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VSTUPY PRI ROZHODOVANI O LIECBE

PACIENT BIOPSIA PATOLOGIA DIAGNOSTIKA LIECBA

- Mozné vstupy do rozhodovacieho procesu vyznamne narastaju

- Liecba jednotlivych podskupin podla prognostickych a prediktivnych faktor sa stale vyznamnejsie odlisuje
- Nespravne indikovana liecba m6ze mat dopad na preZivanie pacienta

- SR stéale limitované dostupnostou a moznostou indikacie novych terapeutickych moznosti v Uhrade ZP

- Pacienti su stale viac informovani o moznostiach preciznej mediciny

- Pacienti velakrat aj svojvolne realizuju rozne vySetrenia a zvysuju podiel vstupov v rozhodovacom procese
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SUCASNOST A BUDUCNOST LIECBY MBC NA Sy

CESTA K PERSONALIZOVANE)J LIECBE KARCINOMU PRSNIKA

V 2019 FDA schvalenie
kombinacie nab-pac +
atezolizumab u pacientok
s PD-L1 IC+ metastatickym

Prvy HER2 IHC test bol
schvaleny FDA v 1998,
v tom istom case sa schvalil

4,5
trastuzumab v liecbe TNBC
HER2-pozitivneho VysSetrenie VENTANA SP142
karcinému prsnika?-3 IHC assay

1970 l sucasnost

1998

ER sa povodne stanovoval
pomocou technik zavislych
na viazani ligandu?

Neskor prebrali ulohu

v diagnostike IHC,

ktoré sa vyuZivaju dodnes! 1. Ciocca DR & Elledge R. Endocrine 2000; 2. Perez EA, et al. Cancer Treat Rev 2014;

3. Press MF, et al. J Clin Oncol 2002; 4. Emens LA, et al. SABCS 2018. (Abstract GS1-04);

ER, estrogénovy receptor; IC, tumor-infiltrujice imunitné bunky; 5. Atezolizumab PI 2019. Available: https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/761034s018lIbl.pdf;
IHC, immunohistochémia; nab-pac, nab-paclitaxel; 6. https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpma/pma.cfm?id=P160002S009;

PD-L]_’ |igand programovanej smrti 1; TNBC’ triple-negativny karcindm prsnika' 7. CardOSO F, et al Ann OnC0| 2018; 8. NCCN Breast Cancer GUIde|Ines vl - MarCh 2019.
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S AKYMI ”NOVYMI” VSTUPMI SA STRETAVAME

VSTUPY Z TAKZVANEHO “SKUTOCNEHO SVETA“

RIESENIA DIGITALNEHO ZDRAVIA

IOT TECHNOLOGIE

SOCIALNE MEDIA
ELEKTRONICKE/LEKARSKE ZAZNAMY
DOTAZNIKY

PROMs

VYJADRENIA POISTOVNI
DIAGNOSTICKE/GENOMICKE DATABAZY
REGISTRACIE LIEKOV

PODANIA DOPLNENI NU

MOZNOSTI KLINICKYCH STUDII
DATABAZY INTERAKCIi

,GENETICKE ANALYZY“ — NGS, transkriptomika, drug resistance,
sekvenovany mikrobiom atd...




Pocit naliehavosti

Skreslené informacie

Investované naklady

Viera vo vyliecenie

Uverenie Sarlatanom

Pocit sklamania, Ze lekar nerobi dost

Pocit inkompetencie

Odborna ,,pycha“, bagatelizacia nepoznaného

Pocit vyhorenia, nedostatok casu

PretaZenie mnozstvom informacii

Neprehladnost akym vysetreniam ddverovat
Neprehladnost odporaéani ako nalozit s vysledkami
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ANNALS o
ONCOLOGY

driving innovation in oncology

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

Recommendations for the use of next-generation sequencing (NGS) for
patients with metastatic cancers: a report from the ESMO Precision
Medicine Working Group

F. Mosele®, J. Remon?, J. Mateo®, C. B. Westphalen®, F. Barlesi’, M. P. Lolkema®, N. Normanno®, A. Scarpa’, M. Robson®,

F. Meric-Bernstam®, N. Wagle'®, A. Stenzinger'’, J. Bonastre'>*%, A. Bayle™*'3, S. Michiels’>*, I. Biche®, E. Rouleau’®,
S. Jezdic'®, J-Y. Douillard, J. S. Reis-Filho'’, R. Dienstmann®® & F. André>*%?%"

ESCAT |

evidence
tier |

ESCAT
evidence tier Il

ESMO Scale for Clinical
Actionability of
Molecular Targets

ESCAT ESCAT
evidence tier 1| evidence tier IV
ESCAT evidence tier V

i * # (030 SENCE
ili e

ESCAT evidence tier X

Hodnotenie jednotlivych typov lieCby ESCAT Skalou

(popri znamejsej ESMO-MCBS a sile dokazu) bolo zaradené
do ESMO guidelines, vratene ESMO living guidelines schém
Pre metastaticky nador prsnika v r. 2021

Pre v€asny nador prsnika v r. 2023

Pre karcindm prsnika akt. ESCAT IA- pri BRCA

v1.1 - May 2023

Patients with mTNBC

Search theragnostic markers

PD-L1+ gBRCAm PD-L1-, gBRCAm-wild-type
[ Imminent organ failure ] [ No imminent organ failure ]

ab-paclitax |[|| ChT-bas dlh py (pl atin G m PARP in hlblt b ed therapy
3 , €) o prefer: ne) I, (preferre: hT) [I, A; MCBS
I A; MCBS 4; ESCATIA] (d, e)
e

If HER2-low: Trastuzumab
xtecan [MCBS 4] (d)
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Table 3. List of genomic alterations level I/1l according to ESCAT in advanced breast cancer
Gene Alteration Estimated prevalence ESCAT score Drug class matched References
ERBB2 Amplifications 15%-20% A Anti-HER2 monoclonal antibodies Baselga et al., N Engl J Med 2012°°
HER2 TKIs Krop et al., Lancet Oncol 2014°°
Anti-HER2 ADCs Lin et al., J Clin Oncol 2020°’
Saura et al., J Clin Oncol 2020°®
Rugo et al., JAMA Oncol 2021°°
Hotspot mutations 4% 1B Pan-HER TKls Hyman et al., Nature 2018°"
Anti-HER2 ADCs Smyth et al., Cancer Discov 2020
Li et al., Ann Oncol 2023°*
PIK3CA Hotspot mutations 30%-40% IA (ER-positive g-specific PI3K André et al., N Engl J Med 2019°
HER2-negative ABC) inhibitors* Rugo et al., Lancet Oncol 2021°°
Turner et al, N Engl J Med 20237°
ESR1 Mutations 30%-40% IA (ER-positive SERDs Bidard et al., J Clin Oncol 2022%*
HER2-negative ABC Bardia et al., Cancer Res 2023°°
resistant to Al)
BRCA1/2 Germline pathogenic/likely 4% A PARP inhibitors Litton et al., N Engl J Med 2018°°
pathogenic variants Robson et al., EFur J Cancer 2023°%’
Somatic mutations 3% 1B PARP inhibitors Tung et al., J Clin Oncol 2020%®
PTEN Mutations/deletions 7% i/ AKT inhibitors Schmid et al., J Clin Oncol 2020%°
Turner et al., N Engl J Med 2023"°
AKT1 Mutations (p. E17K) 5% i/ AKT inhibitors Kalinsky et al., JAMA Oncol 20217*
Turner et al., N Engl J Med 2023"°
PALB2 Germline pathogenic/likely 1% IIB PARP inhibitors Tung et al., J Clin Oncol 2020°®
pathogenic variants Gruber et al., Nat Cancer 2022"*

ABC, advanced breast cancer; ADCs, antibody—drug conjugates; Al, aromatase inhibitors; ER, oestrogen receptor; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets;
HER, human epidermal growth factor receptor; PARP, poly (ADP-ribose) polymerase; SERDs, selective oestrogen receptor degrader; TKls, tyrosine kinase inhibitors.
*AKT inhibitors have shown efficacy in patients with PIK3CA mutated ER-positive HER2-negative ABC

Mosele MF, Westphalen CB, Stenzinger A, Barlesi F, Bayle A, Bieéche |, Bonastre J, Castro E, Dienstmann R, Kramer A, Czarnecka AM, Meric-Bernstam F, Michiels S, Miller R, Normanno N, Reis-Filho J, Remon J,
Robson M, Rouleau E, Scarpa A, Serrano C, Mateo J, André F. Recommendations for the use of next-generation sequencing (NGS) for patients with advanced cancer in 2024: a report from the ESMO Precision
Medicine Working Group. Ann Oncol. 2024 Jul;35(7):588-606.



600D SCIENCE # s 2 02,2018
BETTER MEDICINE ¢ 0 /
BEST PRACTICE 21 A s

Published online 21 August 2018

SP ECIAL ARTICLE @ Level 1 @ Level 2 © Level 3 ‘0 Level 4 @ Level R1

FDA-approved drugs Standard care Clinical evi i evidence Standard care Clinical evidence

1 Genes 3 Genes 8 Genes 17 Genes 2 Genes

A framework to rank genomic alterations as targets
for cancer precision medicine: the ESMO Scale for
Clinical Actionability of molecular Targets (ESCAT)

J. Mateo', D. Chakravarty”, R. Dienstmann', S. Jezdic’, A. Gonzalez-Perez*, N. Lopez-Bigas ™,
C. K Y.Ng® P.L.Bedard’, G. Tortora®%, J-Y. Douillard®, E. M. Van Allen'®, N. Schultz®, C. Swanton'”,

L 12% 8l
F.Andre = & L. Pusztai - Onc KB Levels of Evidence Actionable Genes Cancer Genes APl Access About Team MNews Terms FAQ Q & Account ~

e of Oncology (VHIO), Barcelona, Spain; “Memorial Sloan Kettering Cancer Center, New York, USA: “European Society for Medical Oncology,
te for Research in Biomedicine (IRB), Barcelona; “Institucié Catalana de Recerca i Estudis Avangats (ICREA), Barcelona, Spain; “University
erland; “Princess Margaret Cancer Centre, Toronto, ON, Canada; ®University of Verona, Verona; “Fondazione Policlinico Universitario A. Level 1 Level 2 Level 4 Level R1
Harvard Medical School Dana-Farber Cancer Center and Broad Institute, Boston, USA; ''The Francis Crick Institute, London, UK; FDA-approved drugs Standard care Glinical evidence Biological evidence Standard care Glinical evidence
*Yale Cancer Center, New Haven, USA Fjfenos = i 0 Genes 0 Genes

6 actionable genes Breast Cancer 13 drugs
Showing 17 biomarker-drug associations (6 genes, 2 tumor types, 1 level of evidence) Reset filters
Level “* Gene “ Alterations Tumor Type Drugs
[1] ERBB2 Amplification Breast Gancer Ado-Trastuzumab Emtansine
[1] ERBB2 Amplification Breast Gancer Lapatinib
[1] ERBB2 Amplification Breast Cancer Pertuzumab + Trastuzumab
[1] ERBB2 Amplification Breast Cancer Trastuzumab + Lapatinib
[1] ERBB2 Amplification Breast Gancer Neratinib
[1] ERBB2 Amplification Breast Gancer Capecitabine + Trastuzumab + Tucatinib
[1] ERBB2 Amplification Breast Gancer Trastuzumab Deruxtecan
[1] NTRK1 Fusions All Solid Tumors Larotrectinib
[1] NTRK1 Fusions All Solid Tumors Entrectinib
[1] NTRK2 Fusions All Solid Tumors Larotrectinib
Mateo J, Chakravarty D, Dienstmann R, et al. A framework to rank genomic alterations as targets for ° R Fusions Al Solid Tumors Entecting
cancer precision medicine: the ESMO Scale for Clinical Actionability of molecular Targets (ESCAT). Ann
Oncol. 2018 Sep 1,29(9)1895-1902 9 NTRK3 Fusions All Solid Tumors Larotrectinib
https://www.oncokb.org o NTRK3 Fusions All Solid Tumors Entrectinib
[1] Other Biomarkers  Microsatellite Instability-High All Solid Tumors Pembrolizumab
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AKT1

BRAF

ERBB2

ERBB2

ERBB2

ERBB2

ERBB2

ERBB2

ERBB2

ERBB2

ERBB2

ERBB2

ERBB2

ESR1

NTRKI1

NTRK1

NTRK1

NTRK2

NTRK2

NTRK2

NTRK3

NTRK3

NTRK3

Other
Biomarkers

Other
Biomarkers

PIK3CA

PIK3CA

PIK3CA

PTEN

RET

E17K

V600E
Amplification
Amplification
Amplification
Amplification
Amplification
Amplification
Amplification
Amplification
Amplification
Amplification

Amplification

Oncogenic Ligand-Binding
Domain Missense Mutations

Fusions

Fusions

Fusions

Fusions

Fusions

Fusions

Fusions

Fusions

Fusions

Microsatellite Instability-High

(MSI-H)

Tumor Mutational Burden-High

(TMB-H)

C420R and 10 other alterations

C420R and 10 other alterations

E545Q and 7 other alterations

Oncogenic Mutations

Fusions

Breast Cancer
All Solid Tumors (excluding Colorectal Cancer)
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer

Breast Cancer

All Solid Tumors
All Solid Tumors
All Solid Tumors
All Solid Tumors
All Solid Tumors
All Solid Tumors
All Solid Tumors
All Solid Tumors

All Solid Tumors

All Solid Tumors

All Solid Tumors

Breast Cancer
Breast Cancer
Breast Cancer
Breast Cancer

All Solid Tumors

Capivasertib + Fulvestrant
Dabrafenib + Trametinib

Ado-Trastuzumab Emtansine

OnkoKB prehlad molekularnych targetov
a FDA registrovanych lieCiv, ktoré sa vsak
nemusia zhodovat so Standardom liecby

Lapatinib + Capecitabine
Lapatinib + Letrozole
Margetuximab + Chemotherapy
Neratinib

Neratinib + Capecitabine
Trastuzumab

Trastuzumab + Chemotherapy

Trastuzumab + Pertuzumab + Chemotherapy
Oncogenic Mutations (excluding

. o ® AKT Breast Cancer Capivasertib + Fulvestrant
Trastuzumab + Tucatinib + Capecitabine E17K)
Trastuzumab Deruxtecan ©® ESRI V422del Breast Cancer Elacestrant
el s Oncogenic Mutations (excluding
e ©® PIK3CA NI B A G ER R B, e Alpelisib + Fulvestrant
E545G, E545K, Q546E, Q546R, &
Entrectinib H1047L, HI047R and H1047Y)
Larotrectinib Oncogenic Mutations (excluding
C420R, E542K, E545A, E545D,
Repotrectinib E545G, E545K, Q546E, Q546R,
©® PIK3CA Breast Cancer Capivasertib + Fulvestrant

H1047L, H1047R, H1047Y, R88Q,
N345K, E545Q, Q546K, Q546P,
M1043V, M1043| and G1049R)

Entrectinib
Larotrectinib
Repotrectinib
Entrectinib
Larotrectinib

Repotrectinib

Pembrolizumab

S Tie, ktoré sa povazuju za Standard lieCby

Capivasertib + Fulvestrant

Capivasertib + Fulvestrant

www.oknokb.org, navstivené sept. 2024

Selpercatinib
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Nevsedné kombinacie liekov v ramci klinickych stu

Aktualne zvySeny zaujem o pacientov s potvrdenymi patologickymi variatami génov

Onc KB Levels of Evidence Actionable Genes Cancer Genes APl Access About Team News Terms FAQ

Level “ Gene “ Alterations Tumor Type Drugs

[:] AKT1 E17K Breast Cancer AZD5363

[:] ERBB2 Oncogenic Mutations Breast Cancer Neratinib

[:] ESR1 Oncogenic Mutations Breast Cancer AZD9496, Fulvestrant

[:] PIK3CA Oncogenic Mutations Breast Cancer GDC-0077

[:] PIK3CA Oncogenic Mutations Breast Cancer Copanlisib + Fulvestrant

[+] BRAF L597 All Solid Tumors PLX8394

[+] BRAF K601 All Solid Tumors PLX8394

[+] BRAF G464, G469A, G469R, G463V All Solid Tumors PLX8394

[+] CDK12 Truncating Mutations All Solid Tumors Pembrolizumab, Cemiplimab, Nivolumab
[+] CDKN2A Oncogenic Mutations All Solid Tumors Ribociclib, Abemaciclib, Palbociclib

[+] FGFR1 Oncogenic Mutations All Solid Tumors BGJ398, Debio1347, Erdafitinib, AZD4547
[+] FGFR2 Oncogenic Mutations All Solid Tumors BGJ398, AZD4547, Erdafitinib, Debio1347
[+] FGFR3 Oncogenic Mutations All Solid Tumors Debio1347, Erdafitinib, AZD4547, BGJ398
[+] KRAS Oncogenic Mutations All Solid Tumors Trametinib, Binimetinib, Cobimetinib

[4+] MET Fusions All Solid Tumors Crizotinib

[+] MTOR Oncogenic Mutations All Solid Tumors Temsirolimus, Everclimus

https://www.oncokb.org
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Molekularna multidisciplinarna komisia

Interpretacia komplexnych dat-
vyber optimalneho klinického
rieSenia

Klinicky onkolég

Klinicky genetik Bioinformatik

Molekularny Patolég

biol6g (molekularny patolég)

e Ulahcenie interpretacie
komplexnych dat

e Vyber spravnej lieCby

e Edukacia

e Udrzanie kroku
s aktualnymi liecebnymi
moznostami GCP
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SMERUJE TO NIEKAM? ANO..

GENOMIC PROFILING OF HER2+ ABC

Comparison of ER+ and ER- breast cancer

* 402 génov je exprimovanych rozdielne pri ER+ s ER-

e Ztoho napriklad GATA3, ESR1, TFF3 a ERBB4 boli
upregulované a IGF2R, GATA6, EGFR a TGFA
downregulované pri ER+HER2 amplifikovanych nadoroch

ERBB2-amplified tumors
ER+ ER-

(FEFEET R HL T EH spggassgdglisigainast

B MECHANISMS OF RESISTANCE TO HER2-DIRECTED
% === ' NEWASSESSMENTS OF HER2 EXPRESSION THERAPIES TO GUIDE FURTHER TREATMENT CHOICE
g; e z i New technologies for capturing intratumor and inter-metastases HER2 heterogeneity N Puteniial wechanisns of msislanes & .03
5 g Fisher exact test, p value 3.652x10%
8 Spatial technologies for multiple Ab-radiolabeled PET scan WES at baseline (n=88) and at progression (n=20) o
o prqtgin analysis- ? ) ERBB2 hemizygous deletion was detected in 5 out of 88 (6%)
Aldigital 'h°‘°QY Y= = patients at baseline-> no response CRTTTR -EJ_ i

. - o g
‘ " P r' Yy — e it -
e esESSNENTS O Hers ExPRESSION & v -—I-.I- I-'rl I!-'n.l-i‘ No recurrent driver alterations in 2 DG VOET o e S0y ¥y b 1k Vol g e

baseline samples were associated

Better quantification of HER2

B . g i with resistance
Do we need new “more quantitative” methods to assess HER2 expression ? expression and characterization of Inter metasmszi:reetses';?‘e"e"y of HER2 # Eg '

I ! - HER?2 spatial distribution o A0 St o8 gt B T S— SLXdloss of function
quantitative immunofiuorescence coupled with mass Q"taml'gcat'_?" ngHERtﬁ roteul; X ’ES:"‘ LY : S0 ERSBZbemioygous dibon 42T = mutaions could mediate
spectrometry to measure absolute amounts of HER2 ?p el in? {/ (_ )tlin elmem rar;e and Modified from Pistil, ASCO 2023, Imaging mass cylometry (Hyperion) o ‘ \ e . i (2 wih HER2-ow and 2 wih HER2-nul mBC II i I - lﬂ ﬁlf I resistance to DXd
protein: 67% of patients had HER2 expression, but d‘!m.f’ Cder y usmg{ ee;; eﬁarmng(—j atsz "' ESMO DEEP DIVE: BREAST CANCER ' , T
would have been considered negative by standard IHC Cf[;g:ﬁf;”{i;:ﬁ;mc RN PSR v oo NEW ASSESSMENTS OF HER2 EXPRESSION iieci uf ol N ibschioe G053 —

- . Heterogeneity of HER2 expression can also affect treatment response -

“ - 0o1s ESMO DEEP DIVE: BREAST CANCER ESMO WEBINAR SERIES

“ x — 1 Re0ss == INTRA-TUMOR AND INTER-METASTASES HER2 HETEROGENEITY
+ 2: | L Cluster with prevalence of HER2-neg areas -> 8/10 patients: inter-metastasis
£ 5 8 2 i 3 rm no ’eskp""“‘" T-DXd heterogeneity of HER2 status
g § ! ! H vy S e
E.2 3 B H / 3

il | AY = ;
N : { H - : W
10 H 1 gt | Y g . AP
cA H s 5 ” s « 0 m
w08 - i A¥ R S -
0 il | -
Patients ¢
Moutafi et al, Laboratory Investigations 2022; Kapil et al, Scientiic Reports 2024 " . T g ‘ . o1 . .
Response status by RECIST fan membrane 00
ESMO DEEP DIVE: BREAST GANCER r—— T ; R i ro il | [DOESTTARFECT RESRONSE TO.T0XA 2 Barbara Pistilli- ESMO Deep Dive Webinar, september
L OO 2024, www.esmo.org

ESMO DEEP DIVE: BREAST CANCER ESMO WEBINAR SERIES
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GENOMIC FINDINGS

NOTE: This is a comprehensive list of cancer-related alterations detected in this patient's sample.

GENE

ATM
CCND1
CCNEL
FGF19
FGF3
FGF4
GNAS
IDH1
IGF1IR

TP53

HGVS Chromosomal
ALTERATION CodingEffect Position VAF

p.P1141Lfs*15 NM_000051.3: c.3422del chr11:108151740 0.13%
amplification -equivocal - L -
amplification - - -
amplification -equivocal - - -
amplification -equivocal - - -
amplification -equivocal - - -
amplification - - -
p.R132H NM_005896.2: c.395G>A chr2:209113112 0.39%
amplification - - R
amplification - - -
p.R249G NM_000546.4: c.T45A>G chrl7:7577536 5.7%

Vysledok prehladny, odlisuje udaje
relevantné pre klinika

Oddelenie udajov o variantoch s neznamym
klinickym dopadom

Jasny prehlad o tom, ¢i moézeme analyzu
povaZovat za hodnotitel'nt- najma v pripade
liquid biopsie

Zdroj: vysledky pacientok Mrifidkova, OUSA

Biomarker

Tumor Mutational Burden

Priklad 1

Microsatellite Instability Status

ctDNA Tumor Fraction

context of these alterations makes significance unclear. FMI VUS are included here, in the event that they become clinically meaningful in the future.

GENE

AMERL (FAM123B or WTX)
BRCA1

BRCAL

BRIP1

CD79B

GNA13

GNAS

GNAS

GNAS

IGFIR

IGF1R

IGF1R
IGFIR
IGF1R
MET
PIK3C2G
PRDM1
RAD21
RAD51C
RNF43
SRC
SRC
TSC1

ALTERATION

p.v1i84i

p-M1728T

p.N1102S

amplification -equivocal
amplification -equivocal
amplification -equivocal
GNAS rearrangement
p.A7D

p.P147L

IGF1R rearrangement

Result

6.32 mutations-per-megabase

Not Evaluable

High (12%)

VARIANTS OF UNKNOWN SIGNIFICANCE

Note: These variants may not have been adequately characterized in the scientific literature at the time this report was issued, and/or the genomic

HGVS

CodingEffect
NM_152424.3: ¢.550G>A
NM_007294.3: ¢.5183T>C
NM_007294.3: c.3305A>G

NM_016592.2: c.20C>A
NM_016592.2: c.440C>T

IGF1R-LOC284757 rearrange _

ment

p.D1235H

p.G1169A

p.S1278F

p.v13el

amplification -equivocal
amplification

p.G92S

amplification -equivocal
amplification -equivocal
SRC rearrangement

SRC rearrangement
pvi78l

NM_000875.3: ¢.3703G>C
NM_000875.3: ¢.3506G>C
NM_000875.3: ¢.3833C>T
NM_000245.2: c.406G>A

NM_006265.2: c.274G>A

NM_000368.4: c.532G>A

Chromosomal
Position
chrX:63412617
chrl7:41215360
chrl7:41244243

chr20:57415181
chr20:57415601

chr15:99491918
chr15:99486200
chr15:99500400
chr7:116339544

chr8:117875369

chr9:135797337

VAF

0.32%
0.09%
41.4%

1.3%
1.5%
1.6%
0.89%

1.2%

L7%
2.1%
0.29%
50.8%
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— Uvedené st iba varianty so silnym klinickym

vyznamom TIER |A a IB a potencialnym klinickym vyznamom TIERIIC a IID.

cén Referenéné HGVS HGVS VAF |  Biologicky T'Ez::;mg"k‘
sekvencia cDNA zapis proteinovy zapis % efekt somatickych variantov
PIK3CA - - - ¥ -
AKT1 - - - a -
PTEN - - - - -
ESR1 |NM_001122742.2| c¢.1610A>C p(Y5378) 5,6 Patogénny TIERIA

PRILOHA1 - OncoDeep™ DNA Kit zoznam vySetrovanych génov :

Vysetrované gény (638 génov): ABL1, ABL2, ACVR1, ACVR1B, ADARB2, AGO1, AGO2, AJUBA, AKT1, AKT2, AKT3, ALB, ALK, ALOX12B, AMER1, ANKRD11,
ANKRD26, APC, APLNR, AR, ARAF, ARFRP1, ARHGAP35, ARID1A, ARID1B, ARID2, ARID5B, ASXL1, ASXL2, ATM, ATR, ATRX, ATXN7, AURKA, AURKB, AXIN1,
AXIN2, AXL, B2M, BABAM1, BAP1, BARD1, BBC3, BCL10, BCL2, BCL2L1, BCL2L11, BCL2L2, BCL6, BCOR, BCORL1, BCR, BIRC3, BLM, BMPR1A, BRAF, BRCA1,
BRCA2, BRD4, BRIP1, BTG1, BTG2, BTK, CALR, CARD11, CARM1, CASP8, CBFB, CBL, CCNB3, CCND1, CCND2, CCND3, CCNE1, CD276, CD70, CD74, CD79A,
CD79B, CDC42, CDC73, CDH1, CDH4, CDK12, CDK4, CDK6, CDK7, CDK8, CDKN1A, CDKN1B, CDKN2A, CDKN2B, CDKN2C, CEBPA, CENPA, CHD2, CHD4, CHEK1,
CHEK2, CIC, CMTR2, CNTN4, CREBBP, CRKL, CRLF2, CSDE1, CSF1R, CSF3R, CSNK1A1, CTCF, CTLA4, CTNNA1, CTNNB1, CTR9, CUL3, CUL4A, CUX1, CXCR4,

CYLD, CYP17A1, CYP19A1, CYP2C19, CYP2D6, CYSLTR2, DAXX, DCUN1D1, DDR1, DDR2, DDX41, DHX15, DICER1, DIS3, DNAJB1, DNMT1, DNMT3A, DNMT3B,
NNT4I NPVN NRNK]HA NIIRPA FIFR FEN FRFI7 FRER FIF1AY FIFAAY FIFAF FIFR FMI 4 FMQV FPNN FPARY FDNAM FPHA? FDHAR FPHA7 FDHR1

* Vysledok prehladny, strucny, ukazuje vsetky
vySetrené varianty

* Oddelenie udajov s ESCAT potvrdenymi
ciel'mi pre klinického onkoldga

* Bonus — ESCAT odporucana terapia

e Uvedené klinické studie
* Bonus SJ a mozZnost konzultacie vysledku

Zdroj: vysledky pacientok Mrifidkova, OUSA

Priklad 2

Vo vzorke DNA izolovanej z nadorového tkaniva sme DOKAZALI:
o pritomnost somatického patogénneho variantu Y537S v géne ESR1 so silnym klinickym vyznamom TIER IA.

Vo vzorke DNA izolovanej z nadorového tkaniva sme NEDOKAZALI:
e pritomnost patogénnych/pravdepodobne patogénnych somatickych variantov so silnym/potencialnym klinickym vyznamom
vratane génov a variantov: BRCA1,BRCA2, PIK3CA, AKT1, PTEN a ERBB2 (HER2);
e  pritomnost CNV prestavby;

Vo vzorke DNA izolovanej z nadorového tkaniva je:
o  MSI status: MSS (mikrosatelitovo stabilny)
e  TMB status: nizky
e HRD status: negativny

Poznémka: Vysledok analyzy dalSich potenciélne relevantnych biomarkerov, vratane tumor agnostickych génov (podfa ESMO odporucani 2024), doddme na vyZiadanie
dodatocne.

Terapia asociovana s klinickym benefitom:

Nazov lieku Trieda Status Indikované na
Asociovany biomarker: ESR1: p.(Y537S)
Elacestrant ,Estrogen receptor degrader,, FDA/NCCN/ESMO/EMA Karcinédm prsnika
schvalené

PRILOHA2 - Zoznam klinickych Stadii:
CLINICAL TRIALS

Name Phase Countries NCTID

FR GB HU IL SK AT AU
Phase Il Study to Assess AZD9833+ CDK4/6 Inhibitor in AT I A TS
- BEBGCACHDEESUS

HR+/HER2-MBC With Detectable ESR fo Phase 3 NCT04964934
o cHE ” BRE"E:;:W”” s Ele ITJP KR NO PL PTRU bz
Progressio RENA-£
DErESSIon o) TRTW
Evaluation of Lasofoxifene Combined With Abemaciclib FR GB HU IL G AU BE
Phase 3 CACZDEESUSITKR NCT0569662
PLROTRTW

Compared With Ful rant Combined With Abemaciclib in

Locally nced or Metastatic ER+/HER2- Breast Cancer

With an ESR1 Mutation
A Study to Evaluate Efficacy and Safety of Giredestrant FRGT HKHU IL IN AR
Compared With Fulvestrant (Plus a CDK4/6 Inhibitor), in AU BE BR CA CL CN CO
Participants With ER-Positive, HER2-Negative Advanced Phase 3 CRDEES US T M; NZ NCT06065748
Breast Cancer Resistant to Adjuvant Endocrine Therapy

PLPTTHTW
(pionERA Breast Cancer)
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¢. Tumor Microenvironment

Status: 5 of 9 immune checkpoint related genes overexpressed.

- 74
‘ Bcells -0,17 . MDSC -0,01
< S Gene Value Median Score Status
CD4Tcells 057 “1, Monocytes 0,39
-,
> PDL1 271 385 -0,51 low
‘ CD8 T cells 0,07 @ Neutrophils  -0,02
3. R PDL2 628 882 -0,49 low
ﬁ ‘cv‘:‘n‘:::zt‘es 0,04 @ CDS6dim 0,05
cels Bt 9 3 127 overexpressed AKT1, ALK, BRAF, CTNNB1, DDR2, EGFR, ERBB2, ERBBA4, FBX7, FGFR1, FGFR2, FGFR3, KRAS,
’ Denditiccells 003 @ NKeells 001 MAP2K1, MET, NOTCH1, NRAS, PIK3CA, PTEN, SMAD4, STK11, TP53
TIGIT 293 221 0,41 overexpressed
\ Endothelial o1 ‘ Plasma cells -0,08
HAVCR2/TIM3 2644 1644 0,69 overexpressed . )
& EB“;‘T‘S;:‘?S 0,09 ’ Thocells  -0,07 The foll g y y were d d
. CTLA4 373 191 0,97 overexpressed
‘ oo B2 . et Gene  Position* Mutation Freq. Variant effect Comment
IDO1 567 766 -0,43 low LEERN Chr17 NM_000546.5 54% missense Pathogenic
:l;&‘ M e 01 e ol 008 7578406 C.524G>A No therapeutic
o = ; LAG3 644 234 1,46 overexpressed T p.Argl75His intervention known for
'i,%‘ Macrophages O @ peecain0 this mutation
; 't CD40* 458 651 -0,22 low *Reference hg 19
,ﬁ Mastcells 0,09
= Data based on gPCR results, * Data based on RefSea results

The graphical view of the effects of chemotherapeutic compounds is to be seen below.

The graphical view of the effects of natural compounds is to be seen below.

P B200% TCD
Rec.No.: 75451 Inhibition by Ch n o N :fz;: $gg Rec.No.: 75451 Inhibition by Compounds of .1000/: e
v v v “ 50%TCD Complementary Oncology w 50% TCD
100% = Average 100% == Average
) 82%'
90% 90%
80%
70% 62%
o
60% F 49%F
50% 350 36%| | 37%| | 38%
n
40% 25%r
30%
20% T 17%t 7%
10%
o, [t |
> > . O 8 > N
& & LS LSS
< @ & D & & $ S 8
R N P e
& ¢ & R
N &
N
&

* Vysledok neprehladny, zahlcujuci

e Vela obrazkov a farieb na uputanie laika

* Bez oznacenia klinickej relevancie

* Uvedené, ze koncentracie nekorelujua s hladinami in vivo

3. Drug Sensitivity (based on transcriptome data)

Drug / Drug Class
Anthracyclines

Platin

Artemisinin

Aspirin

Bevacizumab
Capecitabine
Dichloroacetate

CBD
Gemcitabin/Carboplatin

Gemcitabin
Carboplatin
Glucose Pathway directed

Growth factor Pathway
directed
Heat shock protein related

HER2/neu inhibitors

Immunotherapy
Melphalan/Busulfan
Mitoxantrone

NFkB inhibitors
Palbociclib

Platinum derivates
Pemetrexed

Taxanes
Topotecan/Irinotecan
Telomerase inhibitors

Vitamin D

Drugs

Doxorubicin, Epirubicin
Oxaliplatin

Artesunate

Aspirin

Avastin

Xeloda

DCA

Cannabidiol

Gemzitabine (various brands);
Carboplatin

Gemzitabine (various brands)
Carboplatin

2-desoxyglucose (2DG)
Cetuximab

hyperthermia therapy

Herceptin, Tycerb, Nerlynx, Kadcyla,
Perjeta
mutated neoantigen peptides

Novantrone

Curcumin, Acurmin, Curcuflex
Ibrance

Cisplatin

Alimta

Paclitaxel, Docetaxel

Hycamtin, Irinotecan

medical frankincense and many
others

Sensitivty

PR/R
1

R
1S/PR
PR
1S/PR
s
1s/s
R

1S/PR
1S/PR

References

(i, fii]

[iii]

[xxi], [xxii];
[xxiii]

[iv]

[xix], [xx]
[v], [vil, [vii]
[ix], [x], [xi]

[xii], [xiii], [xiv]
[xxiv]

The definitive therapeutic decisions are the responsibility of the treating oncologist.

Zdroj: vysledky pacientok Mrifidkova, OUSA
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ANALYZED MOLECULAR PROFILE

MUTANT GENES
CHEK2-E239"%, CYP2A6-5467°, FBXW7-E134D, KMT2C-C391*, TP53-E204*
WILD TYPE GENES

ABCBI, ABL1, ABL2, ABRAXAS1, ACVR1, ACVRIB, AC\/RZA ADARB2, ADGRA2, ADORA2A, AGO1, AGO2, AIP, AJUBA, AKT1, AKT2, AKT3, ALB,
ALK, ALOX12B, AMER1, ANKRD11, ANKRD26, APC, APLNR, AR, ARAF, ARFRP1, ARHGAP35, ARID1A, ARID1B, ARID2, ARID5B, ASXL1, ASXL2,
ATM, ATR, ATRX, ATXN7, AURKA, AURKB, AXIN1, AXIN2, AXL, B2M, BABAM1, BAP1, BARD1, BAX, BBC3, BCL10, BCL2, BCL2L1, BCL2L11,
BCL2L2, BCL6, BCOR, BCORL1, BCR, BIRC3, BIRC5, BLM, BMP1, BMPR1A, BRAF, BRCA1, BRCA2, BRD4, BRIP1, BTG, BTG2, BTK, CALR, CARD1,
COTSR, D708, D43, LT3 COM, CDHa, CONTS, COKD, CORA, Cokb, COKT, CORS, CORNiA, CINIE, CORMIC, CKNIA, COKI2E,
H. . .

CDKN2C, CEBPA, CENPA, CHD1, CHD2, CHD4, CHEK1, CIC, CMTR2, CNTN4, COP1, CREBBP, CRKL, CRLF2, CRTC1, CSDE1, CSF1, CSFIR, CSF2, - - -

CSF3R, CSNK1A1, CTC1, CTCF, CTLA4, CTNNA1, CTNNB1, CTR9, CUL3, CUL4A, CUX1, CXCR2, CXCR4, CYLD, CYP17A1, CYP19A1, CYP2B6, Llne neoadj uvant 4 CyCIe ChemOthera py (09/2 022 03/2 023)
CYP2C19 CYP2D6 CYSLTR2, DAXX, DCUN1D1, DDIT3, DDR1, DDR2, DDX11, DDX41, DHX15, DICER1, DIS3, DIS3L2, DNAJB1, DNMT1, DNMT3A,

NMT3B, DOTIL, DPH3, DPYD, DROSHA, DSE, DUSP4, E2F3, EED, EEF1A1, EGFL7, EGFR, EIF1AX, EIF4A2, EIF4E, ELF3, ELOC, EML4, EMSY, , 3 . .

EPSOD EPAOO EPAS1 EPCAM, EPHA2, EPHA3, EPHAS EPHA7 EPHEH EPHE4 ERBB2, ERBB3, ERBB4, ERCC1, ERCC2, ERCC3 ERCCA ERCCS, - - -

ERCCG, ERF, ERG, ERRFI, ESR1, ETAA1, ETS1, ETVA, /SR1, EXO1, EZH1, EZH2, EZR, FANCA, FANCC, FANCD2, FANCI Llne ad] uvant 4 cyCIe capECItablne (05/2023 08/2023)
FANCF, FANCG, FANCI, FANCL, FANCM, FAS, FAT1, FGF| FGF10 FGF|2 FGFM FGF19, FGF2, FGF23, FGF3, FGF4, FGF5, FGFG FGF7, FGFB

FGF9, FGFR| FGFR2, FGFR3 FGFR4 FH, FLCN, FLI1 FLT1, FLT3, FLT4 FOXA| FOXF1, FOXL2 FOXO1 FOXP1, FRS2, FUBP1, FYN, FZD1, FZD10,

FZDZ FZD3 FZD4, FZD5, FZD6, FZD7, FZD9, GAB1, GAB2, GABRAG, GATA1, GATA2, GATA3, GATA4, GATAG, GEN1, GID4, GLH1, GNA11, GNA13, Radiotherapy 03/2023

NAS, GNB1, GPC3, GPS2, GREM1, GRIN2A, GRM3, GSK3B, H1-2, H2BC5, H3-3A, H3-3B, H3-4, H3-5, H3C1, H3C10, H3CH, H3C12,
Eécx%s“iﬁk‘s 85551 HSPIOANT HUWEL ICOSLG, 103 I I3, IENGR, 1GF1 IGPIR. I8P IGF 1G5HI0, IBKE,IKZF L 110, ILGST L7,
H! HUWE1, L IDH1, IDH2, I 1, IGFY, | I I R, IKBKE, I IL10, IL IL7I -
INHA, INHBA, INPP4A, INPP4B, INPRL1, INSR, IRF2, IRF4, IRS1, IRS2, JAK1, JAK2, JAK3, JUN, KAT6A, KBTBD4, KDMSA, KDMSC, KDMBA, KDR, Line: 1- ERIBULIN - (13/08/2023 -01/1/2 023)
KEAPY, KEL KIFSB, KIT KLF4, KLFS. KLHLG, KMIT2A, KMT28, KMT2D, KIMTSA KNSTRN, KRAS. LAMPY, LATSI, LATS2. LMOY, LRPIE, LTK LYN. 1
LZTR1 MAD2L2, MAF, MAGIZ, MALT. MAML, MAP2K1, MAP2K2. MAP2K4, MAPSKI, MAPIKIS. MAP3KI4, MAPIKa, MAPK1 MAPKS, MAPKA
1, MDM2, MDM4, MED12, MEF2B, MEN1, MERTK, MET, MG F, MKNKI, MLC1, MLH1, MLH3, MLLT1, MLLT3, MPL, MREﬂ .
MSH2 MSH3 MSH6 MSH MSI2, MST1, MSTIR, MTAP, MTOR, MUTYH, MYB, MYC MYCL MYCN, MYD88, MYOD1, NAB2, NADK, NBN, NCOA3, L|ne: 2 - Trastuzumab Deruxtecan (from 11/2023)
NCORY, NEGRI, NF1 N°2, NFE2L2, NFKBIA, NKX2:1, NKX3-1, NOTCHI, NOTCH2, NOTCH, NOTCHA, AW NRAS, NRGYL NSDI, NSD2, NSD3,
NT5C2, NTHL, NTRK1, NTRK2, N UPS3, NUTM1, OPCML, P2RY8, PAK1, PAK3, PAKS, PALB2, PARG, PARP1, PARP2, PARPS, PAX3,
PAXS5, PAX7, PAX8, PAXIPI, PEIRM| PDCD| PDCD!LGz PDGFRA, PDGFRB, PDKI, PDPKI, PGBDS, PGR, PHF6, PHOX2B, PIGA, PIK3C2B,
PIK3C2G PIK3C3, FIKICA, PIKICE, PIK3CD. PIK3CG, PIK3RT, PIK3R2, PIK3R3, PIMH, PLCG2, PLEKFS1, PLK2. PMAIP, PMSI, PMS2, PNRCY
POLE, POLG, POT1, PPARG, PPMID, PPP2RIA, PPP2R2A, PPPAR2, PPPGC, PRDMI, PRDM14, PREX2, PRKAR1A, PRKCI, PRKD1, PRKDC, . .
PRKN 'PRSSS, PTCH, PTEN PTPAA! PTPN11, PTPNT2, PTPRD, PTPRN2, PTPRO, PTPRS, PTPRT, QKI, RAB35, RAC1, RAC2, RAD21, RADS0, Triple negative breast cancer - targeted drugs regardless of molecular proﬁle
RADS51, RAD518, RADS1C, RADS1D, RAD52, RAD5AL, RAFI, RANBP2, RARA, RARG, RASAT, RB1, RBM10, RECQL, RECQL4, RECQLS, REL, REST,
RET, REV3L, RFC1, RHEB, RHOA, RICTOR, RIF1, RITi, RNF43, ROS1, RPA1, RPS6KA3, RPS6KA4, RPSEKB1, RPSEKB2, RPTOR, RRAGC, RRAS, . . . . : . .
RRAS2, RSPO2, RTEL1, RUNX1, RUNXITY, RXRA, RYBP, SBDS, SCGS, SDC4, SDHA, SDHAF2, SDHB, SDHC, SDHD, SERPINB3, SERPINBA, SESN1, According to the scientific literature, 25-35% of triple-negative breast cancers (TNBCs) overexpress androgen receptor (AR), in which case AR
SESN2, SESN3, SETBP1, SETD2, SETDBY, SF3B1, SGKI, SH2B3, SH2D1A, SHH, SHLD2, SHOC2, SHQ1, SLC22A1, SLC22A2, SLC34A2, SLFNTI, 73
SLIT2, SLX4, SMAD2, SMAD3, SMAD4, SMARCA2, SMARCA4, SMARCB1, SMARCD1, SMARCET, SMCIA, SMC3, SMO, SMYD3, SNCAIP, SNTG2, i :
SOCS1, SOS!, SOXI0, SOX17, SOX2, SOX9, SPEN, SPOP, SPREDT, SPRTN, SPTA1, SRC, SRCAP, SRSF2, STAGT, STAG2, STAT3, STAT4, STATSA, inhibitors may be effective .
STATSB, STKM, STK19, STK40, STNi, SUFU, SUZ12, SYK, TAF1, TAP1, TAP2, TBX3, TCF19, TCF3, TCF7L’2, TEK, TEN1, TENTSC, TERC, TERT, TET1,
TET2, TPE3, TFRC, TGFBRI, TGFBR2, TIPARP, TLR, TLRY. TLRS, TLRO, TMEMI27. TMPRSS2, TNFAIPS, TNFRSF 14, TOPT, TOP2A, TPS3BP1, 1663,
TPMT, TRAF2, TRAFS, TRAFY. TRIPI3, TSC, TSC2, TSHR, TvK2, TYRO3, U2AFL, UGTIAT UPFI, USPS, VEGFA VHL VT
WWTRI, XIAP, XPA, XPC, XPO1, XRCCI, XRCC2, XRCC3, XRCC5, XRCC6, YAPY, YES!, ZBTB2, ZBTB7A, ZFHX3, ZNF217 ZNF703 ZNRFS
TReRe

FISH/CNA/IHC POSITIVE GENES

CCNE1 AMPLIFICATION PRESENCE, HER2 PROTEIN LOW
EXPRESSION, PDL1 PROTEIN OVEREXPRESSION

50-70% of triple-negative breast cancers have increased EGFR expression 74175 |n a randomized phase Il study adding cetuximab to cisplatin

FISH/CNA/IHC NEGATIVE GENES
ER PROTEIN NORMAL, PR PROTEIN NORMAL doubled the objective response rate (ORR) and appeared to prolong progression-free survival (PFS) and overall survival (OS) in a molecularly not

selected group of TNBC patients. Cisplatin plus cetuximab resulted in longer median PFS compared with cisplatin alone (3.7 v 1.5 months) 176,

Tumor-agnostic biomarkers/immunotherapy-related biomarkers:

The tumor is MSS, TMB-elevated (8,655 muts/Mb), and PD-L1 positive (CPS 60%, TPS 0%, antibody: 22C3 pharmDx), and PD-L1 negative (CPS
0%, TPS 0%, antibody: SP142).

High TMB associates with response to PD-1 and PD-L1 inhibitors in various tumor types.

* Vysledok relativne prehladny, ale zahlcujtci- 25 stran

 Udaje nesedia s interpretaciou

* Interpretacia zaloZzena na publikovanych pracach

* Odporucanad liecba nad ramec ESCAT aj ESMO odporucani- na baze vysledkov Fll klinickych skdsani

e Vypisané vsetky ESMO odporucania, zasahovanie do liniovosti lieCby nad ramec standardnych odporucani- napriklad
vyslovene linie liecby beznych cytostatik, odporucania uz podanej lieCby o ktorej mali informaciu

Zdroj: vysledky pacientok Mriridkova, OUSA
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[ Enterotype

Bacteroides et Y 4
Human intestinal canbe into three
Enterotypes are defined by dominant bacterial clusters with distinct metabolic Enterotyp

properties.

[ Dysbiosis index

Depending on their relevance, all detected phyla, genera and species are
considered. . v v
Index Ale nevieme, co s tym
’ oo

Overview - Results and Therapy Options

The dysbiosis index represents a measure of deviations within the microbiome.

Dysbiose-Index 31 A—KJ i jm \m
Ratio | pH (@) Bacteria Phyla - most important genera and species
2,0 0,03 0,00 Enterotype 1 check vitamin A. E, iron and calcium supply Actinobacteria
,05 ) A . . re
Biodiversitiy balanced diet, do without non-essential antibioss Bifidobacterium 2,7 x10%9 CFU/g faeces >50x10%0 [ 1 NA)MGSEQ
‘ Bifidobacterium longum 100 % FE
t Ratio Firmicutes/Bacteroidetes Low Carb Diet, prebiotics (scFOS/scGOS)* NA)MGSEQ
Bacteroidetes
| Butyrate producing bacteria prebiotics on the basis of resistant starch® or scFOS/scGOS* B a 2.0 x 10M1 CFUlg T >1,5x10M1 [ 1 N
aeces WX
Firmicutes / Bacteroidetes Al‘ciinobaclena‘/ Proteobacteria Prevotella / Bacteroides acteroides 0 X 9 NA) MGSEQ
Standard Range: < 1,5 Standard Range: > 0,5 Standard Range: > 0,1 Mucus production L 4 prebiotics (scFOS/scGOS)" Prevotella 1,2 x 1078 CFUIg faeces >1.0 x 10M0 - I E
FE=stool * cooperate analytis (R), A) accredited, NA) not accredited " ’ NA) MGSEQ
. " o
Mucosa Integrity © Firmicutes
Milieu stabilising bacteria milieu stabilizing probiotics", prebiotics (scFOS/scGOS)* Butyrate producing bacteria
Immunogenic bacteria immunogenic effective probiotics* Total bacteria count 4,1 x 1071 CFU/g faeces >1,2x10M1 [0 1 " \‘GS:’
7 ’ 7 i i itzii 11 CFU/g f >5,0 x 10M0 N
* Vysledok prehladny oo s 17X 1041 CFU s oo !
e Eubacterium rectale 9,8 x 10710 CFU/g faeces >1,0x10M0 [T | N
’ , . -« Clostridia luster | @) . W mesea
® V I d t - Eubacterium hallii 3,7 x 1079 CFU/g faeces >5,0x 10"9 FE
ela udajov o tom, ze Fusobacira @ -
, | 4 Roseburia spp. 1,1 x 1071 CFU/g faeces >2,0x 100 [ 1 e
H Hpr4 Fa 4 H H2S producing bacteria (SRB) ) " .
mikrobidm moze ovplyvnit 24x10M0 Crugtaes  >30x16v10 M
Potentially pathogenic bacteria " immunogenic effective / toxin inhibiting probiotics* Coprococcus spp 7,4 x 1079 CFU/g faeces >2,0x1000 [ I .
. Vé Vé . . ! ’ NA)MGSEQ
vznik nadorového ochorenia, e s e Butyrio s roxtsCrugmees  >soxiwe EEEN
7 ve ’ o o o [ Clostridia
ucinn OSt te ra p e aj tO I eranciu Clostridia total bacteria count 5,0 x 100 CFU/g faeces <4,0x10% 1 e
R . ;s v . I e ’ D ’ b v s b o o k s b . . k 29 Clostridia Cluster | 1,0 x 1015 CFUIg faeces <2,0x10"9 1 - o
Zjavné, Ze nalez nie je dobry at bezné probiotika a prebiotika? s
4 . FE
° v . v P ] . . 7 . Fusobacterium < 1,0 x 1015 CFUIg faeces <1,0x 107 1 D |
+  Ziadne od bit Probiotik ?
iadne odporucania, co robi robiotika na mieru? oot

1,0 x 10A7 CFUIg faeces >50x 1009 T e

v onkologickych guidelinoch Kompletna zmena Zivotného Stylu?  erems e
Fekalna transplantacia?

Pathogenic or potentially pathogenic bacteria

Haemophilus spp. 1,7 x 1078 CFU/g faeces <1,0x10"9 1 N

NA)MGSEQ

Acinetobacter spp. < 1,0 x 1075 CFU/g faeces <1,0x 10"6 1 e

NA)MGSEQ

Zdroj: vysledky pacientok Mrifidkova, OUSA
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Zaver

e Riadime sa znamymi faktami a EBM
* Najvyssiu relevanciu ma ESCAT hodnotenie — uvadzané aj v ramci ESMO odporucani

* Nejasné vysledky treba prebrat s lekarskym genetikom, pripadne konzultovat
cestou MDT, respektive optimalne ,,molecular multidisciplinary board”

* Pacientku idealne vopred upozornit, ¢i je nou vybraté vysSetrenie validované a bude
mat dopad na rozhodnutie o liecbe

* Nebranit sa dialégu, ale vysvetlit, Ze mnohé predkladané vysledky nevedia mat
dopad na rozhodnutie o liecbe, ak napriek tomu pacient chce uzivat odporucané
|latky, ktoré nie su obmedzené indikaciou klinického onkoléga — napr. kurkuma,
inhibitori COX a dalsSie, upozornit na mozné interakcie s liecbou

* Snazit sa udrzat v strehu a byt zvedavy — budtiicnost toho prinesie VIAC...
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Dakujem za pozornost
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