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Background and Rationale

Trial Design

Adverse Event Management

o Microsatellite stable (MSS) colorectal cancer (CRC) has limited response to conventional immune checkpoint
blockade (ICB), though some activity has been observed in patients without liver metastases.

e The current standard of care for first-line MSS CRC is still chemotherapy with or without anti-vascular
endothelial growth factor (VEGF) or anti-epidermal growth factor receptor (EGFR).

e Studies such as Checkmate 9X8, AtezoTRIBE, and MODUL studies in mCRC patients showed that the safety
profile of first line ICB + chemotherapy + bevacizumab was consistent with previous findings and identified no
new safety signals.

o A study of regorafenib, ipilimumab, and nivolumab for patients with MSS CRC without liver metastases showed
some clinical activity, although tolerability was a limiting factor. None of these studies met primary endpoints.

e Given that ICB is generally more tolerable than the current SOC chemotherapy combinations, further study is
warranted. In patients who do progress on immunotherapy alone, the addition of chemotherapy may enhance
responses and has been safely done in other trials.

e Up to 30% of patients with colon cancer will present with synchronous liver metastasis. Metastatic disease to
the liver has diminished the response to current ICB strategies in colon cancer and other malignancies.

e Trials of ICB in MSS CRC have occurred in later lines of therapy, where immune checkpoint blockade has been
shown to be less efficacious. This raises the possibility that patients with MSS CRC who lack liver metastases
may have a favorable response to immunotherapy if exposed prior to other treatments.

e Avoidance of chemotherapy promises to reduce long-term side effects in patients. Moreover, with the advent of
circulating tumor DNA (ctDNA) technology, response to immunotherapy can be monitored more closely than
with radiographic response and CEA alone.

e Therefore, we hypothesize that a subset of patients with metastatic colorectal cancer lacking liver metastasis
will potentially respond to ICB alone.
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This is a single-arm, interventional, pilot clinical trial. Fifteen evaluable patients
with newly diagnosed metastatic and/or unresectable MSS colorectal cancer
without liver, bone, or brain metastases will start botensilimab and balstilimab
treatment. Eligible subjects cannot have received prior systemic therapy for
colorectal cancer since diagnosis with metastatic/unresectable disease, though
adjuvant therapy > 6 months is acceptable. They will receive botensilimab (75
mg every 6 weeks x 4 doses) and balstilimab (240 mg every 2 weeks) in 6-
week cycles and in the event of progression, mFOLFOX6 and bevacizumab or
panitumumab will be added to the regimen. Subjects will have safety testing at
baseline and every two weeks while on study drug. Study treatment with
botensilimab and balstilimab, mFOLFOX6, and bevacizumab or panitumumab
will be continued until radiographic or clinical progression, toxicity, or patient
withdrawal. Subjects will have one safety follow up visit 30 days after the last
treatment and will be followed for survival every 12 weeks for up to 2 years.
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WOI'kup * Infectious workup if indicated

Presentation - 0-14 days post infusion * Consider evaluating inflammatory
» Intermittent fever markers
» Chills, Rigors Management - Acetaminophen PRN
* Fatigue/malaise * NSAIDs (e.g. Naproxen 500mg BID w/meals if tolerated,
- Occasionally mild self-limited N/V or consider PPl as well)
diarrhea  Anti-motility agents (If ineffective, consider alternative
- May recur w/subsequent infusions diagnosis)
- Resolves within a few days * If doesn't resolve within a few days, consider alternate
etiologies

PRESENTATION - INITIAL URGENT EVALUATION — INITIAL INTERVENTION — FOLLOW-UP

By Phone Or In Person
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Progress and Future

Directions

 Two of 15 patients have been treated so far without clear irAEs, and we are

 Plans for correlative biomarker analysis will be further developed at interim

 Future directions will address liver metastasis in the first line with novel

Primary Objectives
» To evaluate the feasibility of administering first-line botensilimab and balstilimab in MSS CRC
without liver, brain, or bone metastasis followed by botensilimab and balstilimab in combination with
MFOLFOX6 plus bevacizumab or panitumumab upon progression.
» To evaluate the disease control rate (DCR) of first-line botensilimab and balstilimab in MSS CRC
without liver, brain, or bone metastasis.
» To confirm the safety and tolerability of botensilimab and balstilimab in the first-line setting.

Secondary Objectives
» To describe the overall survival and progression free survival of patient treated with first-line
botensilimab and balstilimab.
» To determine the best overall response (BOR) of botensilimab and balstilimab in patients with MSS
CRC without liver, brain, or bone metastasis.

Exploratory Objectives
» To identify tumor-mediated pathways of resistance to botensilimab and balstilimab.
» To determine the utility of ctDNA and CEA as dynamic biomarkers of response to
immunotherapy in CRC.

awaiting restaqging.

futility/data analysis based on a DCR of at least 50% at 8 patients.
Expansion beyond 15 patients will be considered at this time.

therapeutics In part based on exploratory objectives in this study
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