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Background Methods Table 3: Serious adverse events
Stratum D of the INSIGHT platform trial investigates the feasibility and safety of s.c.  This investigator-initiated phase I trial consists of four strata: intratumoral (A) Cohort 1 Cohort 2 Total
_ _ _ _ _ _ o _ ) _ _ 800mg Avelumab + 6mg IMP 321 800mg Avelumab + 30mg IMP 321
application of IMP321 (eftilagimod alpha) combined with the PD-L1 inhibitor avelumab  or intraperitoneal IMP321 (B); s.c. IMP321 with SOC (C) or with PD-L1 n=6 (%) n=6 (%) n=12 (%)
in advanced stage solid tumors. The MHC class II agonist IMP321 activates antigen-  inhibition (D). This poster focuses on Stratum D. Patients (pts) receive 800mg Serious adverse event G3 G5 G3 G3 G5
presenting cells followed by CD8 T-cell activation. The addition of avelumab aims at  avelumab i.v. g2w along with s.c. IMP321 injections (émg IMP321 in cohort 1 Acute kidney injury L (17%) L (8%)
enhancing activity by combining IMP321’s activating effects on immune cells with the and 30mg IMP321 in cohort 2). 12 pts were planned to be enrolled in Preilaus 1 (17%) 1 (8%)
release of immune inhibitory effects caused by interruption of the PD-1/PD-L1 axis. stratum D: 6 pts in cohort 1 and 6 pts in cohort 2. Primary endpoint is safety. Anal hemorrhage 1 (17%) 1 (8%)
. _ Gallbladder obstruction 1 (17%) 1 (8%)
Figure 1: Study Design
g y g ReSUItS Eye pain 1 (17%) 1 (8%)
. ITL-UTE:HI- - ke . Recruitment of Stratum D was completed in Aprii 2020  with
| ot A coeperas el Teasmpadsisim® 12 enrolled pts (6 in cohort 1 and 6 in cohort 2). Pts were/are treated for Table 4: Most common adverse events
individual) maximum . . . . . _ - e
oanprerranset | repested inections and inectionaw 2 .n:tTﬂ'iffi.";n'.'ﬁfL dose different tumor indications (Table 1). So far, no dose limiting toxicities (DLTS) Cohort 1
sandad herapy or i biopsies (pha 500 safety observetion] occurred. 6 serious adverse events (SAEs) were reported in Stratum D, none 800mg Avelumaﬁb ;r/6m9 IMP 321
EREEE IMP321 dose escalation of them related to any of the study drugs: 3 SAEs in 2 pts of cohort 1 (1 acute n=6 (%)
S B 1-3-b-12-30 m . . . . .
* Histologically Perllnnetall.iz:imnmatuﬁls | Injection gw Eﬂ :, o k|dney ”"]Jury grade 5 IN 1 pt, 2 prelleus gr‘ade 3 IN 1 pt) and Most common AEs Gl1/G2 G3
confirmed locall plus 50 h safety observation T . . . .
advanced or 3 3 SAEs in 2 pts of cohort 2 (1 anal hemorrhage and 1 gallbladder obstruction in Pain 3 (50%)
wmor | 1 pt, 1 eye pain in 1 pt, each of them grade 3) (Table 2 and Table 3). Nausea/Vormiting 2 (33%) 2 (33%)
standard-of -care v qw 2 or qw3 injection s.c. 30 me Regarding safety data in cohort 1, 43 adverse events (AEs; grade 1-2, 26; Agitation 1 (17%)
(SOC)/immune therapy therapy 1* or 2% line 2) IMP321 monotherapy (maintenance) . . ]
aw 4 injection s.c. 30 mg grade 3, 15; grade 4, 1; grade 5, 1) have been documented in 5 pts, so far. Injection site reaction 1 (17%)
Most common grade 1-2 AEs were pain, nausea, agitation, and injection site Preileus/ ileus 2 (33%)
« Patient eligible tc c.:mﬂ'::f'aﬂﬁm 1) Aveumab + WAPSZ1 (6 mg - 30 g .- reaction in 50%, 33%, 17% and 17/% of the pts. Most common grade 3 AES Ascites 1 (17%)
e ment it Cioes ol therapy for . 2) Avalumab monothesapy (maintenance were preileus/ileus, nausea/vomiting, and ascites in 33%, 33%, and 17% of the
advanced or metastatic w 2 for a maximum of further 6 months : .
disease) e e men pts (Table 4). One AE grade 4 (sepsis) and one AE grade 5 (acute kidney Table 5: Adverse reactions in Cohort 1
Table 1: Patient overview Injury) we.re. reporteq. 4 AEs. grade ;-2 wer.e p035|.bl3./ or definitely related to e |C°h§T; -
Pat-ID Cohort Indication Last prior PD-L1 staining/ MSI/ No of Best PFS 0S IMP321 (injection SIFe reactlor? _2X n 1 pt tever; lipohypertrophy), _8 AES "o vein;aG (%)mg
therapy molecular markes cycles response (months) (months)  grade 1-2 were possibly or definitely related to avelumab (nausea 3x in 1 pt; G1/G2 G3 G4 G5
001-017 Cohort 1 Adenocarcinoma 1° line FLOT PD-L1: nk, MSS 5  PD 2 11+ chills; fever; dyspnea; lipohypertrophy, sarcoidosis) (Table 5). The event Adverse reaction Causality Causality Causality
stomach ‘ : . d £ ol : IMP321 Avelumab IMP321 and Avelumab
001-018 Cohort 1 Adenocarcinoma Gem/Cis additive PD-L1: CPS 80%), MSS 3 PD 2 2 sarcoidosis’ was reported as an AE of special interest (AESI) concerning Fever 1 (17%)
gallbladder y Avelumab . All AEs grade 3-5 were unrelated to any of the study drugs. |
001-019 Cohort 1 Adenocarcinoma 3" line TAS-102  PD-L1: nk; Pan-RASwt 4 PD 2 6 . Lipohypertrophy 1 (17%)
right colon Out of the 12 pts enrolled, preliminary data revealed that so far 4 pts showed ctor it romct (199,
001-020 Cohort 1 Adenocarcinoma 3" line TAS-102  PD-L1: nk; Pan-RAS and 4 PD 2 9+ partia| responses acc. to RECIST 1.1 (2 pts of cohort 1 and 2 pts of cohort 2) e B Rl (17%)

rectum BRAF wt :
- - - - - Chills 1 (17%
001-021 Cohort 1Adenocarcinoma na PD-L1:TPS 1%, CPS 2%; 16+ PR 7+ 7+ 5 pts had disease progression (3 progressive diseases acc. to RECIST 1.1 in | (17%)
right colon MSI high (Lynch-Syndrome) cohort 1; 1 clinical progression in cohort 1 and 1 clinical progression in Dyspnea 1 (17%)
N Nk e N cohort 2). 3 pts of cohort 2 have not had tumor assessment yet, but are still Nausea 1 (17%)
001-023 Cohort 2Squamous cell  def. RCTx PD-L1: CPS 30% 3  SD 4+ 4+ under therapy without clinically signs of tumor progression. Sarcoidosis (reported as AESI) 1 (17%)
esophagus carbo/pacli
I 0T (56.Gy) Table 2: Summarized SAEs by patients i
001-024 Cohort 2Squamous cell  def. RCTx (5-FU+ PD-L1: TPS 50% 4+ PR 3+ 3+ yp Conclusion
anal carcinoma  mitomoycin C) SAE Cohort 1 Cohort 2 Total o _ _
001-025 Cohort 2 Adenocarcinoma 2" line pacli/ram PD-L1: TPS 30%, CPS 40% 4+ PR 2+ 2+ 800mg Avelumasb ;r/6m9 IMP 321 800mg Avelumag J;/30m9 IMP 321 15 (o) Combination treatment with avelumab 800mg and IMP321 6mg is safe and well
n= n= n= - . . - .
GEJ Typ 111 . (%) (%) (%) tolerated. Safety data of cohort 2 will be presented at a later timepoint. Individual
001-026 Cohort 2 Squamous cell def. RCTx PD-L1 negative, MSS 2+ nd* 1+ 1+ . : . :
cervix carcinoma  (cisplatin) Patients with at least ) (33%) ) (33%) s (33%) patients displayed responses which will be further evaluated.
001-027 Cohort 2 Adenocarcinoma 2" line FOLFIRI ~ PD-L1: CPS 80%, MSS 2+  nd* 1+ 1+ one SAE ° ° °
GE] Typ II
001-028 Cohort 2 Adenocarcinoma 2" line FOLFIRI ~ PD-L1: nk, MSS, RAS and 1+ nd* 1+ 1+ Patients with at least Study identifiers: 1D 300909
rectum BRAF wt one SAE with relation 0 (0%) 0 (0%) 0 (0%) Study management contact information: EudraCT-No.: 2016-002309-20
* response assessment not yet performed; + continuing and respective endpoint not yet reached to study treatment Dr. Regina Eickhoff, eickhoff.regina@ikf-khnw.de clinicaltrials.gov: NCT03252938 ASCO 2020



