ANG4043, a brain-penetrant anti-HERZ2 mADb, Iincreases survival In mice bearing
Intracranial BT-474 breast tumor cells. o

ABSTRACT #
12 13 Betty Lawrence, Jean E. Lachowicz, Michel Demeule, Anthony Régina, Emilie Houle, Sasmita Tripathy, Ang10Che| ).

& Jean-Paul Castaigne. BEYOND BARRIERS
Angiochem Inc., 201 President Kennedy Avenue, PK-2880, Montreal, QC, Canada H2X 3Y7

INTRODUCTION ANG4043 ANGA4043 Reduces Tumor Mass ANG4043 Increases Survival

« Day 1: Intracranial implantation of BT-474 tumor cells to mice
« Day 12: Treatment begins: twice weekly, I.v.
« Body weight and morbidity/mortality monitored
« Comparison study (n=10), shown in figure below.
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= A critical unmet medical need
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« The anti-proliferative potency of ANG4043 is similar to
that of the native mADb
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endogenous transcytosis system has a number of inherent « The brain-penetrant peptide-mAb conjugate, ANG4043, targets intracranial tumors and shrinks tumor size in mice,
biochemical advantages for drug transport across the BBB, Anti-Her2- Indicating that therapeutic concentrations have been achieved in brain.
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numerous Ilgands, anq limited -down.-regulatl-on. We have y SUMOrS.
created peptides (Angiopeps), including Angiopep-2 (An2)
using a library based on LPR-1 binding sequences of known ANG4043 « Mice treated with ANG4043, while displaying improved survival, do eventually die, suggesting that a mechanism for
LRP-1 ligands. These peptides can be introduced, by - resistance to anti-HER2 therapy emerges in the tumor cells.
chemical ~conjugation or recombinant fusion, to smal ([?253120 « As current clinical guidelines for Herceptin treatment include co-administration with a cytotoxic drug for peripheral
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penetrant Peptide-Drug Conjugates.

HER2+ primary and metastatic tumors, HER2+ brain metastases will likely require co-administration of a brain penetrant
MmADb (ANG4043) and a brain-penetrant cytotoxic drug, such as the An2-paclitaxel conjugate ANG1005.



