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Specific information in this presentation may contain or constitute forward-looking words that are not historical facts. They can be
identified by using forward-looking terminology, such as "predict", "believe", "plan", "predict", "expect", "will", "may", "should" and
other words of similar meanings.

Based on the management's current beliefs, plans, estimates and expectations of the company's operation and market trends
subject to changes beyond control, the forward-looking terminology reflects GenFleet Therapeutics' beliefs, plans, estimates and
expectations of future development. Actual outcome in the future may differ significantly from forward-looking words owing to
market, policy, and R&D uncertainties, among others.

Subject to the above-mentioned uncertainties, GenFleet Therapeutics makes no expressed or implied guarantee as to the accuracy,
completeness or feasibility of this presentation, and you are cautioned not to solely rely on such forward-looking words.

Neither the company nor any of its directors, officers, employees, shareholders, agents, related parties, consultants or
representatives will be liable to you or any other person for consequences resulting from using this presentation. Investors are
advised to exercise due diligence with reference to the company’s official disclosures for decision-making.

This presentation is strictly confidential. Without written consent of GenFleet Therapeutics in advance, this presentation is not
permitted to be directly or indirectly copied, reproduced, distributed, transmitted or distributed as a whole or in part to any other
person. The copyright of all materials in this presentation, including but not limited to photos, paintings and video clips, must
belong to GenFleet Therapeutics and relevant third parties as appropriate.
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No.3No.2No.1Target

KRAS G12C Fulzerasib（No. 3 globally） Garsorasib Glecirasib

KRAS G12D GFH375 (global leader in oral G12Di dev’t: Ph III mono, other combo trials）
HRS-4642（liposome, IV, Ph III combo with chemo & other therapies）

DN022150
（I/V，Ph III/mono)

Pan KRAS JAB-23E73（mono phase I） / /

Pan RAS JYP0015/ERAS-0015
(Discontinued after Ph I)

GFH276（mono ph I/II, multi phase Ib/II combo trials）
HRS-7172（mono ph I, multi phase Ib/II combo trials）

KRAS G12V RO7836748
（Mono phase I registered)

/ /

Pan RAS ADC
（Enrollment not

started yet in China）

GFS784（EGFR-Pan RAS ADC）
AN4035（CEACAM5-Pan RAS ADC) /

Leading Position of GenFleet’s RAS-inhibiting Therapies across Modalities

Front-runners in China’s clinical development

Switch II 
pocket

inhibitors

Molecular glue

ADC
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Other selective 
inhibitors



Potential to overcome multiple resistances: including secondary 
KRAS mutations, RTK gene alterations and induced resistance

First-tier development of Pan RAS inhibitor in China: first patient dosed in Sept. 
2025; first-line and late-line combination therapy approved to be initiated in 
China or abroad, with indications covering PDAC, NSCLC and CRC

Significantly wider therapeutic window：
equivalent/better efficacy at 1/3-1/10 dosage of RMC-6236; higher 
bioavailability & dose-dependent activity

GFH276 (Molecular Glue Pan RAS Inhibitor)
Top-tier in China’s Pan RAS Inhibitor Development

Strong IP position and original macrocyclic core structure: "chameleon" 
effect in molecular design with novel scaffold and robust IP position；
broad inhibition of most GTP-bound wildtype and mutant subtypes
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Pancreatic 
cancer

NSCLC CRC

Clinical development plan for 
treatment of major cancer types 
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GFH276: Limited Distribution to Normal Tissues in Rats vs. RMC-6236

 Comparable or less exposure of GFH276 in normal tissues vs blood 

 Dramatically less accumulation in potential toxicity tissues such as skins and GI tracts vs. RMC-6236

Note: Blood AUC of 3 mpk GFH276 is 10466 ng*h/mL, blood AUC of 50 mpk RMC-6236 is 3285 ng*h/mL
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GFH276: Deep and Durable Target Pathway Inhibition In CDX Tumors 

 Prolonged GFH276 distribution into KRAS mutated tumors observed after oral administration

 Deep inhibition on MAPK target gene expression starting from 3-7 hours and lasting for up to 48 hours

PK/PD of study in NCI-H441 CDX
(KRASG12V, NSCLC)

PK/PD of GFH276 in SW480 CDX
(KRASG12V, CRC)
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RMC-6236’s Clinical Data Reveal KRAS Y64 as One of
Key Resistance-associated Mutations for Pan RAS Inhibitors

Unique structure features of GFH276 contribute 
to its ability to overcome resistance 

 Robust IP 
position

 Optimized Core 
Structure The 
truncated benzene 
ring in the novel core 
structure reduces 
dependence on the 
Y64 π-π interaction for 
binding. 

RMC-6236

Y64 mutation is one of the key treatment-emergent alteration in cfDNA 
or tissue specimens collected after treatment with daraxonrasib
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GFH276: Linear PK Exposure with No Exposure Plateau
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• Approximately linear PK exposure with half-life 10.3-19.1 hours.

• No exposure plateau or significant accumulation observed.

• Exposure of 40 mg and 120 mg achieved target levels of 100% and 120% TGI in mice AsPC-1 CDX model, respectively.

• Lower dose (GFH276 80mg vs. RMC-6236 300mg) to achieve target exposure

Single Dose AUC0-24 boxplot of GFH276- Steady State AUCtau boxplot of GFH276 Individual AUC After Multiple Administration of RMC-6236# 

*Exposure corrected with cross-species protein binding and blood/plasma partitioning. 
*RMC-6236 10mg/kg QD induces tumor regressions in sensitive models.
*RMC-6236 25mg/kg QD induces tumor regressions in the majority of models.
#RVM 2023 AACR Poster
GFH276 human BP ratio=1.05



PDAC Cross-trial Efficacy Comparison
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GFH276 RMC-6236

Data phase Phase I Phase I/II Phase III

Dose level 40-160 mg QD 300 mg QD（all ORRs are confirmed）

Overall 
population

All RAS mutations All RAS mutations

Size N=61（2L+） N=38（2L） N=45（3L+） N=237（2L）

ORR 41% 29% 20% 31.6%

DCR 91.8% 95% 84% Not reported

Subgroup 
efficacy

RAS inhibitor naïve KRAS G12X-mutant

Size N=58（2L+） N=26（2L） N=38（3L+） N=217 (2L）

ORR 43.1% 35% 21% 33.2%

DCR 94.8% 92% 87% Not reported

Cutoff and source Cutoff: 2026.9.15
Source: 2026 ESMO

Cutoff: 2025.6.30
Source: 2026 NEJM

Cutoff: 2026.2.10
Source: 2026 ASCO



PDAC Cross-trial Safety Comparison
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GFH276 (40-160 mg QD) RMC-6236 (300 mg QD)

Data phase Phase I Phase I/II Phase III

Sample size N=61（2L+） N=83（2L+） N=241（2L）

≥3级TRAEs 14.8% 34% 43.6%

Dose interruption 13.1% 43% 56%

Dose discontinuation 0 0 1.2%

Death 0 0 0.4%

Individual TRAEs ≥ Grade 3 All grades ≥ Grade 3 All grades ≥ Grade 3 All grades

Category of rash 1.6% 78.7% 7% 90% 14% 85%

Anemia 3.3% 60.7% 7% Not reported 4% 18%

Stomatitis 0 47.5% 4% 54% 12% 53%

Diarrhea 1.6% 41% 4% 52% 5% 58%

Vomiting 0 13.1% 0 36% ＜1% 37%

Nausea 0 9.8% 0 39% 2% 46%

Fatigue 0 1.6% 1% 17% 4% 23%

Cutoff and source Cutoff: 2026.7.15
Source: 2026 ESMO

Cutoff: 2025.6.30
Source: 2026 NEJM

Cutoff: 2026.2.10
Source: 2026 ASCO
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RAS Inhibitors Define the Fastest-growing Segment in Oncology Market

10-year CAGR: 9.5%
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Market estimate in the next decade (prescription sales and out-licensing)

Pan RAS inhibitor market outlook 
(no Pan RASi approved globally)

Forecast of RMC-6236 peak sales 
rising dozens of times over one year

Forecast in Dec. 2024 Forecast in Sept. 2025 Forecast in May 2026
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Broad Combination Prospects

Preclinical finding: antitumor
activity notably exceeding monotherapy

Preclinical finding: dose-dependent synergy, 
tumor-free survival significantly improved 

even months after treatment cessation

GFH276 combined 
with cetux

GFH276 combined with PD-1 antibody

GFH276
with chemo

Clinical progress：
• 1L PDAC： clinical trial approval of GFH276 combined 

with cetux or chemo (China, Australia)
• 2L+ CRC： clinical trial approval of GFH276 combined 

with chemo (±bevacizu), or with cetux (China) 

Animal models of various tumor types (Source: 2026 AACR)

Clinical progress：
• 1L NSCLC: clinical trial approval of GFH276 

combined with PD-1 antibody (China)
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GFH375 + GFH276: First-in-world Combo of RAS Inhibitors with Distinct MOA

Preclinical PDAC models: GFH375 + RMC-6236
Exhibits superior TGI versus multiple single-agent therapies, 
surpassing TGI of the RMC-9805 + RMC-6236 combination

Preclinical PDAC models: GFH375 + RMC-6236
Superior TGI over either monotherapy with obvious synergy
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Data source:
GenFleet

Data source：
Verastem

Rev Med trial: dual molecular-glue combination 
(RMC-9805+RMC-6236)
• ORR: superior to each single-agent monotherapy
• Preliminary clinical validation of combining KRAS 

G12D + Pan RAS dual inhibition
Data source：2026 ESMO GI



PDAC

1st-line, combo with chemo

Six Launches Support Solid Commercialization Prospects
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Late-line, mono

NSCLC 

Late-line, mono

CRC 

Late-line, combo with cetux

GFH375（KRAS G12D inhibitor） GFH276（Pan RAS inhibitor）

PDAC

1st-line, combo with chemo

Late-line, mono

BTD

BTD BTD
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Innovation, in expedition


	幻灯片编号 1
	幻灯片编号 2
	Copyright, Disclaimer and Forward-looking Statements
	幻灯片编号 4
	Leading Position of GenFleet’s RAS-inhibiting Therapies across Modalities
	GFH276 (Molecular Glue Pan RAS Inhibitor)�Top-tier in China’s Pan RAS Inhibitor Development
	GFH276: Limited Distribution to Normal Tissues in Rats vs. RMC-6236
	GFH276: Deep and Durable Target Pathway Inhibition In CDX Tumors 
	RMC-6236’s Clinical Data Reveal KRAS Y64 as One of�Key Resistance-associated Mutations for Pan RAS Inhibitors
	幻灯片编号 10
	幻灯片编号 11
	幻灯片编号 12
	幻灯片编号 13
	幻灯片编号 14
	幻灯片编号 15
	GFH276: Linear PK Exposure with No Exposure Plateau
	PDAC Cross-trial Efficacy Comparison
	PDAC Cross-trial Safety Comparison
	幻灯片编号 19
	RAS Inhibitors Define the Fastest-growing Segment in Oncology Market
	Broad Combination Prospects
	GFH375 + GFH276: First-in-world Combo of RAS Inhibitors with Distinct MOA
	Six Launches Support Solid Commercialization Prospects
	幻灯片编号 24
	幻灯片编号 25

