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Background

Pts with MSI-H/dMMR CRC are often older and are ineligible for oxaliplatin-based chemotherapy. This phase II study evaluates perioperative
atezolizumab combined with IMM-101, a heat-killed Mycobacterium obuense, in locally advanced, non-metastatic MSI-H/dMMR CRC.

Methods

Pts with locally advanced MSI-H/dMMR CRC ineligible for oxaliplatin received atezolizumab (1200 mg i.v.) on day -28 and -7 and IMM-101
(1.0 mg intradermally) on day -35 and 0.5 mg on days -21 and -5 preoperatively. Surgery was planned 5 weeks after initiating
immunotherapy. Adjuvant treatment included atezo (840 mg i.v.) and IMM-101 (0.5 mg) biweekly for up to one year. Primary endpoint was
pathological regression (Dworak grades 3-4, < 10%viable tumor cells). Secondary endpoints included DFS, OS, and safety. Data cut-off:
January 6, 2025.

Results

Of 20 planned pts, 13 were enrolled before trial discontinuation (due to IMM-101 supply issues); 8 received neoadjuvant atezo and IMM-
101, while 5 received only atezo. Median age was 70 y (range 40-86), and 84.6% were female. ECOG PS were 46.2% (PS 0) and 53.9% (PS
1/2). Tumors were predominantly right-sided (92.3%), with 75% of all pts harboring a BRAFV600E mutation. Tumor stages included T1/2
(30.8%) and T3/4 (69.3%), with N1 (69.2%) and N2 (30.8%). Surgery was completed in 12 pts (92.3%) with a R0 resection rate of 83.3%.
Median time to surgery was 44 days (range 22-52). MSI-H/dMMR status was confirmed in all enrolled pts. Pathological regression rates
were 0% (Dworak 3-4), 25.0% (Dworak 2), and 75% (Dworak 1-0). Central reassessment showed 0% (Dworak 3-4), 42% (Dworak 2), and
58% (Dworak 1-0). Grade ≥3 TEAE occurred in 23.1%, primarily injection site reactions. One immune-mediated encephalitis was reported.

Conclusions

Neoadjuvant atezo and IMM-101 did not achieve substantial pathological regression in MSI-H/dMMR locally advanced CRC pts with a high
rate of BRAFV600E mutation. Further analyses are underway to explore the reasons for the limited therapeutic efficacy observed in this
study as well as the adjuvant outcome and long term efficacy.
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