"(F Lﬁ?ﬁiﬁ%h&“&gebsfﬁrszhung #2518: Phase I INSIGHT platform trial: Advanced safety and efficacy data from stratum D
T avaluating feasibility and safety of eftilagimod alpha (soluble LAG-3 protein) combined with
avelumab In advanced stage solid tumors.

ID 2518
ASCO 2021

Thorsten O. Goetzel-3, Daniel W. Muelleri3, Mohammad-Reza Rafiyan?, Dragan Kiselicki?, Timursah Habibzade?, Marina Schaaf3, Regina Eickhoff3, Elke Jager?, Salah-Eddin Al-Batrani?3

IKrankenhaus Nordwest, University Cancer Center Frankfurt, Frankfurt, Germany; ¢2Krankenhaus Nordwest, Frankfurt, Germany;
3 Institut flr Klinische Krebsforschung IKF GmbH am Krankenhaus Nordwest, Frankfurt, Germany

Backg round Methods Table 3: Serious adverse events (irrespective of relationship to study drug)
. s . This IIT platform trial consists of 5 strata: intratumoral (A) or intraperitoneal Cohort 1 Cohort 2 Total
Stratum D of the INSIGHT platform trial evaluates s.c. eftilagimod alpha (efti, fti (B) P fti with SOC (C) o DD 1 inhibit (D() )St CE P ’ 800mg avelumab + 6mg efti 800mg avelumab + 30mg eft
: . . . . eftl » S.C. efti wi or wi -L1 inhibition . Strat E Is curren n=6 (%) n=6 (%) n=12 (%)
IMP321) combined with avelumab in advanced solid tumors. Efti is an MHC class II 4 c,I I ¢ and start h o bination. This abet 2; o : - - - - - - - - - -
- : - : : - under development and starts soon with a new efti combination. This abstrac erious adverse even
agonist which activates antigen-presenting cells followed by CD8 T-cell activation. ; pl' _ data of Strat D. Patients (pts) ed 800 I . Acute renal insufficiency 1 (17%) 1 (8%)
. : : . ocuses on preliminary data of Strat D. Patients (pts) receive mQg aveluma 1 1 (17%) 1 (8%)
Combination with PD-1/PD-L1 blockade aims at enhanced efficacy. | prefiminary data | P J oo R T L (%)
.v. g2w along with s.c. efti: 6mg in cohort 1 (coh 1, 6 pts), 30mg in cohort 2 Diffuse myocardial fibrosis L (17%) 1 (8%)
(COh 2 6 ptS) Primary endpoint_ Safety Gallbladder obstruction 1 (17%) 1 (8%)
/ " " " Eye pain 1 (17%) 1 (8%)
Figure 1_ StUdy Design Headring imsai;ecll 1 (17%) : ) &%) 1 (8%)
. Feeding tube dislocation 1 (17% 1 %
RESUItS Skin infection 1 (17%) 1 (8%)
mermeien e TR Recruitment has been completed with 12 pts (coh 1: gastric, gallbladder, colon
Inclusion criteria (selection only): Core period Stratum A Extension period straum A c@NCer, pleural mesothelioma; coh 2: gastric, gastroesophageal, anal, rectum, Table 4: Most common adverse events
® Patient failed standard Tumos::::z:;ilﬁe for Eﬂ:‘f;;:?:;':gmn (i:gli:ir:::clileTt?)::;;m CerVIX Uterl) (irrespeCtive Of relationShip to Stuc'y drug)
herepy o refused repeated njections and olus 50 h aafory cbservation) ntratumoral injections w2 NO dose limiting toxicities (DLTs) occurred. With data cut off from 22-Jan-2021, Cohort 1 Cohort 2
ntolerable towards 10 serious adverse events (SAEs) were reported, none of them considered 800mg av:y??% 6mg efti 800mg avilgn;a(lz/:)BOmg efti
srandare therapy Efti dose escalation " " 1A " - -
Straturm B o1y 0 causa_illy related (4 In 3 pts of co_h 1 _[1 acute renal msgfﬁuency grade_ 5in 1 pt, T G1/G2 - G1/G2 -
" Histologically Peritoneal carcinomatosis Injection qw2 2 2 preileus grade 3 in 1 pt, hearing impaired grade 4 in 1 pt] and 6 in 4 pts of Pain 3 (50%) 1 (17%) 2 (33%)
confirmed locally (plus 50 h safety observation) ) _ _ _ \ Vorniti 5 (33% 5 (33% 1 (179%
advanced or 2 coh 2 [1 anal hemorrhage and 1 gallbladder obstruction in 1 pt, 1 eye pain and Injgz*;zﬁ annd ; §170/°; (33%) : §170/°§
E:Trtat.csou.d - n 2 1 feeding tube dislocation in 1 pt, each grade 3, 1 skin infection grade 2, Tleus 2 (33%)
. : : therapy + Efti ™ - . . . . . . _
catient receives o Stratum € qw 2 or qw3 injection s.c. 30 mg 1 diffuse myocardial fibrosis grade 5]. 1 AE of special interest (AESI) possibly Chills 1 (17%) 1 (17%)
oncurrent immune . . . . . . 00 00
(50C)/immune therapy it 2 E monatherapy (mlntenance related with avelumab (sarcoidosis grade 1) occurred in coh 1. 2 pts completed okalenia | (1o SAL) (%)
.................................................................................... max treatment duration with 24 cycles. CRP increased 1 (17%) 1 (17%)
Stratum D E In coh 1, 47 adverse events (AEs; grade 1-2, 29; grade 3, 14; grade 4, 3; DIERTEE R - ()
* Patient eigible to Sttt ol S grade 5, 1) occurred in 5 pts. Most common grade 1-2 AES were nausea, pain rypothyroidism 2(33%)
treatment with (no more than 3 prior gw 2 for a maximum of 6 months E 9 . - y
e lines of therapy for 2) Avelumab monotherapy (maintenance) n I 0 0 I 1t I
lumab _lines of herapy for )Avelumat monctherspy(maitenanee) In 33%, 33% ot the pts. Most common grade 3 AEs were lleus, vomiting In Table 5: Treatment related AEs
_ e : 33%, 33% of the pts_. 2 AEs grade 4 (hearing impaired, sepsis) and 1 AE_grade Cohort1 canes |
llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll ] 5 (acute renal InSUﬁICIenCy) Were reported. AII AES grade 3_5 Were ConSIdered 800mg avnei’lén?‘?/o_')_ 6mg eft| 800mg avilin;a(?)/:):somg eftl
causally unrelated. G1/G2 G3 G4 G5 G1/G2 G3 G4 G5
Table 1: Patient overview In coh 2, 51 adverse events (AEs; grade 1-2, 29: grade 3, 19; grade 4, 2; grade Adversereaction  CUCRIY COUEEY o avelumab “lafli | avelumah eftiand avelumab | efi | avelumab efti and avelumab
PatiD Cohort Indication Last prior therapy ;T:}I;::j:irn:frli::” :;::szs N:ﬁ?f Av:ﬁ.;fah re:;ise (mI:tis} (m;?hs} 5’ 1) Occurred in 5 ptS The most common grade 1_2 AE was hypOther|d|Sm in E:!S : 1 (17%) o 1 (17%)
injections adminin. 33% of the pts. 1 AE grade 5 (diffuse myocardial fibrosis) was reported. Only 1 — Yo
001017 Conort 1 ATOSIEINOMS o SDL1: nic MSS : 5 : D 19 tes AE grade 3-5 was considered causally related (urinary tract infection grade 3 — B (7%
001-018 Cohort 1 ;;T;:Z::i”“ma S:d”i’:i’f:fbi”e" cisplatin 5h ) 1. cps 80%, MSS 3 3 3 PD 1.7 1.7 related with avelumab)- Hypotension 1 (17%)
. I - othyroidism %
001015 Cano 1 AN suinis 0 iy s 4 \ \ — 1 T S5 pts showed partial response as best response (2 coh 1: colon, pleural — B e
001-020 Cohort 1 Adenocarcinoma 3 fine TAS-102 PD-L1: nk; Pan-RAS and 4 4 4 PD 50 18.4* meSOthe“Oma, 3 COh 2 gaStI'IC, anal, CerV|CaI), 1 Stable dlsease Wlth CllﬂICal Lipohypertrophy 1 (17%)
rectum BRAF wt ' ' . . . . .
A PD-L1: TPS 1% CPS 2% progression (coh 2) (all but one of these pts still alive), 5 disease progressions Nausea L (17%)
001-021** Cohort 1 * @enocarcinoma na MSI high (Lynch- 24 12 24 PR 17.8* 17.8* . : : Sarcoidosis 1 (17%)
fight colon syndrome) acc. to RECIST 1.1 (3 coh 1, 2 coh 2), 1 clinical progression (coh 1). Signals of T E—————— TEh
001-022 Cohort 1 Pleural mesothelioma na Nk 16 12 16 PR 7.5 15.8* activity were also observed In pre_trea’[ed MSS/PD-LllOW ptS_
001-023 Cohort 2 ::::;Z:;CEH E:J.Eﬂfé?gﬂa“m PD-L1: CPS 30% 3 3 3 SD 15 13.2* COI‘IC'USiOI‘I
s e, Satamous collanal Def RO (BFUS 5 . 5 — T T Table 2: Summarized SAEs by patients | | | |
————————— SHE R e — Combined treatment with avelumab 800mg and efti émg (coh 1) or 30 mg efti (coh 2)
-~ ++ L cPS 4% ! - ! S R — 800mg avelumab + 6mgefti  800mg evelumab + 30mg ef seems feasible and safe. No unexpected AEs occurred. Signals of efficacy with CPI-
001-026"* Cohort 2 cenical cal.'cinoma Def. RCTx (cisplatin) PD-L1 negative, MSS 9 9 9 PR 3.9 3.9 n=6 (%) n=6 (%) n=12 (%) COmblnathn Were Seen (DCR 50.00/0)
e SRR gtéin$;:rﬁlncma 2 ing FOLFIRI PD-L1: CPS 80%, MSS 4 4 4 PD 18 9.9* Patients with at least one SAE 3 (30%) 4 (67%) 7 (58%) First auth tact inf ti
. ' ' IFST aUtnor contact intrormation. ' 1fi :
001-028** Cohort 2 Adf"“am'””ma 2" line FOLFIRI PD;IL;;:‘;; Mfs’ RAS 4 4 4 PD 1.9 9.4* Patients with at least one SAE 0 (0%) 0 (0%) 0 (0%) - Study Identlf_lers'
rectum an w with relation to study treatment Thorsten O. Goetze, goetze.thorsten@ikf-khnw.de EudraCT-No.: 2016-002309-20
. Clinicaltrials.gov: NCT03252938
* time to event not yet reached; ** low PD-L1 and MSS stable; - - - - -
nk = not known; SD = stable disease; PD = progressive disease; PR = partial response; response = acc. RECIST 1.1 First author conflicts of interest g;uﬁ:g Egl?hao?feg}ce%to?ﬁgt?:;é?gﬁ I:E:\?/\il:lc?en.  Study supported by Immutep GmbH (grant/IMP)
TPS = tumor proportion score; CPS = combined positivity score TOG had an advisory role for Lilly, MSD Oncology, Bayer, SERVIER, BMS and Roche, served as speaker ° ’ e | * Avelumab was provided by Pfizer, as part of an alliance
for Lilly, MSD, Servier, and received research funding from Deutsche Forschungsgemeinschaft, Deutsche between Pfizer and Merck KGaA, Darmstadt, Germany
Krebshilfe, Gemeinsamer Bundesausschuss and AstraZeneca




