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Vaccine Development: Target Identification

Cancer immunotherapeutic:
» Immunization against tumor target can boost T cells that recognize and destroy the tumor cells

Vaccine
/ Survivin | » Maveropepimut-S (MVP-S), formerly
Tumor . Overexpressed in >90% | ’ DPX- Survivac, leverages the DPX
target of EOC. ’ i platform, a lipid-based delivery
| ] system, to educate a specific T cell-
. @ . Plays a key role in S based immune response to 5 HLA-
apoptosis, proliferation - restricted peptides from survivin.
T cell ~ MHCmolecule  gnd angiogenesis.
Tumor @ |
cell  Correlates with
progression and drug
resistance.?
1.Berinstein NL, Karkada M, Oza AM, et al. Oncoimmunology, 2015.
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Background

» MVP-S incites a robust and persistent, survivin-specific immune response and promotes tumor
T, B, and NK cell infiltration.

» Combination with Pembrolizumab and Cyclophosphamide:
» Increase stimulation of effector T cells activity combined with T-regs inhibition.

» MVP-S shows clinical benefit in hematologic and solid cancers.

Survivin-specific cytotoxic T
cells (CTLs), B cells, and NK
0 cells in the blood

G B cells release survivin-

' specific antibodies

< ”r
o Survivin antigens are e APCs recruit to the o -3
formulated with the DPX Injection site and .
delivery platform present antigens to Lymph node vy 4 ¥ o'
naive immune cells e CTLs recognize Survivin - N-
APCs migrate to on the surface of tumor \e .\&
lymph nodes where T cells.
cells get activated
against the antigens Target cell is destroyed
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Background

« Ovarian Cancer trials with Maveropepimut-S:

= Phase |: Effect of CPA on the immunogenicity of MVP-S*
o 18 patients — Advanced OC with no PD post-chemotherapy.
o Immune modulation with CPA enhanced the immunogenicity of MVP-S.

= Phase IB: MVP-S combined with CPAZ

o 38patients — Stage lIC-1V recurrent OC
o Safety confirmed. Signal of clinical activity.
o Strong and sustained immune response across different dosing regimen

= Phase 2: MVP-S and CPA in recurrent epithelial OC (DeCidE trial)?
o 19 evaluable subjects -5 PR + 10 SD.

o Active immune response in majority of subjects tested, notably in responders and
subjects with clinical benefit.

1. Neil Berinstein. J Clin Oncol 31, 2013 (suppl; abstr 3030)
2. Michelle Wilson. J Clin Oncol 32:5s, 2014 (suppl; abstr 5555)
3. Oliver Dorigo. J Clin Oncol 36, 2018 (suppl; abstr 5510)
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Study Design
Phase 1 Dose Escalation Cohort Phase 2 Dose Expansion Cohorts

Platinum-Resistant Epithelial Ovarian Cancer
« All histologies; Unlimited previous lines; Measurable disease; ECOG 0-1 Cohort A

Days -7 0 7 14 21 28 35 42 49 56 63 70 77 84 Platinum-sensitive High-Grade Serous or

|—|—|—|—|—|—|—|—|—|—|—|—|—'—> Endometrioid cancer

No more than 4 prior lines of chemotherapy

MVP-S '
Priming 0.25mL SC Cohort B
MVP-S 1 1
Boosting Qbwks Platinum-resistant High-Grade Serous
gt';’ g'ESTL or Endometrioid cancer
-&.U.0om
Pembrolizumab t t " ' t No more than 4 prior lines of chemotherapy
200mg IV Q3wks
CPA
e s HEE BN BN BN BN Em B D eaReEe
7 days on/off Other epithelial subtypes, irrespective of
: : P i P p o p e P P prior therapy and platinum free interval
Correlative Biopsy 1 Biopsy 2 : : :
Studies Biiine traaiiosnt C1D15 +/- 7 days Blood draws at various time points
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Biostatistics

Phase | Dose Escalation Cohort Obijectives

» 3+ 3 design. Primary

» Sample size: 9-12 patients™. » Efficacy:

» Evaluable for safety - at least one MVP-S and Clinical Benefit and ORR by RECIST 1.1.
Pembrolizumab dose.

> Dose Level is safe if < 1 DLT occur in 6 subjects. Secondary

» Safety and RP2D.
» ORR by IRECIST.

*Additional patients could be included for safety review or to confirm RP2D. > PFS and OS
Ph 2 = lon Cohort B cxploratory
ase < Uose expansion Lono » Immune response during treatment.

> 10 patients; » Activity in other epithelial subtypes.
» Signal of activity: 2/10 PR or SD for 12 weeks.

Time cut off for this analysis: April 201, 2022.
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Study Population

.. Phase | Cohort B ch T Phase | Cohort B B
= aracteristics All (N =26
Characteristics (N=16) (N = 10) All (N = 26) (N=16) (N = 10) ( )
Age, median (range) o7y (36-77) 61y (49-78) 60y (36-78) BRCA mutation
ECOG
0 i 1 (10%) 1 (4%) Positive 4 (25%) - 4 (15%)
1 16 (100%) 9 (90%) 25 (96%) Negative 8 (50%) 10 (100%) 18 (69%)
AL Unknown 4 (25%) - 4 (15%)
White 15 (94%) 5 (50%) 20 (77%)
Asian 1 (6%) 3 (30%) 4 (15%) MMR status
Unknown - 2 (20%) 2 (8%)
Histology Proficient 8 (50%) 1(10%) 9 (35%)
0 0 0
HGSOC 11 (69%) 10 (100%) 21 (80%) Deficient* 2 (13%) i 2 (7%)
Non-HGSOC 5 (31%) . 5 (20%) R — — —
nknown
Clear Cell 2 : 25) (k) 2R
Clear cell + Endometrioid 1 i F:::‘)r;reatment lines, median 4(1.7) 4 (2,4) 4(1,7)
Endometrioid + Sarcoma 1 . (Tange)
Mucinous 1 s
*MMR deficient: 1 Clear Cell Carcinoma and 1 HGSOC
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2022 ASCO #ASC022 Ana Veneziani, MD. (a:uthtor,tlic::;edpby ASE:(;. Permtiz:sizn fe;tzre:it?or reuse. ASCO oA

ANNUAL MEETING

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Treatment Related Adverse Events:

Phase 1 Dose Escalation
(CTCAE v4.03)

14 patients were evaluable for safety

Dose Limiting Toxicities (DLTs)

» 3 Additional patients were enrolled to confirm the safety
> Grade 4 non-hematologic toxicity; > Nephritis (G3 proteinuria) and G3 ISR occurred in Dose level 2

» >Grade 3 persistent non-hematologic » Dose Level 1 was selected as RP2D
toxicity, laboratory value, or febrile

neutropenia; Dose Level 1 Dose Level 2
(N=29) (N =9)

» >Grade 2 allergic or immune reactions;

: - . . . PROTEINURIA
» >Grade 2 persistent injection site skin
ulceration (> 1 wk.) that requires surgical O Grade 1
Intervention. B Grade 2
INJECTION SITE REACTION
OGrade 3
S 8 7 6 5§ 4 3 2 1 0 1 2 3 4 5 6
Number of patients
4 PRESENTED BY: ontent of this presentation is the property of the | AMERICAN SOCIETY OF
2022 ASCO m Ana Veneziani, MD. :uthtor,tlic::;edpbyASé(;. Perr;i:.si?)n fec::zrefdt?or reuse. ASCO i

ANNUAL MEETING

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Treatment Related Adverse Events "
(CTCAE v4.03)

All Evaluable Patients (N=24) Injection Site Reactions (ISR)

Most common Adverse Event: Grade 1-2 ISR

INJECTION SITE — ]
REACTION

ANEMIA | | 42%

| 79%

FATIGUE _ 133%

WBC DECREASE 133%

HYPONATREMIA | 25%

PROTEINURIA [ T1 25%

NAUSEA =] 21% Warmth

AST/ALT INCREASE 1 17%

HYPOTHYROIDISM 13% 0O Grade 1

CREATININE INCREASE ] 13% @ Grade 2

HYPERTHYROIDISM ] 4% O Grade 3

0123 456 78 910111213141516 17 18 192021222324
Number of patients

Atrophy Pain Ulceration

Events related to treatment occurring > 2 subjects or immune-related
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Best Overall Response — Target Lesions
All histologies (N=23)

8 - » 23 patients were evaluable for efficacy.
S *

o - N » 4/23 patients: non-HGSOC histology.
e k

% Nadir target tumors compared with baseline

» 3 Patients: Clear Cell Carcinoma.
S ]] I l o 1/3 MMR deficient had CR.
- » 4 BRCA mutations.
g - M| HGSOCDL1 W Endometrioid + sarcoma DL 1 » 3PDand 13D.
o 8 HGSOCDLZ @ Clearcell DL 2
® ~#= MMR deficient O Clear cell DL 1 *
g | % BRCAmutaton [ Clear cell + endometrioid DL 1
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Best Overall Response — Target Lesions
All histologies (N=23)

Response over time

Phasel  CohortB Al 2T ceoen
- - = H L1 —
(N=13) (N=10) (N = 23) o HGSOC DL 2
NnHGSOGDL2  ——
Vaccine Doses, median 2(1,4) 1(1,9) 2(1,5) = pB";t nondargetlesions A
(range) c Off treatment ¢
Cycles, median (range) 4 (1,34) 3(2,9) 4 (1,34) é ------------------------ e
E
Best Response :é ----------------------------------------------------------------------------------
Complete Response 1 0 1(4%) § """""""""" PR
Partial Response 2 2 4 (18%) B -
-8 .
Stable Disease i D 12 (53%) |
8 | | I | I 1 | | | 1 1 | | | | | | I | | 1 | | | I 1 | |
Disease Progression 3 3 6 (27%) | 0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480 510 540 570 600 630 660 690 720 750 780 810

Days

Median follow-up: 12 months (range 5-27)
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Best Overall Response - HGSOC
(N=19)

Response over time

S § | ! ! | | ] ]
E i m HGSOCDL 1 2 = HGSOC DL 1 — |
L))
@ R - 8 HGSOCDL?2 2 PD at non-target lesions A
= il A Cohort B Off treatment .
2 9 - c Q.
@ — A A
s & 1 -4 l B e PO 2 g — ——— e e o - 275 AR &
: 1T : =
O e - - - = = = = ...-D---_ = o - = = i £ :
g = 7 ST “EER SR AANOD ' & i@ smzonmoemspemsomnoiooeooieseseeoeoeeeee -1
% o PR C s e o o B e sy s
O T . PR
§ m A R ¥ ~— A\
§ 3 - Response HGSOC Y i
1 S PR 3 (16%) -
e & 7
B SD 10 (52%) % - -
T | sD>12wks | 4 (22%) 2 , : | l I | , ,
PD 6 (32%) 0 30 60 l 90 120 150 180 210 240 270
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Molecular Profiling and Best Response

PD SD PR

1902
TP53 -
SPEN -
F1EN 7
PMS1 -
PIK3CA -
NSD1 4
NOTCH4 -
NOTCH2 -
NF1 4
MSH6 -
MSH3 -
MLH1
KRAS -
KMT2C -
CREBBP -
BRCAZ2 -
BRCA1 -
BCORL1 A
ARID1A 4

gene

» Tumor molecular profiling pre-
treatment by NGS panel.

» Oncogenic mutations in 20 (87%) of 23
samples of all histologies.

» TP53 mutation in 14 patients (60%).

» 9 subjects with > 1 mutation.

» Complete responder is hypermutated.

Y 0 A 4
O’QQO'QQO'QQO' \O'Q\O'Q\
O O 00O O 0

N

n o
TS
PP PP

O
ST T L S
KK KKK K
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Previous Translational Studies with MVP-S

MVP-S induced immune
response inclusive of T and B
cells increase post treatment

% Robust, persistent, survivin-specific T cell
responses.

% Infiltration of diverse survivin-specific T cell
clones into tumor tissue.

> B cell infiltration into tumor on treatment.

DeCide Ovarian Trial =SITC 2021

Pre-treatment

On-treatment
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1.
2.

IFNy levels (12 patients)

Patients were not screened for HLA matching

Correlation between immune and clinical responses

CR PR

CEF -*

SD

PD IFNy Levels
\ ‘ | CEF TT

Surv

4 i # -
Survivin -

Memory response to CEF' epitope

100

10

% IFNy-positive PBMC

0.1

\

CD4 T cell response to T helper epitope

100

™

% IFNy-positive PBMC

Treatment Cycle

|
C17C20

Q,Q, 0" o’b 0'5 ob- Cf’ d’o 6\ o% C? C17C20

Treatment Cycle

CEF: Cytomegalovirus, Epstein-Barr virus, and Influenza virus

TT: T helper

“T 1T EXP

16

MVP-S epitope-specific T cell re-stimulation assay from PBMC.:

Re-stimulation Peptide pools
Complete responder (Cycle 17)

minus CEF-23+TT Survivin-pool
10° 10* 10° |
0.01_0.02 | 1.92 6.76
10° 10°] [ Jla&l 10°
3 2 | 3 3 2
8 A§10 : : §1o’-’. §1o
0 10'1{ .3 10'{ 8 B
>0.1-10 % <| 0 Y 0 ' g 10 it
o= 10° — 10° — 2 ' 10° —, — e
0 % P 10° 10' 10 10° 10* 10° 10' 10° 10° 10* 10° 10' 10 10* 10°*
LL <PorCP-Cy5-5-A> <PorCP-Cy5-5-A> <PerCP-Cy5-5-A>
CD8 T cell response to MVP-S epitope (Survivin)
10
o -e- PESCO-016
s -=- PESCO-017
£ -+~ PESCO0-018
5 \ —%- PESC0-019
2 -+~ PESC0-020
74 -O- PESCO0-021
3 -0~ PESCO-022
W -t~ PESCO-023
X -0~ PESCO-025
0.1 -o= PESCO-026
—e- PESCO0-027
L —— PESC0-029

R MR ol ¢ ol S A v
Treatment Cycle
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Conclusions

» Combination of Pembrolizumab, Maveropepimut-S, and low-dose Cyclophosphamide was generally well
tolerated.
» The most common toxicity was Injection Site Reaction.
» No AEs were qualified as DLT per protocol definition.

» Efficacy endpoint in the Phase 2 Expansion Cohort B was met:
» Signal of activity: At least 2 PR or SD for 12 weeks
» Cohort B: 2 PR and 3 SD, 2 of them for more than 12 weeks.

» Patients were not screened for HLA match.
» Immune responses against survivin were detected.
» Complete responder had a high and long-lasting response against Survivin.

» Low or negative immune responses.
» HLA types or defects in CD8 T cell responses.

» Further analyses will explore if these results warrant a cohort with HLA matching.
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