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EEEMD HLX42 EGFR ADC
683P

Preclinical evaluation of HLX42, a novel EGFR-targeting ADC, for cetuximab or TKI resistant cancer

Y.Shan', R. Liu', G. Song", H. Song’, J. Jiang”, C. Jia", X. Huang', X. Yuan', W-J. Yang', X. Wang?, Q. Wang?, C. HuZ, C. Zhao?, Q. Wang?Z, J.
Zhu?

1 shanghai Innovation Center, Shanghai Henlius Biotech, Inc., Shanghai, China2 Global Product Development, Shanghai Henlius Biotech, Inc.,
Shanghai, China

Background

EGFR is highly expressed in various tumour types and is a driving force in tumourigenesis and progression. Although anti-EGFR and EGFR
TKls have demonstrated success in cancer treatment, a considerable medical need remains for patients who do not respond to or
experience relapse following standard care. EGFR ADCs in clinical evaluation displayed preliminary efficacy, but conventional EGFR ADCs
could pose censiderable toxicity risks due to the universal expression of EGFR in normal epithelial tissues.

Methods

HLX42, a next-generation EGFR ADC, is comprised of a highly specific humanized IgG1 anti-EGFR connected to a novel topoisomerase-|
inhibitor payload, whose cleavage and release are tumour microenvironment dependent and do not necessitate internalisation of ADC. This
distinct mechanism of payload release grants HLX42 a superior therapeutic index compared to its predecessors. HLX42 was examined in
antigen binding, internalisation, and plasma stability assays; efficacy analyses were also performed in multiple CDX and PDX models.

Results

In vitro evaluations verified that HLX42 possessed a similar binding affinity and internalisation rate as its parental antibody. Additionally, the
ADC remained stable in rat and cynomolgus monkey plasma. HLX42 exhibited robust tumour suppression in several CDX and PDX models
that were resistant to anti-EGFR or TKIs. In comparison to conventional ADC technologies such as ve-MMAE and GGFG-Dxd, HLX42
displayed superior efficacy and elicited more durable antitumour responses. In the NCI-H1993 model, weekly administration of HLX42 at 8
mg/kg for three times resulted in @ 91.5% TGl compared to 79.8% TGl induced by anti-EGFR-GGFG-Dxd. Furthermore, the combination of
HLX42 and osimertinib exhibited strong synergy in the LU3075 PDX model which poorly responded to osimertinib alone. In our pilot toxicity
studies, HLX42 was well tolerated in rats and non-human primates (severely toxic dose in 10% of animals = 50 mpk in rats; highest non-
severely toxic dose = 20 mpk in non-human primates).

Conclusions

Taken together, these preclinical data strongly suggest that HLX42 is a potential best-in-class EGFR-targeting ADC which is worth further
clinical investigations.

EERESMD ™
2023

HLX43 PD-L1 ADC

Preclinical activity of HLX43, a PD-L1-targeting ADC, in multiple PD-1/PD-L1 refractory/resistant models

Y. Shan', R. Liu', G. Song, H. Song', J. Jiang”, C. Jia, Y. Chen’, X. Yuan', Z. Hou", X. Wang?, X. Hou?, Y. Shen?, C. Hu?, H. Wei?, Q. Wang?, J.
Zhu?

1 hanghai Innovation Center, Shanghai Henlius Biotech, Inc., Shanghai, China? Global Product Development, Shanghai Henlius Biotech, Inc.,
Shanghai, China

Background

PD-1/PD-L1 monoclonal antibodies have revolutionised the landscape of cancer treatment. Nonetheless, some PD-L1+ patients do not
respond to or become resistant to such therapy. The elevated expression of PD-L1 in tumours makes it an attractive target for ADC
development, which could potentially alter the treatment for PD-1/PD-L1 inhibitor refractory/resistant (R/R) cancers.

Methods

HLX43 is a novel PD-L1-targeting ADC consisting of an engineered anti-PD-L1 humanised Ig&1 antibody linked to a camptothecin-based
toxin, with a drug to antibody ratio of 8. Our innovative linker-payload is activated preferentially in the tumour microenvironment, enabling
its tumour-specific release of the toxin without needing internalisation of the ADC. Toxin release in PD-L1+ cancer cells is efficient and
tumour-specific, minimizing damage to normal cells and reducing systemic toxicity from non-specific toxin release in periphery. HLX43 was
examined in antigen binding, internalisation, and plasma stability assays; efficacy studies were performed in multiple CDX and PDX models.

Results

HLX43 has been shown to have similar affinity and internalisation rates as the parental antibody. It was stable in the plasma of rats and
cynomolgus monkeys. In in vivo efficacy studies, HLX43 induced tumour regression in multiple PD-L+ CDX and PDX models, and was well
tolerated across all dosing groups. Weekly administration of HLX43 8 mg/kg for three times significantly reduced tumours in the MDA-MB-
231 model without causing weight loss. HLX43 exhibited superior anticancer efficacy compared to anti-PD-L1-GGFG-Dxd at equal doses in
all models tested, including those with low PD-L1 levels, high heterogeneity, and non-responsiveness to PD-1/PD-L1 inhibitors. Preliminary
toxicity assessments demonstrated good tolerability of HLX43 in rats and cynomolgus monkeys, with the maximum tolerated dose being 60
mg/kg in rats and 10 mg/kg in non-human primates. GLP toxicology studies will explore a higher dose at 20 ma/kg.

Conclusions

HLX43 showed promising efficacy and tolerability in preclinical assessments. It may offer a novel treatment for PD-1/PD-L1 inhibitor R/R
cancers like NSCLC, HNSCC, ESCC, MEL, and OVC.
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* Henlius, the representor or the provider does not make express or implied warranties, statements or representations on the content of this document (the content of this document may
also include forward-looking statements), including but not limited to the statements about the timeliness, universality and accuracy of the content for any specific purpose or with regard to
the correctness of the information obtained by using the content of this document. If any conduct or consequence is caused due to any mistake, omission or incorrectness of relevant
content, Henlius, the representor or the provider shall not be liable.

« All rights, including copyrights, of this document and the content contained herein shall be exclusively owned by Henlius, among which the relevant words “Henlius” and “S7=¥5%",
patterns and relevant logos are the names, trademarks and logos legally owned by Henlius. No third party could use them by any means including reproduction without written consent
from Henlius.

* The content of this document does not include and shall not be deemed as any advice (including but not limited to medical advice and investment advice). You shall be liable for any
decision made by yourself based on the content of this document.
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