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Background



NSCLC at 600 mg  (n=75)
Age, median (range), years 62 (21-74)
Female, n(%) 27 (36.0)
Smoking status, n(%)

Current or former 36 (48.0)
Never 39 (52.0)

ECOG PS, n(%)
1 66 (88.0)

Pathology, n(%)

Adenocarcinoma 70 (93.3)
Squamous cell carcinoma 3 (4.0)
Adenosquamous carcinoma 2 (2.7)

Baseline metastasis, n(%) 74 (98.7)
Bone 28 (37.3)
Brain 12 (16.0)
Liver 10 (13.3)

PD-L1 TPS, n(%)
Known 54 (72.0)

< 1% 27 (50.0)#

1-49% 19 (35.2)#

≥ 50% 8 (14.8)#

Prior lines of therapies, median (range)* 1 (1-4)
1 43 (57.3)
≥2 32 (42.7)

Prior ICI, n(%) 75 (100)
Prior platinum, n(%) 75 (100)
Prior ICI+platinum concurrent, n(%) 68 (90.7)
Prior taxane, n(%)



Objective Response
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NSCLC at 600 mg  
(n=71)*

Confirmed ORR (95% CI) 52.1% (39.9%, 64.1%)

Unconfirmed ORR (95% CI) 59.2% (46.8%, 70.7%)#

DCR (95% CI) 93.0% (84.3%, 97.7%)

• Among the 71 patients with at least one post-treatment efficacy 
evaluation, ORR was 59.2% (42/71), confirmed ORR was 52.1% (37/71).

• Among the 9 patients with brain metastases and at least one post-
treatment evaluation, ORR was 55.6% (5/9)&.

• Median (range) time to response:  1.4 months (1.4-8.3 months)
• Median duration of response: 8.3 months (95% CI: 6.3, NA)

Data cut-off date: 04 Sep 2026. 
* Four patient dropped out early without post-baseline tumor assessment (2 due to death, 1 due to patient’s global deterioration 



PFS and OS
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• Median PFS was 8.3 months (95% CI: 6.8, NA) with median follow-up time 11.0 months.
◦ Among taxane-naïve patients, median PFS was 9.6 months (95% CI: 6.7, NA)

◦ Among taxane-pretreated patients, median PFS was 8.1 months (95% CI: 5.5, NA)

• Median OS was not reached (95% CI: 15.4 m, NA) with median follow-up time 11.2 months. 12-months OS rate was 77.0% 
(95% CI: 66.9%, 88.7%).

Data cut-off date: 04 Sep 2026.

600mg QD (N=75)

Event, n(%) 40 (53.3)

Disease Progression 35 (46.7)

Death 5 (6.7)

Censor, n(%) 35 (46.7)

On study, no event 30 (40.0)

Off study, no event 5 (6.7)



Safety in Patients with NSCLC
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Adverse events, n(%) 600 mg QD (N=75)
TEAEs

All grades 75 (100)
Grade ≥3 42 (56.0)
Leading to discontinuation 6 (8.0)
Leading to reduction 19 (25.3)
Leading to interruption 33 (44.0)
SAE 27 (36.0)
Leading to death 5 (6.7)

TRAEs
All grades 75 (100)
Grade ≥3 31 (41.3)
Leading to discontinuation 3 (4.0)
Leading to reduction 19 (25.3)
Leading to interruption 28 (37.3)
SAE 16 (21.3)
Leading to death 0



Patients receiving anti-PD1/PD-L1 therapy 

within 90 days before first dosing of GFH375 

showed poorer safety and tolerability:

• Higher rates of hepatotoxicity

• Higher rates of grade ≥3 hepatotoxicity 

and diarrhea
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Adverse events, n(%) ICIs 28~90 days*
(n=48)

ICIs >90 days
(n=27)

TRAEs

All grades 48 (100) 27 (100)

Grade ≥3 25 (52.1) 6 (22.2)

Leading to discontinuation 3 (6.3) 0

Leading to reduction 15 (31.3) 4 (14.8)

Leading to interruption 21 (43.8) 7 (25.9)

SAE 12 (25) 4 (14.8)

Hepatoxicity (all grades/≥G3)# 30 (62.5)/8 (16.7) 12 (44.4)/0

AST increased 26 (54.2)/2 (4.2) 9 (33.3)/0

ALT increased 23 (47.9)/4 (8.3) 5 (18.5)/0

Blood bilirubin increased 5 (10.4)/0 1 (3.7)/0

Diarrhea (all grades/≥G3) 37 (77.1)/7 (14.6) 22 (81.5)/2 (7.4)

* Patients shall not receive PD-1 or PD-L1 antibodies within at least 28 days prior to the first dose administration per protocol.
# Included prefer terms: AST increased, ALT increased, blood bilirubin increased, gamma-glutamyltransferase increased, blood alkaline phosphatase increased, hepatic function abnormal and liver injury.
Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; G3, grade 3. 

Prior Exposure to ICIs Affected Safety and Tolerability



Cooccurring Genetic Alterations in Tissue and ctDNA



Genetic Alterations in ctDNA vs. PFS
• Patients with detectable KRASG12D,  TP53, STK11, KEAP1 or CDKN2A alterations 

presented shorter PFS.
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N Median PFS (95% 
CI), months

KRASG12D 

undetectable 30 8.3 (8.2, NA)

KRASG12D 

detectable 43 6.8 (5.6, 12.4)

N Median PFS (95% 
CI), months



Conclusion
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• GFH375 monotherapy presented encouraging anti-tumor activity in previously treated KRASG12D mutant NSCLC:

 52.1% confirmed ORR in NSCLC patients treated at 600 mg QD

 8.3 months of median PFS among all patients and 9.6 months among taxane-naïve patients

 Median OS not reached with 77.0% of 12-months OS rate
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