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Figure 1. HPK1 is a compelling immuno-
oncology target

AP-1, activator protein 1; BLNK, B-cell linker protein; GADS, GRB2 related 
adaptor protein downstream of Shc; HPK1, hematopoietic progenitor kinase 
1; LAT, linker for activation of T cells; NCK, non-catalytic region of the tyrosine 
kinase; NFAT, nuclear factor of activated T cells; PLCg, phospholipase C, 
gamma 1; SLP76, SH2 domain containing leukocyte protein of 76kDa; TCR, T 
cell receptor; ZAP70, zeta-chain-associated protein kinase 70

aResponse triggers opening of additional tumor-specific cohorts
G/GEJ, gastric/gastro-esophageal junction cancer; NSCLC, non-small cell lung 
cancer; RCC, renal cell carcinoma; RP2D, recommended phase 2 dose
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BACKGROUND AND METHODS
•	 NDI-101150 is a potent, selective, oral inhibitor of hematopoietic progenitor kinase 1 (HPK1; Fig. 1). Previous 

analyses have shown an acceptable safety profile and preliminary evidence of efficacy in patients with advanced 
solid tumors1–4

•	 NDI-101150 is currently being investigated in a multicenter, open-label, phase 1/2 trial (NCT05128487) as 
monotherapy (50–200 mg once daily [QD]) or in combination with pembrolizumab (NDI-101150: 50 or 100 QD; 
pembrolizumab: 200 mg QD) in patients with advanced solid tumors (Fig. 2)

•	 We report here updated safety data in all dose cohorts and tumor types as well as efficacy data in patients with 
renal cell carcinoma (RCC) receiving NDI-101150 monotherapy

RESULTS
•	 As of 12 August 2024 (data cut off), 53 patients had been dosed in the dose escalation cohorts (41 receiving 

NDI-101150 monotherapy and 12 receiving NDI-101150 + pembrolizumab) and 35 patients had been dosed in 
the NDI-101150 monotherapy dose expansion cohorts

•	 The safety analysis set comprised all 88 patients and the efficacy analysis set was comprised of 17 patients (all 
of whom were patients with RCC and ≥1 post-baseline assessment and who received NDI-101150 monotherapy)

Demographics
•	 Median age was 66 years (range: 21–87) and 57% of patients were males; the most common tumor type was 

RCC (n=24; 27%), followed by non-small cell lung cancer (n=14; 16%), gastric/gastro-esophageal junction (n=10; 
11%), and colorectal cancer (n=7; 8%)

•	 In the safety analysis set, the median number of prior treatments was 3 (range: 1–10); in the RCC cohort 
(efficacy analysis set), the median number of prior treatments was 3 (range: 1–7)

Safety
•	 The most common adverse events (any grade) considered related to NDI-101150 (TRAEs) were nausea (n=36; 

41% of patients), diarrhea (n=30; 34%), vomiting (n=27; 31%), and fatigue (n=23; 26%) (Table 1)

•	 Grade 3 TRAEs occurred in 12 (14%) patients and included fatigue (n=2; 2%), and one each (n=1; 1% of patients) 
of diarrhea, constipation, colitis, hypersensitivity, aspartate aminotransferase increased, platelet count 
decreased, hypokalemia, acute kidney injury, proteinuria, dyspnea, hypoxia, immune-mediated lung disease, 
pneumonitis, and nephritis; one patient (1%) experienced a grade 4 TRAE (aplastic anemia); all other TRAEs 
were grade 1 or 2

•	 The most frequent immune-related (IR) TRAEs of any grade, as determined by the investigator, were diarrhea 
(n=6; 7%), vomiting (n=4; 5%), rash (n=4; 5%), colitis (n=3; 3%), and nausea (n=3; 3%) (Table 2)

•	 Eight (9%) patients experienced at least one grade ≥3 IR-TRAE, most of whom were receiving NDI-101150 200 
mg (n=3; 33%). These IR-TRAEs occurred in one patient each (n=1; 1% of patients) and were as follows: acute 
kidney injury, aplastic anemia, elevated aspartate aminotransferase, colitis, hypersensitivity, hypoxia, immune-
mediated lung disease, platelet count decreased, pneumonitis, and nephritis

Efficacy in patients with RCC receiving NDI-101150 monotherapy
•	 As of 12 August 2024, NDI-101150 monotherapy had resulted in objective responses (ORs) in three of 17 patients 

with RCC (18%), comprising a complete response (CR) and two partial responses (PRs) (Fig. 3 and 4, and Table 3)
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Table 1. Any-grade TRAEs occurring in ≥4 patients in the safety analysis set (N=88)a

NDI-101150 monotherapy  
(n=76)

Combination therapyb 

(n=12)
TRAEs, n  
(% patients)

50 mg  
(n=8)

100 mgc 
(n=36)

140 mg 
(n=5)

150 mgc 

(n=18)
200 mg 
(n=9)

50 mg 
(n=8)

100 mg 
(n=4)

Overall 
(n=88)

≥1 TRAE 8 (100) 31 (86) 3 (60) 9 (50) 8 (90) 8 (100) 3 (75) 70 (80)
Preferred term
   Nausea 6 (75) 16 (44) 1 (20) 6 (33) 3 (33) 2 (25) 2 (50) 36 (41)
   Diarrhea 1 (13) 15 (42) 2 (40) 2 (11) 6 (67) 2 (25) 2 (50) 30 (34)
   Vomiting 3 (38) 11 (31) 0 5 (28) 5 (56) 2 (25) 1 (25) 27 (31)
   Fatigue 2 (25) 13 (36) 2 (40)           1 (6) 3 (33) 1 (13) 1 (25) 23 (26)
   Anemia 1 (13) 3 (8) 0 2 (11) 1 (11) 0 0 7 (8)
   Blood creatinine increased 0     5 (14) 0 0 0 0 0 5 (6)
   Constipation 0 2 (6) 0 0 1 (11) 1 (13) 1 (25) 5 (6)
   Platelet count decreased 1 (13) 2 (6) 0 1 (6) 1 (11) 0 0 5 (6)
   Pruritus 1 (13) 3 (8) 0 0 1 (11) 0 0 5 (6)
   Abdominal pain 1 (13) 0 0 1 (6) 1 (11) 0 1 (25) 4 (5)
   Decreased appetite 0 2 (6) 1 (20) 1 (6) 0 0 0 4 (5)
   Rashd 2 (25) 0 1 (20) 0 1 (11) 0 0 4 (5)
aPatients reporting more than one event are counted only once for each preferred term; bNDI-101150 + pembrolizumab (200 mg) combination therapy. Doses in the table are 
only shown for NDI-101150; cIncludes both dose escalation and dose expansion cohorts; dIncludes maculopapular rash.
TRAE, adverse event considered related to NDI-101150

Table 3. BORa in patients with RCC receiving  
NDI-101150 monotherapy (N=17)
BOR, n (%) Patients with RCC (N=17)
ORR                         3 (18)
   CR                         1 (6)
   PR                         2 (12)
SD                         8 (47)
   Durable SDb                         2 (12)
PD                         6 (35)
aAccording to RECIST v1.1; b≥9 months.
BOR, best overall response; CR, complete response; ORR, objective response rate; 
PD, progressive disease; PR, partial response; RCC, renal cell carcinoma; RECIST v1.1, 
Response Evaluation Criteria In Solid Tumors version 1.1; SD, stable disease.

Table 2. Any-grade IR-TRAEs occurring in ≥2 patients in the safety analysis set (N=88)a,b

NDI-101150 monotherapy  
(n=76)

Combination therapyc 

(n=12)
TRAEs, n  
(% patients)

50 mg  
(n=8)

100 mgd 
(n=36)

140 mg 
(n=5)

150 mgd 

(n=18)
200 mg 
(n=9)

50 mg 
(n=8)

100 mg 
(n=4)

Overall 
(n=88)

≥1 IR TRAE 3 (38) 5 (14) 1 (20) 2 (11) 5 (56) 2 (25) 1 (25) 19 (22)
Preferred term
   Diarrhea 0 1 (3) 0      1 (6) 3 (33) 0 1 (25) 6 (7)
   Vomiting 0 0 0 2 (11) 2 (22) 0 0 4 (5)
   Colitis 0 1 (3) 0 0 2 (22) 0 0 3 (3)
   Nausea 0 0 0 2 (11) 1 (11) 0 0 3 (3)
   Rashe 2 (25) 0 1 (20) 0 1 (11) 0 0 4 (5)
   Abdominal pain 0 0 0      1 (6) 0 0 1 (25) 2 (2)
   Constipation 0 1 (3) 0 0 0 0 1 (25) 2 (2)
   Pneumonitis 1 (13) 1 (3) 0 0 0 0 0 2 (2)
aPatients reporting more than one event are counted only once for each preferred term; bIR-TRAEs were assessed by the investigator; cNDI-101150 + pembrolizumab 
(200 mg) combination therapy. Doses in the table are only shown for NDI-101150; dIncludes both dose escalation and dose expansion cohorts; eComprising rash (n=3) and 
maculopapular rash (n=1)
IR-TRAE, immune-related adverse event considered related to NDI-101150

aAccording to RECIST v1.1; bAnalysis population included all patients with a post-baseline assessment
BOR, best overall response; ccRCC, clear cell renal cell carcinoma; CR, complete response; PD, progressive disease; PR, partial response; RCC, renal cell carcinoma; RECIST v1.1, 
Response Evaluation Criteria In Solid Tumors version 1.1; SD, stable disease

aPatient also received a CD3 bispecific T cell engager (ENPP3xCD3) prior to NDI-101150 treatment
ccRCC, clear cell renal cell carcinoma; CPI, checkpoint inhibitor; CR, complete response; CT, computed tomography; ipi, ipilimumab; mTOR, mammalian target of rapamycin; 
NTL, non-target lesion; pembro, pembrolizumab; PR, partial response; TKI, tyrosine kinase inhibitor; TL, target lesion

Figure 3. Duration of treatment/BORa in response-evaluable patients with RCC (N=17)b

Figure 5. CT scans in a patient with ccRCC and a complete response (A), poor-risk ccRCC and a partial 
response (B) and ccRCC and a partial response (C)

Figure 4. Waterfall plot showing percent change in target lesion size by BOR in patients with RCC 
receiving NDI-101150 montherapya

(A) (B) 

(C) 

A patient with ccRCC in the upper lobe of the right lung (single TL) and confirmed CR on 
NDI-101150 (50 mg)

•	 All patients with a confirmed CR or PR were 
heavily pretreated and had progressed on ≥1 prior 
checkpoint inhibitor (Fig. 5A-C)

•	 The clinical benefit rate (CR + PR + stable disease 
[SD] ≥6 months) was 29%; the disease control rate 
(CR + PR + any SD) was 65%

A patient with poor-risk ccRCC with a confirmed PR (left lung lesion, TL2; left rib lesion, NTL10)  
receiving NDI-101150 (100 mg)

aPatients whose best response was PD due to new lesions, but whose target lesions had a BOR of SD or PR, were excluded
BOR, best overall response; ccRCC, clear cell renal cell carcinoma; RCC, renal cell carcinoma

A patient with ccRCC with confirmed PR (mediastinal lesion; TL2) receiving NDI-101150 (100 mg)a

Diagnosis/
treatment key:

Metastatic RCC 
diagnosis CPI TKI

mTOR inhibitor NDI-101150 Time between last 
CPI and NDI-101150

2013 Pazopanib: 
~23 months

NDI-10115 (50 mg): Nov 2021 to 
Jul 2022 (~8.5 months)

Nivolumab: 
~45 months 2018 Cabozantinib:

~33 months

Tivozanib: ~15 months NDI-101150 (100 mg): Sep 2023 
to Jun 2024 (~8.5 months)

Nivolumab: 
~2 months

Pazopanib: 
~6.5 months

Oct 22, 2021: 26 mm

Mar 14, 2024: 35 mm

Feb 11, 2022: 0 mm Sep 12, 2023: 14 mm (TL2) Mar 7, 2024: 0 mm Sep 12, 2023: 52mm (NTL10) Mar 7, 2024: 0 mm

Aug 29, 2024:17 mm

Cabozantinib:
~13 months

Tivozanib:
~9.5 months

Lenvatinib + everolimus:
 ~1 month

Nivolumab: 
~2.5 months

~2 months ~8 months

~15 months

NDI-101150 (100 mg): Mar 2024 
until present (~7 months)

CONCLUSIONS
•	 Objective responses were reported in three of 17 response-evaluable patients with RCC: one patient with 

a complete response and two patients with a partial response

•	 Clinical benefit (CR + PR + SD ≥6 months) was observed in five of 17 (29%) response-evaluable patients 
with RCC, including two patients with durable stable disease: ~22 months in one patient and 9 months in 
one patient still on treatment; the disease control rate was 65%

•	 NDI-101150 was generally well tolerated 

•	 NDI-101150 continues to demonstrate encouraging antitumor activity in patients with RCC and an 
acceptable safety profile, supporting continued clinical evaluation of NDI-101150  (NCT05128487)​ as a 
promising next-generation immunotherapy small molecule

•	 Additional translational data, including results demonstrating robust target engagement and proof of 
biology, are being presented separately (SITC 2024 Poster 83)4
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