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Colorectal Adenccarcnoma

Pancroabic Adenccarcnoma

Lung Adenocarcinoma
B-Lymphoblastic Leukemia/Lymphoma
Endometrial Adenocaranoma
Prasma Coll Myoloma

Bladdor Cancer

Breast Cancor

Cancer of Unknown Primary

Thyrowd Cancor

Prostate Cancer

Esophagogastric Adenocarcinoma
Myeloid Loukemia

Hoad and Neck Cancer

Ovaran Cancer

Cholanglocarcinoma

Metastatic Melanoma
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Siegel RL, et al. CA Cancer ] Clin. 2024;74:12-49,

2 Lee JK, Sivakumar S, Schrock AB, et al. Comprehensive pan-cancer genomic landscape of
KRAS altered cancers and real-world outcomes in solid tumors. NPJ Precis Oncol.
2022;6(1);91. Doi:10.1038/541698-022-00334=z.

3 American Cancer Society. Survival Rates for Pancreatic Cancer. Available
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« [E&E H > : Pancreatic ductal adenocarcinoma (PDAC) is highly
RAS-dependent, with over 90% of patients harboring KRAS
mutations, making RAS a critical therapeutic target

« MD Anderson Hospital : second-line chemotherapy
29% response rate
overall survival of 15.6 months (vs 5-7 months control)

« Randomized, open-label Phase 3 study
Median overall survival (0S): 13.2 months vs 6.7 months

* The most common side effects : rash, oral inflammation,
nausea, diarrhea, and vomiting, which can often be controlled
with supportive care

Daraxonrasib vs. Chemotherapy (FFiziZiEIE)

* randomized on a 1:1 basis | daraxonrasib vs the investigator's choice
of chemotherapy, gemcitabine, and nab-paclitaxel (GnP); FOLFOX (leucovorin, 5-
fluorouracil [5-FU], and oxaliplatin); mFOLFIRINOX (modified 5-FU, irinotecan,
leucovorin, and oxaliplatin); or nanoliposomal irinotecan plus 5-FU and leucovorin.

+« 0OS among 228 patients with RAS G12 mutations who were assigned to
daraxonrasib was 13.2 months vs 6.7 months in the chemotherapy
group of for the 231 patients assigned to chemotherapy. (hazard ratio
(HR) for death with daraxonrasib of 0.40 (95% CI, 0.30-0.54; P<.001).

+ The median PFS by blinded independent central review (BICR) in the
RAS G12 population was 7.3 months (95% CI, 6.3-8.1 months) in the
daraxonrasib group and 3.5 months (95% CI, 2.9-3.8 months), in the
chemotherapy group (HR, 0.45; 95% CI, 0.34-0.59; P<.001).

Phase 3 Study of Daraxonrasib (RMC-6236) in Patients With Previously Treated
Metastatic Pancreatic Ductal Adenocarcinoma (PDAC) {(RASolute 302)
ASCO: American Society of Clinical Oncology 2026.06
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- 2FEDOEFFE  (0S : overall survival)
13.2 months vs 6.7 months

- [ EEERRIM (PFS : progression free survival)
7.3 months vs 3.5 months

Phase 3 Study of Daraxonrasib (RMC-6236) in Patients With Previously Treated
Metastatic Pancreatic Ductal Adenocarcinoma (PDAC) (RASolute 302) ASCO 2026. 06
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Daraxonrasib vs. Chemotherapy

Adults with metastatic PDAC who had received one prior fluoropyrimidine- or gemcitabine-based
regimen for metastatic disease were enrclled. Patients were stratified by performance status (Eastern
Cooperative Oncology Group score of 0 or 1), metastatic disease at diagnosis, liver metastases at
baseline, and tumor mutational status. They were then randomized on a 1:1 basis to either oral
daraxonrasib (300 mg daily) or the investigator's choice of chemotherapy, gemcitabine, and nab-
paclitaxel (GnP); FOLFOX (leucovorin, 5-fluorouracil [5-FU], and oxaliplatin); mFOLFIRINOX (modified
5-FU, irinotecan, leucovorin, and oxaliplatin); or nanoliposomal irinotecan plus 5-FU and leucovorin.

After 2 median follow-up of 8.5 months, the median OS5 among 228 patients with RAS G12 mutations
who were assigned to daraxonrasib was 13.2 months (95% confidence interval [Cl], 10.0 months to not
estimable [NE]) compared with 6.6 months (95% Cl, 5.4-8.2 months) for the 231 patients assigned to
chemotherapy. This translated into a hazard ratio (HR) for death with daraxonrasib of 0.40 (95% Cl,
0.30-0.54; P<.001).

05S in the overall population, a key secondary endpoint, was nearly identical to that of the RAS G12
population. For those receiving daraxenrasib, it was 13.2 months (95% Cl, 10.0 months to NE) compared
with 6.7 months (95% Cl, 5.8-8.0 months) in the chemotherapy group (HR, 0.40; 95% CI, 0.30-

0.53; P=.001).

The median PFS by blinded independent central review (BICR) in the RAS G12 population was 7.3
months (95% Cl, 6.3-8.1 months) in the daraxonrasib group and 3.5 months (95% Cl, 2.9-3.8 menths), in
the chemotherapy group (HR, 0.45; 95% CI, 0.34-0.59; P<.001).

In the overall population, the median PFS was 7.2 months (95% Cl, 5.7-7.5 months) with daraxenrasib
compared with 3.6 menths (95% Cl, 2.9-4.2 months) with chemotherapy (HR, 0.49; 95% ClI, 0.38-0.64; P
<.001).

Confirmed objective response rates by BICR were also significantly higher with daraxonrasib: 33.2%
(95% Cl, 27.0%-39.9%) vs. 11.8% (95% CI, 7.8%—16.8%) in the RAS G12 group, and 31.6% (85% ClI,
25.8%-38.0%) vs. 11.2% (95% CI, 7.5%-15.9%)in the overall population.

Good Tolerability Demonstrated

All patients who received daraxonrasib and 97.7% of those who received chemotherapy had at least
one treatment-related adverse event (TRAE).

TRAEs leading to dose reduction occurred in 36.1% of patients in the daraxonrasib group and 57.5% of
patients in the chemotherapy arm. Adverse events of grade 3 or higher were reported in 61.8% and
69.6%, respectively, and events leading to discontinuation occurred in 1.2% and 11.2% of patients,
respectively.

As noted, the most common TRAEs leading to dose reduction in the daraxonrasib group were rash
(17.4%) and stomatitis (6.6%). In the chemotherapy group, dose reductions were required due to
neutropenia in 16.8% of patients, thrombocytopenia in 13.6%, fatigue in 12.6%, diarrhea in 10.3%, and
peripheral neuropathy in 7.9%.

An analysis of patient-reported outcomes showed that daraxonrasib was significantly better at delaying

time to deterioration in symptoms of pain and global health status/quality-of-life scores compared with
chemotherapy.

“We Have a New Standard of Care”

“To me, this study is proof of principle that targeting the RAS-signaling pathway is critical in the
treatment of pancreatic cancer, and as [Dr. Wolpin] mentioned, it checks all the boxes when they think
about the relevant, important, and clinically meaningful ocutcomes,” said Dr. Shroff.

“My key takeaway point is that we have a new standard of care in the second-line setting with
daraxonrasib™ Dr. Knox szaid in her discussion.

“My other point,” she stressed, “is that RAS-targeted therapy should dominate trials across the full
spectrum of pancreatic cancer cliniczl presentations, either as a monotherapy or in rational
combinzations to benefit more patients, impacting survival and quality of life.”

The RASolute 302 study was funded by Revolution Medicines.
Dr. Wolpin reported various financial relationships.

Dr. Knox reported honoraria and a consulting or advisory role from Astellas, AstraZeneca, Incyte, and
Ipsen; an advisory role for Medlmmune; research funding from AstraZeneca, Ipsen, and Merck; and
expert testimony for AstraZeneca and Incyte.
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