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Receptor Alpha (FRa) for the Treatment of Ovarian and Kidney Cancers
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Dual-payload anti-HER2 ADC achieves synergistic efficacy
iIn HER2-low CDX models

CDH6 x FRa bispecific ADC induces potent
cytotoxicity in CDH6/FRa expressing cells

CDHG6 x FRa bispecific dual-payload ADC (TJ102)
exhibits robust anti-tumor activity in ovarian PDX models

Introduction

.+ CDHB6 is a calcium-dependent adhesion protein mediating cell-cell binding. CDH6 is JIMT-1 JIMT-L-ABCB1

(Topoli/MTI-sensitive) (Topoli/MTl-resistant) CDH6 | FRa CDH6 | FRa -score (0-300) Hscore (0-990) e
overexpressed in various solid tumors, including ovarian and kidney cancers, while exhibiting P -~ Vehicle control (PBS) | KURAMOCHI PA-1 CDH6 | FRa CDH6 | FRa CDH6 | FRa
i i i i 800 Trastuzumab-PY-4CAR2 (DAR4), 3 mg/kg 0007 ~e- Veicle control (PBS) 2+ 0-1+ 120- 0-1+ 1+ OV6308 54 23 OV0589 54 182 OV2423 49 182
limited expression in most normal tissues. o - ame 1 ADO) ’ < . Trastuzumab-PY-4CAR2 (DAR4), 5 mghkg 120- . | - oo

- . . £ 600- b-PE.E2 3 malk £ (mono topoli ADC) 100 8- Anti-CDH6 x FRa bsAb-PY-4CAR2 = 1004 o —& ANti-CDH6 x FRo. bsAb-PY-4CAR? — iv. QW x 2 _ — iv., QW x 2
- Folate receptor alpha (FRa), encoded by the FOLR1 gene, facilitates folic acid uptake and Y = momo MT DGy (ARG SmAkS o 400+ Trastuzumab-PE-E2K (DARM), 5gkg & Ant-CDHB mAb-PY-4CAR? S D b Y ACARD e y =
; . ) . . . . . £ E = (mono MTI ADC) >, 801 ™ (using mAb of Daiichi DS6000) > 80 A Mot £ £ £
rt Il | d lif { FR f tl d thelium-derived 3 400- Trastuzumab-PY-4CAR?2, 3 mg/kg + = = = (using mAb of Daiichi-Sankyo DS6000) = 10004 - ~ 1000-
supports cell survival and proliferation. FRa is frequently overexpressed in epitheliu = olkg = = | z . v = v
tumors, such as ovarian, endometrial, kidney, pancreatic, breast and lung cancers, with minimal z ™ (mono payioad ADC combe) = 200- ~ Trasusuma PEESK, 5 gk g AR mA YRR 3 7 Anti-FRo mAD-PY-4CAR2 S £ 5
eXpreséion In normal tiSéUES | P | ° | £ 200 Trastuzir:ab PY-4CAR2/PE-E2K : Trastuzumab-PY-4CAR2/PE-E2K % 407 A Ra mA oI i house B 3 - Ant-FRa mAb-DM4 (inhouse Elahere) 5 E E 00
. > e - > e ) —— |sotype mAb-PY-4CAR2 O ° S - < 500
= ~»— (DAR4+4), 3 mg/k = ~»- (DAR4+4), 5 mg/k O Ll 20+ —— Isot Ab-PY-4CAR2 = o
. .. . . 0 TA T T T 1 Edual p;yl)oadn'l\%Cg 0 2 1 T T T 1 (dual pay|oadn'l\%g) 20 ovRe g % g
« CDHG6 and FRa are co-expressed in the majority of human ovarian and kidney cancers (TCGA o 5 10 15 20 25 0 5 10 15 20 25 30 0~ 0 e . B i Bt = -
i i i ifi Days after groupin Lv., QW x2 Days after grouping Lv., QW x2 000l ool ol 1 10 100 1000 0001 001 01 1 101001000 ! | 0 l
database), making them attractive targets for bispecific ADCs. ys alter grouping | Concentration (M) Concentration (M) 0 10 20 30 40 0 10 20 30 0 10 20 30

Days after grouping Davs after groupin Day after grouping
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TWO by two ADC « The dual-payload trastuzumab ADC demonstrated superior anti-tumor activity compared to
ADCs conjugated with either PY-4CAR2 or PE-E2K alone, or their combination. * In vivo efficacy of TJ102 was assessed in patient-derived xenograft (PDX) models of ovarian

cancer inoculated in female BALB/c Nude mice (n=3 per group).

« Both the anti-CDH6/FRa bispecific ADCs with dual payloads (TJ102) and that with a single
payload (PY-4CAR2) exhibited superior anti-tumor activity compared to anti-CDH6 or anti-FRa
monoclonal ADCs (DS6000 and Elahere) in CDH6/FRa-low ovarian PDX models.
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CDH6 and FRa are frequently co-expressed

CDH6 x FRa bispecific ADC exhibits better efficacy

EB—— rycrophiic linker than monoclonal ADCs in an antigen-low CDX model

In ovarian, kidney, and other cancers
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expression of CDH6 and FRa. TJ102 mediates antigen-specific cytotoxicity

« Thirty-three camptothecin-derived compounds were synthesized and evaluated for cytotoxicity in
NCI-N87 cells. Normalized IC., values and CLogP, a hydrophobicity index, were plotted.

 PY-4CAR2 demonstrated greater potency than DXd and comparable efficacy to Exatecan, while
displaying higher hydrophobicity than both compounds.

In CDH6 or FRa overexpressing cells

CDH6 x FRa bispecific antibody exhibits improved

HEK293 cell with CDH6 overexpression HEK293 cell with FRo overexpression

Internalization compared to monoclonal antibodies

Conclusions
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Cells were pre-treated with 20x concentration of the anti-CDH6/FRa bispecific antibody, or
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PE-E2K was potency-attenuated to match the activity level of topoisomerase | inhibitor payloads
In dual-payload settings.

Trastuzumab-PE-E2K showed reduced anti-tumor activity in the JIMT-1 xenograft model and
iImproved tolerability in a single-dose toxicity study in SD rats, compared to trastuzumab
conjugated with a benchmark microtubule inhibitor (MTI).

The internalization capability of the anti-CDH6/FRa bispecific antibody (bsAb) was evaluated
using flow cytometry. KURAMOCHI and PA-1 ovarian cancer cells were incubated with
fluorescently labeled antibodies for 2 hours, followed by digestion of surface-bound antibodies
prior to flow cytometric analysis.

The anti-CDHG6/FRa bispecific antibody exhibited improved internalization compared to anti-
CDHG6 or anti-FRa monoclonal antibodies.

individual anti-CDH6 or anti-FRa monoclonal antibodies for 1 hour, followed by a 144-hour
incubation with 1x concentration of TJ102. Cell viability was assessed using the CellCounting-
Lite 2.0 viability assay.

TJ102-mediated cytotoxicity was effectively blocked by co-incubation with the anti-CDH6/FRa
bispecific antibody or anti-EGFR and anti-B7-H3 monoclonal antibodies, indicating that TJ102
mediates antigen-specific cytotoxicity.

* In a non-GLP toxicity study in cynomolgus monkeys, TJ102 was well-tolerated, with the HNSTD

exceeding 60 mg/kg.

« These findings highlight TJ102 as a promising bispecific, dual-payload ADC with robust anti-tumor

efficacy and a favorable safety profile. Its dual-targeting approach not only improves the therapeutic
index but may also mitigate potential tumor resistance in future clinical applications.
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