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i
JBR IBackground and purpose

No guidelines on conducting
ADA analysis in Japan

» Institutions in Japan conduct ADA analysis > New acid treatment methods (SPEAD, ACE,

in accordance with internal policies based BEAD, etc.) have become common.

on European and American regulations. » ADA analyses are conducted for nucleic acids
» The last Japan Bioanalysis Forum (JBF) DG and peptides.

regarding ADA analysis was in 2015. » The most recent immunogenicity guidance

was issued by the FDA in January, 2019.

Purpose of DG2019-43

http://bioanalysistorum.jp/

» Questionnaires are given to DG supporters in order to facilitate
discussion of the three following points: (1) non-clinical study,
(2) clinical study, and (3) method development.

» This presentation describes the DG's proposals for each topic
to help future ADA analyses.
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http://www.nihs.go.jp/dbcb/immunogenicity.html
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PK assay ADA assay
Human polyclonal antibody
Anal D
nalyte rus Y (highly heterogeneous) Y Y Y o
Reference Surrogate positive control %
Drug Y Monoclonal or polyclonal animal Ab Y 2
standard 1%
(no actual reference standard) o
'
Matrix Variable, depending | Variable, depending on the sample §
on the sample Interference by residual drug Y S
=
ADA positive ratio (+) or (-) E
Results Drug concentration | ADA characteristics

(neutralizing activity, titer, isotype)
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Parametric method
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Percentile value
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REFRECETDINA RS> CKRE)

» Immunogenicity Testing of Therapeutic Protein Products-Developing and
Validating Assays for Anti-Drug Antibody Detection (2019)

> Guidance for Industry : Assay Development and Validation for
Immunogenicity Testing of Therapeutic Protein Products, Draft (2016)

» Guidance for Industry : Scientific Considerations in Demonstrating
Biosimilarity to a Reference Product (2015)

» Guidance for Industry : Immunogenicity Assessment for Therapeutic
Protein Products (2014)

» Guidance for Industry : Immunogenicity Assessment for Therapeutic
Protein Products, Draft (2013)

» Guidance for Industry : Assay Development for Immunogenicity Testing of
Therapeutic Proteins, Draft (2009)
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REFRECETDIHA RS> (BEXM)

Guideline on Immunogenicity assessment of therapeutic proteins (2017)
Guideline on Immunogenicity assessment of biotechnology-derived
therapeutic proteins , Draft (2015)

Concept paper on the revision of the guideline on assessment of
biotechnology-derived therapeutic proteins, Draft (2014)

Guideline on immunogenicity assessment of monoclonal antibodies
intended for in vivo clinical use (2012)

Guideline on immunogenicity assessment of monoclonal antibodies
intended for in vivo clinical use, Draft (2010)

Concept paper on Immunogenicity assessment of monoclonal antibodies
intended for in vivo clinical use, Draft (2009)

Guideline on Immunogenicity assessment of biotechnology-derived
therapeutic proteins (2007)

Guideline on Immunogenicity assessment of biotechnology-derived
therapeutic proteins, Draft (2007)

Concept paper on the revision of the guideline on Immunogenicity
Assessment for Therapeutic Protein Products (2006)
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FDA Guidance : S6 Addendum to Preclinical Safety Evaluation of
Biotechnology-Derived Pharmaceuticals
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7 \/ 7_ h%ﬁ% Survey result

 |smE\E7Ys-b E2EP > —b

NZE Contents JERGPRENER/ D AT AR FE(C PR ER(C B9 PR
B9 3:ERE Topics on Clinical studies S
Topics on Non-Clinical studies / e
Method Development g
EHERAR Term 2019/10/21- 2019/10/30- Iz
2019/11/5 2019/11/13 ?
EhieHARE] Duration 16 days 15 days 8
EMEEZ 2L Number of 38 questions 37 questions %
questions E
BCfR5T Distributed DG supporters DG supporters
[B1Z5EEK Valid responses 33 people 26 people
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\ Q1 FiBE? |

Where are you working at?

[ Answered : 33 ]
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JBF | @ %ﬁ 5= Background [ i
Q2 I |
Your role?

"~ Answered : 33 ]

(.
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Q3 ADADHOC 8 BRI @7 |

How many compounds do you have experience of ADA assay ?

[ Answered : 33 ]

12%
©12% 2%
(4/33) - @ 21%

(9/33)

@ 12%
(4/33) ©VIL
(9/33)

@ 9%

(3/33)
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Q4 B2k EFIEEEER CADADHTIER (Screening, confirmatory, titer,
F]) ZXBILTEZX DN ?

Do you consider clinical and non-clinical ADA analysis items  (Screening,
confirmatory, titer and Neutralization) differently ?

Answered : 32

@ 3% B © XRluLTnsd
S (1132) @ 44% B o XauTuhn
- 54/32) O ® GUEHACRODIBAET) BRI LICEENRRDD,
@ 16% XAl EEHNL, LIdLWCTEEHD
(5/32) B o zoi (EHNIC)
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Q5 FEERPR CADARIE (F £ DIEHZ Eit ?
(1828[o1ZA])

What are you doing for non-clinical ADA measurements?

[Answered : 32} { TBENEIRP] } =
Multiple answers allowed E
14 ~
12 "09)
12 10 - [[] © Screening, Confirmatory, Titer, F# 2
10 Ed Bl @ Screening, Confirmatory, Titer c_cs
8 @ [l ® Screening, Confirmatory _8
6 [0 @ Screening, Titer =
4 [J ® Screeningdd =
2 O® &l <
0 Zfth (BARI(D)
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J B 3'5&% Eﬁ%ﬁ ADA3¥T ADA analysis [ i

Q6 Q5(CC [ScreeningdDd+] MFHM&72DIHBE, Screeningd

{EREXE (Fr) 2 B\ D H ?

If Q5 evaluates as “Screening only”, what is the confidence interval for Screening?
Answered : 26

8% @ 23%
(2/26) (6/26)
@ 54% 3 8%
(14/26) (2/26

59, ® Screening®AH DM & /X BDIHE,
2 8% ) IBEEDR< TBIEHIC1%HS

1% LMZ0.1% D2 EFRB L TUER,
(2/26) 0.1% EHMTE 5 %HB N,

FRERIR L
DAt (BAR(D)

@ ® 00
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« Q5TScreeningDFHDFHII T (FIRWLT IR, Q7
EFRRVNEHEIZELUET. Screening(d5% T I,
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Q7

FEBRARADA(ICH LN THERR 7w zr (Confirmatory assay) z
Eht 9 DB DEREXMHE ?

What is the confidence interval for performing a confirmatory assay in a nonclinical ADA?

-
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Answered : 32 ]
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J B 3'5555{%:&5% ADA3T ADA analysis [ S

Q8 FEERERADAICH UL THY b1 > FEHEF(C
$hetA#tr (Shapiro-Wilk DIEAREIRTE) L TLDH?

Is statistical analysis (Shapiro-Wilk normality test) performed at the time of cut point
calculation in non-clinical ADA ?

(9/32)

2 38%
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l O TOR (RANC) ar e
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J BI- 3'5555{%:&@ ADAT3 ¥t ADA analysis [ 1]

Q9 JEESPRADAICEH L\ TScreening cut point&EH (C
AL SIRARER (S ?

What is the number of samples used for calculating the screening cut point in a
nonclinical ADA?

i

2
Answered : 32 ] =
. >
. i OEEZL\DEFQ LRSI, =
©28% [ Y C1(dShankar White Paper Y
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Z DA
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J BI 3EEE D{Eﬁ%ﬁ ADASHT ADA analysis

S10analysISTFOTrum™ ="

| Q10  3FERPFRADATDREBRREIN SN ?

What is the sensitivity

" Answered : 32 ]

target for non-clinical ADA ?

59%

(3/32) D 31%

(9/32) o
3 25%

(8/32)

(2132)
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_EL

=
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Eﬁﬁ%ﬁ%ﬁ ADASHT ADA analysis

Qi1
ESLTNBH?

JEEEPRADAT®MDTL (Drug tolerance limit) BiZE(&

What is the DTL (Drug tolerance limit) target in non-clinical ADA ?

-
.

Answered : 32 ]
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ZERNBD, U—XFT)LiR

Kt THDEEXBHIE.
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JBF 3'5555{%:&5% ADA3¥T ADA analysis [ i

Ql2 ICHHA RS> [S6] (C(&, FEERPRADADHTIIZEYDEEHERSD
FEIRDIZHIRE (T B LRDIZEND D, L& NHDIN, TR
LCHSE, BRATAERZIBERI D EEHDIN ?

The ICH Guideline “S6"” states that non-clinical ADA analysis may be necessary for

interpretation of changes in drug concentration.

Do you sometimes collect blood only and then construct a assay system at a later date?

" Answered : 32 ]

@ 3%
EA @ 9%

(3 30,
3 50% (12/32)

(16/32)

Z At

« ICH S6 )1 RS54 > (CHELY, IRPOMNCADATZIZITD TULVB.

i

® ADADHT I BRHE CE/RML TL)
DHBENFEAETHD, &t
DRTFHREZAN R TEN IR
T ChDI.
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J B 3'5555{%:&5% ADA3T ADA analysis [ i

Q13 JEERPRADATI(E, T E#ERZRSE(C I DI=sHGeneric’lADADITIE
ZIERITDICENHDDNH?
(5 : MEFUA(CAnti-animal IgG-HRPR EZA DR E)

Does nonclinical ADA use a generic ADA method to simplify method preparation?
(Ex: Use Anti-animal IgG-HRP, etc.)

Answered : 32 ] ® QAICTIFERREIEREZXBIL TERBEE
- NEE82% (EB55EEBEYesE I
&) Borh, CDSED—EDEN, I
ERPRA (CREZ 78 Genericid B Az £
IRBAN BB EEZSNE.

@3% @ 25%
(132)  (8/32)

3 47%
(15/32)

@ 25%
(8/32)
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Z DAt
o AREIMT FAFKLANIL) (&, (FU). BEERER T, LR
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J B 3Fﬁﬁﬁéﬁ5ﬁ ADA3HT ADA analysis [ i

| Q14  IEEERADATIZSinglicate DI EFETEBH ? |

In non-clinical ADA, do you accept for Singlicate analysis?

" Answered : 32]

° Slngllcateﬁﬂ‘ﬁ’a‘:ﬁ S 9 BDEFEIATIRNZSD, B
FHRHDOGTESF > AMNEFODTIEEEZ SN,

(1/32)

(15/32) (13/32

http://bioanalysisforum. 1p/

Z DAt o TiterAEAHE, 1ERHCDESZEMEORIE
s BERIIBWVWTINEBZ A ELTEIHDIEERNET. EZEVRI TE D ENSSinglicate(CT D
o TiterFADHAHFEFEAIEE C DS EHTE CE D EZERI LN,

.« FARLTHL EBS DR L
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| Q15 (BHEC) FFERRADADHT CEEYRAL TS & (FHah ? |

(Free description) Please tell us what you usually feel in non-clinical ADA analysis.

o JEEEPRADAISEGRADA S (FBEMHNES =0,
BEICEHME LWV EWVLWDERMNZ O JE.

1 5F(TIRU

2 FFERPRADAIZTKODFERDEEIRDIZH EWSEMNZE R D EFDAHA S > R (T4
ITDBLDRBFEWAEFNDSDOMNREED.

3 tAATEHE(CADAEELDERZ R B ZITT(EGenericE CRWEEDS. GLP
TOXD K D7dpivotal study TIIERER(CITV VAR CADADTZI1TD TLYD (nEX
(FIRVNDY) . f2E, BRARANEDBS(EEZFENY NI OEWNCIRBIZSD, &
EDEFHEITERIFNGDD.

4 Mt zz=F U <HD7Zu

5 2 COEERDADANAETENERVLDTIN, BS540 MOEZSU IR
TRER MR DEADERBRNEE LT T
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| Q15 (BHEC) FFERRADADHT CEEYRAL TS & (FHah ? |

(Free description) Please tell us what you usually feel in non-clinical ADA analysis.

[Answered . 8 ]

6 B SA MICHOIEDEZAYUINRIRMTH DIz, FERICIRFN G
TESEMNREUSNICK L.
E MTHEARTHRMED LA D AMRIGICEMN D120, ADARENEX 540 —X
MWK SRREENGD D, & RORBEICEEFZUICSL).
FEAEDT—ATE MEBUDITENMEZRVDT, DFEiEE < DICE
BiZ B> THEBOMELE L TULS.

7 gIOREIREN, & bOBRERETICIEIDDITTERLS, Pvtz1RE
ﬁ@%%tm@bt,@iDE%@%ﬁnﬁbnmmtmbtmé

8 ERPRADAL (FEMINEED DT, FEEER COFHImITE D LAZMICLTHXL)
DT(FRND. ) By MRA > b ZE99.9%EFEXE TR UL TRSR A ZH
EUIZDRATS/NLEZADADREE & U TRV E.
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‘ Q16 (3'5&%}_._ Euur_ l_) jj\J I\/_I_\’]// I\ ll:l:'IH% 91‘“’1 %TETE@'%T:&J ‘
FOMREIBUALDOY bZRXOU——2TF BN ?

(Non-clinical / Clinical) When calculating the cut point, do you screen more individual lots
than the specified number in advance to grasp outliers?

Answered : 32 ]

-

@ 6%
3 25% (2,32) (1 0/32)

(8/32)
2 38%

(12/32)

http://bioanalysisforum.jp/

T Ot
« ERERDAHENE
o SMUBIEIEDOBER TR LRV, BT FIILOREBRZERETDEHCRIU—-22T93
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‘Qﬂ (FEEGER - BERRILE) BT L — b=RIB(ICAE T IIBSICHT, ‘
Oy bR > R, L — MNEIZEEEDLDSICEET DN ?

(Non-clinical / Clinical) When measuring multiple plates on the same day, in case of
calculating the cut point, how should the difference be considered between plates?

" Answered : 32 ]

BHOT L — NMIZEBEUEXROT > bO—-)L
(NC) OFEHHZRBWNTAHY M1 > hEEH

JL—hZECHRELERAT T2 bO-)L

(NC) THIEITBRELTHMBHY MRA> b2
@ 4% B

(13/32) EIRIL
Z DAt (E4AH(C)

http://bioanalysisforum.jp/

< DAt
« JL—BME(ICHY MR1> hZzEH
« JL—KC clcswE Uz NCHOSTL— T &EIC v R > Nl =Tuw
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|Qm (GEEREK - BRRIhE) DMTEMBIBREEEDLSICEHETIN ? @ |

(Non-clinical / Clinical) How should inter-assay precision be evaluated? @®

(2131) (20131)

: Answered : 31 ] 3
3) 23% @ 6% e - < pee f'%

0 B/genreSJdFILh SEEZET O

s PN BN IFHILES/NIHIE LB SHEEEEH ©

@ 6% @ 65% (2R L/ §

—

Ei

® S/NLETHREZFHMEY D LEIE
LTIzAh2a0nadht, CnEs

- BT TSI FILIC/NSD
_ SAHIBEDEES B\

 RER, QCH>TILEAVTREMBCZERL THEL TV iy

* T AAT =R Floating cut pointZ#H9 S

TENBVNCTEZEERD L,
BENIZEEZZ BN,
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| Q19

(GEEREK - BRRIhE) DMTEMMBREEEDLSICEHETIN? @ |

(Non-clinical / Clinical) How should inter-assay precision be evaluated? @

" Answered : 30 ]

3 23%
(7/30)

@ 3%
(1130)

D 17%
(5/30)

@ 51%
(17730)

TEBRIR L
Z DAt (BARRYI(C)

® 06

Z At

« JERRERR EEERR TN ZZE X TL\D
(FEERERN=12~15) , BRFRN=18)

11th JBF Symposium, DG2019-43

n=5x3H[ (n=15) DOBEEN20%UN
n=3x6H/[ (n=18) DOEEHN20%LUA

® TK (LBA) TIl&
n=3x6HE TDXEji
NNZW\ze, TKZS
Z(CUEER-NZNK

DICRZIF5NnIz.
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‘ Q20 (FEBSPK - BRPk+t@) DTL (Drug tolerance limit) (&
EDSPOTEHLTLAN?

(Non-clinical / Clinical) How should DTL (Drug tolerance limit) be evaluated?

" Answered : 32 ]

@ 3%
®25%  (1/32)
(8/32)

@ 13%
(4/32)
@ 59%
(19/32)

B © —&EEBEDPositive Controlit#HIX LT, EEEE
DEYIRIERIZATEL, RINEYEE CHRERZ5]
=, Hy bRA> FOEERDTLET S

B @ —FEEEDPositive Controlst il (Cxt LT, EEEE
DOEYIFNEERZBEL, DY MRA> hEBX 25
RKOFEYIEEZDTLET D

Bo &sul o REAHY MRAS N
B o zoft(E40) EPCSF)ABDLES

Z At

TDTL=Zz&Hh U TLYE.

« BENRE DT SEEURE OZREYRIMNIC K DHEER

i
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‘ Q21

(3EBREK - BRBRiti@) LPC (low positive control)DEREESTE (& ‘

EDKD(TRHTLNDH ?

(Non-clinical / Clinical) How will the concentration of LPC (low positive control) be determined?

[ Answered : 32 ]

@ 28%
(9/32)

®6% @ 9%
(2132),. (3/32)

3 25%
(8/32)

@ 31%
(10/32)

Z Al

[ © Shankar et al., 2008, JPBA (Recommendations for
the validation of immunoassays used for detection
of host antibodies against biotechnology products )
DsEX (38D T, 0.1% false positive rate TEXTE

B2 ERBEEHCTLIIEE (B : EBEDHEE100 ng/mL

http://bioanalysisforum.jp/

—A Parax
EEessl o T—ZNAT—RTHEL
O 6 a0 TWBHAH%Z<L, Shankar
B o &l White Paper®s&EFEN
_ Best Practice T(F R\ &
Oo zoft (840 POy

« (F) EEEORER (B U (IBZETUADRIRERER) NS

EEEDLQCICEL T

BXIEY D

- ZFEBDRUS—(CLD

i

11th JBF Symposium, DG2019-43 47



UHBEEFk - JEBRERADAS

‘ Q22 (FEBRER - BRPRILIE) Positive controlldEE—&ERE LT

{a]Z{ERL TL\BH ?

(Non-clinical / Clinical) What will be your first choice as a Positive Control?

" Answered : 32 ]

®6% 9%

@ 2% (939 (3/32)
(8/32)
3 59%

(19/32)

@ 0%

(0/32)

Z At

- B (E(CTYF) B

- ZEEBEDORUS—(CLD

i

®

@ ® @

T/ OO—F)Lidk (BK)

GOLIRBSIIE L o 10— LiiHAh
EBRI3 L BIER
Z A (E64H(C)
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‘ Q23 (FEBRER - BRPRILE) < b w o XHdDPositive control (PC)MD ‘

ZEMFEDSFHmML TLDN ?

(Non-clinical / Clinical) How do you evaluate the stability of the positive control in the matrix?

" Answered : 32 ]

ZEMBDS T F)L/ARBERDS T F)L*100
paLiii

Positive control CIRE#RrZ5|E, EEMABIDES
(ST o < )L COFHIN S DIz

©6% (1) 25%
(292) _ (8132)  [ERERE
(4/32)

3 25%
(8/32)

./Ibioanalysisforum.jp/

O ST L7 ¥, SEHELRNENSEES
(9/32) 3 3% 1RER TN Zhofc (PCIEEEBRIC(E

B ADA& (FRIZ T ENBIHRET
<A (BAR(C) HD, RUoIO—FILFUK

©@©® 06

(1/32)

MBERTEIE &V SEERNSD
ZDith DIEHEZERBNIR)
« BRI DT F)L EHEDHmTT D
REENSHOERT
« ZFEEDORIZ—(CLD
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‘ Q24 (FERGER - BEPRILiE) ADADHT CEEAREDE (Acid dissociation

treatment) O#REXR(IHDDH ?

(Non-clinical / Clinical) Do you have experience with acid dissociation in ADA analysis?

 Answered : 32}

3 31%
(10/32)
@ 16%
(5/32)

@ 53%
(17/32)

® 53%nN' [#XERdp D] &[ol
&ZULTCHD, —GriEtt

N CERALEN —ZHY (C

1R TARF I DSIRTZ.
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JBF

| Q25

AR RS EDRT =N SEMI DN ?

Which stage do you start with acid dissociation ?

" Answered : 33 ]

O ©35%

(1183)  (11733)

® 48%
(15/33)
@ 19%

(6/33)

B@@®0% (0/33)

T At
« ZFEBEORUS—(CLD

i

O®o®» e 6

00

FEBEPRAILER
ERPREHER 0 T — X 1A%
ERIREUER O T — X 2%
ERPRERER O = — X 3LABF
BUEIRGER

TEBRIR L

T Ot (BAREY(CD)
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® IJEERPREERN\EEPREIER
J 1 —X1BEA K
TdohDt.
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‘ Q26 EDXDSIEMRBEOREERMNSD DN ? (EEEZER])

What acid dissociation experience do you have?

e EXv
Answered : 32 ] [ Multii%ﬁi%jfﬂwed ] B @ ACE (Affinity Capture Elution)s&
s B ® SPEAD (Solid-phase extraction with acid
16 B dissociation )&
14 [0 @ BEAD (Bead-extraction and heat-
12 dissociation)i&
10 = [0 ® PandA (Precipitation and Acid
8 7] @ dissociation)i%
6 +— E [J® #&E&ixL
4 +— ] _
2 @ Znft (BEAHN(C
S 1 2] @— O ( )
0 ] ] ] ] ] ] 1
® @ @@ ® &6 & @ \ )
® SPEADEMDRERENZN.

Z DAt
« VWINUITHETDONAH

- 11th JBF Symposium, DG2019-43

[[J® MSDB (Meso Scale Discovery bridging)s&
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|Q27 EEFRREDBSR (L 2 (REEET)) |

How long is acid dissociation?

( . EELEIRD]
L Answered : 32 ] [ Multipleinswers Iaf:lowed ]
16 15 §
14 g
12 Oo s =
10 Ho 10 o ELVEEORLHET |E
8 — BRAFREN' RSN TV D, Y
I ™ Do smeU S
2 I . O 6 =zoft (B480(C) re)
0 : , 8
® @ ©) @ ® =
T At
- 159
- 2093

« BRAERODERIC K D EIRD

« DIVES &(CREME

¢ éETE%O)/—I_\IJ/—(gJ:%
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‘QB

REEREEODFEER, ADACAA—HE5Z TUFEL
RISEMET Ui &ElddHdDH ?

Has any acid dissociation damaged the ADA and reduced its reactivity?

.

" Answered : 32 ]

® 0%
(0/32)

@ 22%

@ 56% e

(18/32) 3 13%

(4132)

(FUN

LVE

BUWZZ &(3HDNY, RERICLERZ LIZZ EAYR
BRI U

T A (BEHARIIC)

@ 9%
(3/32)

o BHEIZDSEHFEHMNERLTHD, FENUE
IRBERTHDEZEZBNE.
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UTESEk - JEERBRADA S ®

18 ADA analysis | #1E

(182801 0])

Q29 (Q28 TR D EERTZT) ZTDHZE>ESIHIGLIEN?

(For those who answered that they have experience in Q28 )
What did you do when reactivity decreased due to acid dissociation?

i Answered : 26 ] [

18 E0FEIRA] ]

Multiple answers allowed

20 19
I OO0 Emsisnh ol
10
6| BT EZFANE
> Oo &l
. 9| o] ® Zoft (2HHIC)
©) @ ©) @ ®
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Blo REFMET UADTLIEME L UizlzsbRISHE

ttp://bioanalysisforum.jp/
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‘ Q30

FFNPLR (Nab) DHTDREENHDH ? DimS, Cell-based assay
& ELISA-based assayDERIRERDEIS (3 ?

Do you have experience in neutralizing antibody (Nab) analysis? If so, what is the percentage

of experience in performing cell-based assays and ELISA-based assays?

" Answered : 31 ]

-

2 16%
(5/31)

OREY
® 42% (4/31)

(13/31)
® 6%

(331) (291 NS CRD
(1/31)

@ 0%
(0/31)

® HI'H(CCell-basedk D
ELISA-based assayDEI&
&0,

Bo
Ho
O
BHa

Cell-based assaydD#H#Xb&dp D
ELISA-based assaydD#H#xE&dp D

Cell-based assay

Cell-based assay :
Cell-based assay :
Cell-based assay :

Cell-based assay :
Cell-based assay :

TEBRIR L

: ELISA-based assay = 9 :
ELISA-based assay = 8 :
ELISA-based assay = 7 :
ELISA-based assay = 1 :

ELISA-based assay = 2 :
ELISA-based assay = 1 :

11th JBF Symposium, DG2019-43
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‘ 31

NabDthzEhM U AT —=(F 7 ($8#[nlER])

When do you analyze Nab assay ?

( : BHLEIR D]
L Answered : 31 J [ MuItipIeS;nswers :Iowed ]
16 15
14
T
8
8 @ |_|
6
4 |+— 1
2]
‘T of”
® @ @@ ® &6 & @

OOO0BEO
e 0®eee

FEERmPRAILER
EREREHER D T — X1
ERPREER O — — X2
ERIREHER 0 T — X3
BHEARTTR

TEBRIR U

Tt (BAREY(C)

- PIDSEHIEY 2 EMS0.
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| Q32 EDXLSMBAICELISA-based assayZiEiR 3 3h ?

In what case do you choose ELISA-based assay ?

" Answered : 31 ]

@ 23%
5 48% (7131) @2 13%

(15/31) (4131)

@ 13% 3
(4/31) © 3%
(1/31)

@ ® 006

AN RES

A—Gw MIRICEIR LU TULRWNES

Cell-based assay TREENER TERWVEE
Cell-based assay CIE5DENKELLBZEUILRNME
JCSRVNEE

FEBRIR L

o VODZEZTHBFATEZIMBEN
FICABRWVWEWDT—IN'E

EBEZLWH, QDEIZEFIANDZX
INTEB U T3 i T ERZE N,
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Q33 EEDOIAARLSHIX U COADADITDIREERD DN ?
(1828[o1ZA])

What types of drug have you analyzed for ADA, except for antibody ?

Answered 130 | |, BEKT 2
16 14 E
14 [0 © ADC g
13 9] B @ Bispecificiifk =
=] ~, | CES ®
g 7l B @ zofy> /(U= I
6 2l 6] O @ RIFR =
s L8 03] 0o m g
2 I o] O 6 #@maL -
0 . . . . . . ! @ =zt (BARY(D)
® @ @ @ ® & O

o NI F RUOKEEIREDFENNSTMEEMDFRFEMMER T
WD, DFEDRT (IEFEIECRERMEDET (CDRND,

IRUOO—FIHAROEREFCERD Z ENGD.
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‘QM- BEOTURLINI U TDOADADHT (B, RTFRRE) T ‘

REt=xU/cC & (BHEECH)

What was difficult in ADA analysis for drugs except for antibody ?

o RUTOFNAENESNIR
[ Answered : 9 ] LY, EEEEOVEEL LN,

7~

1 B U

2 FYOIFBMNAERLRDIOTRE KD D

3 TUwZZIONSFELHEELRVNWTEND Dz, BEL TEFMEN EAST, DITISELIZFUANE SR,
4  HEBREORERY) BB DR

5 DFEDNSIHBEDANDINIUE

6 EFTRELTERMONGN ST, BHDBIEFUAND ZHIINE SR,

7 ESEEARELE L

8 MEBRIZL

9 ARIFREHFURCERTHFENDRDNEVV ), BRENBREICRD I EMNSSD. ADATVY S I7vzA(CH
WBEAFY - ILTZOMMEHAZIER T DR, SHROBHIECE U TEENBE.

4 11 JBF Symposium, DG2019-43

http://bioanalysisforum.jp/

60



S10analysISTFOTrum™ ="

'Eﬁ%ﬂ%ﬁ ADAT3 KT ADA analysis [ G

‘ Q35 (BGER) v bRk > REH (CHUVN TSR ‘
(Shapiro-Wilk DIEFRHIRTE) L TLNDH ?

JBF E

Do you statistically analyze (Shapiro-Wilk test) in cut point calculation for clinical study ?

" Answered : 31 ]

@ 0% (0/31)

® 29% B o @un
(9/31) WX
@ 13% @ 58% : g ;y;ﬁib
mtm =N
@ =z (BAHID)

(4131) (18/31)

http://bioanalysisforum.jp/

® 3JEERIREFEIRD, BERTI(ILE

RUEDIRFY IR EZ S DTHfET
FTg 2 ENEh oz,
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!ﬁﬁ%ﬁ%ﬁ ADAS T ADA analysis

Bloanalysis*Foruam

[ #1(0]

| Q36

(ERERK) Screening CLEFRRMEMN ENIEN D EBSWEZIRLU TLVBH ? |

Do you convert logarithmically when normality is rejected in cut point calculation for
clinical study ?

" Answered : 31 ]

3 45%

(14/31)

@ 6%
(2/31)

@ 39%
(12/31)
@ 10%
(3/31)

B o @Eun
B2 vz
O & &l

B @ zofftt (BHMID)

Z DAl

- Dz &

i

B/ %8B
=

ZERLUTC/ IS EEWNDITD
« JUINSEEZBRITDL, MEEHBEDKEH D, DITEETURDIFEICK DIIENEDD

11th JBF Symposium, DG2019-43

® WHZIMIDENDD
MZUL\HY, Shankar

White Paperi& D Dt
L ChD, ERERT
B U EmZERVTLD
EEZBNIE.

—77C, ULIdWEER
T, MWEEHRTD
C ETLTHED RN
N, v bRA> b

EZUKINES<KRBCE
ZRHEUTCLBDTIE
EEXBNE.
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J A o = _
BE Eﬁﬁﬁﬂ%ﬁ ADAZI Mt ADA analysis [ =5 100]
| Q37 (BRPR) FEsR77wtz- (Confirmatory assay) OEEEXR(Z ? |

Confidence interval for the confirmatory assay ?

" Answered : 31 ]

@ 23% @ 3%

3 ) =0

<0.1%

BRI L :
9 128 ) 1% L \D(FShankar
@ zoofh (RAEI(C) White Paperd#tEEcE

DFET, FHRBBEEL

@ 58%
(18/31)

@ 16%
(5/31)
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THY bR > MHVNE

Z DAt KIRDFTEFTBREZTREIC
o 5E§ °| S, = 0.10/0%1§5:t655&
ﬁn%%@/—l_\J/ (Ld:é %ignj—:
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JBF 3'5&% Eﬁ%ﬁ ADA3¥T ADA analysis [ S
| Q38 (ERER) ADADITZEFE(CHIED, REEE(CLTLWBIXEIL? |

Which is the most referred document in ADA analysis work?

iAnswered : 31 ]

Immunogenicity Testing of Therapeutic Protein Products —
Developing and Validating Assays for Anti-Drug Antibody
Detection (FDA, 2019)

@ Guideline on Immunogenicity assessment of therapeutic

3 23%

. @D 39% proteins (EMA, 2017)

© 3% (7131) (12/31) Shankar et al., 2008, JPBA (Recommendations for the

(1/31) validation of immunoassays used for detection of host
3 35% antibodies against biotechnology products )

I\A AEZREmDRER T (CAVSNDTEMIADTICE T
DR (E1EH, 2018)

TRERIR L
® (OFDA GL&E®shankar

Z DAl (B (T)
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@® 0% (0/31)

http://bioanalysisforum.jp/




R PR GTUBR

Fhl

= (37

| Answered: 26 ]

Where are you working at?
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Your role?
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How many compounds do you have experience of ADA assay ?
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JBf; BRIREIUER ADAD#R ADA analysis

Q4 9 (L D ADAD DI (AR ?
(FRPREHER (CADAD T E A AN DIGEZEEHR L T)

What is an confusing point of ADA analysis ?
s e
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Eitgﬁ ADASIHT ADA analysis
| Q5 ADADSMTIE, AEMBDCENEEBLEEZX DN ? |

What is the most important result of ADA analysis ?
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Q6 ADATDATES EDRFREIFEAE T(CHE /I DN ?
(B2 EBEZLVT—X)

When do you prepare ADA analysis ? (Most cases)
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Q7 ADADMT DT VAT SY hIA — AlFAIZBENTWNDH?
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Which assay platform is used mainly?
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Q8 ADADMT DT VAT SY hIA — AlFAIZBENTWNDH?
[ERUEEBRNASDIED (EFREER]) ]

Which assay platform has been used previously?
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| Q9 ADATZRD 77V A TA =W MIFE(CAZAWNTLNDIN? |

Which assay platform is used mainly?
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Q10 ADADMDI77vEAITA—<XY MIECAZHWNTLNDINH?
[ERUCREN DD ED (BEEIER]) ]

Which assay platform has been used previously?
e xb2
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BREREILER ADAST ADA analysis
Q11 BREREXERN COADADHTOERMMNA > SE ?

(#82[olZE0])
Which time points will be selected for blood collection of ADA analysis?
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Q12 HSERFTEHIGEDOADADITDONE M (IH DN ?
(18£%[E1Z&0])
ADA assay is needed after launched medicine?
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| Q13 ADADIEZEFR CHE UEiRER(ZHDH ?

Do you have an experience to improve the ADA assay method?

[Answered : 23 ]

B o ves (52%, 12/23)
B @ No (48%, 11/23)
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Q14 Ql137T [HD] LEE=NZHICERTY. RZERUIC
SOMF(HMaIn ? (#EEK[EIER])
For person to select YES in Q13, what is the reason to improve the assay method?
( . EHLEIR ]
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Q15 ADADMIE, ERTHKRSRLEDIKRFITEIIT DOMNEYIIZL
BON? (E2&EHTEFFEDIED)

How long period should be appropriate to collect ADA sampling after dosing?
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Q16 RSwI LS XU=w Kk (Drug tolerance limit) T U7
INRETEMEE(IEDERICEZDN? (B2 EEBHTIEEDIED)

What is your desired drug tolerance limit?
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Q17 HDIRIKTADADDIWER, [ROU—-ZT7vtzATH%,
sV A TRl EIRDFU. IRICEMET NSHEIEER T,
EDVDERZE ST DN ? (#EF(NIE])

How do you think “ADA positive both screening assay and confirmatory assay” ?
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Q18 ADADHICHWT, QI7DOKDICRIU—=>TT7vtA,
W27y 1 EBICHRED®RZ RUIET—XT,
FEMEE DR AR AN D IERENHDH ?

Do you have an experience to have ADA positive in both screening and confirmatory
assay but not decline blood concentration like Q17 ?

[Answered : 19 ]

B® Yes (74%, 14/19)
B No (26%, 5/19)
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Do you have an experience that the positive result of ADA assay in only pre-dose sample?

[ Answered : 20 ]
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Q20 [ S RIRADH (CHRIEDFERMNMIE] HE, EDLDIC
BRARF — AICHERZHREL TLDM ? (182X OZER])
If positive result only in pre-dose sample, how to report to clinical team?
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Q21 [ 1 SHMRRDH CIHMEDBRMNETZ] 575, #BRERO5N
cCEFHDDN?

Do you have an experience?

iAnswered : 18]

B © ves (56%, 10/18)
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Q22 [ SHIRADH CIZEDRBRMNLT] 55, AR
(EZ) 2L TLDH ? (EBEEIZET])
When positive result of ADA was observed in only pre-dose sample, which discussion?
( . EELEIRA]
L Answered : 10] [ Multiple answers allowed ]
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Q23 Hﬁ%ﬁﬂﬁﬂid}é’ﬂiﬂ MOERMNETZ] 58, BHEZERUIE
sANTZC E(Ep DN ?

Have you ever characterized the positive substance, when positive result of ADA was
observed in only pre-dose sample?
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Q24 ADARBRMIZoIEHE, EMFHEiE U TlZEEmLIZLE
BON ? (BHEZET])

When positive result of ADA was observed, what additional evaluation would you do?
e x3
Answered : 20] [ BEGEIRE] ]
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TNENE ZFTHIG L/_CL\57J\ ?

When positive result of ADA was observed, what additional evaluation would you do?
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Q26 ADANBMHDIGE, ECET Bl OFRZIRD FIFT
WEDM? (#BE[ElED])
When positive result of ADA was observed, what additional evaluation would you do?
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Q27 ADANZHEDIGE, EBRICEDRLDIEARE TADATDTZ
ol T CULDM ? (#8EX[01ZEn])
When positive result of ADA was observed, what additional evaluation would you do?
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Q28 ERF—LDA>/\—(FADADLIterdA = = [CHURN ? |

Is clinical team member interested in the Titer assay result?
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|Q29 ADADFER & BERIEES (CIRE L TL\B M ? |

Do you report ADA analytical to clinical study site?

[Answered : 18 ]

B © YES (61%, 11/18)
B @ No (39%, 7/18)
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Q30
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TDHE, EOLDICHRELTWLWDIH? (BEE)

How frequency do you report ADA assay result to clinical study site?
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Q31
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TDHE, EOLDICHRELTWSBDIH? (FE)
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dIn this DG, a survey was created considering the
iIssues in ADA analysis in three aspects: (1) non-
clinical study, (2) clinical study, and (3) analytical
method development.

dAfter that, the answers were obtained from DG
supporters and the survey result was shared.

dBased on the results of the survey, each aspect (non-
clinical ADA design strategy, clinical ADA design
strategy, points to consider for analytical method
development) was introduced.
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