Co-funded by CROSS
the European Union
1 CRE

1HHILCTITICY

'DA Romania - Serbia

CROSSCARE: Scientific Achievements and Translational Perspectives
OncoGen-Clinical Emergency County Hospital “Pius Brinzeu” Timisoara

Medical and research team: Bojin Florina, Gavriliuc Oana, Cristea Mirabela, Buzan Roxana, Zbircea Lauriana,
Grijincu Manuela, Simina Alina, Furdui Marieta, Serban Daniela, Stanciu Claudia, Popoiu Tudor

B Stsll Clinic Judetesn de rgenta 20n
B i Bunzeu Timisnarg r Eol CO




‘ P PN 1.V :’ ’ "' Co-funded by
HILCITICYy LSRN the European Union CROSS
? C Re

l\ rDA Romania - Serbia

Cancer cells NGS Flowcytometry

The project

Expert
System

Software v2

Tumor-associated ESS v2
fibroblasts (TAFs) l Report

Modified protein

NN
T @gQ

Bioinformatics

)

SLPs
Synthesis — Wm
P MHC class II
Purification restricted epitope MHC class I
Validation -15AA restricted

epitope - 9 AA

v

Timeline



CROSS

the European 160 samples analyzed by NGS %
121 samples analyzed by Cytek rCRE

the European Union
Northern Lights spectral flowcytometer

HILCITICYy

1IDA Romania - Serbia
Flowcytometry

Cancer cells NGS
‘ Where we are
Expert
P Final version of
— the Expert

l

System Software
ESS v2
Report

/ "J"‘ leazs / \\ \\
/ J/’:-::.é \ \\

Tumor-associated

[\ /
| fibroblasts (TAFs)
Modified protein

‘ ‘jJ \ / e :
T

Bioinformatics

)
. SLPs
* 220 blood and tumor t!ssue samples from SRB 099000, 1000 20000000, g0 —» 1 peptide synthesized - FAP
* 108 blood and tumor tissue samples from RO resricted

Timeline



RERCEl Co-funded by
HILCITICYy PO the European Union

DA Romania - Serbia

Cofunded by
wnterreg the European Union

1PA Romania - Serbia

CROSS
nC-RE

Joint working procedures
BOOKLET

Cross-border cooperation to foster the resilience of clinical
management in cancer patients by establishing best
practices in personalized molecular-based diagnostics,
treatment, and long-term care

RORS00040

diagnosis,
care,
lives!

H (7 Onco!

CROSS
1 C-RE

Cotundod by Co-funded by
interreg RN Sonces voen cross  interreg [l G v, CROSS
oa 'CRE  op. 'C-RE

Romania - Serbia Romania - Serbia

Contents Contents

Project objective pg. 1 Working Protocol for DNA Quantification - Qubit dsDNA HS Assay Kit - Qubit 3
Fluorometer. pg. 71

Procedure for Conducting Activities within the CROSSCARE Project..........cc.ccuervvecunienienenes pg. 2

o CONS icinating in th X SRB) Bench-Side Working Protocol for NGS - lon AmpliSeq™ Library Preparation and
INFORMED CONSENT For Participating in the Project (SR pg. 4 Templating on the lon Chef™ System pg. 74
)

INFORMED CONSENT (RO re-7 Bench-Side Working Protocol for NGS - Automated Template Preparation, Chip Loading

JOINT INFORMED CONSENT FORM and Sequencing - lon Chef™ System and lon GeneStudio™ S5 Sequencing System Using

Patient Information and Participation in the CROSSCARE PrOJECt................commrrreeeermsmmrneees pg. 9 lon 530™ Chips pg. 83

Protocol for Blood Samples Collecting (SRB) pg. 12 Working Protocol for Cells and Tissues Sterilization - CellRad+ pg. 98

Protocol for Blood Sample Collection in Oncologic Patients (RO)........ccovveeuiererereenernirnneas pg. 13 Working SOP — Liberty Blue 2.0, Standard Fmoc-SPPS pg. 102

Working Procedure for Peripheral Blood Harvesting (SRB) pg. 16 Gene Expression Analysis in Solid Tumor Samples Using the QuantStudio™ 5 Real-Time

) . . PCR System pg. 108

Working Procedure for Venous Peripheral Blood Harvesting (RO) pg. 18

Protocol for Selecting and Surgical Removal of Tumor Samples to be Analysed within the

Project (RO) pg. 20

Working Procedure for Fresh Tumor Tissue Harvesting (SRB) pg. 22 This booklet presents a compilation of experimental and analytical protocols

Working Procedure for Fresh Tumor Tissue Harvesting (RO)...........c.uuwuweswreersesseesessessnesnenneens pg. 23 developed within the RO-SRB—funded project Cross-border cooperation to foster

Protocol for Transport of Biological Sample 0g. 25 the r-eSIlre-nce of cI/n'/caI management in c'ancer pat/ents by establishing best

Working P or henotyoic Analvsis of Sanauine Nucleated Cell . practices in personalized molecular-based diagnostics, treatment, and long-term

orking Protocol for Inmunophenotypic Analysis of Sanguine Nucleated Cells................. . ) K . .
€ phenotyp 4 € Pe care - RORS00040, during 18 months implementation period.

Cytek Northern Lights Workflow - Start-up, Daily QC, Shutdown............ccc.coeveniiennnriinncinniens pg. 33 The current document represents Version 2.0 of the protocol collection and

Cytek Northern Lights Spectral Flowcytometer - Immunophenotyping Protocol................ pg. 35 includes additional methodologies, optimized workflows, and updated analytical

Cytek Northern Lights Spectral Flowcytometer - Immunophenotyping Analysis Protocol...  Pg.38 procedures developed during the first six months of the second year of project

Working Protocol for Obtaining and Culture Expansion of Tumor Cells..............ccccccceeninnee pg. 45 |m|:'>l«'ar'nent-at|on-. T,he _prOtOCOIS Wer? refined ba§ed on ) ongoing eXperImental
activities, inter-institutional collaboration, and the integration of newly generated

Workl.ng ProFocoI for Obtaining and Culture Expansion of Tumor Cells (TCs) and Tumor- research data within the project framework.

Associated Fibroblasts (TAFs) pg. 52

Working Protocol for CytotoXic ASSAYS..........ccuriurieiimieiinieiiicississ s .58 . . . .

& ¥ Y P8 Version 2.0 / Final public research deliverable

Protocol for DNA Purification Using PureLink™ Genomic DNAKIt.......... pe. 63 The protocols included in this booklet are intended exclusively for research and

Working Protocol for DNA Purification Using PureLinkTM Genomic DNA Kit.............c....... pg. 65 scientific use within the framework of the RO-SRB project and associated

Protocol for Qubit dsDNA HS Assay Kit pg. 68 collaborative research activities.

https://crosscare.ro



https://crosscare.ro/

Co-funded by 3 g
Hiterrey the European Union BE"EH diagnosis, CROSS
care,
IPA romania - serbia lives! 4 ( R E

8l ENGLISH HOME TEAM NEXT GENERATION SEQUENCING NEWS AND EVENTS PUBLICATIONS EQUIPMENT CONTACT _

hniqu

ifict



https://crosscare.ro/

Co-funded by

the European Union CROSS
r C-RE

iiterreg
’ PA Romania - Serbia

CellRad+ X-Ray Irradiator

Liberty Blue 2.0 Automated
Microwave Peptide Synthesizer

P 7\QuantStudio 5 Real-time PCR

Eq uipment CYTEK Northern Lights Spectral
Flowcytometer



Co-funded by

LA the European Union

L
IDA

Romania - Serbia

| ™M

Immune cells analysis —
spectral flowcytometry

ACQUISITION experiment

mn
Extra Tools

G

u
QC&Setup  Acquisiton  Worklist Library  Preferences  Users  Help  SignOut

¥ PBMCs_16.04.2026 ©® WORKSHEETS Default Raw Worksheet ® Unmixed PB Worksheet @ Default Unmixed Worksheet © @) REPORTS | Reports [+]
. 8 8 /7 n Bl i ko cHMBEAD:I B A 8 A a
P )
All Events
%03 All Events
F Tube B Goup v M
v B9 BS97 P
som —
B Unstained
B B5.97MC
~ B W.106
B Unstained
B VW_106 MC
. sz
B Unstained
> B szi07mc
Pt Pt P I3 Pt Pt Pt I3
y 0 . y
£ e £ 1 £ 1 £ s £ £ o .
S 1ok S 1ok S 1o S 1ok S 800 S 800 S 00 S s00
500 500 o o 0o 00
B1-A B2-A B3A B4A B5-A B6-A BT-A Al Evsets
1 L 2000 L 2000 L 1 L 1 L 1 L] 'y "
T ™ ™ $
& a0 & a0 & w0 & a0 3 a0 8 wo
00 P o 00 00 00
o o} o o o .
RED LASER
Pt 3 3 3 P1 Pt
& rox 8 wod 3 & s 3 3
500 4 400 260 4 |
Acqulsv(\ollcomro’ o 100 100 100 100 10° 100 3 10 100 10 o 100 100 10°
wa s wa

121 PBMCs

/ peripheral blood samples

All Events P1 Single cells
4.0M- 4.0M - oM
3.0M .0M
3.0M -
b
2 2.0m-
oM
™ o T T
4.0m 10* 10° 10°
CD4S FITC-A
Lymphocytes h
10°

CD19 PE-A

CD19 PE-A

o 10t 10°
CD3 APC-H7-A €D45 FITC-A
CD3 APC-HT-A
CD3+ Lymphocyte populations
PBMCs_16.04.2026-SZ_107-SZ_107 MC
10°
Gate Count % Parent Count/uL
o CDS6+ 674 568 28.99
< 10°
@
& cp3+ 6,738 56.75 289.81
M
§ 1004 cpa+ 4912 72.90 21127
o
coa+ 366 543 15.74
3 cD1g+ 192 162 826
° 4
T T T T
0 10 10° 10°

CD4 PerCP-Cy5.5-A

Integrated into ESS v2



Co-funded by

the European Union CROSS
r C-RE

iiterreg
l PA Romania - Serbia

Tumor tissue analysis — Next generation Sequencing (NGS)

ROSECAN

Library preparation / templating Sequencing 530 sequencing Sequencing
lon Chef reagents chips lon GeneStudio S5



Co-funded by
the European Union

Interreg

IDA Romania - Serbia

CROSS
rC-RE

NGS Analysis — lonReporter

lon Reporter

m m s

@ Hi, Florina Boj lon REPOrter

3974GBITE &  Help  SignOut kv

"

5 i i N . 5 Oncogen - lon Reporter 5.20.8.0
verview L My Variants - -
. @ Analysis Results G MyVariants | Dovnload + SendloReporiRole  SwitchTo~ R ]
s Ge Ve al Workfiow: All m Clear All v Analysis Name: PG_53_v1_c6150_2026-05-04-01-19-15-936 To leam more about reviewing your results, visit the help guide.
search o Version Al v forciow: Al = ar. 2 Reres
i Go Preferences » : g
Functional ~ Population  Ontologies  Pharmacogenomics  Somatic  QC Filter Options
O v & E  anaysis Sample Version Reference | Stage Project Workflow Launched On v  Status Details
=] 4 ZM_10_vi_c7326_2026-05-04-01-19-15 ZM_10_v1 520 ng1o Interpretation @ AmpiSeq CHPv2 singlesa  May 042026 Successful O/8 | m | classification esis Genotype s Ref Observed Allele i Subtype No Call Reason st
036 Assignment mple 01:21 AM Analyses represe = Filtered In Variants (1647)
5 samples. Tolaunt | () 4 |m. [Unclassified <] chri43s14979 [ PASS 3 A REF « Hidden Variants (0)
(m} +* KS_11_v1_c7288_2026-05-04-01-19-15 KS_11_v1 520 hg19 Interpretation g AmpliSeq CHPv2 single sa  May 04 2026 Successful which also allows « Filtered Out Variants (0)
926 Assignment mple 01:21 AM wordiow, orbaiet | ) ~  [Unclassified v|  chr:43814981 GIG PASS G A REF
using the same ol
[m] -+ PV_13_v1_c7250_2026-05-04-01-19-15 PV_13 v1 520 hg19 Interpretation &) AmpliSeq CHPV2 single sa  May 04 2026 Successful O Samples
03 Assignment “ mple 0121 AM Select a row to vi + |~ [Uncassfied ~]  chri43815008 TGGTGE PASS 166 AAAAAGAGG.COG.GC6  REF L
- To learn more ab = Proband: PG_53 v
(m] +  SR_14.v1_c7212 2026-05-04-01-19-15 SR_14.v1 520 ng19 Interpretation B AmpiSeq CHPv2 single sa  May 04 2026 Successful el e T _— — 5 o o o Contter = ek
936 Assignment mple 0121 AM o Sample Type : DNA
m] +  MP_16_vi_c7174 2026-05-04-01-18-1 MP_16v1 520 hg1e Interpretation & AmpliSeq CHPv2 singlesa  May 042026 Successful O # v [Unchssied ¥, AN, B PSS e A REE,
f & Chromosome
e fostonment ole oretam O+ v [Unciassiied ] chrt:i15252204 cic PASS c T REF
(m] 4 DV.20 v c7118 2026-05-04-01-19-15 DV_20_v1 520 hg19 Interpretation B AmpiiSeq CHPv2 single sa  May 042026 Successful Al =
936 Assignment mple 0120AM O+ ~  [Unclassified v chr:115256518 T PASS T A REF
(] 4 MM_21_v1_c7002 2026-05-04-01-19-1 MM_21v1 520 ng19 Interpretation B AmpliSeq CHPV2 single sa  May 042026 Successful O o IT— I D T e T ATG.CAGCCB,CTG.CTTGTG REF Filter Chains
5936 Assignment mple 01:20AM
- , No Fitter = B
[m} +* DS_25_v1_c7060_2026-05-04-01-19-15 DS_25_v1 5.20 hg19 Interpretation § AmpliSeq CHPv2 single sa  May 04 2026 Successful O + % Unclassified v chr1-115256529 TGITG PASS 16 AG.CG,GGAACT REF
036 Assignment mple 01:20AM No s selected
[m) +* IM_30_v1_c7022_2026-05-04-01-18-15- IM_30_v1 520 hg19 Interpretation ) AmpliSeq CHPV2 single sa  May 04 2026 Successful (] - Unclassified v chri:115256530 GTIGT PASS 6T CTITTA REF
936 Assignment mple 01:20 AM
= ] ~  [Unciassified ©]  chri-115258532 cic PASS c = REF
O i AE_37_v1_c6984_2026-05-04-01-19-15 AE_37_v1 520 hg19 Interpretation é AmpliSeq CHPv2 single sa  May 04 2026 Successful
i Aesionnent e 2o B4 v [Onoasse ~]  chrttis258730 cic PASS G T REF
[m] + SJ_45_v1_c6946_2026-05-04-01-19-15 SJ_45 v1 5.20 hg19 Interpretation g AmpliSeq CHPv2 single sa  May 04 2026 Successful
-936 Assignment mple 01:20 AM [m}
+ - Unclassified A chr1:115258743 ACIAC PASS AC GAGC REF
o 4  SG_50 vi_c6908_2026-05-04-01-19-15 SG_50 v1 520 ha19 Interpretation B AmpliSeq CHPv2 single sa  May 042026 Successiul
-936 Assignment mple 01:20 AM [}
+ v [Unclassfied ] chrt:i15258744 cic PASS c AGT REF
o 4  PG_53_v1_c6150_2026-05-04-01-19-15 PG_53_v1 520 ng19 Variant B AmpliSeq CHPv2 single sa  May 042026 Successful
= Review mple 01:20AM o
+ o~ [Uncassfied v]  chrt:115258745 cie PASS c AGT REF
a - RR_57_v1_c6112_2026-05-04-01-19-15 RR_57_v1 520 hg19 Variant § AmpliSeq CHPv2 single sa  May 04 2026 Successful




Interreg

IDA Romania - Serbia

Co-funded by
the European Union

Integrated analysis — Expert System Software v2

Y OncoGerr

Analyses Dashboard

Manage your oncology analysis sessions
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Total Analyses

PATIENT CODE

sv_111

sLI_110

62_109

VL_55

.52

JB_49

ov_29

RD_28

SP_26

CANCER TYPE

Endometrial cancer

Kidney cancer

Pancreatic cancer

Urinary bladder cancer

Urinary bladder cancer

Urinary bladder cancer

Urinary bladder cancer

Urinary bladder cancer

Urinary bladder cancer

Urinary bladder cancer

Completed

STATUS

Completed

Completed

Completed

Completed

Completed

Completed

Completed

Completed

Completed

Completed
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KEY MUTATIONS

RET p.Ser891=  TP53 p.Pro72Arg
ERBBA p.2p2  TP53 p.Pro72Arg
RET p.Asn777Ser  ERBBA p.2Ip.2
FGFR3 p.Ser37iCys  PIK3CA p.Glusastys
FGFR3 p.Ser371Cys  TP53 p.ArgiiOLeu
FGFR3 pTyr373Cys  PIK3CA p.GIusasLys
FGFR3p.?  FGFR3 p.Thr651=
FGFR3pTyr373Cys  PIK3CA p.Glus42lys
PIK3CA p.GIusa5Lys

P53 p.ATg196GIn
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+ New Analy:

ACTIONS

Y OncoGen'

Correlation Report V.55

Confidence filter:  ®
Low High
PATIENT CANCER TOTAL VARIANTS NON-SYNONYMOUS ACTIONABLE
VL_55 Urinary bladder 25 16 a
cancer
IMMUNE B colls (Lymphocytes): low | CD3 (Lymphocytes): low | | CD4 (CD3):low | CDB (CD3): low
MARKERS
NK cels (Lymphocytes): low
Variant Analysis Showsynonymous
® Tierl 2
GENE VARIANT TYPE vAF CLINVAR SCORE ACTIONABLE
FGFR3 &) p.Ser37icys missense 3.2% Pathogenic 82.9 FDA
PIK3CA & p.GlusasLys missense 6.3% Pathogenic 82.6 emerging
® Tiern 2
GENE VARIANT TYPE vAF CLINVAR SCORE ACTIONABLE
™53 & p.Cys176Phe missense 8.7% 65.3 prognostic
P53 A p.ArglloLeu missense 25.8% 63.1 prognostic
Tierm 3
GENE VARIANT TYPE vaF CLINVAR SCORE ACTIONABLE

Gincatmepor ) ((Paten ummary )

Treatment Summary

This molecular profile is most consistent

with u

othelial bladder cancer harboring an
actionable FGFR3 $371C alte

ation, plus

additional oncogenic pathway alterations in
PIK3CA, EGFR, and ERBB2, with biallelic
appearing TP53 dysfunction suggesting
aggressive biology. The strongest disease
matched therapeutic signal is FGFR
inhibition with erdafitinib; however, the
patient also has marked lymphopenia across
8-, T-, CD4-, CD8-, and NK-cell

compartments, which

mpers confidence in
immune-dependent strategies and
increases attention to infection risk and

treatment tolerance

Associated Therapies

#1 Erdafitinib  Strong Evidence
Guideline

FGFR3

#2 Atezolizumab Moderate Evidence

#4 Disitamab Vedotin
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 CREe
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H H [o] ic Vari R — PM_74 8/27/26, 4:24 PM
| /A Romania - Serbia neegenic VariantiReport=1zh 12726,

- " ) o = Evidence Strength
. Emergency County Clinical Hospital "Pius Brinzeu" Timisoara
N7 0 NnCco G en OncoGen - Center for Gene and Cellular Therapies in the Treatment of Cancer Key PMIDs 26184520
Excellence Research Center Liviu Rebreanu Blvd. no. 156, RO-300723, Timisoara
office@oncogen.rc

0

Monitoring Monitor blood pressure, liver enzymes/bilirubin, CBC, fatigue, diarrhea, mucositis, rash, and hand-foot skin reaction;
infection surveillance is important because of baseline lymphopenia.

Patient: PM_74 Cancer Type: Colon cancer Report Date: August 27, 2026

Immune Markers

Relevant Biomarker Summary

Variants classified as Tier | (Strong Clinical Significance) or Tier Il (Potential Clinical Significance) per AMP/JASCO/CAP 2017.

Therapy Name = NCCN/ESMO guideline evidence  Therapy Name

GENE | ALTERATION TIER THIS CANCER TYPE

KRAS - G12D (Fier 1] Cetuximab

Mek Inhibitors
Oxaliplatin
Panitumumab
Regorafenib
Sunitinib
Trametinib

TP53 - R273H 5-Fluorouracil

Aurora Kinase Inhibitors
Doxorubicin

Gefitinib

Gemcitabine

Paclitaxel

Proteasome Inhibitor
R-Flurbiprofen

PIK3CA - Y1021C

APC - S1356%

Biomarkers Without Therapeutic Evidence

APC - S1356%

= no guideline evidence yet

OTHER CANCER TYPES

Afatinib

Anti-Pd-1/Pd-L1 Immunotherapy + Kras G12D Inhibition
Cisplatin

Erlotinib

Gefitinib

Icotinib

Immune Checkpoint Inhibitors

Kras G12D Inhibitor + Buparlisib

Kras G12D Inhibitor + Shp099

Mrtx1133

Alin

Cisplatin
Curcumin
Mdm2 Inhibitor

Alpelisib + Fulvestrant

Capivasertib + Fulvestrant
Everolimus

Fulvestrant + Inavolisib + Palbociclib
Sirolimus

Rationale Regorafenib has colorectal clinical evidence in the supplied dataset and one study associated KRAS G12D with clinical
activity/progression-free survival, though this is biomarker-association rather than definitive mutation-directed benefit. It
is therefore a reasonable later-line option if the patient has refractory metastatic colorectal cancer, but confidence is
lower than for standard fluoropyrimidine use.

Contraindicated / Resistance

Reason Not recommended because KRAS G12D is a guideline-level negative predictive biomarker in colorectal cancer, with
strong evidence that ivati EGFR blockade and leads to lack of benefit and possible
harm. Additional literature suggests KRAS mutation also reduces il diated ADCC, which is it relevant
given this patient's low CD3/NK-cell compartments.

Supporting Genes

NCCN Guideli i and Cancers, Colon Cancer, Rectal Cancer

Key PMIDs 21193546, 22016105, 20718704, 21896996, 26220150, 40556307, 24136682, 27570430

Panitumumab -Re ance

Reason Not recommended because KRAS G12D is a guideline-level resi biomarker in colorectal cancer and predicts no

i benefit from i This is one of the strongest treatment-exclusion signals in the case.

Supporting Genes

NCCN Guideli i and Cancers, Colon Cancer, Rectal Cancer

Key PMIDs 26220150, 40556307, 22016105, 21193546

Oxaliplatin

Reason Deprioritized because provided colorectal evidence links KRAS codon 12 mutation with lower response to oxaliplatin. This

is not an absolute contraindication and is weaker than the anti-EGFR resistance signal, but within the evidence supplied
it is a caution against prioritizing oxaliplatin-containing therapy as a biomarker-driven choice.

Supporting Genes

Key PMIDs 14728946

Mdm2 Inhibitor

Reason Not recommended because classic MDM2 inhibition depends on functional wild-type p53 signaling, whereas this tumor
harbors TP53 R273H, a canonical disruptive hotspot mutation. Additional literature supports resistance of TP53-mutant
cells to MDM2 inhibitors.

Supporting Genes

Key PMIDs 32904724, 30899200

Investigational / Early Evidence

Mrtx1133

Supporting Genes
Phase Early Clinical

Key PMIDs 39417197, 39687047, 39879317, 40146324, 36414681, 41086055, 40791564, 40680327, 40938473

Rationale Direct KRAS G12D inhibition is biologically compelling for this tumor and multiple preclinical reports support antitumor
activity, including colorectal models, but the evidence provided remains investigational and off-label. This is best
pursued in a clinical trial.

Supporting Genes
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Why do we need protein synthesis?

Mutation-based vaccines in cancer

N 15 AA LLSVGG 8-9 AA C

MHC class Il restricted epitopes Linker MHC class I restricted epitopes

FAP: Fibroblast activation protein
PDRQFVYLESDYSKL-LLSVGG-GLSGLSTNHL
MHC class I: HLA A*02:01; MHC class Il: DRB1*01:01; DRB1*10:01; DRB1*04:
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Display Report
Analysis Info Acquisition Date  4/28/2026 10:58:55 AM
Analysis Name  D:\Data\2026\2026-4-28\PEPTIDE FAP 3366 2.d
Method 12-9-25_MS.M Operator admin
Sample Name PEPTID FAP TEST Instrument amaZon SL
Comment TEST 3366
Acquisition Parameter
lon Source Type ESI lon Polarity Positive Alternating lon Polarity off
Mass Range Mode UltraScan Scan Begin 300 m/z Scan End 2200 m/z
Accumulation Time 300 ps RF Level 100 % Trap Drive 74.0
SPS Target Mass 1000 m/z Averages 5 Spectra Auto MS/MS off
Intens.
x108
11
1.0
0.9
08
05 1.0 15 2.0 25 3.0 3.5 4.0 45 Time [min]
BPC +All MS
Intens. I+ PEPTIDE FAP 3366 2.d: +MS, 0.3-1.5min #45-205|
x107 1063.48
20
15
551.30
1.0
0.5
o l T 728.12 85837 95041 J_L N
: 400 600 800 1000 1200 1400 miz

Bruker Compass DataAnalysis 4.1 printed: 5/14/2026 12:46:02 PM by: admin
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Vaccine
administration

Peripheral blood Melanoma

mononuclear  Stage llIIB/C *

cells Stage IVM1a/b (resectable)

= DNA and RNA sequencing to identify
tumour-specific mutations

* HLA typing

* Prediction of personalized HLA-
binding peptides

Pools of vl'
synthetic long ¥
peptides

+ Poly-ICLC \.r )

x'_.'x

ol

Prime Boost Boost

Wilb S

0 4 8 12 16 20 24
Weeks

Stage
B/C

Stage
IVM1b

CROSS
 CREe

———n A

Neoantigen Recurrence Anti-PD-1 Clinical

vaccination after vaccination antibody response
Patient 1 —
Patient 3 *—
Patient 4 ~—
Patient 5 *—
Patient 2 el Y e
Patient 6 —hc ) o

L 1 1 L 1 L

0 3 6 9 12 15 18 21 24 27
Months after surgery

An immunogenic personal neoantigen vaccine for patients with melanoma. Patrick A. Ott et al., Nature, 2017
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Review

Systemic Melanoma Therapy in Patients with Pre-Existing
Heart Failure: An HF-Centered Decision Framework and Criti-
cal Narrative Review

Daniela-Vasilica Serban!2t, Diana-Maria Mateescu3t, Daniela Crainic!2, Nina Ivanovic!2?, Roxana Manuela
Fericean?, Florina Maria Bojin%>*, Ana-Olivia Toma2*, Elena Daniela Jurj'6, Emilia Clej! and Virgil Paunescu*®

Publications
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/Integration of complex oncologic data improves precision medicine approaches )
Expert System Software v2 demonstrates that the integration of NGS data, immune
profile, and circulating tumor biomarkers into a single Al-based platform can
support a more comprehensive characterization of oncologic patients and

Q“acilitate personalized therapeutic decisions. Y,

Multidisciplinary decision-making benefits from digital clinical support systems

The software provides clinicians and tumor boards with structured, evidence-based
information derived from NCCN, ESMO, FDA, EMA, ClinVar, and ongoing clinical
trials, thus improving access to updated oncologic knowledge and supporting
standardized clinical decision-making.

)

-

The CROSSCARE project provides evidence that this is a patient-centered therapeutic approach for patients with soli
tumors. This may represent a valuable model of good clinical practice in personalized cancer care. As an important next step,
the project partners intend to prepare and submit to the relevant health authorities a dedicated study documenting the

\_methodology, results, and potential clinical benefits of this integrated approach. )

d\
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