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Peptide-coated Conditionally Replicating Adenovirus
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Cristian Capasso, PhD Student
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PeptiCRAJ-1- Phase 1b Study Treatment Schedule and Assessment Plan

Low dose bolus
CPO (i.v.)

Screening  -14 -3to-1

Baseline samples: PeptiCRAd-1
PBMCs monotherapy:
tumor biopsy + Imaging PBMCs

tumor biopsy

anti-PD-1 (i.v.)

Combination treatment:
PBMCs

tumor biopsy (day 85 only)
Imaging

162 (End of Study)

Days

(0 erecruiTiNG
‘ NCT05492682

START: Safety and Anti-Tumor Activity of PeptiCRAd-1 in Treatment of Cancer

Conditions

Colorectal Cancer  Melanoma (Skin)  Myxoid Liposarcoma
Triple-Negative Breast Cancer Show fewer conditions
Locations

Frankfurt, Germany

Tibingen, Germany

\

Non-Small Cell Lung Cancer

Heidelberg, Germany

Synovial Sarcoma
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Example 4: ExtraCRAd
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Fusciello & Fontana et al., Nat Commun. Dec 2019 Fontana & Fusciello et al., ACS Nano. Jun 2019
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Jacopo Chiaro, PhD Student

R PeptiCHIP I

< W) Tumor Lysate ===—p PeptiCHIP ==—p Tumor-specific
24h k— A peptides

W eepticHip-HEX Ar-f

_,,.al"'.’

Tumor-specific LC-MS-MS
Peptides Spectrometry

Ultracentrifuge Chromatography/

Peltonen et al., Cancers Jul 7;13(14):3408 Chiaro et al., Cancer Immunol Res. 2021 Aug;9(8):981-993 Feola etal., ACS Nano, September 2021



Precision oncolytic immunotherapy pipeline
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Human Mesothelioma

H28  21MH
) (3 MHC complexes and MHC binding to
cellular contaminants immobilized Ab
H2452  JL1 . 00 aaes . Y X
W ] oy N H ’ _ 3 P F
. ar ] (e > Mo :
Cell culture "f @ & o
e ’ s A purified
‘) j _____ X peptides
Aclde\utlon
> (B A« — —>
\ 7 BN
y cell lysis s
* S N
Cell pellet \ ::
Patient's tumour .~ . D T 2 : c18
resection © S0 o * - cleanup

Immunoaffinity
purification

MES0001

A

MES0002

=ije =je

Expansion of specific T cell clones

2
8 250+ HD4
: : -
Peptldes Pulsmg & 200
Q
! O 150
’ ‘S : 10)
By < 1004 = °
8 504 e @] ° —s -0
g 0 eso—es0—eee—cfo—— o5 °

1 2 3 4 5 6 7 8 9
Peptide ID

E}D Intensity
3

LS MS/MS

peptide identification

50 60+
2 H28 2 211H
T 40 k] o o 8-13mers
..% g £ 1004
Q 30 8 41 2 754 - 83%
o o [
=] =] o
9 20 g © 50
= S~ W g
T 254
%5 10 5 ° g % M Binders
X R § o I Non Binders
o-! o
7 8 91011121314151617181920 7 8 91011121314151617181920 9mers
(o))
£ 100+
o] H2452 o ] JL1 5 - 93%
0] [0] m 754
2 40 2 404 5
a o J
@ @ g %
Q 30 Q- 30~ 2 25
] 0:) g Il Binders
T 50 T 504 5 i
g 20 R g 20 $ o y o B Non Binders
s 10 5 104 R °Q% i@i@t\eﬁ@i@i\%“i\&?g“qm@i@ffq Q@Q & @i&i@ﬁ@q
N N Q\Qﬂ’sé:"\\\\\Q\\QQD@@@YY@QQQQQQ
VUV I o L P S
o o SO
7 8 91011121314151617181920 7 8 91011121314151617181920
07 MESO001 07 « MESO0002
i} o)
he! e
B 304 S 30
@ @
Q o
8 20 Q 2-
g k=3
5 5
o~ 10 o 10 ®
1) 5]
S ES
| o
7 8 91011121314151617181920 7 8 91011121314151617181920
X _
O 1.75
©
£ 1.50+
8 1.25
© 1.00
Q —e— Target Alone
N .75+
-+ MART-1
©
£ 050 — MIXA
S
.
Z 0.25 T T T T T 1 MIXB

T
-4 0 4 8 12
Elapsed time

16 20 24

Chiaro and Antignani et al.,

Nat Commun. 2023 Nov 3;14(1):7056






2000+ 2000-

__ 1800 = Mock ‘ —-e— Trained+PeptiCrad
2 1600 - PeptiCrad ""E\ o —e- Trained+PeptiCrad M8 depletion
£ 1400 - Beta-Glucan E
8 ;Iﬁgg: ~*- Beta-Glucan+PeptiCrad 8 1000- -o- Trained+PeptiCrad NK depleted
®  goo- %
g 600 E gl -e- Trained+PeptiCrad M8+NK depleted
\ 2 :
Firas Handam RS _ 0 0- T . e R
Postdoc S 0 MM 13 15 18 20 23 0 9 1 13 15 17 19 21
unpublished data Days post engrafment Days post engrafment
i © 1000- AD5/3 A24 EV depleted @
S e E ® 1000- :@ P
800 - £
g € 800+
600 - 2
Lowm % skkk g 600"
zzzzzzz : svsanane > 400- *| % ; 400
|
9 )
Salvatore Russo £ 2004 £ 200+
PhD student = 2
4+ Additional 0- T T T T T T T T 0- T T T T T | | T T
herepies 7 11 13 15 17 19 23 25 2 7 9 1113 15 17 19 23 25 27
T~ DAY DAY
unpublished data - MOCK +aPD-1 o DAC+aPD-1  -o ctl.OAdv+ aPD-1 e EpiCRAd + aPD-1
2000
7* Mock o 15007 Target cells only PeptiCrad +STS
-# PeptiCRAd i *
> 15004 . STS 8 -
£ l | »
E ~+ STS + PeptiCRAd n. fs; 1000 " Tv, i
g *kkk wg % T
2 1000+ X so0- v HTT
£ = ]
2 5004 . AN I L I A%&%{m
4 & & I L R
Salvatore Russo o & o o | TTTyTYTYTYTTTT TS 5
PhD student o-vmﬁﬁ‘-?s 10. T .1|5. — .zlo. T .2,5. —r .3.0 ] .‘é’qy Time (hours)
unpu blished data Days QQQ 30.0 40.0 50.0 60.0 70.0 80.0 90.0




Towards precision cancer oncolytic immunotherapy
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