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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
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HER2 PAM

(RC48)
HER2 ADC [1,2] 

HER2 HER2

ITT PAM ITT PAM

ORR 42.9% 34.6% ORR 33.3% 34.3%

PFS 5.5 4.5 PFS 5.1 3.4

RC48 PAM PAM [1] RC48 PAM [2]

RC48

HER2

HER2

HER2

HER2

( ) ( )

ITT =  ORR = PFS = 
[1]. J. Wang et al, Cancer Commun (Lond) 2024 44(7) 833 ς51; [2] ESMO 2024 #384P. 
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DESTINY-CRC01 PIK3CA RAS

PFS (95% CI)

/ 7.3 (4.1-10.9)

4.1 (1.3-NA)

Å DESTINY-CRC01
T-DXd

PIK3CA RAS
ORR PFS OS

Å

S. Siena et al, Nat Commun 2024 15 10213; Adapted charts.

PIK3CA 

RAS 

HER2 

bTMB 
( =20)

PFS (95% CI)

/ 7.6 (4.1-10.8)

4.1 (1.3-NA)

PIK3CA RAS 

( ) ( )
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PFS
(95%CI)
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Å PI3K/mTOR

Å PI3K AKT mTOR  

Å PAM  - ATTC  

PI3K/mTOR Pan-PI3K

I/II III
III

PF-04691502
PKI-402

Dactolisib
BGT226

(Apitolisib )

Picitilisib
(Omipalisib )

GSK1059615
Samotolisib

(Buparlisib) (Taselisib)
(Everolimus , mTORC1)

(Alpelisib , P13Kh )
(Capivasertib , AKT)

(Gedatolisib )

OS PI3K/ mTOR
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PAM HER2 [1]  

38.0%
(100/263) 

38.6%
(85/220) 

PAM pathway alteration: PIK3CA/AKT1/PTEN mutation, PTEN loss 

/

(Gedatolisib)

( PI3K mTOR )

HR+/ HER2-/ PIK3CA 
III  [2]

+ 

(palbociclib) 
+ 
(fulvestrant ) 

+ 

(fulvestrant  ) 
(fulvestrant ) 

PFS ( ) 9.3 7.4 2.0

TRAE:
69% 57% 0%

 HER2+ II  [3]

+ 

ORR: 43%

(91%)

[1] Front Oncol. 2020;10:1475
[2] Sara Hurvitz, ., et al.; Gedatolisib Plus Fulvestrant, With & Without Palbociclib, vs Fulvestrant in Patients With HR+/HER2 -/PIK3CA Wild-Type Advanced Br east Cancer: First Results from VIKTORIA -1, ESMO 2025 LBA 17
[3] Ju W K., et al. Phase II 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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PI3K/PIKK PAM ά έ

HMPL-A251PAMATTC

HM5041609

(IC50, nM)

PI3K /h /̡ /ɹʵ ~1-10 nM

PI3K  hE542K/E545K/H1047R ~1 nM

mTOR/ATM/ATR/DNA-PK ~1-20 nM

6 -PI3K/PIKK  
IC50: 110~427 nM 

(> 30-fold vs PI3K  hwt )

362 <45% inhibition at 1 µM

87
<50% inhibition/ stimulation  

at 1 µM
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PI3K PIKK PI3K PIKK 

HCC1954 PAM

( ; HER2+; PIK3CA1047R)

609 (nM)

609 (nM)

HCC1954 PIKK

( ; HER2+; PIK3CA1047R)

HMPL-A251PAMATTC



**: p<0.01.
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PI3K PIKK

0.91           0.68          1.47           0.83 Median IC50

(nM)

ṦṦṦ

609 609

(n=130) PAM/HER2

(n=42)

RAS/RAF

(n=52)

(n=36)

HMPL-A251PAMATTC

IC50

(nM)
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[1]. Nat Rev Clin Oncol. 2020;17(1):33 -48. [2]. Science. 1987 Jan 9;235(4785):177 -82. [3]. Int. J. Cancer: 102, 514 ς518 (2002). [4]. Cancer. 2005;104(7):1391 -1397. [5]. JCO Precis Oncol. 2019;3:1 -13
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DISCOVERY OF HMPL-A251, A FIRST-IN-CLASS HER2-DIRECTED 
ANTIBODY-TARGETED THERAPY CONJUGATE (ATTC) WITH A 
NOVEL PI3K/PIKK INHIBITOR PAYLOAD
Jia Hu, Junqing Liang, Yan Xu, Haibin Yang, Peihua Liu, Yue Liu, Min Cheng, Nelson Ng, Jiahuan Zhu, Fangfang Mao, Xuelei Ge, Wei Zhang, 
Juntao Yu, Qihang Zhang, Shaohui Shen, Pan Wang, Leilei Wu, Xiaoyan Xu, Na Yang, Yu Cai, Jian Wang, Weihan Zhang, Yongxin Ren, 
Guangxiu Dai, Michael Shi & Weiguo Su
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Å PI3K-AKT-mTOR(PAM) HER2 [1-2]  

Å HER2 PAM PAM [3]

HMPL-A251

[1]. Berns K et al. Cancer Cell. 2007;12(4):395 -402.  [2]. Nagata Y et al. Cancer Cell. 2004;6(2):117 -127.  [3]. LoRusso PM et al. J Clin Oncol. 2016;34(31):3803-3815. [4]. Oh DY et al. Nat Rev Clin Oncol. 2020;17(1):33-48. [5]. Krüger S et al. Int J Cance r. 
2002;102(5):514-518. [6]. Luo H et al. PLoS One. 2018;13(1):e0191972. [7]. Slamon DJ et al. Science. 1987;235(4785):177-182. [8]. Press MF et al. Cancer Res. 1993;53(20):4960-4970. 9. Raghav K et al. JCO Precis Oncol. 2019; 3:1-13. 24
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HMA000352
HER2 IgG1
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609 
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HMPL-A251 HER2
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(breast cancer; HER2+; PIK3CA 1047R)

HCC1954

( ; HER2+; PIK3CA1047R)

(nM)

HMPL-A251

HER2

IgG1
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HMPL-A251 HER2

HMPL-A251PAMATTC

4°C, 4h

37°C, 4h

Internalization rate
    32.5%   32.3%

(breast cancer; HER2+; PIK3CA 1047R)

Intracellular traffickingHCC1954

( ; HER2+; PIK3CA1047R)

HER2



**: p<0.01. 
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HMPL-A251 PAM(PI3K/AKT/mTOR ) PIKK(ATM/ATR/DNA-PK)
DNA
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