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Background: CV8102 is a non-coding, non-capped RNA complexed with a carrier peptide activating the innate (via TLR7/8, RIG-I) and adaptive immune Methods: Study CV-8102-008 is an open-label, cohort-based, dose escalation and expansion phase 1 study. Eight intratumoral injections of CV8102 are

system. An ongoing phase I trial (CV-8102-008) is investigating i.t. CV8102 either as a single agent or in combination with systemic anti-PD-1 antibodies being administered initially over a 12-week period. Primary objective of the dose-escalation part is to determine the maximum tolerated dose and
in patients with advanced cutaneous melanoma (MEL), squamous cell carcinoma of the skin (SCC) or head and neck (HNSCC) and adenoid cystic recommended phase 2 dose [NCT03291002].
carcinoma (ACC). The dose escalation part of this study has been completed, and preliminary results from this part are reported here.
1. Patient Characteristics & Dose Level Enroliment 3. Overall Response per RECIST 1.1 4. Case Reports: Partial or complete response after
(cutoff date June, 215t 2021) (R e 7 i B GHEnd e ey o228 elibs ) CV8102 treatment in combination with anti-PD-1
- — Si 1 Overall stable disease according to RECIST 1.1 for 9 months with
Number of patients (%) Number of treated patients o | Cohort A - single agent CV5102 shrinkage of the noninjected Iesign. _ _
Characteristics Single agent anti-PD-1 combination All Indication Dose Anti-PD-1 pre-treated 2 Complete regression of injected and multiple noninjected lesions. " 64-year old male patient with locally advanced HNSCC Stage IVa at study
(n=33) (n=25) (n=58) Dose level | . : anti-PD-1 HNSCC 100 ug No | CEECRCE O oy ° Partial response according to RECIST 1.1 after an early decrease entry
e Ingie agen combination MEL 25ug No | OO o in elevated serum LDH. = Previously treated with Pembrolizumab and Nivolumab; best response
range (yrs) 35.91 36-90 35.91 (n=33) (n=25) mgt 41128 Eg $§S _32 4 SD according to RECIST 1.1 with 50% regression of the injected progression
B B B e e lesion ) . .. . : : : :
' ACC 150 ug N . s & e - _ _ _ = Patient received 8 CV8102 injections in combination with biweekl
median (/rs) °° > > ACC 150 g No | B o > SD according to RECIST 1.1 for > 6 months with shrinkage of Nivolumab J ’
Sl 23 g 1 1 MEL 900 ug Yes | | the injected and the noninjected lesion. - -
Male 15 (45) 14 (56) 29 (50) ACC 300 ug Yes | EEEEECOEEEE OO 6 Early termination due to AE. * RECIST 1.1 evaluation after 9 weeks showed Stable Disease
Female 18 (55) 11 (44) 29 (50) 50 ng 5 5 égg égg ug mo e e el = Patient underwent salvage tumor resection (including area of injected
ug No | OSSO . i :
cMEL VEL 150 ug Ves 54 Cohort A - Single Agent CV8102 lesion) due to persistent tumor hemorrhage 11 weeks after last dose
Stage IIIB 1 (3) 0 (0) 1 (2) MEL 100 ug No | EEEEEEEEECEE o Change in Sum of Target Lesions (%) by Dose = Histopathological results showed a complete response in the resected
Stage IIIC 4 (12) 5 (20) 9 (16) 100 ug 2 2 ACC 200 ug No | MO v Dose (ug) specimen with no tumor cells detected
ug No | I—“S
Stage IV 9 (27) 15 (60) 24 (41) SCC 600 ug Yes | OO | 900
HNSCC 150 pg 6 3 SCC 600 ug Yes | IO ® ; 223 Case report 012, 900 pg DL, partial response
Stage IV 4 (12) 5 (20) 9 (16) mgt 988 zg i:: I————— B 300 = 84-year-old male patient with stage IV melanoma at study entry.
L e
cSCC 200 ug 6 3 MEL 200 ug Yes | RS 200 = Previously treated with Nivolumab for 4 months; best response
Stage III 1(3) 0 (0) 1(2) ACC 200 us No | I— S B 100 progression
Stage IV 5 (15) 0 (0) 5(9) 300 g 2 2 MEL 200 ug Yes | EEEEE® z [ 50 = The patient received 8 CV8102 intratumoral injections in combination
ACC MEL 600 ug Yes | W ¥ p: L 25 with four weekly Nivolumab
Stage IV 9 (27) 0 (0) 2 (1) 450 1g , , Q‘éf ggg 33 ygs — 5 = LDH not elevated
I o
ECOG PS HNSCC 150 ug Yes | IEEEESv B OnCV8102 treatment| 2 = Overall partial response according to RECIST 1.1 after 12 weeks with re-
0 17 (52) 18 (72) 35 (60) RP2D HNSCC 300 ug Yes | @Y @ On study 5 gression of the injected and noninjected lesions
1 16 (48) 7 (28) 23 (40) 600 ug 6 4 aﬁgcc 288 ug ies e O SD EE: arm :
u es _' -
Pre-treatment with anti-PD-1 19 (58) 22 (88) 41 (71) MEL 600 ug Voo | E—— ® 2 ZE Zein_ect?sss Cr\?gln(;;n
* SCC 50 ug Y e
Pre-treatment with anti-CTLA4 3 (9) 11 (44) 14 (24) 200 ug 6 6 2 200ue No | mmme o PD R - R —
*1/6 with DLT and 1/6 related G3 event post DLT evaluation MEL 900 ug Yes | BT 6 ¥ Death ' e o |
Due to rounding, percentages presented above may not add up precisely to 100%. period | | | | | | | | | | | Injected P R e 3
0 4 8 12 16 20 24 28 32 36 40 Each bar represents one patient in the study. All patients lesion _
with RECIST 1.1 evaluable response are displayed. Change
2- MOSt Frequent Treatment Emergent Adverse EventS (TEAES) Weeks to smallest sum post-dose 1S depicted_ (arm) \u\lﬂl\\\“-\'- "
(*occurring in = 6 (10%) patients, preliminary data with cutoff date June, 21st 2021) *Pati ith £ h f b i ith |unlunlmlllmlul\ B
Cohort C — CV8102 + anti-PD-1 atient. chtl ~ hegative ¢ E;_n%eD . |;omt aste Ine  wi &4 s
progression during previous anti-PD-1 treatmen e -
Number of patients with =1 TEAE (%)* = > Grade 3 AEs considered treatment Indication Dose Anti-PD-1 pre-treated
related per investigator’'s judgement MEL 600 . . .. : :
AE preferred term Single agent | anti-PD-1 combination - o : . ug Yes | O Partial response of the injected lesion, but patient developed
P (n= 33) (n= 25) occurred in 7 (12%) patients: MEL 600 ug Yes | NG . Sdditional lecions.
DL 25-900 ug DL 25-900 ug . ISingle agent:( transient G3 elevation of ||/iyNscc 150 ug Yes | NON (o) 8 Mixed response with regression of the injected and several
iver enzymes (1 pt 150 pg, 2 pts 200 pg, 1 MEL 50 ua"y B noninjected lesions. Progression of other noninjected lesions. .
Any Adverse Event 33 (100) 25 (100) 58 (100) 22 (38) ot 900 g in context of G2 CRS (DLT per et oo EZ YZ: Emm— 8 o Withdrawal of concent. 5. Conclusion
protocol)), G3 immune-mediated 5
Pyrexia 17 (52) 11 (44) 28 (48) 0 (0) pneumonitis (1 pt 900 pg). MEL 200ug Mo | EEEEEEEE e .
N . : MEL 150 ug Yes | [HE v Cohort C - CV8102 + anti-PD-1: CV8102 showed an acceptable safety profile
Fatigue 12 (36) 8 (32) 20 (34) 0 (0) - ﬁomt::lnatlon dwgl; | an:!-PD-::c.: G3 MEL 200ug Yes | e Change in Sum of Target Lesions (%) iay Dose
| ”;’ggg ((Tsp;(;? 183 19) ang ?;\gaelf)er\]/atoed 22;32 MEL 100 ug Yes | e = CV8102 was tolerated without DLTs at doses up to 600 g
Chills 6 (18) 10 (40) 16 (28) 0 (0) amylase (1 pat 100 ug). MEL 50 ug Yes -- "z‘ Dose (ug) (single agent and combination with anti-PD-1)
MEL 300 ug Yes (o) ] H 900 _ .
Headache 2 (27) 3 (12) 12 (21) 0 (0) Freatment related SAES ber investicatore | (MEL_300ug Yes | IG—B_-o 30 - m 600 In the 900 pg single agent cohort, 1/6 patients
Injection site pain 8 (24) 4 (16) 12 (21) 0 (0) judgement: P ? IMEL_ o00ug Yes | I o | case o012 70- B 300 experienced a DLT and 1 further patient a potentially
. Sinal G CRP | | of 150 MEL 900 ug Yes | EEEEEEE® 60 - m 200 related G3 AE after the DLT evaluation period
Nausea 8 (24) 3 (12) 11 (19) 0 (0) Dll_ng (eaza?cent. _ 1'”Ctr938%( ptDLS é? MEL  450ug Yes | N @ s s- @ 150
- s AT o i v . Chifl's pyreuxrigogn%a\'/r;ngitirﬁ’g ~- pglgexia)él o |[MEL 100ug ves | @ T w0 u 100 Preliminary evidence of efficacy was observed in single
nfluenza like illness (21) (8) (16) (0) 300 pg DL), G2 cytokine release syndrome ||MEL ~ 600ug Yes | NNV 2 - 0 25 agent and anti-PD-1 combination cohorts including anti-PD-1
Urinary tract infection 4 (12) 5 (20) 9 (16) 1 (2)8 (1 pt 900 pg DL), G3 immune-mediated HNSCC 600 ug Yes | [N® § - refractory patients
pneumonitis (1 pt 900 pg DL). HNSCC 900ug No | @ ®
. . . 2 10
C-reactive protein increased 5 (15) 2 (8) 7 (12) 0 (0) . Combination with anti-PD-1: G3 Inpatient II\-I/II;fCC 932 ug \I\(Ies H B OnCV8102treatment| & ,. 1EC'>OOb|.|cE;hwas seI;}cted as recclomms_ndi_d phaiE 2 c’:PlsfﬁngPZD)
: : : ' ' ug No or Do monotnera and compination wi antl- -
Injection site erythems 2 (6) 5200 7012 0(0) 5 Widkine release syndrome (1 pt || HNSCC S00ug ves | IR o pr Y antibodies o
T : 300 pg DL), Gl cytokine release syndrome ||MEL  200ug No | HEN @ 20
Pain in extremit 4 (12 3 (12 7 (12 0 (0 . O SD . L .
y (12) (12) (12) ©) (1 pt 600 pg DL), G1 cytokine release |IMEL ~ 900ug Yes | I ® PD 307 An expansion part of the trial is ongoing to generate further
Anaemia 5 (15) 2 (8) 6 (10) 2 (3)5 syndrome (1 pt 900 pg DL). MEL 50 ug Yes | M@V Y Death 0] data on safety and efficacy of the RP2D in melanoma
) . .. e e | | | | | | | | | | | | | ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' tlents
= Dose Ilimiting toxicities per protocol pd
Arthralgia 4 (12) 2 (8) 6 (10) 0 (0) (occurring within the first 2 weeks of 0 4 8 12 16 20 24 28 32 36 40 44 48 E"?‘Chh F?;élgp;eientslonsl batient in the Sdt-Ud|y' A('J F?gients
Asthenia 3 (9 3 (12 6 (10 0 (0 treatment): Weeks Wit .1 evaluable response are displayed. ange : e
(9) (12) (10) (0) » G3 increase in ALAT and ASAT in context of || Each bar represents one patient in the study. Bars end at patient’s trial completion or to smallest sum post-dose is depicted. All data presented: Preliminary and unclean data
Decreased appetite 3 (9) 3 (12) 6 (10) 0 (0) G2 cytokine release syndrome in a patient ?re ;utfoff Zt pEog;ESS'ISn E)r:" Ifl; T_dlctatedr; adt'tl:lmhe of gonsent vzltgdzawal or;( Zarly *Patient with negative change from baseline with <U R@ Correspondence should be addressed to:
§ d lated bV | tigat treated with 900 ug single agent CV8102. ermination due to AE. 'Death’: Patients who died have been marked, the mark does roaression during previous anti-PD-1 treatment
A55E55ea as LATElated by MVEstIator not correspond to the time of death. Prog IP Khe ROA people® CV-8102-008@CU Fevac.com




