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Targeted Therapy

Tyrosine Kinase Inhibitors
and Monoclonal Antibodies
directed to specific tumors
and molecular alteration 201 0

Radiotherapy

Marie and Pierre Curie
started to treat tumor

3000 B.C. - 1890 RRE e 1940

Checkpoint Inhibitors
Use of Monoclonal
Antibodies able to
stimulate the immune
system against cancers

Chemotherapy 1980

Development of antitumor
drugs for the treatment of
hematological and solid
tumors

Surgical Treatments 1900

Surgical  treatment  or
cauterization of tumors as
the only therapeutic option
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a onkologicka klinika i X X X X i
FN Brno a LF MU Falzone L, Salomone S, Libra M. Evolution of Cancer Pharmacological Treatments at the Turn of the Third Millennium. Front Pharmacol. 2018;9:1300.



Koncept precizni terapie

Definice National Cancer Institute:

,A type of therapy that uses drugs or other substances to treat cancer
based on the cancer’s genetic and molecular features without regard to
the cancer type or where the cancer started in the body. Tumor-agnostic
therapy uses the same drug to treat all cancer types that have the genetic
mutation (change) or biomarker that is targeted by the drug. It is a type of

targeted therapy”
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Molekularneé onkologicka indikacni komise ve
FN BrnO Celkem analyzovano pacientti: 78

e Celkem zasedani MOIK:
* 8(od 2/2021)

* Celkem indikovanych pacientd:
e 101 pts.
* Vekovy median: 62 let (26-84 let)
e Zastoupeni pohlavi: 60% zeny : 40% muzi
Median poctu predchozich linii CHT: 2 (0-11)
Dostupna biopsie nevhodna k NGS:
* 7 pts.
Ceka na vysledky:
* 16 pts.
NGS a interpretace vysledkl na MOIK:
* 78 pts.
e 91 targetovatelnych cill s doporucenim cilené terapie:
e TIER I+l + TMB + MSI (+ PD-L1)
e 54 pts. (69 %) — doporuceni terapie alespon 1 cile
e e 22 pts. (28%) — doporuceni terapie > 2 cild

a onkologicka klinika
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Gyn. Nadory
CRC

Ca prsu

Ca plic
NET/NEC

Ca Zaludku

Ca pankreatu
Ca Zlucovych cest
Sarkomy

Ca slinnych Zlaz
Neznamé origo
Mesoteliom
GIST

Ca kize
Glioblastom
Spinoca HaK
Analni ca

Ca duodena
Thymom
Seminom

Ca ledviny

Ca stitné Zlazy
Ca prostaty
HodgkinGv lymfom
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DIAGNQOZY PROJEDNANE NA MOIK FN BRNO
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CETNOST DETEKOVANYCH CILITELNYCH VARIANT A IMUNOBIOMARKERU

U PACIENTU LECENYCH NA ONKOLOGICKYCH AMBULANCICH FN BRNO
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B TMB ¥ PD-L1
W aALK © mMET
» aFGFR4 B mAKT1

Gynekologické nadory (n=17)

Ca prsu (7)

CRC (12)

Ca plic (5)

Ca slinnych Zlaz (3)

NET/NEC (5)

Ca zlu€ovych cest (3)

Ca zaludku (5)

Ca pankreatu (5)
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NALEZY Z NGS A IHC DLE NEJCASTEJI ANALYZOVANYCH DIAGNOZ

mMmSI mPIK3CA maPIK3CA m aERBB2 E mERBB2 m mBRCA1/2 m aCDK6 m aCDK1
“ mCDKN2A © aFGFR1 mFGFR1 ® mCHEK2 = mKIT B mPALB2 ® aEGFR B mEGFR
B mFANCL mCDK12 mRET mFOXL2 aRICTOR = dPTEN B mPTEN
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Molekularneé onkologicka indikacni komise ve
FN Brno

e /Zadano na par. 16: 18 pts.
e Zamitnuti: 4x
* 1x atezolizumab (PD-L1 - ca parotidy)
* 1x nivolumab (PD-L1 - maligni mesoteliom peritonea)
* 1x neratinib (MERBB2 - endocervikalni ca)
* 1xeverolimus (mPTEN - ca pankreatu)

 Cekame na vyjadreni pojistovny: Ax
* 2x alpelisib (2x mPIK3CA - ca kolorekta)
* 2x pembrolizumab (2x TMB high - ca vejcovodu, ca duodena)

* Zahajeni terapie dle doporuceni MOIK: 12x
* 9x paragraf 16
* 3xstandardni uhrada

* Nepozadano na par. 16: 31 pts.
» stale dostupnad standardni terapie: 19x
» progrese a zhorsSeni klinického stavu: 12x



Molekularneé onkologicka indikacni komise ve
FN Brno

* Souhlas RL: 9
e 2x pembrolizumab (MSI-H — ca endometria a TMB-H — ca Stitné Zlazy grade 3)
e 1x nivolumab (CPS+ - ca Zaludku)
» 1x alpelisib (mPIK3CA - ca prsu)
* 1x neratinib (aEGFR - ca slinné Zlazy)
e 1x crizotinib (MMET - ca pankreatu)
* 1x everolimus (aRICTOR - ca ovaria)
e 1x trastuzumab (aERBB2 - ca Zlu¢niku)
* 1x lenvatinib (amFGFR1 - NEC)
e Standardni uhrada: 3
e 1x sunitinib (MPDGFRa D842V - GIST)
e 1x erlotinib (aEGFR - skvamdzni karcinom plic)
e 1x letrozol (mFOXL2 - granulosa cell tumor ovarii)
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Molekularneé onkologicka indikacni komise ve

FN Brno

 Souhlas RL: 9

* Standardni uhrada: 3

Interni hematologicka
@ a onkologicka klinika
FN Brno a LF MU

2x pembrolizumab (MSI-H — ca endometria a TMB-H — ca stitné zlazy grade 3) ]
1x nivolumab (CPS+ - ca Zaludku)

1x alpelisib (mPIK3CA - ca prsu)

1x neratinib (aEGFR - ca slinné Zlazy)
1x crizotinib (MMET - ca pankreatu)
1x everolimus (aRICTOR - ca ovaria)
1x trastuzumab (aERBB2 - ca zlu¢niku)
1x lenvatinib (amFGFR1 - NEC)

1x sunitinib (mMPDGFRa D842V - GIST)
1x erlotinib (aEGFR - skvamozni karcinom plic)

1x letrozol (mFOXL2 - granulosa cell tumor ovarii) _

Hodnoceni po 3m

8 pacientl
1x PR, 3x SD, 4x PD
50% DCR



Molekularneé onkologicka indikacni komise ve

FN Brno

 Souhlas RL: 9

2x pembrolizumab (MSI-H — ca endometria a TMB-H — ca stitné zlazy grade 3) ]
1x nivolumab (CPS+ - ca Zaludku)

1x alpelisib (mPIK3CA - ca prsu)

1x neratinib (aEGFR - ca slinné Zlazy)

1x crizotinib (MMET - ca pankreatu)

1x everolimus (aRICTOR - ca ovaria)

1x trastuzumab (aERBB2 - ca zlu¢niku)

1x lenvatinib (amFGFR1 - NEC)

* Standardni uhrada: 3
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1x sunitinib (mPDGFRa D842v - GIST)
1x erlotinib (aEGFR - skvamozni karcinom plic)

—

1x letrozol (mFOXL2 - granulosa cell tumor ovarii)

Hodnoceni po 3m

= 8 pacient(

= 1x PR, 3x SD, 4x PD
= 50% DCR

Hodnoceni po 6m
= 4 pacienti
= 1x PR, 1xSD, 2x PD

Hodnoceni po 9m
= ] pacient
= 1xPR



TEST PERFORMED: TruSight Oncology

[o{®)'} Cancer

. gg:‘ir'lopnraelhensiue NCCN Guidelines Version 3.2021
N

NCCN Guidelines Index
Table of Contents

Mot e Thyroid Carcinoma - Anaplastic Carcinoma Discussion
PATIENT INFORMATION
SYSTEMIC THERAPY
Participanl ID: JS5354 Systemic Therapy Regimens for Metastatic Disease
Study ID: 0704 P Regimen:
Sex: Female Dabrafenib."trame?.inibz ) g:‘l;rafenih 150 mg PO Twice daily
Ethnic‘i:fl'; Unknown (BRAF VBO0OE mutation positive) Trametinib 2 mg PO Once daily
ace: White Larotrectinib? i i
Disease: Metastasis from malignant tumor of thy (NTRK gene :US"D" positive) 100 mg PO Twice dally
T Pt g, Entrectinib .
Clinical In.clucatmn. IHOK (N“TQ’;QL’::E fusion positive) 600 mg PO Once daily
% Tumor in Selected Area: 35 Pralsotinib® -
Accession Number: 070404 (RET fusion positive) 400 mg PO Once daily
Date Accessioned: 03/12/2021 07:00 g 120 mg PO (< 50 kg)
Selpercatinib or Twice dail
Date Collected: 01/01/2021 07:00 (RET fusion positive) 160 mg PO (250 kg) y
ga:e Eeceuveg: 01/02/2021 07:00 P —— = ——
.a e Reported: Paclitaxel 60-100 mg/m?, carboplatin AUC 2 IV Weekly
5'9"“’-‘ out by: Paclitaxel.‘carhoplatin1 or
Paclitaxel 135-175 mg/m?, carboplatin AUC 5-6 IV Every 3—4 weeks
Docetaxel 60 mg/m? IV, doxorubicin 60 mg/m? IV (with pegfilgrastim) | Every 3—4 weeks
Docetaxel/doxorubicin? or
. Docetaxel 20 mg/m? IV, doxorubicin 20 mg/m? IV Weekly
Review Status 60-90 mg/m* IV Weekly
Paclitaxel’ or
135-200 mg/m? IV Every 3—4 weeks
60-75 mg/m? IV Every 3 weeks
D bici
ICALLY RELEVANT RESULTS oxonmen 20 mgim? IV Weekly
Tumor Mutational Burden: 10.425988 Pembrolizumab’ 200 mg IV Every 3 weeks
# of unstable microsatellite loci: 6 (TMB-H [210 mut/Mb)]) or
400 mg IV Every 6 weeks

sable MSI Sites (%): 5.83%

Tier | - Var Clinical Significance

Level A

No variants were identified.

Level B Tier |l - Variants of Potential Clinical Significance

Level C

PTEN
PDGFRA
p.G79D p.N323Kfs*2
c.236G>A €.968dupA
NM 006206.4 NM_000314.4
VAF: 34.4% VAF: 24.5%

Read Depth: 1,504

Read Depth: 654

ARTICLES | VOLUME 21, ISSUE 10, P1353-1365, OCTOBER 01, 2020
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Association of tumour mutational burden with outcomes in patients with
advanced solid tumours treated with pembrolizumab: prospective
biomarker analysis of the multicohort, open-label, phase 2 KEYNOTE-158

study

Aurélien Marabelle, MD 2 Marwan Fakih, MD « Juanita Lopez, MB BChir

Ronnie Shapira-Frommer, MD « Kazuhiko Nakagawa, MD « etal. Show all authors

Manisha Shah, MD

Published: September 10,2020 « DOI: https://doi.org/10.1016/51470-2045(20)30445-9




Uskali precizni mediciny

* Vybér vhodnych pacientu
e nacasovaniindikace NGS
* u lV. stadia pfi vyCerpani standardni paliativni terapie vs. vstupné?
* testovat v ramci adjuvance? MSK-IMPACT - MSKCC, 670 klinickych studii faze I-IV
* ESMO guidelines pro stadium IV:
* Vstupni NGS s cilenym panelem: adenoca plic, ca prostaty, ca ovarii, cholangioca
* Vstupni velky NGS panel: ca nejasného origa
* Vstupni TMB: cervikalni a vulvarni ca, ca slinnych Zlaz, ca stitné zlazy, NETs
« V CR na trovni konsenzu odbornych spole¢nosti jiz schvaleny panely pro prediktivni testovani:
* Caplic, ca kolorekta, ca prsu, ca nejasného origa a dalSi méné casté diagnodzy

Dostupnost a kvalita histologického materialu

* Stari materialu
* Bunécnost preparatu

Monoterapie x kombinovany pfristup (Kato et al. 2020)

Spoluprace pojistoven

Mezinarodni standardizace postup

Ptistup k inovativnim Iékim (klinické studie, basket/umbrella trials)
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