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[1] Adapted from J Clin Oncol. 2010;28(6):1075-1083. [2] JAMA Oncol. 2016;2(12):1565-1573.
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PAM pathway alteration: PIK3CA/AKT1/PTEN mutation, PTEN loss

[1] Front Oncol. 2020;10:1475
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an‘;f‘ 69% 57% 0%

=% HER2+3LERZIHAER 3 B3]
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ORR:: 43%
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[2] Sara Hurvitz,., et al.; Gedatolisib Plus Fulvestrant, With & Without Palbociclib, vs Fulvestrant in Patients With HR+/HER2-/PIK3CA Wild-Type Advanced Breast Cancer: First Results from VIKTORIA-1, ESMO 2025 LBA 17
[3] Ju WK, et al. Phase Il study of trastuzumab-pkrb plus gedatolisib in patients with HER2-positive metastatic breast cancer who progressed after 2 or more HER2-directed chemotherapies (KM-10A/KCSG BR18-13). Journal of Clinical Oncology 43(16_suppl):1021-1021
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H.

BRIETE (1C5o, NM)

TIAFIE

609* Gedatolisib* Dactolisib [
(PF-05212384) (NVP-BEZ235)
PI3Ka 3 10 4
(le'Sfﬁm 1 / 4.6
I P(3Kq (E545K) 0.5 / 5.7
Sl PI3Ka (E542K) 0.8 / /
A PI3KB 7 23 75
PI3Ky 11 145 5
PI3KS 0.7 133 7
mTOR 3 20 20.7
@ (c..< 20 ATM 1 >1000 100 [2]
% v ATR 13 >1000 21 (4AFEA)C
DNA-PK 0.4 97 1.714

*#HERIRF Eurofins
[1] Maira SM, et al. Mol Cancer Ther, 2008, 7(7), 1851-1863; [2] Huang C, et al. Mol Pharm. 2021;18(7):2470-2481; [3] Toledo LI, et al. Nat Struct Mol Biol, 2011, 18(6), 721-727; [4] Biol. Pharm. Bull. 32(2) 297—300 (2009)
[5] Burger MT, et al. ACS Med Chem Lett. 2011;2(10):774-779
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s — S e

p-AKTS"> |\ — - — -
AKT R 1A A A A
p-P70S6K™8 | — e
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W — — — —— — — —

p_565235/236 = -

o - g " N gV P T o

GAPDH - e e e W W = -

HCC19544A/rRPIKKiE R AN
(ZLARJE; HER2+; PIK3CA1047R)

Bleomycin (10 uM) - I S T + o+ 4+ o+
609 (nM) - = 0.0230.069 0.21 0.62 1.9 5.6 16.7 50.0
p-DNA-PKcs52056 - e e
DNA-PKcs |MIR AFRI #9 Al = T —
ATR p-Chk15345 L owe N e
substrate

Chi |t s - — - — Bt et

ATM P-ChK2T | | e W - - - -

substrate

ChKY e - - —— - - e — - -

Sl A A A A Ll T 1T 1 1
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HMPL-A251: H3&iAmHM5041609 (“609”) BYEIMIFE (3/3)
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= 1 &5 .o 2 . : BN
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(n=42) (n=52) %%@
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[2]. Science. 1987 Jan 9;235(4785):177-82. [3]. Int. J. Cancer: 102, 514 -518 (2002). [4]. Cancer. 2005;104(7):1391-1397. [5]. JCO Precis Oncol. 2019;3:1-13
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HMPL-A251 vs. Inff + BREGEEXSITE(1/2)
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