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BACKGROUND

Microsatellite-stable colorectal (MSS-CRC) and pancreatic cancer (PDAC) are Patient characteristics Lower levels of tumor growth-related pI'OtEiI"IS in periphera| blood

immunologically cold tumors with null response to checkpoint inhibitors (CPI). NT-17, > As of 02 Oct 2023, 53 evaluable patients had completed or discontinued treatment (5 still on followup) : .
a long-acting IL-7, in combination with pembrolizumab (pembro) has shown to may re present pOtentlaI biomarkers of treatment response

significantly increase intratumoral T cell infiltration and elicit some tumor control in

» All tumor biopsies were confirmed MSS with low tumor mutational burden (TMB)

. e L. » All groups had similar age (ST vs LT, p=0.740) but LT patients had lower sum of target lesions (ST vs LT, p=0.022 » Soluble proteins that could reflect the tumor and/or immune status described by the transcriptomic analyses
these hard-to-treat gastrointestinal indications (visit the poster for abstract #2621 for ’ g P _ } g' ‘( P ) P ) ) B ( i P ) d were expr:)red / Y P ¥
updated clinical data). However, while a limited set of patients achieve objective > Patl.ents'wnh LT had significantly better tumor control and higher median PFS and OS; all partial responders were  out of g : . ) . ; . _ - ted ot basell b ) ted
response, the disease control rate and the duration of response and stable disease also in this group rt ut o t(}:1yto mtles, C gmtc_; er_ers, and growth factors investigated at baseline, only biomarkers related to

. L. .. . . . . .« ae mor grow wer wer in r .
point to a larger subset obtaining clinical benefit. To identify novel predictive Table 1. Group characteristics : ! _0 gro erelowe e Ll group o o .
biomarkers, we analyzed baseline peripheral and biopsy samples from patients based P—— ST (n=21) MT (n=22) T (n=10) rtThls may suggest ma’i the Igrgserved TPE)(f polzuTlaItlon |den;|fledffl'n Figure 2 may be exerting pressure on the
. -7+ .
on treatment duration. Age (years); median [IQR] 59 [53 - 71.5] 59.5 [53.5 - 64.8] 66 [47.3 - 73.5] HMOFIR S MANAELENSE COUICAS NECESSALy 1L 7+ pembro efticacy
: ST DY DES I G N . . . . Sum of target lesions at baseline; median [IQR] 81[64-109] 75 [54 - 135] 58[32-77] 25— * 2500 * 250~ 0.0616
» This is an open-label Phase 2a study in subjects with relapsed/refractory CPI-naive Best tumor % change (iRECIST); median (min-max) 19.1(5.2 - 87.0) 23.3(-23.9-57.7) -31.2(-78.7-8.3) ——
MSS-CRC and PDAC; NT-I7 1200 pg/kg IM every 6 weeks (Q6W), pembro 200 mg IV RECIST PFS (weeks); median [IQR] 5.9 (5.7 -6.4] 6.0 [5.6 —11.4] 28.8 [10.6 — 43.6) - 20- ° N 2000 oo® - 2007 °
Q3W. Antitumor activity is assessed by RECIST 1.1/iRECIST. iRECIST iPFS (weeks); median [IQR] 6.0(5.7-7.1] 6.9 (5.8 -12.2] 47.4(30.9-71.7) ** 3+ 3+
» Subjects were grouped by treatment duration, measured as NT-I7 doses 0S (weeks); median [IQR] 14.0 [7.9 - 53.4] 27.7 [16.6 —39.1] 113.9[74.5-120] E TEI 154 :; E ‘_EI 1500 ° E —El 150 °
administered before treatment discontinuation for any cause: iPFS = progression-free survival by iRECIST; IQR = interquartile range; OS = overall survival, PFS = progression-free survival by RECIST 1.1 o - .:. . = -.g ® e ..gz
: o £ 2 104 £ 2 1000- £ 2 100 -
» Short (ST): 1 dose before treatment discontinuation (in study <6 weeks) . « . o~ ° o T o~
. ) . . . . o — . - — - —
» Medium (MT): 2-3 doses before treatment discontinuation (in study <18 weeks) .‘T SUbJECtS show uPrEgUIated pathways related to Immumtv o 5] :it :_:t @ 500 o 50— %
> Long (LT): 4 or more doses before treatment discontinuation (in study >18 weeks) » Tumor samples from subjects in the LT group had 317 differentially expressed genes (p<0.05) at baseline (Fig. 1). e® °
» Although subjects’ tumors were confirmed cold, these pathways were consistent with higher immune activity 0 l : 0 0 rﬁﬁ]_
(Fig. 1), suggesting that some immune response remains in responders to NT-17 + pembro treatment. ST LT ST LT
KEGG “library” Biological processes Cellular processes
NT-17 @ @ @ @ Antigen processing and presentation (hsal4612) lation of lymphocyte activation (GD:0051249) T cell receptor complex (G0:0042101)
@ @ __Hematopojetc celllineage (1s204640) Antigen receptor medlated sgnaling pothway {69 005085 1) Plasma membrane sgnaling tecepter complex {G0-074807) Figure 3. Soluble protein analysis in peripheral blood of ST and LT subjects at baseline. A panel of 48 cytokines, chemokines and
Pembrolizumaly @ @ @ @ @ @ @ @ @ @ @ e dh:::r:nt:f::;:::‘;::h“mn] Po——— I::J;I;:;::a:::::izf:?::s;m251] 'm";';::i';:':':':;:?{';ﬁ&g:;:?m growth factors was used to identify potential biomarkers among soluble proteins in peripheral blood. The panels above show that
‘ - - Il and Th2 celldfferentiation (hsa04658) Immune response-regulating cell surface receptor signaling pathway e roncske flament {80:0005882] the LT group has lower levels of certain soluble proteins compared to the ST group; these proteins are related to tumor growth.
Scrwening Dosing Schidul Cyclel | Cjcle2 | Cycle3 | Cycleda | Cycle5 | Cyclg6 | Cycle7 | Cycle8 Cycle34 | Cycle35 (G0:0002768)
<28days € | Chemokine signaling pathway (hsa04062) Lymphocyte differentiation (G0:0030098) Keratin filament (GO:0045095) . . . .
8 cell receptor signaling pathway (hs204662) Leukocyte cellcell adhesion (G0:0007159] Intermediate flament cytoskeleton (GO:0045111) Correlation between survival and biomarker S|gnatu re
Baseline Wwo w3 ‘We w9 wiz W15 ‘wis w21 Th17 cell differentiation (hsa04659) Mononudear cell differentiation (G0:1903131) Cornified envelope (GO:0001533)
W5 ! Viral protein interaction with cytokine and cytokine receptor (hsa04061) Immunoglobulin production (GO:0002377) External side of plasma membrane (GO:0009897)
Tumor = tor signalin, h sal oduction of molecular mediator of immune response (GO: mmunoglobulin complex (GO: A . . . H H H F H e
8 o N B _ B TR e———srT L 2 Eeinogiobulh compex (SO » Based on thel level of the peripheral biomarkers described in Figure 3, subjects were divided into positive
Sample T 7 | U i U 1 Cycle = 21 Days or 3 Weeks Osteodlast diff iation (hsa04380) Antigen binding (G0:0003823) and negatwe 5|gnatures.
Clectin 28 38 83 : g peen (0R0) > POSITIVE: Subjects with 2 or 3 values above the median
Radiographic m m m mE\rer\rSweeksmrEmonths Figure 1. Upregulated pathways related to immunity in LT subjects. Whole transcriptome sequencing was performed on N ) . .
Imaging m Every § weeks thereafier biopsy samples from each group. The lists above highlight the most relevant and significantly upregulated genes in the LT group, » NEGATIVE: Subjects with 0 or 1 value above the median
> Correlative studies in peripheral samples included proteomics, T cell receptor compared to the ST group, at baseline. ) < Subjects.mth atl?llE;EZ\TIV; 95|gn:~.|t|1.:1rr]'e at b;sozlér;e; had significantly higher overall survival (0S), regardless of
. . . . . . . . group assignmen .2vs 8.9 months, p=0. .
_ Sequefl‘cmg (TCRzeq)ra"dbS'"g'ece” R'\I'Aseqtllegﬂgg (scRNAseq) ; LT groups show increased CD8 activation and proliferation patterns
» Correlative studies in biopsy samples include enomics, transcriptomics, an . . . L . .
TCRseq Psy P g P » Stem-like T cells (both TSCM and TPEX) have specific gene activation patterns in the subjects from the LT group.
» Pathways strongly related with CD8 T cell activation and proliferation are enriched in the TPEX population in the LT = 1004
CONCLUS'ONS group. However, those same pathways are enriched in the memory and effector populations in subjects with ST. % %0 =~ NEGATIVE
» This suggests that preserved stemness may be necessary to elicit a response to NT-I17 + pembro. a -~ POSITIVE
» LT patients, who remained in treatment the longest, had increased A . DOR:08, Treon B 'g 60 F(’|= 0-"“‘:3
. . . og ran
activation of the TPEX compartment. This may suggest that preserved e 1 = S 40- 2
. . . PATH_CAT
tumor-specific TPEX activity could be required for NT-I7 and 5 B 8 "
. .. E m <] -
pembrolizumab activity. Scaled Temra 2 -
' : S g chanee _ PATH_CAT 0 . I . : r | ) NEGATIVE [median (95% Cl)]
» Correlative analysis shows that there are 3 potentially predictive protein sl - S IE. R [ . 0O 20 40 60 80 100 120 140 mgg Emier:‘;); 1_5715 ;2‘55%- 32%55))
- - 5 0 o o 0o UMAF_1 -1 = . L= .
biomarkers that may help identify a patient subset experiencing clinical o0 Toox Subset Highiahid 2 Subjects at risk: OS (weeks)
benefit in response to treatment with NT-17 and pembrolizumab. ' POSITIVE [median (95% Cl)]
P 7 P ) £315571583:8308 8850 301¢ NEGATIVE 32 21 16 10 9 7 3 0 mOS (weeks) = 38.7 (32.3 - 45.1)
: . . N . . . fEsiiziiiieaiiienaiiocrd mOS (months) = 8.9 (7.4 - 10.4
» Patients with a negative biomarker signature showed prolonged survival 5 00 5 Tom 5 3o § R R g =25 3 i E POSITIVE 21 127 S 4 2 0 0 ( ) ( )
. . 57| Hoane gB2S3 FEB £EE & §E 34 O
on treatment with NT-I7 and pembrolizumab. e remve egg>° ¢°F “gp f ZF fg 5%
H = 5 E % i E N : Figure 4. Comparison of overall survival in subjects with positive vs negative biomarker signatures at baseline. The survival
ACKNOWLEDG M ENTS " T g : R B curves of subjects with negative (blue) versus positive (pink) biomarker signatures, show a significant improvement in survival in
UMAP. i ith i i | f i .
This study was conducted in collaboration with Merck Sharp & Dohme LLC, a subsidiary Figure 2. CD8 activation and proliferation patterns in LT subjects. scRNAseq analysis was used to identify peripheral CD8+ cell subjects with a negative signature, regardless of group assignment
of Merck & Co., Inc., Rahway, NJ, USA. The authors also thank ICON Plc for their subsets and assess gene expression patterns within each subset. A) UMAP showing the different identified subsets. B) These data are preliminary, resulting from the analysis of 53 patients. Further verification of the potentially
assistance in conducting this study. Differential gene expression patterns in the LT group compared to the ST group, revealing that the Ty, subset in this group is predictive nature of this signature in independent cohorts is ongoing.

enriched for genes related to CD& T cell activation and proliferation.
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