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Background and Rationale
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.

• 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. 

• 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). 

• 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. 

• 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.

• 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.

• 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. 

• 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.

• 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. 

• Therefore, we hypothesize that a subset of patients with metastatic colorectal cancer lacking liver metastasis 
will potentially respond to ICB alone. 

Progress and Future 
Directions

Trial Design

Primary Objectives
Ø 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.

Ø To evaluate the disease control rate (DCR) of first-line botensilimab and balstilimab in MSS CRC 
without liver, brain, or bone metastasis.

Ø To confirm the safety and tolerability of botensilimab and balstilimab in the first-line setting. 

  Secondary Objectives
Ø To describe the overall survival and progression free survival of patient treated with first-line 

botensilimab and balstilimab.
Ø To determine the best overall response (BOR) of botensilimab and balstilimab in patients with MSS 

CRC without liver, brain, or bone metastasis.

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

immunotherapy in CRC.

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

• Plans for correlative biomarker analysis will be further developed at interim 
futility/data analysis based on a DCR of at least 50% at 8 patients. 
Expansion beyond 15 patients will be considered at this time.

• Future directions will address liver metastasis in the first line with novel 
therapeutics in part based on exploratory objectives in this study
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Adverse Event Management
• 0-14 days post infusion
• Intermittent fever
• Chills, Rigors
• Fatigue/malaise
• Occasionally mild self-limited N/V or

diarrhea
• May recur w/subsequent infusions
• Resolves within a few days

EARLY-ONSET SYNDROME
Presentation

Workup • Infectious workup if indicated
• Consider evaluating inflammatory

markers

Management • Acetaminophen PRN
• NSAIDs (e.g. Naproxen 500mg BID w/meals if tolerated,

consider PPI as well)
• Anti-motility agents (If ineffective, consider alternative

diagnosis)
• If doesn't resolve within a few days, consider alternate

etiologies

High
Suspicion for

IMDC

Send for 
Outpatient 
Evaluation

Hold Bot/Bal

Start Oral Prednisone6

Supportive Measures11

Start/continue
Steroids8

Start anti-TNF9,10

Supportive 
Measures11

RAPID 
IMPROVEMENT12

Rapid Steroid taper (<1 
week)

Consider Repeat anti-
TNF13

Consider Restarting 
investigational drug(s)14

SLOW 
IMPROVEMENT15

Slow Steroid Taper (2-4
weeks)

Continue anti-TNF

NO IMPROVEMENT16
Increase steroids 

Increase anti-TNF or 
Vedolizumab

Follow-up workup and 
expand evaluation

Initiate Workup7
C. diff toxin/ Stool

Cultures
Routine Labs

Low
Suspicion for

IMDC

Consider
Early-onset 
Syndrome4

Re-evaluate every 24 
hours for 

improvement.
If not improved, see 

High Suspicion
Pathway

INITIAL URGENTEVALUATION
By Phone Or In Person

INITIAL INTERVENTION FOLLOW-UP

WHEN IMDC IS 
SUSPECTED, 

KEY TARGETS=

Time to Steroids
<24 hours

Time to anti-TNF
<72 hours

PRESENTATION

IMMUNE-MEDIATED DIARRHEA / COLITIS1

Classic Presentation:
Acute watery diarrhea +/- mild cramping

At home

No Alarm Symptoms
In Clinic (preferred)

Assess2
Stool frequency,

symptoms
Grade3

Per CTCAEv5

Send to 
Emergency 

Room

Evaluate & treat for 
alternate etiologies as 

medically indicated
No alternate 

etiologies

Alarm Symptoms5
Severe Abd Pain 
Blood in Stool

+/- Fever

Arrival to clinic <24 
hours from suspected 

diagnosis of IMDC
New onset 

diarrhea

Arrival to clinic >24 
hours from suspected 

diagnosis of IMDC

AGENUS ALGORITHM FOR MANAGEMENT OF 
IMMUNE-MEDIATED DIARRHEA/ COLITIS

@ndevitomd

https://www.vumedi.com/accounts/
86f1411b-909b-47e3-85ef-eccf162b87b3/

BBOpCo Patients will have a prednisone prescription to reduce time to 
IMDC treatment and instructions to call their provider 
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Botensilimab

Botensilimab is a fragment crystallizable (Fc)-engineered human 
immunoglobulin G subclass 1 (IgG1) monoclonal antibody (mAb) 
that targets co-inhibitory protein cytotoxic T lymphocyte- 
associated protein 4 (CTLA-4), expressed on recently activated T 
cells. Botensilimab is thought to employ two primary mechanisms-
of-action: 1) binding to and blockade of CTLA-4 expressed on T 
cells and 2) binding to and activation of Fc gamma receptors 
(FcγRs) expressed on antigen-presenting and phagocytic cells. 
Both mechanisms are expected to bring about a cascade of 
downstream effects to augment tumor immunity. In addition to 
blockade of CTLA-4 binding to endogenous ligands cluster of 
differentiation (CD)80 and CD86, botensilimab leverages a novel 
mechanism (mediated by its increased Fc binding activity to FcγRs 
expressed by antigen-presenting cells and natural killer [NK] cells) 
to enhance T-cell priming and regulatory T cell (Treg) depletion. 
Further, Fc modifications to botensilimab effectively abolish 
binding to C1q complement protein, thereby reducing the risk of 
drug-induced complement-related toxicities. Taken together, the 
composite properties of botensilimab are anticipated to improve 
efficacy by promoting antigen-specific effector T-cell responses 
while also demonstrating an improved safety profile as compared 
with current CTLA-4 targeted therapies for the treatment of cancer.

http://dukecrc5k.org/
https://www.vumedi.com/accounts/

