Jing Wang, Jian Chen, Gerhard Frey, Haizhen Liu, Charles Xing, Kathryn Woodard, Cathy Chang, William J. Boyle, and Jay M. Short

BA3361, A Tumor Selective, Conditionally Active anti-Nectin4 ADC with a Novel NextGen
.at la Linker System has improved Efficacy in Pancreatic Cancer Models

BioAtla, 11085 Torreyana Road, San Diego, CA 92121
: y ’ 90, Abstract number 7633
Antibody-drug conjugates (ADCs) are a unique therapeutic combination of a tumor-targeting A Affinity ELISA, pH6.0 B Affinity ELISA, pH7.4 Figure 3: Novel linker A PC-07-0037, 3mglkg, IV, Q4Dxd B PC-07-0038, 3mglkg, IV, Q4Dx4
monoclonal antibody, a high-potency cytotoxic drug, and a chemical linker. Together, these 41 < EVanalogue 41~ EVanalogue maintains the pH selectivity of H-Score=13, Nectin4 negative H-Score=36, Nectin4 low
-#- N4-CAB-MC -=- N4-CAB-MC _ ehicle . ehicle
components enable the delivery of the highly potent cytotoxin to the target cells. However, ~ BA3e" ~ BAsseT CAB ADCs. il D e e AR
. . . . . L 3 3 Binding of CAB (N4-CAB-MC or P ' = — ' otvoe DARC
treatment efficacy is often limited by on-target, off-tumor toxicity due to antigen expression in £ £ CAB BA3361) and non-CAB (EV E 000 e E 30007 ,  passer pars
healthy tissue, as well as unwanted payload release in normal tissue environments caused by linker §2 §2 / Safety: analogue) ADCs to human e Isotype DAR=6 2 Isotype DAR=6
cleavage via circulating proteases. © © Nectin-4 at pH6.0 and pH7.4 3 2 S
_ o . 17 17 was measured by affinity ELISA. 5 E
In this study, we present preclinical data for the IND approved BA3361, a NextGen ADC featuring a The CAB pH-dependent binding § 10007 E
conditionally active biologics (CAB) anti-Nectind DAR6 ADC, optimized with novel CAB and linker or : : : : = ; : ] is independent of the linkers N . o o |
technologies. BA3361 demonstrates pH-selective enhanced target binding in the acidic tumor Log [ADC] (ngimL) Log [ADC] (ng/mL) used. 0 7 14 21 28
. . . iye . - . Days after the start of treatment Days after the start of treatment
microenvironment (TME), improved serum stability, increased solubility, and tumor-specific payload
release. These advancements effectively address critical clinical challenges by reducing off-tumor, 3‘_ pH6.0 C PC-07-0049. 3mafka. IV. Q4Dx4 Figure 6: In vivo efficacy results of CAB anti-

- : it ; : P PRy ] : Figure 4: The pH selectivity of CAB ADC in . D iy Nectind ADCs i tic PDX model
on-target and off-target toxicities. In vivo efficacy data showed tumor regression in several patient W pH7.4 os ELISA H-Score=113, Nectin4 high ectin S In pancreatic models.

- - ' Ccross-species - 4000- -®- Vehicle The in vivo efficacy of CAB anti-Nectin4
derived xenograft (PDX) models. Notably, BA§361 vyhen c_ompar.ed to an Enfortumab Yedotln (EV) E 2 Affinity of CAB ADC BA3361 binding against ] - evanstogue o ADC, BA3361, with the novel linker was evaluated
analogue (benchmark), demonstrated superior efficacy in patient-derived pancreatic xenograft 2 | target Nectin-4 from different species E ao00| | moumeni using several pancreatic PDX models with varying
models. The in vivo potency was tightly correlated with target expression in these models. 81_' (human, cyno, rat and mouse) at pH6.0 and 2 Isotype DAR=6 Nectin4 expression levels: (A) PC-07-0037,
Furthermore, we discovered that intracellular glycosidase activity, in stark contrast to protease ] pH7.4 conditions was measured by affinity i negative, (B) PC-07-0038, low, (C) PC-07-0049,

ivitv. is hiah in all tested e 1 . | at o th tarqet - ELISA. BA3361 cross reacts with cyno and > high. Nectin4 expression in tumor tissue was
activity, .IS igh in all tested pancreatic tumor tissue samples, correlating efficacy with targe ) I rat Nectin4, but not mouse Nectin4. R determined by H-scores. The anti-tumor potency
expression. ' ' ' ' of BA3361 is directly correlated with target

human  cyno rat mouse 0= T AR AR ' expression levels in pancreatic PDX models
I i - - i Vi 0 7 14 21 28 !
In conclusion, our NextGen Nectin4-CAB-ADC, BA3361, demonstrates superior activity and Sroon 2 whereas the non-CAB comparator, EV-analogue,
improved tolerability in lung, breast, and urothelial patient derived cancer models compared to EV A PC-07-0049, 3mglkg, IV, Q4Dx4 B BR-05-0413, 3mglkg, IV, Q4Dx4 g does not show this trend.
analogue and remarkedly outperforms it in pancreatic PDX models. The increased therapeutic 5000- H-score=113 H-score=103
index achieved through the conditional binding in the TME is expected to reduce side effects e e 0007 o vemee A Glycosidase Activity B Protease Activity Figure 7: Characterization of
associated with non-CAB-Nectin4-ADCs. T onom g 0] T e 0.6- 1x10% enzyme activity in pancreatic
T 3000. £ 50004 PDX models.
RESULTS E _ 2 ] o g 8x10° Glycosidase (A) and protease (B)
2 2000 s %] 8 0.4- £ ion activiies were measured in the
oH-dependent > Human IgG1/Kappa backbone § 1000_— E 1000- 5 g papcreatlc P.DX models used in the
binding o Conditional binding to Nectin4 in the TME = _ 5001 2 . g 4x10° efficacy studies.
> Conjugation targeting interchain disulfides 0F—————— ——— ———— . 0 e e e e e . 2 B 2x10° Glycosidase activity was high in all
o Compatible with all molecules in the pipeline 0 10 20 30 0 7 14 21 28 35 )} l samples tested, while protease
o Bromo-acetamide attachment group Days after the start of treatment Days after the start of treatment 0.0 T (] '\| q: J activity was variable and not
» Glycosidase cleavage «969 «96‘3’ ,\,@"“"‘ «ge’b «,@‘5 /\,@"‘ correlated with Nectin4 expression.
o Glycosidases highly expressed in the lysosome C LU-01-0555, 3mg/kg, IV, Q4Dx4 D UC-29-0006, 3mg/kg, IV, Q4Dx4 & & & & & &
o Improved payload delivery to the tumor H-score=27 H-score=117
o New linkers have increased solubility 2000 —e— vehicle 18007 —o— venicle Nectin4 expression Nectin expression
o Improves payload release in target cells o 1600 o oam - 222_ B aneaue
> Payload: MMAE (DARS) £ - 13 CONCLUS'ONS
BA3361 o Bystander effect 2 12001 £
AB allows for high f i 2 ' 3 . inimi i _ ici
Figure 1: BA3361 Structure Overview, o CAB allows for higher/more frequent dosing 2 a0 2 The CAB technology minimizes on-target, off-tumor toxicity.
Figure 2: Improved linker stability analyzed by E 400l 5 « The NextGen linker system eliminates extracellular-derived off-target, off-tumor toxicity through:
serum stability assay (A) and MMAE release . ] Hichiy i 4 bility (NextG | " link
A Serum Stability B e N et incrbase assay (B). 7 0 7 14 21 28 . Inlc?re;/slrendp:z/\;?’ops:ilril:::?y?‘:; aluI;?i/g(heerxltDAT?n (SZ?O;)' tahseer-elt:y (iar;)proving potency
fter elastase digest . , * -g- 9),
o 50 U iesm MC A. serum  stability of benchmark antibody Days after the start of treatmant Days after the start of treatment « BA3361 demonstrates potent anti-tumor activity in in vivo models, exhibiting enhanced
< 0 el a conjugated with the novel lycosidase ) ’
s S s w= BrAc-SPCO7 C|e;\,gb|e linker BrAC-SPCO7 witr? ); Bromo- potency in pancreatic cancer models compared to the enfortumab vedotin benchmark.
£ 1o- 5 acetamide (BrAc) attachment group (blue) Figure 5: In vivo efficacy results of CAB anti-Nectin4 ADCs in PDX models. « In vivo activity of CAB anti-Nectind ADC, BA3361, is directly correlated with Nectin4 expression
S 2 30+ compared to a vedotin linker (MC) with The in vivo efficacy of CAB anti-Nectin4 ADC, BA3361, with the novel linker was evaluated using in pancreatic PDX models ’ ’
¢ -15- R : : . : .
< o o 20 maleimide coupling (red). Nectin4-expressing PDX models: (A) PC-07-0049 (pancreatic cancer), (B) BR-05-0413 (bregst \aranility of t fivity | ¢ del T " t
< cancer), (C) LU-01-0555 (lung cancer), and (D) UC-29-0006 (bladder cancer). Nectin4 ariapbllity of protease aclivity In pancreatiC cancer models uncouples elcacy from receplor
-25 . T = B. Samples (DAR4) were incubated with expression in tumor tissue was determined by H-scores. BA3361 showed comparable potency to density.
&}x‘% 93@ “3,_’_, felastase for 3hrs or 10hrs, and the amount of the enfortumab vedotin analogue (EV analogue) in breast, and bladder cancer models with a « The combination of the CAB technology with the NextGen linker system offers the opportunity
o A 10hr arre];yl;/leodng;n(Leg?ll\l/I SAurlstatln E (MMAE) was [)naondcerzta Sg\ézr:]t:egre mlgdlglnvgi/.h eH:\[/Jv:i\ézr,B’fAr:gg% 1was remarkably enhanced anti-tumor activity in the to maximize the therapeutic index.

www.bioatla.com
©2025 BioAtla Inc

AACR Annual Meeting 2025, April 25t — 30t"




	Slide Number 1

