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Background Methods Table 4: Most cor:_monfad\lle:_se e\'l‘t_en:s cudy d
Strata A/B of the INSIGHT study evaluate feasibility of intratumoral (i.t) and  This is an investigator-initiated study with currently 4 strata (St): i.t. (A) or i.p. efti (B); s.c. efti with SOC (C) or (irrespec we:mri: fons I:..,.o.:.:(: M:ug:
intraperitoneal (i.p.) eftilagimod alpha (efti, IMP321) monotherapy in advanced solid combined with avelumab (D) (Figure 1). Here we focused on St A/B. In St A, patients (pts) received i.t. injections |~ et et
tumors. This MHC class II agonist activates antigen presenting cells followed by D8~ With efti escalation 6-12-24-30mg in cohort 1 and the maximum tolerated dose (MTD) in cohort 2. In St B, pts with Jessesmsemsss - zese0 | 0
T- cell activation. peritoneal carcinomatosis received i.p. efti (dose escalation 1-3-6-12-30mg in cohort 1 and MTD in cohort 2). In s AGDG A
Chills. 1(125%) 1(125%) 1(25.0%)
both strata pts with a benefit after the last injection were offered s.c. efti for up to 52 weeks. Treatment was  cer naess (2% 1(125%)
Figure 1: Study Design accompanied by translational analysis of selected immune markers. Main endpoint was safety. — —
Tieus 2(50.0%)
Results —
Recruitment has been completed with 8 pts treated in St A (cohort 1: 3 pts. — 5 jij::; jim jizm

[2 gastric cancer, 1 peritoneal mesothelioma]; cohort 2: 5 pts [cancer of head & neck, colon {2}, papilla, lung]) and 4
pts in St B cohort 1 (2 gastric, 2 colon cancer) (Table 1). Final analysis was performed. No dose limiting toxicities
occurred. 14 serious adverse events (SAEs) have been reported: 8 in St A (2 in 1 pt of cohort 1, 6 in 4 pts of cohort

Table 5: Treatment related AEs

Stratum A Total Stratum B Cohort 1 (Escalation cohort)
=8 ) =4 (%)

2) and 6 in 3 pts of St B cohort 1 (Table 2, Table 3). 1 SAE in cohort 2 of St A was related to study procedure e S A R I N S S —
. . ) Aodominal pain 1(25.0%
(sudden death NOS grade 5). 1 AESI (chills grade 3) probably related to efti occurred in St A cohort 1. Of the = N e L (s)
heavily pretreated pts, 5 had stable disease (SD) (3 gastric, 2 colon cancer), 5 progressive disease (RECIST) and 2 comstpation 1(25.0%)
clinical progression. 2 of the SD pts. had PFS of 3mo (1 gastric St A; 1 colon St B) and 2 SD pts. had PFS of 4mo %= L2 TN
- ) A o Diziness 1(125%)
(2 gastric St B) (Table 1). The SD gastric cancer pt of St A with PFS of 3 mo had an OS of 28 mo with increase of L2 s
PD-L1 in the immune cells from 20% at baseline (BL) to 30% (D29 + D71) (Figure 2, Figure 3). 3 SD pts with gastric e« 1(125%)
cancer showed high CD45, CD163 expression at BL (tissue). Blood cytokine profile: 1 SD St B pt (001-002) showed "= AES)
. 'y . . . . . . . Pain 1(12.5%)
a significant increase in IFN y, 4h - 24h after inj. measured on D1/D29, combined with a moderate increase in CD4 .. e
and CD8 cells (Figure 4). Increase in IFN y with additional NK cells was also seen in 1 SD St A pt (001-001). purts 1(125%)
Sudden death NOS 1(125%)
Table 1: Patient overview Table 3: Serious adverse events (irrespective of relationship to study drug) Yeneio ——
PatlD  Stratum/ Indication Lastprior therapy ~ PD-Listaining/  Noofefti Injected ~Maxdose  Best response PFS os Stratum A Cohort 1 Stratum A Cohort 2 Stratum A Total Stratum B Cohort 1 Translational Data
Cohart MSlifiMoleculainiection=y Sllesion (mg] (i) | (it Escalation cohort  Consolidation cohort Escalation cohort
markers
=3 (¥ = =8 (¥ =4 (¥
001-001 A/1 Gastric cancer  FOLFIRI / 2" Jine TPS 10%; CPS 15% 7 Stomach 30 SD 3 28 n=3 (/u) n=5 (%) n=8 (/ﬂ) n=4 (/O)
001004 A/1 Peritoneal Cis-platin / pemetrexed No data available 4 Abdominal 30 PD 1 3 Serious adverse event G3 G5 G3 G5 G3 G5 G3 G5
oS e ém ine el Colonic hemorrhage 1 (33%) 1 (13%)
001-005 A/1 Gastric cancer Irinotecan + MsS 4 Abdominal 30 PD 1 2 Gastric hemorrhage 1 (33%) 1 (13%)
ramucirumab / 3" line : wall Bile duct stenosis 1 (20%) 1 (13%)
001-007 A/2 :laena;rand neck ;)gi::xe\/ No data available 4 Liver 30 PD 2 14 Ascites 1 (200/0) 1 (130/0) Figue 2 (ot 001.001)
001-008 A/2 Colon cancer  FOLFOX / 6" line MSS / Ras mt 4 Liver 30 PD 2 2 Fatigue 1 (20%) 1 (13%)
001-010 A/2 Papilla FLO / 4" line PD-L1 neg / MSS / 4 Liver 30 PD 1 i Pleural infection 1 (20%) 1 (13%)
carcinoma Her2* 0 0,
001-012 A/2 Colon cancer  FOLFIRI / 6™ line MSS / 1 Liver 30 missing 2 2 SUd_den, death NOS 1 (200/0) 1 (130/0)
RAS wt - BRAF wt (clinical progression) Aspiration 1 (20%) 1 (13%)
001-015 A/2 Lung cancer  Gemcitabine mono /  TPS 50% 1 Lung 30 missing 1 1 Ileus 2 (50%)
5% line (clinical progression) .
001-002 B/ 1 Colon cancer  Capecitabine / 2" ine  Nodata available 6 Peritoneum 30 SD 3 20 Thromboemb0|lc event 1 (25%)
001-006 B/ 1 Gastric cancer  FOLFIRI / 3" line No data available 6 Peritoneum 30 SD 4 4 Tumourpain due.to 1 (25%) Figure 3 (pt 001-001)
001-013 B/ 1 Colon cancer FOLFOX + bevazizumab MSS / RAS wt / 1 Peritoneum 1 SD 0 0 tumour progression Col
/3% line BRAF wt Multi-organ failure 1 (25%)
001-016 B/ 1 Gastric cancer  Ramucirumab / 2™ line No data available 5 Peritoneum 30 SD 4 4 Vomiting 1 (250/0)
Table 2: Summarized SAEs by patients Conclusion
SAE Stratum A Cohort 1 Stratum A Cohort 2 Stratum A Total ~ Stratum B Cohort 1 ; 3 . ) . ) . .
Escalation cohort  Consolidation cohort Escalation cohort Intratumoral and intraperitoneal administration of efti up to 30 mg is feasible, although technically
n=3 (%) n=5 (%) n=8 (%) n=4 (%) : H H o] H ot Figure 4 (pt 001-002)
Patiesits vith ot least one SAE T AR PR ERE] challenging, and displayed signals of clinical and cytokine activity. S
N - . N 1FN-g] (pg/mi) tudy identifiers:
Patients with at least one SAE with relation to study treatment 0 (0%) 1 (20%) 1 (13%) 0 (0%) First author contact information: First author conflicts of interest: Study contact information: Study sponsored (grant/IMP) by: EudraCT-No.: 2016-002309-20
Patients with at least one AESI (related to study treatment) 1 (33%) 0 (0%) 1 (13%) 0 (0%) Salah-Eddin Al-Batran, albatran@ikf-khnw.de Resarch grant IMMUTEP Regina Eickhoff, eickhoff.regina@ikf-khnw.de Immutep GmbH Clinicaltrials.gov: NCT03252938
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