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BACKGROUND RESULTS — CLINICAL DATA
NT-17 (efineptakin alfa) is the only clinical-stage long-acting human IL-7 and has Subject disposition and characteristics Safety and tolerability Clinical response
demonstrated its ability to increase the number and functionality of T cells in
peripheral blood and to enhance infiltration of lymphocytes to the tumor » As of 27 September 2021, 21 subjects were enrolled in the > Adverse drug reactions occurred in 17 (81%) subjects; o Figure 1. Wgterfall plot for'Fhe !ogst pe.rcentage. change
microenvironment (TME). While checkpoint inhibitors (CPIls) have been approved CPI-naive R/R MSS-CRC cohort. 9 (57%) G1-2 events and 5 (24%) G3 events; no G4 or of:carget lesions from baseline in individuals with CPI-
as treatments for multiple solid tumors, they are ineffective for microsatellite » Median age 57 years (37-81); ECOG PS 0 (33%), PS 1 (67%). G5 AEs were reported. nalv.e VR I\:.SS_CdRC' +h 56 duct
stable colorectal cancer (MSS-CRC), leading to high unmet medical needs in this > Al subjects had at least 1 prior line of therapy, and 95.2% > Two subjects discontinued from the study due to fg:t:::t \a/]vchcl;er\mlaed stge"\‘:glO;:j’;;‘erzl‘;;;o;:;‘s’gn Ny
population. Since low levels of T cells in peripheral blood and within the TME of subjects received > 2 prior therapies. pneumonitis and pneumonitis/interstitial nephritis. ™ then achieved confirmed iPR with 30% tumor reduction

correlate with poor response to CPls!, we hypothesized that NT-I7, when
combined with pembrolizumab (pembro), may create a favorable immune-
reactive TME to enhance the CPI-related clinical activity in quiescent MSS-CRC. Characteristics Categories (n =21)

in the follow up scan.
**After pseudoprogression, patient achieved confirmed
iPR with 58% of tumor reduction. Target Lesion Measurements
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1Delyon J et al. Annals of Oncology, 2013 , (n=21) Note: one subject’s target lesion became not evaluable at the follow T
STU DY D ESIG N Age, year, median (range) i 57(37, 81) Any ADR 17 (81.0) | up scans and this subject had progression on non-target lesion at the % gg: +20%
Gender, n (%) Male 15 (71.4) ' 501 15t follow up scan S —. 40- | .
0 7 (33.3) ADR by severity § g gg: PD 239 3% -53% 589
> Open-label, phase 1b/2a study in patients with relapsed/refractory (R/R) ECOG Performance Status, n (%) . 14 (66.7) Grade 1 6(28.6) & ol . R
advanced solid tumors. (NCT04332653). Here, we report the phase 2a interim No. of previous lines of therapy, n (%) ) 1 (4.8) g;gjzg ggi'g; L Figure 2. Swimmer plot for the treatment duration N S Y FLIJI5
analysis in patients with CPl-naive R/R MSS-CRC tumors. ' ' 2 2 (9'5) Grade 4-5 0 (0'0) 3 —: f\\;lvseselésllgn%:espog.se Otf m(:'VIduta(ljS W':.h CPI-na|2v4e1RA{R -
. . | ) § 1 - . e median treatmen uration was . @ Sum of target lesions
» The Recommended Phase 2 Dose (RP2D) Is NT-17 |ntramusFu|ar|y (IM) 1,200 >33 12 Eéigi Most frequently reported ADR : . weeks. The objective response rate (ORR) was achieved
ug/kg every 6 weeks (Q6W) plus pembrolizumab 200 mg intravenously (V) : Fatigue 6 (28.6) : in 3 (18%)out of 17 evaluable subjects per iRECIST and . | | |
Q3W. Stage at diagnosis, n (%) 1 0 (0.0) Nausea 5(23.8) 3 :l 1 (6%) out of 17 evaluable subjects achieved confirmed Figure 3. Representative CT scans from the subject with CPI-
. , .. . . . . 2 ) T -
> Phase 2a followed the Simon’s minimax two-stage design. The interim analysis ; 2 g;:; EleVT_L A g(iz'g) ; 1 PR per RECIST v1.1. Disease control rate (DCR) was naive R/R advanced MSS-CRC that had a PD at the 1* .
was performed when 17 evaluable patients were enrolled in Stage |. 1 » (57'1) . .e y.mp Oms_ — (14.3) s "  Tomorswesmnt sl observed in 10 (59%) out of 17 evaluable subjects by assessmed”t and t_her;]aCh'EVEd confirmed iPR with -58% of
T ————— . (76'2) ADR resulting in drug discontinuation 2 (9.5) ] é( Islmlzig:%?msponse(ipm iRECIST and 9 (53%) out of 17 evaluable subjects by tumor reduction in the subsequent scans
; p 17 i ; — s Donad RECIST v1.1
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Primary objective able 1. Baseline and disease characteristics Table 2. Summary of adverse drug reactions The median follow-up was 5.8 months
» To assess preliminary anti-tumor activity of NT-I7 in combination with
pembro in patients with CPI-naive R/R MSS-CRC, based on Overall Response RESULTS BIOMARKER DATA
Rate (ORR) as assessed by Response Evaluation Criteria in Solid tumors (RECIST / 4 d I \ / 1 1 A N1 QGD / h ki d . fl . | h \
V1.1 and iRECIST) Lymphocytes and T cells Stem-cell memory CD8+ T cells (T.p) 17 (Q6W) Chemokines and Tumor-infiltrating lymphocytes
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» To further ass?ss the ant{-tumor actlylty of NT-I7 in co.mb|nat|on with ok 4 pembro (Q3W) <8 100— - T, - 800 g a0o-
pembrolizumab in these patient populations, based on Duration of Response 5 X ol ” - T » 2 2 1000
(DoR), Disease Control Rate (DCR), Progression-Free Survival (PFS), and Overall B el S 75— M 3 20 227 600— 5% 000- c‘gg
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. . . . . . . ({; 3 ‘ S CD8+ Ty, increase = O Figure 7. Plasmatic chemokines significantly increased after the first NT-I7 + pembro dose.
» The interim analysis met its primary endpoint, with an overall response £ 1= © 1.7 % Week 0 > These chemokines are potent chemoattractants that recruit lymphocytes into the tumor niche
rate of 18% per iRECIST and 6% per RECIST v1.1 in subjects with CPI- 0 0 wo wil w3 we w7 wo 16.3 % Week 1 0 W0 W1 0- while CCL19 is involved in the formation of tertiary lymphoid structures (TLS) within the tumor.
Naive R/R advanced MSS-CRC. WO W3 W6 W9 W12 W15 W18 W21 CDoE ‘ Lo ' \ / Analysis based on 17 evaluable patients. (*p<0.05; **p <0.001; ***p <0.0001; ****p <0.00001)
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» The combination of NT-I7 and pembro is safe and well tolerated at the Figure 4. Absolute lymphocyte counts (ALC) significantly increased & OE it
1,200 pg/kg dose. (3x over baseline) by week 3 and remained increased for the 80— 100- e S
duration of the follow-up. Analysis based on 17 evaluable patients. — i B e T
> CD8+ T\, a self-renewing population with superior antitumor activity % N g g0  HExx _ e W ‘ Vs
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) . . . - ' Figure 6. Stem-cell Memory CD8+ T cells (T,,,), the CD8+ T cell subset with self-renewal capabilities that have shown better antitumor activity compared with other memory o S
Results from the CPl-naive PanFreatlc cancer cohort are Shf)W” in Poster #408 H I ' T cell subsets, increased from 1.7% at baseline to 16.3% one week after the first NT-I7 dose. The associated upregulation of Ki67 (data not shown) suggests that proliferation, Figure 8. Tumor infiltrating lymphocytes (TILs) were quantified pre- and post-treatment (W5)
Results from a study of NT-17in GBM patients are shown in Poster #396 Figure 5. CD4+ and CD8+ T cells, following the same pattern, rather than re-distribution, is driving this increase. CD8+ T.,, absolute numbers peaked at week 3 with a 50x increase over baseline, while the other CD8+ T cell subsets from H&E-stained biopsies. Full sections were analyzed. Results are shown as the percentage
This study is in collaboration with increased 4x over baseline by week 3 and remained increased until increased in average by ~5x. After a pembro-only dose in week 3, the absolute numbers of CD8+ T..,, decreased, potentially by differentiation into effector cells. After a of stromal cells that are lymphocytes. The subject with immune partial response (iPR,
Merck Sharp & Dome Corp., a subsidiary of Merck & Co., Inc, Kenilworth, NJ, USA week 9 (last measurement). Analysis based on 17 evaluable second dose of NT-17 in week 6, CD8+ T, levels increased again, reaching >50x over baseline. These results suggest that the differential increase of the CD8+ T, subset representative images shown) showed enhanced TIL infiltration. Genomic analysis of biopsy
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