of training and tuning data for the purposes of this guidance are consistent with how those terms
are discussed in the guidance for industry and FDA staff Marketing Submission Recommendations for a
Predetermined Change Control Plan for Artificial Intelligence-Enabled Device Software Functions and the draft
guidance for industry and FDA staff Artificial Intelligence-Enabled Device Software Functions: Lifecycle

Management and Marketing Submission Recommendations.

31 Data management is also an important means of identifying and mitigating bias and promoting health equity.
Algorithmic bias is a potential tendency to produce incorrect results in a systematic, but sometimes unforeseeable,
way due to limitations in the training data or erroneous assumptions in the machine learning process. For example,
during training, models can be over-trained to recognize features that are unique to specific patient subpopulations,
that have little to do with generalizable patient anatomy, physiology, or condition, which can result in Al bias in the
resulting model.  Additionally, for example, underrepresentation of certain populations in datasets could lead to
overfitting (i.e., data fitting too closely to the potential biases of the training data) based on demographic

characteristics, which can impact the AI model performance in the underrepresented population.

32 Life cycle maintenance of Al modeling may be important during other phases of the drug product life cycle
including, but not limited to, the application of Al modeling in the postmarketing phase. Section IV.B is focused on

Al modeling in the pharmaceutical manufacturing phase as an example.

33 See footnote 12, which provides additional references discussing FDA’s application of benefit-risk principles

when assessing the safety, effectiveness, and quality of a drug.

34 See the ICH guidance for industry Q10 Pharmaceutical Quality System (April 2009). For further information,

visit FDA’s web page Quality Systems Approach to Pharmaceutical Current Good Manufacturing Practice

Regulations at https://www.fda.gov/regulatory-information/search-fda-guidance-documents/quality-systems

approach-pharmaceutical-current-good-manufacturing-practice-regulations
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35 For example, as appropriate for the application type, such update would generally be made as a postapproval
change in accordance with section 506A of the FD&C Act and 21 CFR 314.70 (for human drugs), 21 CFR 601.12
(for human biological products), or 21 CFR 514.8 (for animal drugs). The mechanism for postapproval notification
of changes to models can be determined on the basis of the following two factors: (1) impact of the change on

model’s performance and (2) impact of the change on product quality.

36 See 21 CFR 314.50 and 601.2.

37 See footnote 26.

https://note.com/pharma_insight/n/n79309¢2a3d11
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