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Key Takeaway Points/Conclusions
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Atebimetinib is a 

novel MEK 1/2 

inhibitor that is well-

tolerated and 

suitable for 

combination therapy

1

1L Atebimetinib + 

modified gemcitabine / 

nab-paclitaxel shows 

promising efficacy 

(ORR 36%, DCR 82%, 

PFS 8.3 months,

OS 17.3 months)

2

A global randomized 

Phase 3 trial 

(MAPKeeper 301) is 

recruiting
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Background
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• MEK inhibitors are agnostic to codon-specific RAS 

mutations, but chronic MEK inhibition has been 

unsuccessful in PDAC

• Atebimetinib is a pulsatile, potent, highly selective, 

allosteric small molecule inhibitor of MEK1/2 and 

is resistant to RAF bypass

• Cyclic MEK suppression with daily pathway reset 

designed to extend durability + improve tolerability

▪ Short half-life (2-3 hours)

▪ Near complete daily inhibition of MAPK signaling

Peter Vu, MD, MHA  | UC San Diego Moores Cancer Center
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Methods – Phase 2a in 1L Pancreatic Cancer
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Initial Cohort (N=34)
320 mg QD atebimetinib + mGnP*

Median Follow Up = 17.0 months

* mGnP = 1,000 mg/m2 (Gemcitabine) + 125 mg/m2 (nab-
Paclitaxel) days 1 & 15 of each 28-day cycle

Eligibility

• 1L metastatic or locally 
advanced PDAC

• No prior systemic therapy for 
advanced disease

• ECOG PS 0–1

• ≥1 measurable lesion (RECIST 1.1)

• Adequate organ function

• All RAS/KRAS mutation 
subtypes permitted

────────────────────

Key Exclusions

− Prior serous retinopathy or RVO

− LVEF <50% or QTcF >470 ms

− Symptomatic CNS metastases

Endpoints

Primary
• ORR per RECIST 1.1

Secondary
• DCR, DOR, PFS, OS

• Safety (CTCAE v5.0)
• Patient weight and QoL

Statistical Design
• Simon’s 2-stage optimal design

• 80% power, 1-sided α = 5%

NCT05585320 | active, not recruiting

+ 21 patients

Expanded Cohort (N=55)
320 mg QD atebimetinib + mGnP*

Median Follow Up = 11.6 months
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Results: Demographics & Clinical Characteristics
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Characteristic 320 mg Atebimetinib + mGnP (N=55)b

Median age, range (years) 68, 42 - 85

Age, ≥ 65 : < 65 years, n (%) 34 (62%) : 21 (38%)

Disease status, metastatic : locally advanced, n (%) 53 (96%) : 2 (4%)

Sex, female : male, n (%) 25 (45%) : 30 (55%) 

ECOG status, 0:1, n (%) 31 (56%) : 24 (44%)

CA 19-9 elevated (≥ 37 U/mL) 40 / 45 (89%)

Presence of liver metastasis
a
, n (%) 28 (51%)

Presence of peritoneal metastasis
a
, n (%) 20 (36%)

Presence of lung metastasis
a,c

, n (%) 15 (27%)

De novo metastatic disease, n (%) 28 (51%)

Received 2
nd

 line treatment
b
, n (%) 21 / 35 (60%)

RAS/KRAS mutational status KRAS mutant: 48 (87%) | RAS unknown: 7 (13%)

Received RAS inhibitor in 2
nd

 line treatment
b
, n 1

Data based on data cutoff of April 24, 2026, (a) Metastasis location sub-analyses derived from RECIST lesion pages and represent lower bounds. (b) Of the 55 participants at data cutoff, 11 were still on treatment and 44 were off-treatment. Of those 44, 21 went 

on to subsequent cancer therapy, 14 did not, and 9 were unknown. Of the 21 who went on to subsequent therapies, 20 went on to chemotherapy and/or radiation, and 1 to a RAS inhibitor. (c) 4 trial participants (7%) with lung as only metastatic site.
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Results: Safety

• Grade ≥3 Anemia and Neutropenia occurred 

in ≥10% of participants, both chemotherapy 

related

• 1 of 55 participants discontinued atebimetinib 

(not due to toxicity) while continuing 

chemotherapy

• 84% of participants weight stable or gained 

weight at 3 months*

• Only MEKi class effect ≥ grade 3: rash (5%), 

resolved with treatment; ocular, cardiac, and 

diarrhea events were, when observed, grade 

1-2 and did not result in discontinuation

Peter Vu, MD, MHA  | UC San Diego Moores Cancer Center

Any Grade Grade ≥3
Fatigue 29 (53%) 1 (2%)
Nausea 25 (45%) 0
Anemia 23 (42%) 9 (16%)
Rash 20 (36%) 3 (5%)
Diarrhea 20 (36%) 0

Vomiting 16 (29%) 1 (2%)
Alopecia 15 (27%) 0
Dysgeusia 15 (27%) 0
Peripheral Edema 15 (27%) 1 (2%)
Neutropenia 14 (25%) 10 (18%)
Peripheral Neuropathy 12 (22%) 0

* Weight observations from participants with weight data at ~3mo and 
C1D1; weight stable defined as within 5%

Adverse event preferred terms related to any component 
of treatment, occurring in ≥ 20% of participants

Rash = rash, dermatitis acneiform, rash maculo-papular

Treatment Related Adverse Event
(related to any drug)

Data based on data cutoff date of April 24, 2026
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Results: Objective Response & Disease Control Rate

Peter Vu, MD, MHA  | UC San Diego Moores Cancer Center

N=50 of response evaluable participants. Atebimetinib dosed at 320 mg. Scans occur approximately every 6 weeks. One participant progressed without complete radiographic scans and is not presented in graph but counted in ORR/DCR 

analyses. Participants deemed evaluable had screening assessment and at least one post-baseline assessment. Arrow denotes on treatment as of data cutoff date. Best overall response (BoR) shown. Data based on data cutoff of April 24, 2026. 

Glossary: "^" denotation on x-axis = ctDNA-defined RAS mutation; RAS:UNK = RAS mutation status is unknown; PR = partial response; SD = s table disease; PD = progressive disease; NE = non-evaluable per RECIST v1.1

Atebimetinib (320 mg QD) + mGnP DCR: 82%  [95 CI: 69, 91]

ORR: 36%  [95 CI: 23, 51]
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Results: Overall Survival & PFS
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Atebimetinib + mGnP
(N=55)

median 

OS
17.3 mo

[11.2, NR]

median 

PFS
8.3 mo

[5.9, 9.6]

Data based on data cutoff of April 24, 2026. Median follow up (MFU) of 11.6 months determined via reverse Kaplan-Meier method; Censored participants off study due to withdrawal of consent or 
lost to follow up. No head-to-head clinical trial has been conducted evaluating atebimetinib and other candidates or products. Differences exist between trial designs, subject characteristics and 
other factors, and caution should be exercised when comparing data across studies. Reconstructed Kaplan-Meier (KM) Plots of Pivotal Ph3 Studies per 2024 JAMA Nichetti, et al. 7(1):e2350756. 
*Pivotal Studies: (1.) MPACT 2013 NEJM (PMID: 24131140) N=431, (2.) PRODIGE 4 / ACCORD 11 2011 NEJM (PMID: 21561347) N=171, (3.) NAPOLI 3 2023 LANCET (PMID: 37708904) N=383.
 

Median OS = 17.3 months for both 

initial N=34 cohort (median follow up 

17.0 mo) and expanded N=55 cohort 

(median follow up 11.6 mo)
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—  Ph3 NAPOLI-3 (NALIRIFOX)
— Ph3 PRODIGE (FOLFIRINOX)

—  Ph3 MPACT (Gem/nab-Pac)
—  Ph2 2017 Ahn, et al. (mGnP)

— Ph2a IMRX (320 mg atebi + mGnP, N=55)
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17.3 mo

IMRX - Phase 2a
(N=55, atebi + mGnP)

|

+        Censored: Participant off study

+        Censored: Participant still on study
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Limitations
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• Single-arm, no control group. Efficacy and tolerability cannot be directly 
compared to standard of care.

• Cross-trial comparisons are hypothesis-generating only.

• Follow-up in the expanded cohort is still maturing and the OS upper confidence 
bound not yet reached.

• Second-line treatment rate (60%) is encouraging but cannot be definitively 
attributed to atebimetinib's tolerability without a control group.

• Modified GnP schedule (days 1 & 15) differs from the standard full-dose 
regimen — the independent contribution of dose modification to outcomes is 
unknown.

Peter Vu, MD, MHA  | UC San Diego Moores Cancer Center
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MAPKeeper 301: Global Randomized Phase 3 Pivotal Trial Underway

Participant Population: First-line (1L) metastatic Pancreatic Ductal Adenocarcinoma (PDAC)

• First line (1L) PDAC
• Metastatic setting
• ECOG PS 0-1

R
1:1

Atebimetinib + mGnP 1

Gem/nab-Pac 1L SoC 
Chemotherapy 2

SOC chemotherapy options: full schedule Gemcitabine + nab-Paclitaxel. SOC = standard of care; R = randomize; PFS = progression-free survival; OS = overall survival; ORR = overall 
response rate; DCR = disease control rate; QoL = Quality of Life

Primary Endpoints

OS
Secondary Endpoints

PFS

DCR

ORR

QoL

(1) mGnP = 1,000 mg/m2 (Gem) + 125 mg/m2 (nab-Pac) days 1 & 15, every 4 weeks 
(2) SOC chemotherapy = full schedule Gemcitabine + nab-Paclitaxel (3 wk on/ 1 wk off)

N=255

N=255

(R) = Randomization Stratification Factors: (1.) Geography (US vs. ROW), (2.) Liver Metastasis (present vs. absent), (3.) ECOG PS: 0 vs. 1, (4.) De novo vs Recurrent Metastatic 

NCT07562152 | recruiting
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Key Takeaway Points/Conclusions
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Lay Summary

What did this research tell us?

• A new oral pill called atebimetinib, added to standard chemotherapy, showed promising results in 55 patients with 

newly diagnosed advanced pancreatic cancer. Tumors shrank in 1 in 3 patients by more than 30%, disease was 

controlled in 4 out of 5, and patients lived a median of 17.3 months. The treatment was well-tolerated: most patients 

maintained or gained weight, and nearly all were able to stay on the drug.

Who does this research impact?

• People newly diagnosed with advanced metastatic pancreatic cancer that cannot be surgically removed, regardless 

of their tumor's genetic profile. Unlike many targeted therapies, atebimetinib was tested in all patients, not just those 

with a specific mutation.

What does this mean for patients right now?

• Atebimetinib is not yet FDA-approved and is only available through clinical trials. A large global confirmatory trial — 

MAPKeeper 301 — is now enrolling. Ask your oncologist or visit ClinicalTrials.gov and search NCT07562152 to find 

out if you may be eligible.

Peter Vu, MD, MHA  | UC San Diego Moores Cancer Center
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