DG2023-60
ADAAIZED
IATHAIINEZI AT K

http://bioanalysisforum.jp/




U DG members

KNix 2@ KA T o DIV ST

Tomohiro Otsuka Sekisui Medical Co., Ltd.

ING FIF KRS TSRy b

Tomoko Kojima Sunplanet Co., Ltd. §
iR S E—= ikttt =
Tsunenori Nakazawa Daiichi Sankyo Co., Ltd. %
RE S = KRS HARZE 2
Sae Niimura Shin Nippon Biomedical Laboratories, Ltd. %
LIk 1B 2
PRk 4 . CMIC, Inc. =
Suguru Hanari o
f=H =16 FRIJ7 —NHKAEH =
Kosuke Fukuda Sumitomo Pharma Co., Ltd.

AR TTE INEFER G T SR IRTN=FL

Motohiko Morihara Ono Pharmaceutical Co., Ltd.

A0 BEF crov—e) KA HARIZE

Yukako Taniguchi Shin Nippon Biomedical Laboratories, Ltd.

15th JBF Symposium, 2024 2




» May 2023
v X )IN-FB&E
> 5 Jul 2023
V SV ITAT=—F4270
> Jul 2023~Nov 2023
v 7240 — MEB. KB, 5T
» Oct 2023~Jan 2024
vV 70— MERZZITTCF2FEX =)L TODE R
» Oct 2023~Jan 2024
v NS —1ERk

FEKETmOEREFZSIREINL,

AERICBIIBDEREFIH I HRAEEIDCASN-HETBIIZED TH B,

15th JBF Symposium, 2024

http://bioanalysisforum.jp/



ADGOERY (=

ZEW A (Anti-drug antibody: ADA) BIEIZDULNTIE.
NFETIZHEEELD Discussion Group (DG2014-11 . DG2015-18 . DG2019-43 %) T

WYMEAFICRET IERD LGN, FHORSRENEBTSINTNET,

FEEE D DG (DG2022-56 LBADSA TH AL TR AR THADAAIE IZDULNTD
SAE-EmMEIN, TADABIEEZEDTATHADILI R AR IND R LD
XADFEREYIZE->TULNVET,

ADAGHIZE (X IFER R ~ & B PR BR/ R E iR St R ER REBR = TREAICE ST
RSN DT —AN S AEEEVLAERHDOEHRFADHIEHAEEIC
BHIEM B, ADGTIFADARIEICREDOFZRDIL. FITTAITHAIILT
FUAVDINAICERERY . RROBEZTVEL =,

DGHR—A—DERICT U — R T HEIZKY . EFEDOXSIRAET A
FL.FOHFEBREZZ(TTOGELTEREZITULNVELT -,

15th JBF Symposium, 2024

http://bioanalysisforum.jp/



Question

Z3EXAFNEDIATHAINTRIAVNEF?

ADGTE. UIFOXDICERLF U,
DEDAEEEERREEZ S A T YA DIV EECDIZ DT DIz DS

ADABIE(XRAAICED 2. BRAT—>7Z@ L CGEYI/SAIEE
ZRET DITHICIE. BIHART —ZTHI U DHIEDOBARETA
WMB(CIRDT— AW VR TTZAXZ hADBEYIREIIGDIZSH(C
AERMFOBIREINRE(CRDT —AN'H D,

ADGTIFSA ITYAUINRAZZ A VAR ZRABINLS. KE4MERICDODWVWTT > — heEfUE U,

EEAE (KERYME. BIEXR, EEaiR, 2ofth)
AEE/NUF—23>

BEIN

FERRRADA

B e L

15th JBF Symposium, 2024

http://bioanalysisforum.jp/



Japan,Bioanalysis,Forum, >

77 2T — MEROITHEIT

http://bioanalysisforum.jp/

AT — MISHEM TR BEADEEZ(CEDS
EIEFWEZIZEEEXUZ. BEARATCRDHHDINELNFEE
AR CEZB(CINIEENTT,

15th JBF Symposium, 2024 6




Japan Bioanalysis,Forum

I RISV AL DRSS

B A—h—ER)

QL. CAREBATIEZL, | (M oEs

B A7 FULRCRO

Answered : 38 |

Q2. ERTHHZHATIEZ,

Answered : 38 |

papritss - Essy NG ;- - 1)

10% 20% 30% 40%

50% 60%

EpRates : RO x> b | — 00 % (19)
smmmeatis - ey e s e e

JEERERKER : CROVARIA B
zon I oo

Z A [EEHEEER] : FFERAREVENRERER(1). FRERAREER > YL+ >0 (1), BRAREHER

BITEARIFE(L)

15th JBF Symposium, 2024

0 WFEEL. |OEEER<

http://bioanalysisforum.jp/

v



Q3. Anti-drug antibody (ADA)BIEESREICH =D, {AESBENTWLNEITH ?

Answered : 38 | 10% 20% 30% 40% 50% 60% 70% 80% 90%

FDAKA 4> Z(20194F)

|mm"t’:rr‘llct)gs';aaegru:sg!ﬁ’g|I'«¢af‘e%ecatli'6n2 0P Pt At e e“é“a?&?ﬁ'% o Sti2hH ?o‘§a¢'%?£t?uc f
EMABA RS+ >(20174F) [, oo 07

White Paper : Myler et al., 2022, éégt?n{j 9:'11 |£ r%“tdlﬁdlynyg#lczlg Ign

White Paper : Jani et al., 2022, AAPS J, Anti gI‘H Anth Jﬁam le Teitlnq

epo onization

zoftt B v

73.7 % (28)

86.8 % (33)

ZEoft (BHEEH) :
Olsson, J., Rootzén, H., 1996. Quantile estimation from repeated measurements. J. Am.Stat. Assoc. 91 (436), 1560-1565.(1)
White Paper : Devanarayan et al., 2017, AAPS J, Recommendations for Systematic Statistical Computation of Immunogenicity Cut
Points, White Paper : Myler et al., 2023, AAPS J, Neutralizing Antibody Validation Testing and Reporting Harmonization (1)

Q4. 313, EERFICOVTSHELET. (Q4-Q54)
RDSEENZEEAFEL UTHDIFWVWEITH?

Answered : 38 | % 100%

AEMAAG (E#Drugs) - _ 921 % (38)
ol p R
EEME (SEiREmRE, JFEMDrugs) I S e e
LRI (ADAICKATIRE) (CRAT 32K (!
o Y N o o5

ADAICHE& T B3Drugid s (Protein A/GE) - . 368 % (14)

th H
15™ JBF Symposmm, 2024 0 AFEIZEL. J|EIZERR<

http://bioanalysisforum.jp/

8



el G- b rl A Y 7'3_/20)%.? (1)

« 38BDOERRICCERIFEVWZIZEFH U,

o CFhBIEA—H—KRGI\AAT7F I ACROMFIFF A,
AR (JERR - FERRPRDNEFFE R EMRILWVLWCEERZ S
RBEDERICTHAOVWZIEEH U,

- Shs ERHCDNT : Z<DHEM. FDAHAST R
(2019) "1 U'Shanker5®dWhite Paper (2008)"2 %
SHBRINTLERU

*1: Guidance for Industry, Immunogenicity Testing of Therapeutic Protein Products Developing and Validating

Assays for Anti-Drug for Antibody Detection, FDA, January 2019
*2: White Paper:JPBA (Recommendations for the validation of immunoassays used for detection of host

antibodies against biotechnology products), Shanker et al., 2008

S EEEE(C DUV D HIEICHERT i EES CZEE R E
EMIERMITTCWVWD A & AIERREICEREES I I EE =
B E MBI T T AEHNNS > U WEUT,

15th JBF Symposium, 2024

[ ]
IImI|

|II11|I

http://bioanalysisforum.jp/



Q5. EEmECOVTSAVLET. (Q5-Q12)
FAEMBODOOY MIEE EIRDIEEER
(IHBDETITH ?

Answered : 38 |

Q6. (QsTRVEEEENRES)
OY FEEIEDKISREHRTRELIRLUEN ?

Answered : 21 | 10% 20%

30%

40% 50%

ABLEHENRE U, EncHaLr I ¢ 0

RWSEDEEE RO
ERLTWEREDEENESE s, FizcEzL: I 5o
HRREERLTWELEETIECR ErbREREERLE Il 20

‘ 15th JBF Symposium, 2024

0 RFEEL. BEZERRL

60%

=BcSEn30y Mcane sy I 571 % (12)
foe PR 22500 7= 7= o> | — 71 (12)

http://bioanalysisforum.jp/

10



:JBF , m—%%ﬁﬁ

Q7. (QsTIRVEEEENES)

Ov bEIZDME (AERICKREITZE
DBEHIMOMHER) (IEELELED ?

Answered : 21 |

Q8. (Q7TiRVEEEENER)

EDLS [CHERZRELEXULED ?

Answered : 17 |

10%

Pre-study& UT. $IAOY MERKCHEL. AUELEHET L 2RETS
Oy MCUIDBIXTHFEREL. QerBgamrsccarRys I o

zon I 50

20%

In-study& UT, $A0OY bRBBCETEL. AUEtEmEIccxikEss TG ::: 0
Pre-study& U, #r0Y hbOHFEHEL. 1BOY hDF—5 L LB U TRHEEERIT D e )
In-study& LT, 80y hOBFHEL. [BOY bOF—5 EHBLTHEEERTS s 2%

30%

40% 50%

60%

- ZOfh (BeseE)

NUF—S 3> cRBBOY MEATERT 388, In-studye LT, HHow ma}mnﬁ

U. QCHE#EZRBIZI C&ZzHRID (1)

15th JBF Symposium, 2024

() AEREEL. \EEERR<

http://bioanalysisforum.jp/

11



Q10. (Q7TcvwnxEEBEENER)
R UBRVWERZHAITSIESL.

Answered : 4 | B HEE

> REEIECTHoE. Oy hEZFHE LG o7z (1)
> HERAIEE CIDMBE CRF AL, Oy MEGFHMBIULENDTE (4)

Q11.
EEYBEOOY MEEICES FSTLOBBIGNEBRI T FE0,
HLEEEDETHRITVWEETS EMhDET,

Answered : 8 | B NS

> FEVWCHEREMBEDOY MEZECLD bSTILEINFTHDFREATLRZ (1)

> FREMBEOEER CHERF LTV 5, 2DEOOY MNEEICKD MSTILIE

‘f Eﬁb‘fdb\ (1)
> (EOY REITL AR ZIHWZ(LUE (1)

EERREHIE (B bIRA> ) (SRENEN D EEHMRG UMD

15th JBF Symposium, 2024

(1)

0 REEEEH

http://bioanalysisforum.jp/

12



R 12 EY) S

Q9. (Q7TRWEEE=NER)
HEREHBEZBATSIEEL,

Answered : 17 |

10% 20% 30% 40% 50%
AR (Precision) [N 5o

Plate control (IMENERUEIENE onesecrs I o)
Inhibition signal (%)%0v Macw:z I 20 ) =
IBE (Sensitivity)
Hw k4> M(Cut point) I 18 % ()
@R (Selectivity) I 59% ()
R (Specificity)

_
2

http://bioanalysisfor

DTL (Drug tolerance limit)
zoftt I 5o )

zfh (HEEEH) : #HAQCZRAKL. Oy MRERTER (1)

0GH*
- FMBIER & LT, BIRM. Plate control. Inhibition signal Z3EiEL TL\D EWDEIZENEZL),
B, CNSEEDSEEHEEIRESNTLIARNSH >IN, 118 (*) DHZFMITDENDHEBEHD .
*Plate control M# (3) . Inhibition signal ®#& (3) . BIRMEDH (2)

15th JBF Symposium, 2024

0 PSEIES. MmESS < 13



REV)E

Q12. FEMEZMDIRDS ETHOEZ LR ELBNEIBATSIZEW

Answered : 8 ‘ T

> FEMRERAETIMEMIESRELTNSH, R
INTARAVWSRENE THEMENBEN RO LS
3h%3 (1)

> HBEBRFOBDER. ER—FSHZEDIETLSIC
FTFI1—THSERLTNSID. BIHSIIT
LTEN (ES) heEiadl&zhunTndh
Ay —RMEEMDIZW (1)

> HFHS5RFOOY FHIEE U LS (CTRENME DH
DIkWZES UTWBSHMHIDZW 50y b
EICRENMBEZZEELTVSIHLEDLSF) (1)

> MCKOTEREMNICRERBRZEDIELUT, B
A9 BFTUTRANT— MM KB Rz LR
FERs5En (1)

4 15th JBF Symposium, 2024 0 FIEEIE

- BRFMFICRI CETEENE < BDDOTHNE
WBOSERA T TEATDIANMNEZTLLTIN, =
mICRUCERECEENINWEDTHNE, BEiR
—BBRFZEDIRYT L TERBFIRNERNE
9, ZIEL. A—a&EhonigniR UEREEI>4
ZFEOFENEINDZH. |AIINS/NMDIFTLT
MEITDZEEBREEERFT. @

DGDEX

- 150vY hBICEEYBEZZEE LTS &0V SE
BEExINIEHABEHE SN, ADAEITE CTHEPKRITERFDE
EVIBOEIRUNCIRS > THIGSN TULDHEIHER

S5NE U, — A CTREERERTIIEZO Y MYER
BHICIRMtE=ND &S, E—#HERE(CEROY b
MeEETN3T—XAEEZEZ SN, 50OV ME(CE
B> PO—ILIDCENEH UVDNHEIRT
9, COZENS, ADARIE THERT IZEERICD
WTIE, #ERSER (C KD OY METRIERANDRIE
(B RRVWC ExERINE, 50y hBICE
EYBEEETE I DIMGETIEREBZEEZRFT,

)
DGDEZ

14

http://bioanalysisforum.jp/



SEVE

ZAEYBEOOY MEZREBRINTULWDHIFZ L. BEEREDFRR
EEEE(?.r ¥k50Y MMCEDHED HB30 S ERARBZ DXz &
WDEDTHDIC,

Ow MEEROMERERLFEAEDANEL CTLIEH, —3pE
LU CULVRWEWDEIFEERS SN, ERURVWERELUT, &
ERpIEE CTmENMRIESNTUVD CERENEITENTLE

SHEM (EMARRE) (I, MMOEEREFECER U TEVLVREEENTR
SN TWNBC E. ADABIE COREROERARIEDT LMD
II¥E. Confirmation assay=lFDAZEHFEF ChDZ EMD.

Ovw hEERFORIERN\DEE(IHFEDEZU TULRVLAENS, E
AN % 3oy [l

15th JBF Symposium, 2024

http://bioanalysisforum.jp/

15



dh

/TEE#%’%T (UNE : 20— MNER&ERITT)

ADAIE(CH T EELEMERDIRVNICESWVWT ST ERERENTWSAIIARWC
EHS, RIRTIHZEMBE O D IRWGET (SHIEHERTWB C ENSHDR R IZ.

BREAA RS54 2 (ICHEERENEDOMDIRWICET SEE#EIDR<. ADAMEDS A I
BAOIIRIAY FTERINEREIENRELEZ<BRVERBDODNSH, EDER
LT7>—hERICHD [FENEIRENEETNTNSCE] BERD—DEE
A5niz.

REMEZzESOY MCEDESIEVWSEENG D, ICH M10FDOREHAY>
ACPKAIERICEBERINERELVLTSEODNTED. ADARETEERLTWSZ L
BSHIHRIE.

—5 T, AL RSA2ICEEBROOY hEE (RETOCRADEES) DRORFHMIC
g BADA DFFll. HBWI/NAAS S —RETDBERADAFTHIDREIED S =
NTHEH, FEYPBE LW EBREELOY MEE(CHS AFMICEDEMRSFDAER
NDFZEICDOWTIREEBI S EMNEFXLVNEERSNS. ®

15th JBF Symposium, 2024 DGDEZ

http://bioanalysisforum.jp/

16



iy YL S atie

Q13. EMMERELTEDHPZERLIZZ ENBDXIH ?

Answered : 38

10% 20% 30% 40% 50%

60%

70%

80% 90%

Ausn—+ums I .

£/ o0-+ns I - 5

zoits W 260
IR A L AR R

Og 'y

FDADImmunogenicity Guideline 2019T (37RU 2 O—F)LFHAEDERENHEE SN TS,
A SATEEASNDADAFESRYIO—FHILTARTSHD. EEDODADAEEL<LEUE
DZEFER RS> bO—-)L) EUTERBTESROL L. BHTHHROIEEZEHE

THINRELVWDOHERETHD.

Q14. BRMHMIRICDOWTHERAIIRZ
sELUTVWEITH?

Answered : 38 |

39.5%

L RTAY-4
GrE ‘ .
O NG RER AR E,

‘ 15th JBF Symposium, 2024

0 AREEL. |EEERR

/

http://bioanalysisforum.jp/

17



Japan Bioanalysis,Forum

e YELES otiE

Q15. {EHARIIEDEEDRIBTI D ? (Quacrnemsanzs)

Answered : 23 |
608

14F
54
T it

ZOM (BHHsCH) : 8. 10F&HTE.

10% 20% 30% 40% 50%

17.4% (4)

21.7% (5)

43.5% (10)

Q16. {HFAHAREREDIRMZHATSIEETV. (QuaTLWEEEENES)
Answered : 22 | 10% 2% 30% 40% 50%
werazzoparE (S | oo
dxoERhSHECETE N )
ot |, - ¢

ZDA (BHEEEER)
HIETTYOSOPICHEDS . ZF/=(E. White Paper [Ligand Binding Assays in the 21st Century Laboratory:
Recommendations for Characterization and Supply of Critical Reagents| &%,

http://bioanalysisforum.jp/

15th JBF Symposium, 2024 o mmEs mEsasc 18




Jir JELES oL

Japan Bioanalysis,Forum [

Q17. ERAMBVUNDFEE VBRI EDK S [CHRIBULEXITH ?

(QuaTRW\WEEEETNESR)

Answered : 23 |

wEpyEsiEsUssEmss NN, - v
gicERARz TS I

10% 20% 30% 40% 50% 60% 0% 80% 90%

Q18. ERARZER I BIRICEDIRBZHRB LT IH ?
(QL7THEABMBEERT 3 EEEENIS)

Answered : 19 |
S \0RE N e
M I oo
EMN\ofEEEE P 0w
KT A — > XD SHEER (CHIRR
Zzoft Pl oo

ZOM (BEBECE) : FEBRNAEVD, QCZEREL. HIMBEEZFITD.

10% 20% 30% 40% 50% 60% 70% 80% 50%

15t JBF Symposium, 2024 0 WIEEES, RESER<

http://bioanalysisforum.jp/

19



D 21450 B

EOBREERUEXIH ? Qi7cemumsEssssmEschEs)

Q19. %k(CEE UIRBEDY B EZ R/ UItins., (ERRZ

Answered : 19 |

10% 20% 30% 40%

61 A I o
14F
s I o0

Eofith

Zftt (BERECER) : 24, 104, HIETDIBRICHKED.

50%

60%

52.6 % (10)

R LUEIH?

Q20. ZiExEdOY b2EELULES. FIEOY FOBIEXERZANT

Answered : 23 ‘
BlZ : (I (19) . 2OADEIEEL

White paper [Anti-drug antibody validation testing and reporting harmonization] TI(3.™

Og X

#Ow bDPC (Positive control) MEt& 4z =ML . SFEREMEDRE (CERH UZLPC
(Low positive control) ERIUL AR AZMRFIT D EZERINETTHDELTLD,

15th JBF Symposium, 2024

() AEREEL. \EEERR<

http://bioanalysisforum.jp/

J

20



e YELES otiE

Q21. EDLSRFHBIEBTHESRUEIH ? (Q20THWEEEENIT)

Answered : 23 |

Plate control 10% 20% 30%

Y MRA > b (Cut point) I o)

40%

R (Sensitivity) [

IR (Selectivity)

ARE (Precision) I ¢

R (Specificity) I ::0
DTL (Drug tolerance limit) [ 27
ZOM

50% 60%

(artmpomtsmonEsRa:s) |, s 13

zftt (HEHEEE) : ZEERFEOD, £ TOIREZENM.
FEFIFERNIRORNNIFDRLU S PRE

KRR

ST .
O plate control KU TOMEA L L,

15th JBF Symposium, 2024

0 AREEL. |EEERR

http://bioanalysisforum.jp/

21



B P2 ORE!

Q22. FEMEMIRICDWVWTCTERRZSE UBRWVWEBRZHX TS EEL.

(Q14TLW\X EEIEENIR)

Answered : 12 ‘

BHeaseHE (—apikiy)

ORIt ZHERLUTWST—R (7) :

> RERBRHLSHERT BT,

> ERARRIEFEELRVD, PYEAIN\IA IR ZHEUL TS,
> AREMICRZEMETIZRET D

QERMRZERE LR (5)

> RIGEICE(EDSOIEELTE, AERICEE TN EFOREEZ > TLWNUE,
BIREIR VWV HEERRIEERE URWLWH, Py AN\ TA IR Z2HRBL TS,

> BARN(CIgGHFOMEFITBENRREFRAE T TRIRMBIZELEASNDTH,
> IMFUTHEBRELTHED., —INICREEEXTROTVS.

Q23. BFixiEoOY FEZEEUEKRIC, FIEOY MBI EZERLT
BRURWERZEHXTSESTV\ . QotnnzeEEEhES)

EIERL

15th JBF Symposium, 2024

() AEREEL. \EEERR<

http://bioanalysisforum.jp/

22



iy YELE e

Japan Bioanalysis,Forum

Q24. BEMMERMDCOAIC(I A ZRREHLTNEITH ?

Answered : 38

10%

20% 30% 40% 50%

60%

70% 80%

st -2 | 7o 29
01y I~ No. | — ooz

Aza e e

{ERRAEE /= (IRetest date

s I o

COAlZfER L, I %0

zopfy O v
BitRE AR Um0

z ot (BEEEE)

D RIFRMA. B3R MR, BRITERE,

15th JBF Symposium, 2024

0 AREEL. |EEERR

http://bioanalysisforum.jp/

23



P T XT Bt

Q25. BFIEMEREIGICHES ULERDBB DX UEZSBATSESL.
Answered : 15
BHGH (—3RiR)
OENET IR ESNEhOIE—X (8)
> MELMMFHIBETENETIEMIICHWU. RERRBHEVWEDUNRISTERM D,
> BRMHERE UTpAbIREBSNIED, #ELMIICIRZImAbIXESNERMI DI,
> EFER ERZERDMEDS VLLEUDERNR,

QEBEERTHRANEISNANOIET—X (4)
> BEER&RICHTIUUFRUIO—FILAEDMERTER.
> NFELBRFOIESWT. \TFTEUTRELU TERE&MN LRSRVWT—IADB O I,
> PEGILEN. &, NI FRICHTIEBMEHRERICSENT, BUINREL TERAEL LI SRNE

tp://bioanalysisforum.jp/

t

®@FDMDIr—X (3) :
> BENIRTEGT SR, SHARBIDIEHREDIESEZRE TR,
> REBMOREMDRATESTERR.
> BIEROFBEMENMET L. 30y MaZAWT/N\—2vILINUF—S 3 S aiRaElU .

J 15th JBF Symposium, 2024 24



P TEXTHR (i - 7o riamemiro)

{ERAEAEZESTE ULIRVMRH(C DT

O NEPOEWRT —AINS—RNICTAREZE THDEWVWDIBICE DV TH
U TULD

@ CHERCEMEEMEZEML. BHERAINEEZRE (EBEERONEL TS

® (FAHHARRZERTE LIAWL\EDD., TEHRNGD D WIEIATERRCE E[E5Hil 2= EhE
LTW3

ELVVDTEEDN S DIz, BHETEN [§iik] THBZE(CHA. ADARIEDE

B (ERROBEEBZFEE CiMll) ZZEL CTHILGLULTWWD S ENDMHR T,

B4 BRDFERARARDZE X 5 (CDWLTIE. B4 DEYOSFIECED LN TOEMST

iz MCRIFEN (SIS T D ENIREN EEX SN, e

DGDEZ

&= UTERBR (C DL TC

Z < DA BEBOESICES U CWDIRNANERTEZ, EIUT—D

ZIKMEICINR. ST ETENMEEORVLEIORFEEEIEL TL\BELD

EEE6HD. HEDOREERD TULD, BIEBOEEDLES [CDULNTHIEE

REHT ) J)\DZHBU TCWREHNEZI SNNIEEFXF LW EEZX BN,
=

15th JBF Symposium, 2024 be0%%

http://bioanalysisforum.jp/

25



fRIEXTHR (2)\f&)

- SO, [FENBOFEREARE. REEZEEADMGZ R
(CHRABUREN. PKEFERD., BIERNREDEDTIEIRR
WC &, A THDCE. 5ICIFADARITEDEMEN
5. w9 UEAERMEREBROREZES . /\TOA—Y
S AR (BBE/BRESEHmNROZDRE) (CX>TH
FHCEATSZEHRT U CULDT—ANHD D EHEs
CHEER =T,

. FJz. ADARIEDENIC(IZ B IIMB THDN,. £
V)T —DZRRESEN S TOEECES L TLIEN
OB,

J 15th JBF Symposium, 2024

http://bioanalysisforum.jp/

26



Ve Y sl

Q26. [EMEMIBICEFIERWNETH ?

| Answered : 38

B EFEFESIFEAZTEALTI-LLTER B 8207 LERZEA L THER
B BB THERLEES AR (ssmEd) 27-)ILULTHERA
BEHESFAZTEALTI-ILLTER B EE7-LEAZBALTEA
B ABRTEDNLEEETAE (EsaeE) 27 -ILUTER
B =it Wl ST EEAEETL
25% 50% 75%

I
— I
Bl os%@

| ERERYE)
Bl os%@

Q27. [SExIRZ AR I B IR(C{{EF
ERBLEIH?

Answered : 38 |

(W8 1~10@is B 11~25EA B 26~50@is W STEGLLE BB 2ot

10% 20% 30%
- AU
- mr
———— -

- &R

Z oMt (HEsCE. —HbkYE)
o Tl ESOMEEKE
- S50MEMALLE

Zoftt (HfscHE. —HikM)
NS 2T« 7RI U T BRI AT — )l/

‘ 15th JBF Symposium, 2024

. 5.3 % (2) Anti-drug Antibody Sample Testing and Reporting
- 15.8 % (6) Harmonization; White I?ap_e!‘ (AAPS J_(2022) 24:113)
o ---the lot numbers of the individual matrix samples should be
documented:---

L EEERICE. BEEFFIEHBOOY MBS FLRRMUTHEBENHDIIL
HEREESNTVSEd. EFBIEHEET - I BESRIERNBE.

http://bioanalysisforum.jp, —

Y 4

DGDEZ

0 RFEELR. EEIZFER< 27



I JElESOfE

Q28. IS IRDARESC. BrilCEEZE Q29. EMER I VU—=—PRDEEED

2OU——>0 URRIEEROT H#ELOLSICRELETH ?
E&E=RALEIH ?
Answered : 36 |

| Answered : 38 ‘

(M ang [ Ry snEEEy B 2EHOESH SE < Birzsy B Zof |

25% 50%

—
B ssx

Box-plotZToaMEZEH
S0 FILDEMER10%%

78.9%
(30)

DG’“% g

75%

T

Zofth (HfscE. —Hka)

SHUTHRRTD

RN RRANEICAS M OR TREEEREL. BT 35 —ABSHok.

15th JBF Symposium, 2024

0 AEFEEL. B|EERR<

http://bioanalysisforum.jp/

28



Japan,Bioanalysis,Forum, >

e e otiE

Q30 iR EDEEDEREBULEI N ?
| Answered : 38

(T2 =2ETHEASS B Pl EB< 5L ETHERSS B REITONETIATERASS W BeFEa0nesTH5s B 20k |

25% 50% 75%

B 20
I - >
— T

B 05%(9)

%034’@ (EHEEcsk. —HR%)
Enough to cover sample analysis and validation

o COMERFETHRDINFECRERC(FETEARE. BTS<KHFBEFRTHRADEBNOHND,

« HBFXRTORBRINTCZIFNRZADINZEEULFXRIH., BERTETTOIERBIFHBDET
AR TETDIEZTHEUET,

http://bioanalysisforum.jp/

15t JBF Symposium, 2024 0 miEEEL WESERS 9Q



e e otiE

Q31. BB OY haEE UL

=ER(EHDFIH ?

Q32. OY FREXEDKLSIZEANS
TWXULED?

| Answered : 38 |

| s OnE |

' Answered : 20 |

B Bz ARIEEBATREL 7278, BINTHERL 7-

B FAL TW/REIROGERICEEIRON/-®
(BES L CIHMEEZRTRL2728) . FICREL 72

B FREAFEL WA EERIRC R S - - DRIER A FAL 7-

25% 50% 75%

T
—

0.0% (0)

15t JBF Symposium, 2024 () POlEIEH, MBI <

http://bioanalysisforum.jp/

30



J FElES O

Q33. OY hMEZEDHER(K
RELXULED?

Q34. £D&LSI(CHEERZE
EELXULEED?

| Answered : 20 |

IL_I=aN I

Answered : 19 |

BB Pre-studyE LT, FIEHOw FEERICHEL. BUEETET O TESE

B Pre-studys LT, F0Ow bO&FFFHEL. BOw bOF—4& SHEIL TEEFES

B In-swdyE LT FHEOw FEERICEEL. AUEETELTOETES
In-study& LT, 0w MOFMHEL., [EOw bOF—& EHELTEETED

B 5Oy MCUDEATHNZHREL. QCFARERTECT O &7EE

10% 20% 0% 40%

I - ¢
I - )
I -

R

15t JBF Symposium, 2024 0 wEESY, WEEIR 39




e e otiE

Japan Bioanalysis,Forum

Q35. HERDIARZBATLSIEEL.

Answered : 19 |

BB =5 % (Precision) Il FE Sensitivity) 1l ZiRESelectivity) =HEH(Specificity) [l OTL(Drug tolerance)
B Hv e e Cut point) [l Plate control (TSR B
25% 50% T5%

I
- RS
Bl 05%2

0.0%

- EEEY
e

http://bioanalysisforum.jp/

DG2022-56T(&. fEHdiEoOw MEERF(C(ICut pointBiHMANME EEiFS N CTLBAN

(DG2022-567~R X5 —, P69) . Cut pointdDiE:? (L_’.DL\‘C(EIZO%(L_ BEEofz.

Plate control (NCKTU'PC) ODEE PIEBEEZEMNdIelzsd. BEFIEDORMEGIBORESE

Cut pointDiERZE ML CLVIRWNWT —RXEHDDTIEEEZ SN,
‘ 15th JBF Symposium, 2024

MZRIZET

)

DGDHEZ

0 AREEES. SESER< 32



Sy JEIESEE

Japan Bioanalysis,Forum [

Q36. HERZRMEULBRWEAZHXITIEEL,

| Answered : 1 |
=] ERE

BOY boiEtExsiR &R UEFZERY D28,
Fle. HOY hOREIRZERU T, BETHSEFIREIEZEATIT —ILT Sz,

Q37. OY FEZEIC KD FSTIILDERDSBNIEBA TS EEZ L,
HWREEEDETHATWEETS LBHIDET,

| Answered : 5 |

=] ERE
- Ov MIEBRBIC(IBEERAERHDSBA USANEFRZIRVWZ L THIBLOtOWE:RZE T B.

T—IVERBERIDS D FIIVDREE LIRS, BREMBEICRD. TRARDEBESERAIV—-ZIH
HRBZWESD, BIBACRDIIEEEHD.

LARSRADZE(LIC KD DY bR+ > hOBEH.

15th JBF Symposium, 2024

http://bioanalysisforum.jp/

33



Japan Bioanalysis,Forum [

Sy JEIESEE

Q38. EMMIRZMDIRDS ETHOIEZ LR EDNBNIEBATSIZEEZL,

| Answered : 11

Beazcs (—H5pikit)

@ BBHHROSIFIVICHATS= (4)
> BEFREFTLARIAMESIRDITET, HBDLARIRAZRTNSOh . #aRD.) 1 X%
KT\W30h. sERZEDI,
> BABFEXDRBRVD, EZEIRETIEED T OREGELFET B,
> BRMUNIEEUTRERATESL,. BIETRORARICEAULE. BENRRB™DSIF VAT
SINDRASENE, FEDEFBRORFTHSIZEBDH OIS, EDXSBEFZENUT
IEENRZEDELUE.

@IS OINIYVIORDAFICHTS= (4)
> FMYRMIYIR (TgNYDR) VPHERENY MUY DI XD,
> BREZK[CULRDSHERZEDHDIBENGD DR

® AECEI D= (2) :
> BHEWERONE (well#) FEDKSICEHELTVNSD. MNEDOEERLE, LEDLS5ENMIGE
LTWSh.

http://bioanalysisforum.jp/

15th JBF Symposium, 2024 34




SEXTER  (1)\&)

S4B (FEARRIER AR ZAFLUCT—ILIT B EDOERNTES
Zh\olz,

SEXTERORE(C(E. 10EEN E = ERUME (BIRESTF)L
ENSEVMER) (SR CRETDICENFEALETHD, R E
FATEDLDOAREGARTDICENZVKLDICRZITENIZ,

SEFENARAE T DRETOY MHEE ERDIFEE. Ov MNEZE
DERZITBDEVNDERMNIEAETHSDE. O MEE(CKD
Cut pointhZDBaJgEH (FZE U ITNIE /5200, si0w ~
EDRIFMZRI C ETCut pointDZ B (FIAEERDIHNE LN
VAW

DGDER
15th JBF Symposium, 2024

http://bioanalysisforum.jp/

35



Q39. EEMEOOY h2EELUE
#EhR(EHDOFTITH ?

Q40. OY rEEIFIEDLSREHT
TWELED?

Answered : 38 |

15th JBF Symposium, 2024

Answered : 22 |

B AELCEENRELLLLD. BITAE UL

B ERL TV IEHEORENES LS. HwIZICRELT

B mERSEEALTWEN. BUOY hoBRFTELR o
ol

10% 20% 30% 40% 50% 60% 0% 80%

I ()

I ()
I 1)

781> 1z,

90%

http://bioanalysisforum.jp/

EDEENSEEEZe,. Ov MEEZULZT—X
EENES TSI FILNSVEALLTE. Bt/

HDHENEBSRITNIEEE T DIHEFRNEND

BEREFETFBNIZ,

0 AREEL. |EEERR

36



Q41. nvbEEZLEHA.

EEOEEEHEELFIN?

Q42. EDXSICHRBEZWUETH ?

Answered : 22 |

Answered : 21 |

B Pre-studyd LT, #FIEOw hEERICEHEL. BUEETELTCLZES

BB Pre-study& LT, FOw MOFFHAL. 1BOw bOT—FEHE L TEETHEE

B In-study&E LT, FHIBOw FEERICHEL. ALEETELT ZLZHE
In-study& LT, 0w MOFFHAL. IBOw bOF—H2 R L TESTES
B 50w MCUDEX TofziR L. QCFEET LT TR

10% 20% 30% 40% 50% 60%

I - ¢
I ¢ (0

I o ¢
Q O ADAICBWTIFS T FHILOZEEEIEIC O UT

HIVICRE T Bz, FIAOY MRV TEHEZE
DGDEZR 3_5/\‘3 tb\5% 73\\%77<}=2‘F§U\'\‘5ﬂ7:—_o

15th JBF Symposium, 2024 0 PRIEEEL, mESEE <

I 5 (1

http://bioanalysisforum.jp/

37



Q44. OY MEEDHEZHBURWES, EOEAZHATIIEEL,

Answered : 1 |

Bl :
- FIRmDIEES. REERUTHDEEZ 5N,

\.. FIRR T > CTHERISHECENE BT — AN GBIz, BIEE G LS
NC (negative control) M>TFILPOEAEIRINT A - X (TFRT D
BHHS.

DGDEX

Q45. OY MHEIZEICKD FSITIWDOEBRDHNIEBI TS EEL.,

‘ Answered : 3 |
Bl HE (—3fiRR)

- HIR@mTEOY MK TRENRERJIBSHBWES, RERBBIA—DH—(CHEEULLE LT, R

7ytM12i75. BRI CHEHMI IBSRETRRIRDKRECSGHRIT S LTOY MEZEZH|<S T (1)
-OY REREICHAS AR R (RIGE) OZE(E (2)

15th JBF Symposium, 2024 0 PFEES

http://bioanalysisforum.jp/

38



Japan,Bioanalysis,Forum, >

I3 ECEE S

Q43. EDLSRFHMAEEETHERZELEIH ?

Answered : 21 |

10% 20% 30% 40% 50% 60% 70%

e vcsor) | -
essensovis) | -
ERHE (Selectivity) - 9.5 % (2)
)

R (Specificity

DTL(Drug tolerance limit) - 4.85% (1)

#1y kgt > k(Cut point) [T | 190 % (4)
Plate control 2timr BtimonzrR e [, 7 (14)
Inhibition signal(%) 20w FETHEE NG 235 % (5)

z0ftt 0% (0)

\@ FIFEDG2022-56 (LBADSA THAIILYEIA Iy, P69) [cH5NT(E, BEidt

http://bioanalysisforum.jp/

FEDOY MEER(CHY bR > BRUDTLZBFHME T EMNEFLLWELTULE

%z | Y. EERICHFMEL TODDEZENTNLI9%KTU4.8%(CEEF DT,
ADA(CHENT, BEEEEFL AR X, BHE/IREHECERTDEDHIY b1
NRODTLZ B9 2 ORI, AERCEDE CEYIREMGZE - FHl5E
CTHER I DT LEBEOREZEASND EVLWSEREDGATE S EITSNT,

‘ 15t JBF Symposium, 2024 0 PiEEEY. mESER< 39



- Japan,Bioanalysis,Forum, >
== 57
JB JEEEEIEE

Q46. HifaE - COAZER LU TWETH ?

Answered : 38 | 10% 20% 30% 40%

v EEsRrvavosztasronesemETa) [N 22 (13)
o ascso) N -

Q47. BEMZFHEHLTCVWEIH ? Xk, EDKXSICRELTNEIH ?

Answered : 38 |

10% 20% 30% 40% 0% 60% 10%

BroEEHFIC>WIRERRY L TERRENE. #iE., SDS- 539 (2
PAGEZ DRER & 175 3% (2)

Hian maErL coninpaet oo T, 0 - (2>
study) CRIGHZFEL. EHHETF L CWEHIIEEEE HlFd 3 3 % (23)
FRASE - COAIXER 9 B AEEMIRFREL TL L _ 23.7 % (9)

EEAFEOTERIEFMEL AL

zoft ] 53%@
it (BREH) : - DEMEOFHME LRV, ERRAR EZDERICDOVWTHREL TS,
- MIRBZEBAUTERL TS, MIRBORESETREFL TS,

nup://pioanatysisforum.jp/

15th JBF Symposium, 2024

0 RiFEEL. |OZHERR< 40



Japan Bioanalysis,Forum

I3 ECEE S

Q48. WEEDFHMIFZHXTSIEEL.

Answered : 38 |

10% 20% 30% 40%

zeenns I - ¢
mase caen o= [ 7 * (10
—esnc: I ;- (12
AHPICERE (LRAR>Zolk, BPE) faohik

zoft I 26%m

Zofth (HEECE)
- TEMMNINT SR, TR Z I T DR TREEMIN TR,

th :
15" JBF Symposium, 2024 0 B EE R <

http://bioanalysisforum.jp/

41



Q49. BARLUNDEERSE
(#l: Bt EA R DBk - 1K)
[ZDWWT, ERHIBEERELT
LWEFTM?

Answered : 38 |

15th JBF Symposium, 2024

Q50. {ERMBRUINDFELE UIZRE
EDLSICHIHULETITH ?

Answered : 23 |

B EESETIELERERT 3.
B FzICEEEETD.

10% 20% 30% 40% 50% 60% 70% 80%

Y 2 (15

I 1

0 AREEL. |EEERR

90%

http://bioanalysisforum.jp/

42



Q51. ERAMRZERY 3HS. EOLSHRFHMABTHRUETIH ?

| Answered : 21 | 10% 20% 30% 40% 50% 60% 70% 80% 90%

sxroez | R 40
ix | 55 @
=57t [ 123

157 #— T A SESHIC e

zoft I 25w ZOM (BEAEESH) : In-Study & U CGEHEEZ%ITCTHIRT 5.

Q52. FHIB#ZW/IZUIES. ERMBZ COEEERULEIH ?

| Answergd 21 | 10% 20% 30% 40% 50% 60% 70%
178
38 [ 252
o7 | <o
14
3 I 280
s G 5@
ot N s TOM (BEBECH) : 24, 1046
‘ 15th JBF Symposium, 2024

0 AREEL. |EEERR

http://bioanalysisforum.jp/

43



(FEDKSICHIELEITH ?

Q53. [FE&EfF] ([COWNWT, Faxg (REWMESF) OERMELIINELES

Answered : 23 |

10% 20% 30% 40%

ccsrgorzc, mrorercasss. I 7 (%)

EHicERL. ERETEmER T 3. _ 17.4 % (4)
zoft: [ 130 % 3)

30%

60%

70% 80%

Z oAt (HEECER)
IND A =2 R(CRFER TSR
IR L. /D A = > AN SHEER (CHIE.

BHRIC LR,

SR (REYMES) SERRERMEERDCH. FHR (REMEBSE) OERBRMINT

15th JBF Symposium, 2024

O REEEEL. E|OEERR<

http://bioanalysisforum.jp/

44



Q54. JL—boOYy MEEFICKD, FSTIVBEULEEREHDEFITH,

Answered : 16 |

BHEzCHE (—8bR)

- ANV MZES T L—boOY MHIZEE(CRDIZEEIC. LARIR - RHERBREIGEVWDHEUZ.
HBHEETES N, tPvEAICERAEN3TIL—MED DT, #fRICEREFLE (1)

- JEDTL—bOY FT. LARADEEDLRSD . BAEREERIENRZSHRUEZ.
REDOHDIITL—MIBENRAUTH 8. TJL—MNEEEEZXTOY MEVDDEXRE (1)

- SPEAD (Solid-phase extraction with acid dissociation) Z/RXETERYT IHMEBAD
AL RM7ZES>oOY MO EE(CRDECEICELD. OY FMEITRENERIHAKXHLELUE (1)

- AROY MC KBS TFIDIESDE (1)

- #0OY bOTL— b THEZERBUEECS. LARIR (GUEME) REERD., AERZR (B - B
HABERURSRZIT—ADS oz (1)

- OY MEIZEICKD D FIL. LARADZEAE (3)

- TL—boOYy M KT OFIIICERDHD,. ARUEREDSIFHIIVICIRDOY M EEIRUE (1)
JL— b0y MEIEICKD FSTILBFINZ S ZE(FS5NT.
BFICTPESREND—F o 2 TJENTVNBTL— KT, LARADZEIENZ S BS5N TS,

penEz | YV MEFDEHRZ. AARNEINDITHBE TEIEHEANHBNIERVNEER D,

J 15th JBF Symposium, 2024

() AEREEL. \EEERR<

http://bioanalysisforum.jp/

45



Q55. SATYADIIARIAS MCHWNWT, EDTVWBZEFHBDTEITH,

Answered : 13 |

Bec# (—apiRiE)
- [ERRARROEVWHAREE (Fl: 3HA) OBD. EEEEHIFDIA=Z>D (1)

EEARZORFNRRHCE DWW ERARIRDEEICTHA TS, HEDERIC(XETFERIRD XILZ R
599 3h, RERICITAERICEEAZENDT—I UTBERRENFESNTLWNL, EEAHZFEDERRR
[ECEDBIBEBRNEERS (1)

BERER ORI DIEARHER TOEAZEXT. RIMNRFEFZEEENS R (EARBOSEESRRZ
. REMBLRETEE) (1)

ERAREURR (CHVWTRIIEEBRDIZS, EEHEODOFE—OY FOBERFICOVWTEHEDL S (CHREINT
WSDOHEEFZHD Iz (1)

« Ow MNEEZOEEREDEITDES., KECE—DOY hEEBATD, X—H—RAFDEHER
\. [EOUINEBZE (/N TD A - > A ZMHERB URHSEREEZER I D, X REBANEHL
VISEISEARRAR=50Y bM=EZEL. 1OV bEIHOY bORIF M ZIER T 2EFDOMIHH
DGDHEZ EZZ5N3.
- [EAEEARSEOBEHRATRGEICEDLDICEIE T INCDUVTIEISOPE TEATEDH TH
ENHDB.
{ERHEARNME <. HARE TICHERBED DT —INESNTULRVEEIL. B/
DHIENESRWNC EXHERT D,
Fv MCODWTERERIC, INDA X ATHERIDSENEFLEUL,

15th JBF Symposium, 2024

http://bioanalysisforum.jp/

() AEREEL. \EEERR< 46




Q55. SATYADIIRIAS McHBWNWT, EDTVWBRZLBEHBDFTITD. (H%EF)

‘ Answered : 13 |

BeasEcHE (—apikiy)
- FETIEMNEFPBERMLEKRRR EICK DENTHERDEDIZBSNH D, BEEHEAFTTHBEL TLVRWESD. S

EOREREEBRTNERVOMED (1) ?
S SRERC E (IR ERRD 2. BEHNEH UVNDONIRIRTH D, BYETEINDIEAK g
\.. EREHEL. ABUESEAIRASHERBRULES I THOY NeERT3. BECS ©
ssn®x | UTHY MRA Y NEDBHGEEMHT S, 2
e
IS
ERAOREMTAESE (FPyEr/IA—I >R BEEMMRE) DMLY REMDEWL (1) a
=
\:. SEDODGTHATE S LR
DGDEZ
DURIGL
TEER |
@\ \Y

15" JBF Symposium, 2024 0 memss, mEser< 47




EEZEE (\E)

o BEEMBDSA IV IIIARIAD MOWT, RENRBTEDERS

NTWLRWE, 1F(CERARRER(SRMEMBEIDBHETRVNS ED S, MEDHE
REEH(CAHEHATIHUTWS Z EDMRIR I,

« ADABIEICHWVWT., EEARBD/I\ITA -V R (IHEICERT S,

Ov FEERIICIITEZIRDFEL CDNF TR D & BIETH S,
7 20— MEIEBDOKRZHH BIREXPlate controlZ#:29 5 —5A. HY
cRA > FRUODTLOBAIRE - BiHiiZEREL TUL\D EVLWSEIZEF(EAR
hofz. EERZDIFETHEOARABEHFEICDVNT, AERICSDOETE
BISZEICRFIT B EMNEE UL,

- Oy MZEERI(C(E. #HIBOY bZRERICHEURSMHZMET S &z

]9 D

« [ERMROFEX. IN\ITA - ADSHET S EVNWSERIERTHD

<

15th JBF Symposium, 2024

() AEREEL. \EEERR<

http://bioanalysisforum.jp/

48



JBF ] tlj?—‘ = /éﬂi

56.
BERADARITEZ/\USF—> 3 > RHEiFHA (BRETBIRISHE) (XLWDETIH ?

Answered : 38 |
10% 20% 30% 40%
eepRaERFALE 281 | s ¢
ERPREVERRAIE 16ER1

ERPRELERRANA 4FRT I ¢
PivotalsRE&zRata (CRIICE D LSIC

ot I o T (EERE)  BESHROEREES S CAIEIL TSR (1)
EHL I -

10% 20% 30% 40% 50%

42.1 % (16)

Q58.
LPC (low positive control) iEEE(E I :: - 14

EDLISICEHRELTWNWEIH? T o o)
Answered : 29 | _ 17.2 % (5)

BB FDAS A F > ADOERRE (BREK 100ng/mL)

B FDAH P> ZROERBE (BRFR 100ng/mL)% BRE(CRIA B ST

®¥ 0.1% False Positive Rate (FPR) (Shankeri#sx&%) - 6.9 % (2) ;
BAERL ZDfth (EEEEE) : A tentative LPC (tLPC) is

W BAREADHATTAEANREE CRRTE. BHAICRRELL . 349 (1)  Sctbased on pre-study data until a proper
' ' 0 .
W zoMm 0.1% FPR can be established (1)

http://bioanalysisforum.jp/

15t JBF Symposium, 2024 OWIEESM. RESERS 49



U )\ —= g > 2h%

http://bioanalysisforum.jp/

57.
SINOBERBDADADITEZBEIT D ELEIC, MBEMBDELESZEHE—EIR
([CUTWEITH? XD EAMIHNIBXTLSESL. Answered : 29
7o — NER | MmE (15%) mig (5%)
HEECH. - F)UBRIMBETRTEE - )\ RUSINES (T<EUODBES
—abikr « I\ RUSIDES BIEHRE)
- MPBERIOEEREZERTIHENR |« <1009 TUS I TRMESR B
« DU—>THBs (MFsHERHEA 693 ([CIRMIIEDAH L
DA AUV (R <) - B TR MEETIMEY 3 —H'%
Mo Jzizsd
ERINIRA |- MBEOEE. BERBUERD, BEMEEETD
>k . JEBRBR SERERD RUUR(FZBZ T2 (FICPK)
¢ PKEADATZEARRDWEFIRRVD, #Fi—UeAhRmEZsMEd D
@ - REUBER, FWRERIORE (NIUSTREER SN, EDTATRE(L LIS
H0)
oz | | o FERB(C. MIEEMIFEILERUTEIR (BRIRERDIY)
MRFEEMSE |- IcHM10IC(E. MEEE. MRPREEHE EREINTVS
MONENE, B |- PEACBEAENESTE. MRREOZH IIRP R EEHECR 2T 2i5an
i ° 53 (. MEKERNSY —5y NERBIBE
No | ¢ RERRR. BRBRECIRMBE < (OKSRCHT, 300~ 1BHLURICIET S 2F
wosz| | JEEUTHETDRE, MBRPREMADFERVRL TBREDTIIBEER
3




W ){UF—> 3> @ @R

.%:m\ =iel. EEANSZBVCERETEMZERELUTWEIH ?
Answered : 29 |

10% 20% 30% 40% 50% 60% 70% 80%

g0 Gamane) I ¢ )
B0 EREme) I - -1
g ) I o 2

LWL (SEREL TULVRLY)

60. (QSITRVEEEZNIF) 3875/,
ROz TEMmUEITH ? ADA(C DWTEPKEHEICICH M10(THEL

http://bioanalysisforum.jp/

EitLTUL\D b HA YD RBR
Answered : 27 |
10% 20% 30% 40% 50%
15 T Zoftt (BHB5EEH) 51.9% (14)
- B0 - SAEm : 151 (6) . 3BFALE (3) . 6FIALE (2) . 104 (1)
2~561 I e - BEEA 56 (5) . eI E (2) . 1061 E (3) . 2561 (1)

- EEAFZEEE 1061 E (2)
6o I 2 2t o—2 (1)

Z DAt

'- 15th JBF Symposium, 2024 OMEEEY. RESERC 51



I ){UF—> 3> - iR

%m\mhm\E%ﬁﬂ%fﬁmﬁﬁﬁﬁiﬁténmﬁéuﬁw&5Eﬂmbi
Th?

Answered : 29 |

10% 20% 30% 40% 50% 60% 70%

REE TS, MRD% Eif 0
cnsz Y o= % (19)
SR USRI U 9% M)
sz I

e AR CARR UAIE

<ov I 7

Zpith (SEEH) (6) :
c T RU WO, SAHRCLDHEERST (2)
C BEHN & LT RAEEEEL S TS (1) \:

« BWRICBEXZ12I)\OhZLR—KTD (1) DGDEX

DGfé
/éi%%iﬁta“@b\i%é\ RBE% T IFMRD (Minimum required dilution) % _E(F34 —XH\%#%
EURWES. DIMEBIBEIT DT —AEHDIA. FIREFTUTHE LT ENEFLL)

I- 15th JBF Symposium, 2024 ORIFEEY. BEEERD2

http://bioanalysisforum.jp/

*MRD: minimum required dilution




JINUF—>32  E - # R

FDA Immunogenicity Guidance 2019
C. Sensitivity

1. Assay Sensitivity

FDA recommends that screening and confirmatory 1gG and IgM ADA assays achieve a sensitivity
of at least 100 nanograms per milliliter (ng/mL) although a limit of sensitivity greater than 100
ng/mL may be acceptable depending on risk and prior knowledge. Traditionally, FDA has
recommended sensitivity of at least 250 to 500 ng/mL. However, recent data suggest that
concentrations as low as 100 ng/mL may be associated with clinical events.

E. Selectivity

1. Matrix Interference
Various substances in the matrix, such as free hemoglobin (hemolysis), lipids (lipemia), bilirubin
(interus), and presence of concomitant medications, can interfere with assay results.

ICH M10 Harmonized Guideline 2022 Step4
4.2.2 Selectivity
Selectivity should be evaluated in lipaemic samples and haemolysed samples (Refer to Section
3.2.1). For lipaemic and haemolysed samples, tests can be evaluated once using a single source
of matrix. Selectivity should be assessed in samples from relevant patient populations (e.g., renally
or hepatically impaired patients, inflammatory or immuno-oncology patients if applicable). In the
case of relevant patient populations, there should be at least five individual patients.
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FDA Immunogenicity Guidance 2019
H. Robustness and Sample Stability

FDA recommends that sponsors minimize freeze-thaw cycles by appropriately aliquoting subjects’
samples because freezing and thawing such samples may also affect assay results. However, studies
evaluating short-term stability, including, as relevant, freeze-thaw cycle and refrigerator- and
room-temperature stability of positive control antibodies, may be useful.
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Anti-drug Antibody Validation Testing and Reporting Harmonization; White Paper (AAPS J (2022) 24:4) b Wh;emPaPer
DRUG TOLERANCE B8

Drug tolerance can be improved by optimizing assay conditions such as the MRD, reagent concentrations, and incubation times. In
addition, various sample pre-treatment techniques and assay formats, including acid-dissociation, solid-phase extraction with acid
dissociation (SPEAD), affinity capture elution (ACE) , biotin-drug extraction with acid dissociation (BEAD), bead-extraction
and heat-dissociation (BEHD), and precipitation and acid-dissociation (PandA), can also be used to overcome drug interference.
Disadvantages of these techniques include potential loss of certain types of ADA, poor ADA recovery during sample pre-treatment,
and worsening of target interference. Therefore, the mildest assay conditions that still result in adequate drug tolerance should be
chosen. A combination of an appropriate sample collection schedule, sample pre-treatment, and assay optimization can ideally result
in the ability of the assay to detect ADA in all true ADA positive study samples, despite the presence of drug. 4
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D. Validation of Titration Assay

The cut-point of the titration assay may be the same as or
different from that of the screening assay.

When a titration assay specific cut-point is used, it should be
validated. When the titration assay is not used for screening, the
cut-point may be established using a 0.1% false-positive rate. When
the titration assay is used for screening (for example, when the
subject population has a high incidence of pre-existing ADA), the
cut-point should be established using a 5% false-positive rate.

K. Reporting Results for Qualitative and Quasi-Quantitative
Assays

All sample dilutions, such as the MRD and acid dissociations,
should be factored into the calculations of titers and provided
when reporting titers.
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FDA Immunogenicity Guidance 2019
A. Testing Strategy

3. Domain Specificity

For multi-domain therapeutic protein products, the sponsor may need to investigate whether
the ADA binds to specific clinically relevant domains in the protein. For example, to adequately
understand the risk of ADA to subjects for therapeutic protein products with modifications such as
pegylation, sponsors should develop assays to determine the specificity of ADA for the protein
component as well as the modification to the therapeutic protein product (Gorovits et al. 2014).

The domain specificity is generally assessed in ADA samples confirmed positive using the whole
molecule. Examination of immune responses to therapeutic protein products with multiple functional
domains such as bispecific antibodies may require development of multiple assays to measure
Immune responses to different domains of the molecules.

FDA Antibody-Drug Conjugates Guidance 2022
E. Immunogenicity
An immune response to an ADC can be generated to any constituent part of the ADC, including
the antibody, the payload, or epitopes created by the conjugation linker. Given that ADCs
generally have a relatively narrow therapeutic window, it is important to evaluate immunogenicity to
ADCs and the potential impact on PK, safety and efficacy.
Additionally, it could be appropriate to develop multiple assays to measure the immune responses
to the constituent parts of the ADC, such as additional epitopes or domains resulting from the

i conjugation of the constituent parts. 62
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