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NT-1I7, along-acting IL-7, plus pembrolizumab favors CD8* T-cell infiltration in immune-excluded liver metastasis of heavily
pretreated, immunologically cold, MSS-Colorectal and Pancreatic cancer.
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RESULTS

Subject characteristics and safety

NEGIMMUNE

BACKGROUND

Immunologically cold gastrointestinal tumors, like microsatellite stable colorectal cancer (MSS-CRC) or
pancreatic cancer (PaC), are a clinical challenge, with standard of care relying heavily on chemotherapy
approaches. Patients with relapsed or refractory (r/r) disease have very limited treatment options.
Checkpoint inhibitors (CPI) have limited response with dismal disease control rates and overall survival for
these patients. These indications also have a high incidence of liver metastasis, and the presence of liver
lesions lowers even further the efficacy of any immunotherapeutic approach. Effective treatments for
patients with immunologically cold gastrointestinal tumors, including those with liver metastasis, are an

NT-1I7 + pembrolizumab treatment shows greater clinical benefit in patients without liver metastasis

» Patients without liver metastasis have higher efficacy (ORR = 30.8%) and disease control rates (DCR = 69.2%) per iRECIST, as well as higher overall survival (p < 0.05)
» Patients with liver metastasis still show clinical efficacy (1 patient with 3 liver mets had a partial response per iRECIST with 46% tumor reduction, and DCR was 24.3%)

» 50 evaluable subjects, 68% with > 2 prior lines of therapy.
» 74% of subjects had liver metastasis.
» Median tumor mutation burden (TMB; n = 17) was 3.21 mut/MB (TMB-L).
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CONCLUSIONS

Figure 4. Increased T cell infiltration, regardless of tumor
location, correlates with higher overall survival. IHC

Figure 3. NT-I7-driven T cell infiltration into the tumor, regardless of tissue location, could
account for efficacy observed in patients with this combination, even those with liver
metastasis. Lung biopsy tissue from an MSS-CRC patient without liver metastases (A) and liver
biopsy tissue from an MSS-CRC patient (B), were stained for CD8 (green) and TCF1 (pink). (C)
Intratumoral lymphoid aggregates enriched for TCF1*CD8* cells were increased in more than
50% of analyzed on-treatment tissue samples (10/19) regardless of tumor location.
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Figure 2. NT-17 and pembrolizumab treatment induces higher CD8* T cell infiltration into the
tumor regardless of the presence of liver metastasis. (A) Artificial intelligence (Al) H&E analysis
using Lunit SCOPE 10 showed a significant increase in TIL density in patients both with and without
liver metastasis. Biopsies from patients without liver metastases included lung (2), diaphragm, and
pelvic mass. (B) Immunohistochemical (IHC) staining confirmed the increase in CD8* TIL regardless
of liver metastasis presence. Patients with a PR per iRECIST are shown in green.
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» NT-I7 plus pembrolizumab shows significant clinical efficacy in CPI-naive r/r MSS-CRC and PaC in
the absence of liver metastasis.

staining for CD8* T cells showed a significant correlation
between CD8* T cell increase and overall survival. Patients
with PR per iRECIST are shown in green.

» NT-I7 plus pembrolizumab also shows some clinical efficacy in the presence of liver metastasis.

» NT-I7 plus pembrolizumab drives CD8* T-cell infiltration which, regardless of liver metastasis, may
be associated with longer overall survival.

» These promising findings warrant further exploration of the NT-I7 + pembro combination.
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