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Results: Of 210 mCRC pts in the cohort, 33 (16%) had no prior PT resection at ICI(s)
initiation. Of the 10 pts who experienced PD before 6 months, 2 underwent surgery
for symptomatic PT progression, while the remaining 8 died shortly without PT related
event. The other 23 pts had metastatic and PT disease control lasting �6 months.
Characteristics of these 23 patients were: male 52%, median age 68.5 years, 57%
right-sided tumors and 61% with �2 metastatic sites. Symptomatic PT event occurred
in 5 pts (22%) leading to PT resection: 2 for isolated PT progression and 3 for oc-
clusion/perforation, with 2 residual tumor and 1 pathological complete response
(pCR). PT resection without clinical symptoms was carried out in 10 pts (43%): 4
because of endoscopic stenosis, 5 to restore bowel continuity and 1 for residual
tumor on endoscopic biopsy. Among 15 pts overall undergoing PT resection, 7 pts had
pCR of which 6 were free of PD 4-58 months after resection. Of 8 pts with residual
tumor on PT surgical specimen, 3 experienced secondary progressive disease. Eight
pts (35%) did not undergo PT resection: 7 remained progression-free (endoscopic
biopsies: 6 negatives, one positive) and one experienced metastatic PD without
symptomatic PT. Overall, 13/23 pts (57%) achieved pCR on PT (surgical specimen or
endoscopic biopsies).

Conclusions: These findings argue for a careful PT endoscopic surveillance with
indication of PT resection in case of symptomatic stenosis or residual tumor at
endoscopy. In this cohort, only 6 (18%) patients had maintained disease control with
PT in place and endoscopic pCR.
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Background: Mismatch repair deficient (dMMR) and/or microsatellite instability-high
(MSI-H) tumours account for approximately 5% of metastatic colorectal (mCRC) ad-
enocarcinomas. PD-1 inhibitors, such as pembrolizumab, are currently first-line
treatment options for these patients, providing durable responses and superior
outcomes compared to chemotherapy. Real-world data on response, survival and
associated toxicities remain limited.

Methods: This is a retrospective study on pembrolizumab use for dMMR/MSI-H mCRC
at a tertiary cancer centre (Christie Hospital, UK) between April 2021 and January
2024. Data collected included toxicities, treatment duration and response, survival
and baseline systemic immune-inflammatory indices. The neutrophil-lymphocyte ratio
(NLR), monocyte-lymphocyte ratio (MLR), platelet-lymphocyte ratio (PLR) and sys-
temic inflammation response index (SIRI) were calculated. Progression-free and
overall survival (PFS, OS) were estimated using Kaplan-Meier analysis.

Results: Eighty patients were included in this study: median age 68 years, 53.8%
(n¼43) were females. Right-sided tumours accounted for 73.8% (n¼59), while 22.5%
of the patients had received previous systemic treatment for mCRC. At the end of
follow-up time (median ¼ 19.2 months), 26 patients (33.3%) were still on pem-
brolizumab. Disease control was achieved in 63 patients (84%): CR in 26.7% (n¼20),
PR in 40% (n¼30), and SD in 17.3% (n¼13). Median PFS and OS were not reached,
and PFS at 12 and 24 months was 84.6% and 70.5%, respectively. Any grade immu-
notherapy-related toxicity was observed in 57.5% (n¼46) of the patients, with skin
(34.6%), arthralgia (17.9%) and hypothyroidism (12.8%) being the most frequent.
Grade 3-4 toxicity was reported in 12.5% (n ¼ 10), with hepatitis, colitis, and skin
toxicity each accounting for 3.9%. Finally, lower baseline NLR (p¼0.02), MLR
(p¼0.045), PLR (p¼0.008) and SIRI (p¼0.047) were associated with the development
of any grade toxicity.

Conclusions: Our data reflects that Pembrolizumab is an effective treatment for
dMMR/MSI-H mCRC with an acceptable toxicity profile. NLR, MLR, PLR and SIRI were
shown to be predictive markers for toxicity. However, larger studies are required to
confirm this finding.
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Background: BRAFm advanced CRC patients (pts) experience poor prognosis
compared to BRAF wild-type (wt) but there is limited data on outcomes following ICI
in dMMR BRAFm pts. KEYNOTE-177 suggests BRAFm and BRAFwt dMMR pts benefit
equally well from ICI.

Methods: We conducted a retrospective analysis of consecutive pts with advanced
MSI-H/ dMMR CRC who received ICI. We compared baseline characteristics of dMMR
BRAFm pts vs dMMR BRAFwt. Progression free (PFS) and overall survival (OS) were
compared according to their BRAF status with Kaplan-Meier and log-rank analysis.

Results: A total of 67 pts treated with ICI between 2016 and 2023 were included. 30
pts were BRAFm (44.8%), 35 were BRAFwt (52.2%) and 2 (3%) were unknown
mutational status. In the BRAFm group, 13.3% were �65 years old and 80% were
female, compared to 74.3% and 22.9% respectively in the BRAFwt group (p<0.0001).
A higher proportion of pts had a performance status (PS) �2 at treatment start in the
BRAFm group (26.7 vs 5.8% in the BRAFwt group, p¼0.02). Lynch syndrome was
confirmed in 8 pts (11.9%), all of whom were BRAFwt. Concurrent loss of MLH1/PMS2
was observed in 90% of BRAFm pts, compared to 54.3% in BRAFwt pts. In the BRAFm
group, 40% were treated with pembrolizumab and 43.3% with nivolumab, as opposed
to 42.9% and 25.7% respectively in the BRAFwt group. 1 BRAFm pt received doublet
ICI and achieved a durable response of 67.9 months. 16 pts (6 BRAFm and 9 BRAFwt)
discontinued ICI after completing their treatment plan, and none have experienced
disease relapse. Median PFS with ICI was 21 months in BRAFm vs not reached in
BRAFwt pts (p¼0.13). Median OS was 93.4 months in BRAFm vs 119.5 months in
BRAFwt (p¼0.08). Median time on treatment was 11.74 months. Median follow-up
time was 45.57 months from diagnosis and 30.61 months from treatment start.

Conclusions: There was no statistically significant difference in PFS or OS between BRAFm
and BRAFwtMSI-H/dMMR ICI-treated advanced CRC pts in this real-world dataset, despite
a significantly higher proportion of PS�2 in the BRAFm group. Trial results exploring first-
line combination ICI plus BRAF-targeted therapy (SEAMARK) are awaited.
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Background: Although ICI(s) are associated with improved survival and durable re-
sponses in metastatic colorectal cancer (mCRC) with mismatch repair deficiency
(dMMR) or microsatellite instability (MSI), late disease progression (PD after elimi-
nation of pseudoprogression ¼ unconfirmed progressive disease (iUPD)) may occur.
We aimed at assessing the patterns of failure of ICI-treated MSI/dMMR mCRC.
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