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Ovarialni karcinomy: USA / Europe
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Jak zlepsit lécebné vysledky - OS

A. primarni lécby - cil zlepsit celkové preziti OS x PFI?
1. zlepsSeni vysledkd chirurgické |écby ... ,can we do more?” centralizace
2. optimalizace adjuvantni pooperacni chemoterapie
inovativni postupy (sekvencni x maitenance)
+ maintenance ... PARP inhibitory

+ maintenance imunoterapie ...

B. sekundarni lécby recidiv
cil prodlouzeni zivota (PFI) 2,3,4 linie...

|écba paliativni
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Feasibility and methodological study

Clinical Immunology (2007) 122, 18-27

available at www.sciencedirect.com
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In vitro assessment of dendritic cells pulsed with
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ovarian cancer patients
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Feasibility and methodological study
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Expression of tumor antigens on primary ovarian cancer cells
compared to established ovarian cancer cell lines
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Tumor Cell Lines Were Selected To Match
The Antigen Profile in Primary Tumors

RELATIVE mRNA EXPRESSION OF 21 TAAS IN CANCER CELL LINES, PRIMARY TUMOR CELLS AND CONTROL OVCA TISSUE

gPCR results

Relative mRNA expression
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High hydrostatic pressure within 100-250 MPa
induces immunogenic cell death

UV x HHP

Nucleus with

Endoplasmic
Reticulum (ER)

Mitochondria

Golgi
Apparatus

<100 MPa

v

> 300 MPa

reversible stress reversible stress apoptosis necrosis
growth stop transient growth stop intact cytoplasm membrane loss of membrane integrity
inhibition of mitosis inhibition of mitosis phosphatidylserine destroyed energy supply
disturbance of Golgi JJounding® exposure .shreddered" DNA
Jrounding” chromatin condensation conserved energy supply high activity of DNAse's
Hsp 70 expression disturbance of ER overwhelming stress gelificated cytoplasm
phosphoryl. of ERK & PI3K disturbed cytoarchitecture induction of stress response conserved shape
less protein synthesis crosslink of membrane good immunogenicity good immunogenicity
disturbed cytoarchitecture proteins
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The induction of tumor-specific T cells
by high hydrostatic pressure
and UV irradiation killed OV-90 cells.

The data show a summary of five
independent experiments.

* P value for comparison with irradiated
tumor cells, P <0.05.



Tumor cells treated by HHP are not able to proliferate - safety!

Cell morphology comparison on day 14 of cultivation (Scale bar = 100 um)

Positive control LNCaP HPP treated LNCaP
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HHP treated LNCaP
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Detection of double negative cells
for Annexin V/DAPI by flow cytometry
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SOVO01/ DCVAC/OvCa

Leuka-

. . . . pheresis
Patient visits leukapheresis centre

CD80
CD86
CD83
MHC-II
IL-1B, NO
IL-6, IL-12

Monocytes are separated

. . . Monocytes
Ovarian carcinoma cell lines are

killed by high hydrostatic pressure to +1L-4
+ GM-CSF
induce immunogenic cell death

¥ IL-10

Mature DCs

Immature DCs )

Immature DCs are mixed with killed -/\67\, <@
. . ‘ ~ H
tumor cells and maturation of DCs is o M

induced
T

Ovarian cancer cell lines (SK-OV-3, OV-90) killed by
high hydrostatic pressure

Kloudova et al., Oncotarget, 2016; 7(29):46120-46126 Fucikova et al., Int. J. Cancer, 135, 2014: 1165-1177; Adkins et al., Oncolmmunology, 2014: 3:12
Fucikova et al., ) Transl Med., 2011; 9:223



DCVAC/OvCa

Matured DCs are prepared

-18 doses of DCVAC/OvCa are
produced and frozen

Patient completes DCVAC treatment

Kloudova et al., Oncotarget, 2016; 7(29):46120-46126
Fucikova et al., ] Transl Med., 2011; 9:223
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Ovarian cancer cell lines (SK-OV-3, OV-90) killed by
high hydrostatic pressure

Fucikova et al., Int. ). Cancer, 135, 2014: 1165-1177
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SOVOT1 - studie (2013-2016) - prezentovano ASCO 2018

TREATMENT ARM A
* Chemotherapy +

Epithelial cancer of the . i :
ovary, fallopian tube and Soceluli TIPS GO " STUDY TREATMENTS
peritoneum RGN |
* FIGO stage IlI * PRIMARY: ‘ g ;\&;IE:;M
S : RANDOMIZATION
eﬁcrj%unswetrioid or 1:1:1 TREATMENT ARM B rPaF:da;tniiZaesgsnafter _ (AUC 5-7) +
MUCINOUS ’ * Chemotherapy + . SECONDARY: | Paclitaxel
« PSO-2 gt:/astll‘;ze::llon. Maintenance DCVAC/OvCa OS, PFly CA-125, (175mg/m?)
o <1 . , !
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+ No prior PSS DCVAC/OvCa
x 7
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* Chemotherapy

R=randomization; PFl=progression-free interval



Hypothesis For The Study Design

RATIONALE FOR

CONCOMITANT

Concomitant chemotherapy targets tumor-
induced immune suppression.

Immune system partially recovered
after each chemotherapy cycle

RATIONALE FOR

MAINTENANCE

Minimal tumor burden after chemotherapy sets
the optimal conditions for immune stimulation.

Immune system fully recovered after
completing cytotoxic therapy



Baseline Characteristics in ITT
Known Prognostic Factors Are Balanced

in All Arms (Also Comparable in mITT and PP)

INDICATOR ARM A ARM B ARM C
GROUP INDICATOR n =34 n =34 Gegy PR
AGE Median age (years) 61.5 57.5 62.0 0.49
RESIDUAL  RO(MV% 29 (85%) 29(85%) 26(84%)
e e S S s 0.98
~ High-gradetumors (n,%)  23(74%) 22(81%) 21(87%)
e TE NN C R CE N e I ——— LSO
GRADE _Lower-grade tumors (n, %) _ 8(26%)  5(9%) _ 3(13%) 0.46
Collection in progress (n) 3 7 7
e o T Ry S
HSTOLOSY et nGw) me20 30Gm 009
Mucinous (n, %) 1 (3%) 0 0
CA125  CA-125baseline median (kU/L) 735 869 992 033
e e
ECOG 1% 12(35%)  12(35%)  8(26%) 0.81
AT o o




Adverse Events Assessed by the Investigator as Causally-Related to DCVAC/OvCa
DCVAC/OvCa Appears To Be Safe Without Potentiating

the Side Effects of ChT

ARM A ARM B ARM C

Severity Parallel Sequential Standard of
AE PREFERRED (CTCAE DCVAC/OvCa DCVAC/OvCa Care Total
TERM grade v4.03) (N=34) (N=32) (N=30) (N=96)
Inflammation Grade 1 1(2.9%) - N/A 1(1.0%)
Injection site Grade 1 - 1(3.1%) N/A 1(1.0%)
erythema
Injection site pain Grade 1 - 1(3.1%) N/A 1(1.0%)
Drug Grade 2 - 1(3.1%) N/A 1(1.0%)
hypersensitivity
Erythema Grade 1 1(2.9%) - N/A 1(1.0%)




PFS

PFS
6-month Benefit in mPFS and 57%

Decrease in The Hazard of Progression in Arm B

ARM A ARM B ARM C
o/, | : )
100% t l PATIENT mITT 31 30 31
‘ COUNT PP 29 28 30
80 ﬁ B o e e e e e e e i e e e e e e e e e e et e et e e = e =ttt e . =
o/ | | EVENTS mITT 16 14
%
| PP 15 14
600 | I“_|—|_ 2-YEARPFS  mITT 51.6 452
/0 "ll RATE (%) PP 517 46.7
40 | MEDIAN mITT 18.3 18.6
% ! (MONTHS) PP 20 18.6
MEDIAN : ARM A: chemotherapy + concomitant DCVAC/OvCa
20 | FOLLOW-UP: ' _ ArmB: chemotherapy + maintenance DCVAC/OvCa ARMS COMPARISON HR 95% ClI p-value
% , === ARM C: chemotherapy only Bvs. C mITT
0 E == Censored PP
I I I I L
%0 0.5 10 15 20 Avs. C mITT 0.64  020-204 045
PP 1.01 0.49-2.09 0.98

Years



PFl;,o (Based on CA-125 Elevations)

PFlg, o Supporting PFS Benefit

ARM A ARM B ARM C
0
100% 1 Patient count
— mITT 31 30 31
80 | *PP 29 28 30
% T| Events
N mITT 16 14
60 | *PP 15 14
9 b e
% /o Median (months)
= : i mITT 18.3 NE
o. 405) = * PP 20 NE
° MEDIAN ' ARM A: chemotherapy + concomitant DCVAC/OvCa INDICATOR HR 95% CI p-value
20 | FOLLOW-UP: . —— ARMB: chemotherapy + maintenance DCVAC/OvCa Bvs C
% : === ARM C: chemotherapy only emITT
o | —— Cesord | P 03 015083 003
% [ [ [ [ Avs.C
0 0.5 1.0 1.5 2.0 «mITT 1.06 0.52-2.17 0.88
* PP 0.99 0.48-2.06 0.98

Years



o
A Trend Towards Improved OS in Arm B

ARM A ARM B ARM C
o) n
100% 1 1 Patient count
mITT 31 30 31
80 | AR A 8 ] 0
% Events
mITT 5 14
60 | *PP 4 7
% b e
7 Median (months)
@) mITT NE NE
40(/) — * PP NE NE
° | MEDIAN : ARM A: chemotherapy + concomitant DCVAC/OvCa INDICATOR HR 95% ClI p-value
20 1 FOLLOW-UP: . —— ARMB: chemotherapy + maintenance DCVAC/OvCa Bvs. C
% MATURITY: E === ARM C: chemotherapy only emITT
0 | =+ Censored A
% — | | | Avs.C
0 1.0 2.0 3.0 4.0 emITT 0.64 0.20-2.04 0.45
* PP 0.51 0.15-1.76 0.28

Years



Souhrn

01 Maintenance DCVAC/OvCa zvysil o 6 mésicl PFS

02 Maintenance DCVAC/OvCa prokazuje témér
60% redukci rizika progrese nebo smrti

03 Soucasna data OS maji stejny trend jako PFS

04 DCVAC/OvCa je velice dobfe snasena

05 Optimistické vysledky faze Il. s vyuzitim maintenance
DCVAC/OvCa musi byt ovéfeny ve fazi lll. studie



Budoucnost I. linie lécby ovarialnich karcinomi

« Zakladem |é¢ebného Gspéchu u pokrocilych EOC je radikalni chirurgicka |é¢ba s naslednou
adjuvantni chemoterapii. ,Byt ve spravny ¢as na spravném misté”

* Jednim z inovativnich postupl je maintanance vyuziti aktivni bunééné imunoterapie.
e SOVO1/ DCVAC/OvCa - velice optimistické vysledky, které ale musi potvrdit faze 3

« DCVAC/OvCa - aktivni bunécna imunoterapie ma extrémné pfiznivy profil toxicity

— budoucnost maintanance ev. kombinace s PARP.
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