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for the uses being investigated.
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TARGET
KRAS is the most common oncogene across all tumor types. KRAS G12C represents a KRAS mutation in
patients with non-small cell lung cancer (12% to 15%) and colorectal cancer (3%), and also occurs in
patients with other solid tumors such as pancreatic cancer and endometrial cancer (1% to 2%).3,4

MOLECULE
LY3537982 is a selective covalent inhibitor of KRAS G12C; it demonstrates activity as monotherapy and
in combination with other anticancer therapies in preclinical models. It has competitive
pharmacokinetic properties supporting its advancement into clinical testing. LY3537982 has been
shown in vitro to target a KRAS G12C mutation, thereby inhibiting mutant KRAS-dependent signaling.5

CLINICAL DEVELOPMENT
LY3537982 is being studied in a clinical trial in patients with non-small cell lung cancer, colorectal
cancer, or other advanced solid tumors.

References: 1. Janes MR, et al. Cell. 2018;172(3):578-589. 2. Kano Y, et al. Nat Commun. 2019;10(1):224. 3. Dogan S, et al. Clin Cancer Res.
2012;18(22):6169-6177. 4. Jones RP, et al. Br J Cancer. 2017;116(7):923-929. 5. Peng SB, et al. Cancer Res. 2021;81(suppl 13):1259.
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NCT04956640
A Phase 1a/1b Study of LY3537982 in Patients With
KRAS G12C-Mutant Advanced Solid Tumors*

Phase 1a

Dose escalation of LY3537982†

Primary endpoints:
Dose-limiting toxicities (DLTs),
Adverse Events (AEs), and Serious Adverse Events (SAEs)

Phase 1b

Dose expansion:

KEY EXCLUSION CRITERIA

• Measurable disease per Response Evaluation
Criteria in Solid Tumors version 1.1 (RECIST
v1.1)

• Disease suitable for local therapy
administered with curative intent

• Evidence of KRAS G12C mutation in tumor
tissue or circulating tumor DNA

• Serious preexisting medical condition(s) that,
in the judgment of the investigator, would
preclude participation in this study

• Histological or a cytologically proven
diagnosis of locally advanced, unresectable,
and/or metastatic cancer and meet
cohort-specific criteria

LY3537982† monotherapy

• Eastern Cooperative Oncology Group (ECOG)
performance status of 0 or 1

LY3537982† + abemaciclib‡

• Adequate organ function

LY3537982† + erlotinib§
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KEY INCLUSION CRITERIA

LY3537982† + pembrolizumab||
LY3537982† + temuterkib¶
LY3537982† + LY3295668 (AurA inhibitor)#
LY3537982† + cetuximab**
LY3537982† + TNO155††

Primary endpoints:
DLTs, AEs, and SAEs
¶ Temuterkib is administered PO.

† LY3537982 is administered PO.

# LY3295668 is administered PO.
** Cetuximab is administered IV.

§ Erlotinib is administered PO.

• Able to swallow capsules/tablets
• Must agree and adhere to contraceptive use,
if applicable

• Serious cardiac conditions
• A second active primary malignancy or have
been diagnosed and/or treated for an
additional malignancy within 3 years prior to
enrollment
• Symptomatic central nervous system (CNS)
malignancy or metastasis and/or
carcinomatous meningitis. Patients with
treated CNS metastases are eligible for this
study if they are not currently receiving
corticosteroids in excess of 10 mg per day
prednisone/prednisolone (or equivalent) and
their disease is asymptomatic and
radiographically stable for at least 30 days
• Prior treatment with any KRAS G12C small
molecule inhibitor, except in certain NSCLC
cohorts where such prior therapy is allowed
as per protocol

• The following patients will be excluded from
cohort B4:
– Experienced certain serious side effects
with prior immunotherapy
– Have an active autoimmune disease that
has required systemic anti-autoimmune
treatment in the past 2 years
– Have undergone prior allogeneic
hematopoietic stem cell transplantation
within the last 5 years
– Have received a live vaccine within 30 days
prior to the first dose of study drug
• The following patients will be excluded from
cohorts B7 & C3:
– Clinically significant cardiac disease or
risk factors at screening
• Pregnant, breastfeeding, or expecting to
conceive or father children within the
projected duration of the trial through 180 days
after the last dose of study medication
• Known allergic reaction against any of the
components of the study treatments

* This clinical trial is being conducted globally.
‡ Abemaciclib is administered PO.

• Discontinued all previous treatments for
cancer with resolution of any significant
ongoing adverse events (AEs)

• Active, ongoing, or untreated infection

• For cohorts B2, B3, and B5/C1, patients
treated with drugs known to be strong
inhibitors or inducers of cytochrome P450 3A
(CYP3A)

†† TNO155 is administered PO.

|| Pembrolizumab is administered intravenously (IV).
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Please visit www.clinicaltrials.gov for more information on this clinical trial [NCT04956640].
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