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TAEIESHE (ADQ) [LAF, SEETHRBOBRIHELBEEE LCEEEINTVEY, ADC & 3 DDOEER
BRTEBEINTVET . BEDEBNRZENE T HE. MRERTINIA— R X1 O— REHUEICHE
BY ZUMTAIREE ol SUIRTAAIRES ) > A — 1 D 3R T Y., ADC IIRRESHDF R E BRNDBEIMMENSD |
T T T9. IO L ) 1. BNZERYAATSGRNTAFIRZRE L T, BRGHRICES
BEZ%T LK LF0EMIRZRE LE T, AFNRZEZSHBITIEAZNIUR U A= X1 O— FOEHFEDE.
AV 27— aViEERENICERT 5T EHEDOHTEETY,

FEEDERERD OB, ZFHOZFIR. UVA—DZFBIR OV T a7 —2 aViE URIERRKRBRRENMEDFHEIE.
ADC DRIFEICICBWTRICKREBRL EEZONTVET,

D

: ] A well-designed ADC linker can help the antibody
An ideal target should be highly, homogeneously, . .
and exclusively expressed on the surface of tumor to deliver and accurately release the cytotowic

cells and low or absent expression in healthy drugat tumor_.f,ites. It.also plays crjtical roles n
tissues. an ADCs'stability during preparation, storage,

d systemic circulation.
% 50+ high quality ADC target proteins andsystemic arcuiation

(details on page 2)®@

% Proteases for cleavable linkers
(details on page 7)@

The conjugation methods are also crucial
components for successful construction of an
ADCs. The conjugation method influence the

A typical pharmacokinetic assessment of
ADCs involves an analysis of the conjugated
antibody, the total antibody, and the free

drug-to-antibody ratio (DAR), PK and therapeutic
index and other properties of ADCs, which is
another key factor in the development of ADCs.
% ADC site-specific conjugation Kits

(details on page 9)*

payload, as well as any anti-drug antibodies
(ADAs) that may have been generated.

% Anti-payload antibodies andanti-idiotypic
antibodies (details on page 12)®

ADCEZERAFTD=®HIZ. ACROBiosystemsiZUU TORFBE Y —EXZRHELTHEDXT:
OBRALBEREDIZN Y >V E (ADCIEEMDFUR N ETBELIIEIV, ) ;

QN FHEMEERT—EX;

@V h—niBDOMMP/Cathepsin/PLAU;

@ AGLIink® ADCEMUASEMN > Doy —>avFv b

GADCOEYMEZHF L. ADCERRAIRD 7O X% BET 3ICIF. MRS FEERIE L FUERETA
CHERDIHDY—ERERHTED £,

AW products and serviees facilitoting your ADCs development.
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* 50fE$ELL Y —4w : CD22, CD30, BCMA, HER2, Nectin-4 and

N

* EBHOEFYIFE: human, mouse, rat, rabbit, rhesus macaque, and

cynomolgus

* B D5 v Fe, His, mouse Fc, Strep, and/or tag free versions

* RADEADEVALE - B8

* RE/ERT)—Z U MRREBRRE ICERTEEXT,

B BERAEREERE

* NALARILGEE

* Oy bZTCICmEREZITTHONTVET,

BB T L

% SO 9001:2015% & TFISO 13485:20165RFE B 5%

o798 @

CEACAM5 @

Trop-2

Siglec2 ®

Her2 @

L3 @

Molecules list

TROP-2FOT | Nectin-4HoT Her2HoT LIV-1HoT ROR1HOT EGF RHoT
CD19+oT Coagulation Factor l1IH°T | Claudin-18.2H°T| CEACAM-5H°T HGF RHoT PSMAHOT
ALCAM AxL BCMA B7-H3 CA125 CD30
CD37 CD27 Ligand CD46 CD48 CD74 CD79B
DLL3 ENPP3 EGFRvIII EpCAM ErbB3 FOLR1
Flt-3 GUCY2C IL-2 R alpha IL-3R alpha IGF-IR LRRC15
LY75 NCAM-1 Mesothelin PTK7 ROR2 SLC1A5
Siglec-2 Siglec-3 Syndecan-1 TIM-1 TNF-alpha TRAIL R2
Transferrin R TPBG

Tel: +81-50-547-99099 - Web: jp.acrobiosystems.com @ Email: order.jp@acrobiosystems.com
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B Product features

Oy rEO—EELF L

Batch consistency

0D4S0-Blank

15 —+—lot. No. 1
10 =+ lot. No. 2
——lot. No. 3
05
00
o 2 4 6 8
‘Sample Conc.(ng/mi)

Lot. No. EC50 )
Lot. No. 1 0.0005
Lot. No. 2 0.0004
Lot. No. 3 0.0003

Figure 1. The binding activity of two different lots of Human BCMA, Fc
Tag (Cat. No. BC7-H5254) and Biotinylated Human BAFF, His,Avitag
(Cat. No. BAF-H82Q2) was evaluated by ELISA. The result shows very
high batch-to-batch consistency.
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Figure 2. The binding activity of two different lots of Human PSMA, Fc Tag
(Cat. No. PSA-H5264) against Anti-PSMA CAR-293 cells was evaluated by
flow cytometry. The result shows very high batch-to-batch consistency.
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Figure 4.The purity of Human Her2, His Tag (Cat. No. HE2-H5225) was
more than 90% and the molecular weight of this protein is around
80-95 kDa verified by SEC-MALS.
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Figure 5. The purity of Human PSMA, His Tag (Cat. No. PSA-H52H3)
was more than 90% and the molecular weight of this protein is around
180-220 kDa verified by SEC-MALS.

ELISA/SPR/BLI/FACSD#R:EIC & » TEYEMAERIN TV S

Human Nectin-4, His Tag ELISA

i 0.1 pg of Human Nectin-4, His Tag per well

25+

2.0 4

Mean Abs.(0D450)

T T T T T 1
0 1 2 3 4 5

Monoclonal anti-Nectin-4 antibody,Human IgG1 Conc. (ug/mL)

Figure 6. Immobilized Human Nectin-4, His Tag (Cat. No. NE4-H52H3) at 1
pg/mL (100 uL/well) can bind Monoclonal anti-Nectin-4 antibody, Human
lgG1 with a linear range of 0.006-0.6 ug/mL.

Human CEACAM-5, His Tag ELISA
0.1 pg of Human CEACAM-5, His Tag per well

Mean Abs.(0D450)

T ¥ T J T ¥ T ¥ T
0 10 20 30 40
Anti-CEACAM-5 (labetuzumab) Antibody, Human IgG1 Conc. (ng/mL)

Figure 7. Immobilized Human CEACAM-5, His Tag (Cat. No. CE5-H5226) at
1 pug/mL (100 plL/well) can bind Anti-CEACAM-5 (labetuzumab) Antibodly,
Human IgG1 with a linear range of 0.3-5 ng/mL.
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Respanss
2

-200 o 200 400 800 800

Time

1000 1200 1400 1800

s

Figure 8 Herceptin (Trastuzumab) captured on CM5 chip via anti-human IgG Fc
antibodlies surface, can bind Human Her2, His Tag (Cat No. HE2-H5225) with an
affinity constant of 1.07 nM as determined in a SPR assay.
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Figure 10. Loaded Herceptin (Trastuzumab) on AHC Biosensor, can bind Human
Her2, His Tag (Cat. No. HE2-H5225) with an affinity constant of 0825 nM as
determined in BLI assay.
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Figure 9. Erbitux (Cetuximab) captured on CM5 chip via anti-human IgG Fc
antibodies surface, can bind Human EGF R, His Tag (Cat. No. EGR-H5222) with
an affinity constant of 1.3 nM as determined in a SPR assay.
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Figure 11. Loaded Erbitux (Cetuximab) on AHC Biosensor; can bind Human EGF
R His Tag (Cat. No. EGR-H5222) with an affinity constant of 1.23 nM
as determined in BLI assay.
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S FHEEEER
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TROHEBDIFEFL., BHF—LICED, - —IC8RET—E L/:SPR&BLIDFEHEEERAAEY —EXHiZ
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BNIRNY R— b F—L—REAEEADAE G EDNERVVLEITET,

B IG Al e YR — b F—L—FBICLR—r2HEDLE T,
BRARBERICDRABZEE L LR—MERY —EX—T =574 T b E<. BRAERICIA,.

mAaNRHINTWVWEZ—aKEOREEE T Lo

vV v v v v Vv

BROAET S v bR—LHMR AT EE
—EZXDHREAIEET T,

Y b R—LZRELTED. Y

TIF, TIF,
é«“ I(:o (’g\\ Igo

ISO ISO

9001:2015, 13485:2016,

Site Newark, US

é;an the code m

serwces@acroblosystems@
N
w

Tel: +81-50-547-99099 - Web: jp.acrobiosystems.com @ Email: order.jp@acrobiosystems.com



SPR& BLIREEEHD
FCEZEH

AEANAOB ML UEADFabT 5T XY M EAZHHIREANDEERMMET THRL FCTTT XY hEFCERIKL
DEBICE O THREINE T, FCT7FU X FDFCRn (FCGRT&B2M) NDEESHAMEISMADOE B TR 25—
F T FCT T XY REFCGRINA (CD16a) L DEBICED . MAKENMAEESE (antibody-dependent
cell-mediated cytotoxicity; ADCC) BMELZEEZSNTVET, COELSIC FIEDHARICEWVWTIE. FCRBERDAE
HrIEREIR TS,

ACROBiosystems|d. —fiM A EREE ST HEAMIFCRBAROEIENRIOL 7S 3 0 ZRELTULE T, FcRnEFc
YRIFFAZBARICIGC OGEIRTZ e TETEY, [[AEFIC, Biacore XU ForteBio 7S whT7A—LAICEDE,
ACROBiosystems (3t EmmED SPR&BLI MAMMERHT —EXBRELTVET, BERIIDTZIRME T2
ITTEV, Fiol ERICHERFCZBERIESIRNTEETIRELET!

B Product features
* HEK293#HRBIC K > CRIFS NS EREEBMOBUIRY VNIV B T +—ILT0 >

* EHEOEME: b XUR FATYIVTATHIL. Tv b TH OFF XA TIRERRAL BTER
ERICBLTULWET,

* FHMMIESPR&BLIC K > THERBINTWS: EWEMEMMRIECET Fd, 7O EEETIRELTED £,

* AvitagTM TIZF S NTcEA F U UFCR R Y VN B2 REATRE: SIARNILEHELE <. ZRIBAUHIFFEN
THETHZDT. EXERARE 7TOCRZBEUDIOD. AL T RTES e DEEICE T CELISA/
SPR/BLIEHEICEL TWE T,

Scan the QR code below to view more Fc receptor protein information

Fc Receptors
IgG

FeyRI FcyRIIA FcyRIIB FcyRIIC FcyRINIA FcyRIIIB FcRn

3

o -GP1

YzOL o o o YzOL
Activati Activati Inhibiti Activati Activati D133y
ctivation ctivation nnibition ctivation ctivation activation

o

1gG
recycling

Tel: +81-50-547-99099 - Web: jp.acrobiosystems.com @ Email: order.jp@acrobiosystems.com



&7?Fu>ﬂ—m+
7a77—t :

h77TovB

+

/

ADC DEREHERFIE. U A—DBELLFERFEICKESREEINE T, UV AH—IF ADCORENS. T2,
RREICHEZEZ SN Y UM S L IZUI AT ROV NN HEENE T, YITAIREG ) > h—
BESIT ERFSVVREEPIRAIVT 1« FEEFEDIENICTMIRIEEG ) Y h—&. 7Ly 0Z FEEPAT
F FEEG EDOBENICYIRIRER ) Y A—IcDETEELET, XTFRUYA—-RIVYY—-—LRADTAT T —€
ICRZED DY MRPTOREMRE )Y Y —LOTRGTMZRIEEICT Hfcsd. ADC R TLERENTL
£9, UYV—LTATT7—EDRT, hT7 7TV BHRL—MANIFERENZTOT7—ETT 2,

conjugate (ADC) |

%& = 1 Antigen
Antibody-drug * \ :!\;“ (/
)

7O77—€IlL&BTaRZy IOERIE. EXRRE TIE—RE
GBS CH Y. MlasRE TO07 7 —Llc k> TYkRlaERY > A —
ZNLTCHY U7 EBEEETEET. ADC (3. TAT7—EMZERE
AL78 5y IRFADEIFICY, oI #lanr077—+¢
PZOMDI Y ZRAMHE. ADC DWTE(LIC &5 HIPR%Z [E8 CE
% ADC DIFARFEILEE. TO RZ Y I AT INCEYZRIITHERD
NZEFNBRHTEE TS

NTFRIVA—BEDTA RS Y TRETTIE BYEY > H—DH)
MBERZRIRT DI ENEDHTCEETY, cEARMBATOT
7 —E 3R ZESERICEIT T SR CE S IRPERR
HIESNORIR L ZER CEE Y, MIENTO77—LicidTniF
NI MUY ZA207077—EMMPL 7 OFF—tER TSI/ —
T VEMCETF (WA AV ILA U HEENBNET, —A T AT
TV BREDHRRNTOT 7 —tIE. UVYY—LTREEEER L.
MR CEEEND Y Y —LTOT7—EZFATEXT, THI
Inso7/O77—tidEEMR cECRRLET,

Tel: +81-50-547-99099 - Web: jp.acrobiosystems.com @ Email: order.jp@acrobiosystems.com



3t ACROBiosystemsis) > A—ErICFIATE 37 O7 77—t RHREEEICHRELTEDET,
W 2HEHN—T38mEE: Cathepsin B (ADC cleavage), MMPs, uPA, and KLKBL, etc.
WDV TAA—=23 2 HEK2BICE > TRIFI IO T, KAV T4 X—> 3> DT VNV EISEWTY,
W BEEMEDE L BEEE> 2,500 pmol/min/ug.

B Product list

Molecule Species
Human
Cathepsin B
Mouse
Human
Cathepsin L
Mouse
Human
MMP-9
Mouse

Cynomolgus

PLAU Human

Cat.No.

CTB-H5222

CTB-M52H9

CAL-H52H3

CAL-M52H3

MM9-H52H9

MM9-H5229

MM9-H5221

MM9-M52H1

MM9-C52H3

PLU-H5228

PLU-H5229

Product description
Human Cathepsin B/ CTSB Protein, His Tag (active enzyme, MALS verified)
Mouse Cathepsin B / CTSB Protein, His Tag (active enzyme, MALS verified)
Human MMP-9 (20-707) Protein, His Tag (active enzyme, MALS verified)
Human MMP-9 Protein, His Tag (active enzyme) (MALS verified)
Human MMP-9 (20-707) Protein, His Tag (active enzyme, MALS verified)
Human MMP-9 Protein, His Tag (active enzyme) (MALS verified)
Human MMP-9 Protein, His Tag (active enzyme)
Mouse MMP-9 (20-471) Protein, His Tag (active enzyme, MALS verified)
Cynomolgus MMP-9 Protein, His Tag (active enzyme)

Human PLAU / uPA Protein, His Tag (activated by trypsin) (active enzyme)

Human PLAU / uPA Protein, His Tag

Tel: +81-50-547-99099 - Web: jp.acrobiosystems.com @ Email: order.jp@acrobiosystems.com



ADCER{iI}F2aY
aAooar—oayxy b

AV V2= aVEEEE. SYALIYYas— 3B
EE’J://J//— /a/t \Hbihi@“ ALV —3y Payload
1. AEEEOREUT CHS. ARREIRES. ZERHET 4
-% &, L\@b\o)Fﬁ%ﬂ|—*rt@*a5%m\50$-¢o ERAT4E
BN yasr—avid. REICEHLEZY VEREANDS VAL
V95— 3P I RV T« RIEEADT V25— V% o )
FALVz ADC TREEN AR H—HERIRY BfeoIcRetE b0 " Ppayload
TY, BEERNESISESEUEERICHETESb. BHE

DEWADC ZER T B ERESMEESTENTEET,

Conjugation strategies Schematic diagram Advantages Disadvantages

« Heterogeneous with random DAR (0-8)
Lysine sites ]{ ]{ « Rapid and convenient « Reduced ADC binding affinity
NH2 NJK/
« Poor therapeutic index
« The structure of antibody was broken

Reduced cysteine sites 11’ \ﬁ"*/_>\ﬁ’““/\/' + A relatively homogeneous product ot target toxicity as premature release
of payloads

Payloéd

Stochastic
conjugation

A
Engineered reactive A 3 %, 5 %, ‘) * High homogeneity « Genetic engineering required
TCER/DTT Cusodnm
cysteine residues l feducion \ﬁ) rr " » Tunable reactivity and stability « Typically limited to DAR 2
« High homogeneity « Intrachain mis-bridging

« No influence on spatial structure of . .
. T lly limited to DAR 4
Disulfide re-bridging \ﬁ"’L.],S { M\i}f(:( antibody ypically limited to

« National amino acid sequence and
glycosylation

« High homogeneity « Genetic engineering required

« Tunable reactivity and stability « Low antibody expression yields

Site-specific
conjugation Unnatural amino acids ]i’ o 6]1’ f]i’\:(' « High efficiency of conjugation . Immunogenlmty caused by unnatural
CI k chemistry

systhass amino acids sequence

« Aggregation as the hydrophobicity of
unnatural amino acids

. . * Genetic engineering required for
High homogeneity installation of recognition sequence

« Immunogenicity caused by extraneous
amino acids sequence

Enzyme-assisted
ligation NasT mutation Toase f
— s —
9 NH—iE ne—i

Glycan remodeling and R
glycoconjugation "

« High efficiency of conjugation

+ High homogeneity « Glycosylation profile is important in
immune recognition

« No alteration of amino acid sequence

The characteristics of various conjugation methods applied for ADCsF!

L1t & Glyco-therapy Biotechnology Co., Ltd. EDHFEIRAFEIC LY . AGLInk® DEH17% DAR2 & 4 DOEBITFEMES
E5F v FOBREICEIILTWE Y, Glyco-therapy #D YTConju™ &7 >y M7+ —LITE DU ety MME. & (MMAE).,
RISHEEREE (Tz/DBCO). &HINIV (EFFV ) mE. TETEEAAO— FOMRNGEEERETEE T, BEEHDDH
FICHITDHARPE DR & EMFHRBRZRIL T AL DICERFTEIN TV A REETVE T,
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B EEDAD=XL

FEAEDE/ 7O—FIUHEIE. Fc RXA 2D Asn-297 (EfeldZ DR ) T/ UV IMEEnNTVWES, &
DAVIEEEESEBT AV TA—LHHBYEITH. —REICIE GOF. GIF. G2F (>90%) 2EBBGEZ2A T& &
NTVWET ', AGLink® Fiif#ES&+ v bld. Glyco-therapy Biotechnology Co., Ltd. # AV ER(4E RIS SR DIE
BOTHDICEELLTVAYIUETY VIR TH S YTConju™ 75w b 74 —LEMBLTVET %

B DAR2 DiE&

DAR2 5B ZBEIZICE. FTIVRIUIVI-POMB/ERICKYIT GIcNAc NI UNVERETZLENHYET,
RIZ.B-1,4- AFVRVIENIYATIZ-C (GT) OBIEERICKY GIcNAc [CATY b=ANFMEN, 17 LacNAc AL
9, \BEIC. a-1,3- TAVIVNSIVATIT—T (FT) ' LacNAc 2583 L. Fuc R10-F% LacNAc @ GIcNAc [CERL T,
i EOD DAR B 2 OfE A& ENET,

1. Endoglycosidase
2.GT&UDP-Gal
3. FT&GDP-Fuc-Payload

2,1,0(.+|: e :|‘('.)0,1,2|
100) ot “One-pot process”
B GleNAC @ Mannose core-al,6 fucose @ Galactose ’ Sialic acid Fuc-Payload /X Payload

GT (B1,4-galactosyltransferase)  FT (al,3-fucosyltransferase)

———————————————————————————————————————————

| I
| I
| I
| I
| I
| ° ’ |
I I
| I
| Joe e !
Suitable Glycoforms: | (1o, (1o, (o1 |
I I
| G,(F)S, G,(F)S, G,(F)S, |
| I
| I
| I
S B P (1o '
| I
| " M, I
| I

___________________________________________

] 2-1 AGLink® Z{&FH L 7= DAR2 ADC FHZD/FIE

B DAR4 DS

DAR4 DIEBEBETZ(CIE. £I. B-1,4- ASTMIIISIVRTIS-T (GT) [CEoTHIESNZKiH GIcNAC [CATT~-
BT HIEN. LacNAc BMERENET, RIC. o-1,3- 7AVILETIYATI5-F (FT) B LacNAc #585%L. Fuc X10-F
% LacNAc @ GIcNAc ICE# LT, B EO DAR B 4 201V Y1 -b el EnEd,

1.GT & UDP-Gal
2. FT &GDP-Fuc-Payload
z,1,0(.')-|: ] j|‘('. Jo,1.2 [
10l o1 “One-pot process”
[ GlcNAC @ Mannose core-al,6 fucose @© Galactose ’ Sialic acid Fuc-Payload /X
GT (B1,4-galac FT (al,3-fuc
! 1
! 1
! 1
! |
1 (1o (o1 (1o !
! 1
. | |
Suitable Glycoforms: G, (F) G, (F) G,/ i
! 1
! 1
! 1
! |
! 1
| (1o, (o1 (1o ,
! 1
! |
l G, (AS, G, (RS, G,(MS, \
! 1
! 1

] 2-2 AGLink® Z{EFH 7= DAR4 ADC FAE DR

Tel: +81-50-547-99099 - Web: jp.acrobiosystems.com @ Email: order.jp@acrobiosystems.com



DAR4 ¢ DAR2 D& SOt AL, FT. GT. GDP-Fuc-Payload EEUICAVES, 2 DOTOCADEREWNE, IVRY
YIVH-PDEMTT, INHOFIEL. BEIATYIAN 1 2EF0 [DVikyh] ARXTRITINEESH. FEBICERTH

KWTT, IOFYITERSNIMAEREEHEE. SVHENE, SLWLREHR. SLVEKEZRLET,

>> JURyb DVATYS

>>DAR 2 £1z(& DAR 4 [3—2DF Y FTHIETES
>> —Hi~ 24 BRI TIY—1 DAR {EZERK

>> JU9ITIARN) -3 IS

>> BEEREHYETRELTNS

>> BEETYFOEHSSIEN
% [= -
=] R §
SF% HRES S FFVT-v3ay
ADC-PO0O5 | AGLink® ADC Conjugation Kit (MMAE, DAR2&4, Tmg) MMAE-ADC for Antibody screening
MMAE '

. . . . preparation, and performance studies
ADC-P0O09 ' AGLink® ADC Conjugation Kit (MMAE, DAR2&4, 5mg)

ADC-P0O07 | AGLink® ADC Conjugation Kit (DBCO, DAR2&4, Tmg)
DBCO Click Chemistry with Azide-MOI
ADC-POT1 | AGLink® ADC Conjugation Kit (DBCO, DAR2&4, 5mg)

ADC-P0O06 @ AGLInk® ADC Conjugation Kit (Tetrazine, DAR2&4, TmQ)
Tetrazine Click Chemistry with TCO-MOI
ADC-PO10 | AGLInk® ADC Conjugation Kit (Tetrazine, DAR2&4, 5mg)
ADC-PO08 @ AGLink® ADC Conjugation Kit (Biotin, DAR2&4, Tmg) . e
Biotin Site-Specific Biotin labeled for

ADC-POT2 | AGLink® ADC Conjugation Kit (Biotin, DAR2&4, 5mg) detection antibody development

BmAaTYhOES

-5%R

W {FEARM
ADC DBFICBIFIZIAEORIV-Z), AR, RNIA-NIAMED=HD MMAE DA,
W R

AGLink® ADC Conjugation Kit (MMAE, DAR2&4, Tmg) (Cat.No.ADC-P005)
AGLink® ADC Conjugation Kit (MMAE, DAR2&4, 5mg) (Cat.No.ADC-P009)

Tel: 400-682-2521 - Web: www.acrobiosystems.cn @Email: order.cn@acrobiosystems.com
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DAR4

Trastuzumab-MMAE(DAR4)
DAR2

Trastuzumab-MMAE(DAR2)

Trastuzumab

0 2 4 6 8 10 12 14 16 18 min

3.0
-e- Trastuzumab

25 -m~ Trastuzumab-MMAE(DAR2)
20 -+ Trastuzumab-MMAE(DAR4)
1.5

1.0

OD Value( 450nm )

0.5

0.0
1 2 3 4 5 6 7

Ab concertration Log (pg/mL)

HIC-HPLC analysis of MMAE ADCs (DAR 4 & DAR 2). A shift in retention
time was observed for higher DAR ADCs result associated with to the
hydrophobic payload (MMAE). After conjugation using AGLink ADC kit, it
can be observed that the resulting ADCs are highly homogenous for both

DARZ2 and DAR4 conjugation mechanisms.
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ELISA analysis was performed to test the antigen-binding capacity of both
DARZ2 and DAR4 ADCs. HERZ2 antigen binding to Trastuzumab-MMAE
(DAR2/4) was unaffected after the AGLink conjugation, preserving antibody
bioactivity.
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SEC-HPLC was performed to evaluate ADC aggregation. No observable
peaks were seen in the resulting chromatogram, with less than 5% of

antibody aggregation.

In vitro fifAE

MMAE ADCs (DAR2/4) were spiked into human plasma and tested over 8
days and evaluated through LC-MS. Both types of ADCs were stable in vitro
throughout the experiment.
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MMAE ADCs (DAR 2/4) were evaluated on its cytotoxicity to HERZ2 positive and negative cell lines. The ADCs developed in this study were proven to
induce cell death in HERZ2 positive cell lines, while preserving cell viability in HERZ2 negative cells.
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AGLink® ADC Conjugation Kit (DBCO, DAR2&4, 1mg) (Cat.No.ADC-P007)
AGLink® ADC Conjugation Kit (DBCO, DAR2&4, 5mg) (Cat.No.ADC-P011)
AGLink® ADC Conjugation Kit (Tetrazine, DAR2&4, Tmg) (Cat.No.ADC-P006)
AGLink® ADC Conjugation Kit (Tetrazine, DAR2&4, 5mg) (Cat.No.ADC-P010)

-RHSAI

W ERf

BRI EL AU OLDOREDRTY-=2 7 LiA%

W R

RERDILEINIVICEAT, SUHEBHREOYIEO—EEA B ELRYES
W HERNE

AGLink® ADC Conjugation Kit (Biotin, DAR2&4, Tmg) (Cat.No.ADC-P008)
AGLink® ADC Conjugation Kit (Biotin, DAR2&4, 5mg) (Cat.No.ADC-P012)
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PK analysis
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HiE. T7x09—9F HBEIVEFH L TERLRIEF—FIC&>TERID. ENTHREYITUE (ADA) L MEM DRSS FHls
NTEFET, TS5LTCADCERERICXT LT, PK, PRI LMD ERIFFTE XN T,

P17+ #5174k (anti-idiotypic antibody, Ald) IITAEZERFEDOIE M—TZHENICHR TSI H 9, PKEETTIZE
Y. ErOMBOFOMAERROSBEEXZ AT TEE T, FLRERMEMBFTTIIHEYREORB MR BYE LTIHEYN
EOBESEETAETETET,

ACROBiosystems Tl FIERS &K VERERATICHITRADCORERIES KUEYEIRE (PK) DFICIERIME RV IARIO—F
PEBKOA T4 724 THEeiRER>TOET,

P SHEE: 95% EIBR BAUEN SDS-PAGE TIREEE #o

P SR 1 MMAE HiiRIE MMAE I BRICESTEE Y,

P S #1 DXD/SN38/DM1/MMAE HifklE. ZMZHn DXD/SN38/DM1/MMAE
ICEWRAMTHEETEET,

P BRE: HIMMAE £/ 7 O0—FI)LIAEOEMIE. 0.1 ~ 2 ng/mL OEAREEFT
Disitamab Vedotin (RC-48) IC#&E&E T2 L IC&k > THREES N F T,

P BRI R T SRR E B,

P SERTONILOTRRNERN TAFTEE T,

BEFOBABRZ—XIHABNDZEDIC. MATAFY1TDE/ VO—FI)L/R) < O—F )L MRy EE
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cADADRIFE: RV —Z>7. &5k, D FHERER

« PKEEHT: FURDI—F 1 > LIz 7L — bD3Ha, bridging ELISA (SRENDENYIIT STV R/ A XTHB)

B Product list

» Anti-payload antibody

Molecule Cat.No. Product description
DMI-Y73  |Monoclonal Anti-DM-1&DM-4 Antibody, Mouse 1gG1 (MALS verified)
DM-1 DMI1-BLY73 |Biotinylated Monoclonal Anti-DM-1&DM-4 Antibody, Mouse IgG1 (MALS verified)
DMI1-PLY73 |HRP conjugated Monoclonal Anti-DM-1&DM-4 Antibody,Mouse 1gG1
DXD-M684  |Monoclonal Anti-DXD&Exatecan Antibody, Mouse IgGl (MALS verified)
DXD DXD-BLM684 |Biotinylated Mouse Anti-DXD&Exatecan Antibody, Mouse 1gG1
DXD-PLM684 HRP conjugated Monoclonal Anti-DXD&Exatecan Antibody, Mouse IgGl
MME-M5252  |Monoclonal Anti-MMAE&MMAF Antibody, Mouse IgGl (MALS verified)
MMAE MME-BLS104 |Biotinylated Monoclonal Ant-MMAE&MMAF Antibody, Mouse 1gG1 (MALS verified)
MME-PLS104 HRP conjugated Monoclonal Ant-MMAE&MMAF Antibody,Mouse 1gG1
PTX PTX-S343  |Monoclonal Anti-PTX Antibody, Mouse 1gG2a (MALS verified)
SN8-M685  |Monoclonal Anti-SN38 Antibody, Mouse I1gG1 (MALS verified)
SN38 SN8-BLM685 |Biotinylated Mouse Anti-SN38 Antibody, Mouse 1gG1
SN8-PLM685 |HRP conjugated Monoclonal Anti-SN38 Antibody, Mouse 1gG1
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» Anti-idiotypic antibody

M Product description Neutralizing activity Application

Adalimumab ADB-Y19  Anti-Adalimumab Antibodies (AY19) Neutralizing Antibody ADA assay; Neutralizing assay; Indirect ELISA

Anti-Adalimumab Antibodies (AY23b)

Adali ADB-Y2
el = (recommended for PK/PD)

Non-Neutralizing Antibody ~ PKbridging ELISA; Indirect ELISA

Anti-Bevacizumab Antibodies (AY10 PK bridging ELISA; Neutralizing assay; Indirect
Bevacizumab BEB-Y10 eev .|.zu ibodies ( ) Neutralizing Antibody dging utralizing Y !
(MALS verified, recommended for PK/PD) ELISA
Anti-Bevacizumab Antibodies (AY12
Bevacizumab BEB-Y12 .. ( ) Neutralizing Antibody ADA assay; Neutralizing assay; Indirect ELISA
(recommended for neutralizing assay)
Anti-Bevacizumab Antibodies (AY9
Bevacizumab BEB-Y9 bevacizu ibodies (AY9) Neutralizing Antibody ADA assay; Neutralizing assay; Indirect ELISA
(recommended for ADA assay)
Biotinylated Anti-Bevacizumab PK bridging ELISA; Neutralizing assay; Indirect
Bevacizumab BEB-BY13 An;ibo;:jies (AY13) (recommended for Neutralizing Antibody ELISA ging & vp
PK/PD

Anti-Cetuximab Antibodies (AY27
Cetuximab CEB-Y27 I wd ibodies ) Neutralizing Antibody ADA assay; Neutralizing assay; Indirect ELISA
(recommended for ADA assay)

Anti-Cetuximab Antibodies (AY31) (Non-

Cetuximab CEB-Y31 L Non-Neutralizing Antibody ~ ADA assay; Indirect ELISA
Neutralizing)

Cetuximab CEB-Y29 Anti-Cetuximab Antibodies (AY29) Neutralizing Antibody PK bridging ELISA; Neutralizing assay; Indirect
(recommended for PK/PD) ELISA

Cetuximab CEB-Y28  Anti-Cetuximab Antibodies (AY28) Neutralizing Antibody ADA assay; Neutralizing assay; Indirect ELISA

Biotinylated Anti-Cetuximab Antibodies
(AY31) (recommended for PK/PD)

Anti-Rituximab Antibodies (AY36)
(recommended for ADA assay)

Cetuximab CEB-BY31 Non-Neutralizing Antibody  PK bridging ELISA; Indirect ELISA

Rituximab RIB-Y36 Neutralizing Antibody ADA assay; Neutralizing assay; Indirect ELISA

Anti-Rituximab Antibodies (AY37) Neutralizing Antibod PK bridging ELISA; Neutralizing assay; Indirect
(recommended for PK/PD) & Y ELISA
Anti-Rituximab Antibodies (MALS

Rituximab RIB-Y37

Rituximab RIB-Y35¢c Non-Neutralizing Antibody ~ ADA assay; Indirect ELISA

verified)
PRAO— FIREDNSELETEZFELTVET,
B PK assay
PK assay— KA D EEY O EMRIE
1.5 -+ MMAE-ADC
EC5y=0.12ug/mi - hRSY

Figure 1. The EC50 value of anti-MMAE antibody to
MMAE-conjugated hRS7 (MMAE-ADC) was 0.12 u
g/ml. The unconjugated hRS7 antibody was used
as negative control.
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Mouse Anti-MMAE Antibody, Mouse IgG1 ELISA
0.02 g of Dirsitamuab Vedotin (RCAE) per wedl

Figure 2. Immobilized Disitamab Vedotin (RC48) at 0.2 s
ug/mL (100 uL/well) can bind Mouse Anti-MMAE g
Antibody, Mouse IgG1 (Cat. No. MME-M5252) with a i
linear range of 0.1-2 ng/mL (QC tested). 5

T T T T T T T
o b 4 6 L] -] 2

Maouse Anti-MMAE Antibody, Mouse IgG1 Cone. (mgfmL)
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B Anti-idiotypic antibody development service

@

Antibody drug ?

Antigen blocking
type (Neutralizing)

Anti-idiotypic antibody

/

Drug target
compound type

Antibody drug

> Drug target

PK/ADA
assay

Anti-idiotypic antibody

D'"g“'g: Antigen non-blocking type
ﬁ (non-neutralizing)
Antibody drug (

Anti-idiotypic antibody

* Efficient *Professional *Multifunctional *Reliable

Anti-idiotypic antibody development service
One-stop service from antigen preparation to development test kits

ACRO proteins supplied for free
High-level ADA/PK development method is provided for free

m E=HIEET

15% discount for mAb and pAb development!

> PK7vt1 - FATHHRERREE ZRHENICHEL

Method

Coated

Sample

Linearrange Sensitivity

(ng/mL)

(ug/mL)

Advantage

Antigen capture
ELISA

CD20

Goat anti-human IgG

Simple and universal method

Anti-idiotypic Anti-Rituximab . S .

capture ELISA Antibodies Goat anti-human IgG | 0.156-10 0.156 It is a simple method for extracting CD20

Bridging ELISA S s . . . e
g .| Anti-Rituximab | Biotinylated Anti- ) CD20 can be obtained with good sensitivity

gzt?ggé'g':typ'c Antibodies Rituximab Antibodies 0.012-0.78 0.012 and low background noise

Comparison between anti-idiotypic capture ELISA and anti-idiotypic bridging ELISA for rituximab detection in patient samples
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