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RARECARE RARECARENet
000

Redki raki

B. Zakotnik

Dan internisticne onkologije 17.11.2017

Vsebina

1. Definicija

2. Incidenca

3. Prezivetje

4. Diagnosti¢ni problemi

5. Zdravljenje
6. ZakljuCek
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RARECARENet
00 O

1. Definicija paiszentt:

» Redki raki (v sklopu redkih bolezni) izpostavljeni
kot posebna entiteta v EU!

» Priraku prevalenca ni najprimernejSe merilo za
breme bolezni, odvisna od incidence in
prezivetja

 Definicija: groba incidenéna stopnja

< 6/100.000 prebivalcev
(zelo redki <1/100.000)

RARECARE
200

(Surveillance of rare cancer in Europe)

< Trajanje projekta 2007-2010

@ Seznam 186 redkih entitet (so
pripravili strokovnjaki kliniki, epidemiologi,
patologi, hematologi, predstavniki
strokovnih organizacij in organizacij
bolnikov)

| @ Breme redkih rakov v Evropi (podatki
“r iz EUROCARE-4, obdobje 1995-2002
: (ocena za 2008), 21 drzav, 89

- - populacijskih registrov raka)

6(151)



Onkoloski institut Ljubljana 13. DIO Ljubljana, 17. november 2017

Co-funded by
the Health Programme
of the European Union

o 000
RARECARENet
000 O

European
Commission

Information network on rare cancers (2012-2015)
http://www.rarecarenet.eu/

< analiza klini¢nih poti

< obravnava redkih rakov v referencnih centrih

. e N Pilotni projekt s katerim so

".~* RARECAREnet .
. 00000 . . < Dolocili stopnjo

IS WORKING TO PUT A centra"zacije
* RARECANCERSONTHEMAP &

” - . 00880  Lpreudili zdravljenja

: Jre " . 90cenili povezavo s
S + ¢ i . izzidom zdravijenja
g »*. " (pretivetje)
. . K .:‘: -

Redki raki razporejeni v 15 druzin, Slovenija 2004-2013

Redki raki glave in vratu
Head and neck rare cancers

42% 1,2%

Redki raki prsnih organov in mezoteliom
Thoracic rare cancers and mesothelioma

Redki raki dojke
Breast rare cancers

15,7 %

Redki raki zenskih spolnih organov
Female genital rare cancers

Redki raki moskih spolnih organov
Male genital rare cancers 232% 5,4%

Redki raki secil
Urogenital rare cancers

Redki kozni tumorjiin nekozni melanom

< : 24%
Rare skin tumors and non-cutaneous melanoma

Redki heratolo3ki raki
Haematological rare malignancies

Redki embrionalni tumorji
Rare embrionale tumours

Redki sarkomi
Rare iarmma.i . . ) 52% 133%
Nevroendokrini redki tumorji

Neuroendocrine rare tumours

Redki tumorji endokrinih Zlez
Endocrine organs rare tumours

Redki raki prebavil 47 %
Digestive rare cancers !

Redki tumorji centralnega Zivénega sistema 11%
Central nervous system rare tumours i y
14,0 %

Drugi redki raki
Other rare cancers

AN RN NN
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2. Incidenca

Incidenca,
Slovenija 2004-2013

RareCare :
22 % (EU 27)

Prlma_l_'na Stev_llo novih Delez (%)
lokacija primerov
Redki raki 28768 23,2
Nerazvrsceni raki 2665 2,1
Groba letna incidencna stopnja redkih, pogostih
in nerazvrscenih rakov, Slovenija 2004-2013
600
500 A mm—1
§ S - _—/
g? 300 -
gs
25
SO 200 A
100
0 T T T T T T T T
2004 2005 2006 2007 2008 2009 2010 201 2012 2013
= Pogosti / Common = Redki/ Rare — Nerazvriceni/ Unclassified Leto / Year
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Odstotni delez redkih, pogostih in nerazvrscenih
rakov po starostnih skupinah, Slovenija 2004-2013

100

90 A

70 A
60 o
50 1

40 A

(e < e} < N s 5 N [l < (o) b @ fo.) = o + =
— - © 2
I I 3 3 8 5% 3 8 3 % 5% 8 3 3 7 F 38
o 2l o wv o [al (=] wv o 2l (=3 [¥a) o w o U
= . ~N ™~ [22] [ag] < < wn (Y2l O O ~ ~ 70
g
v_
— Pogosti / Common — Redki/ Rare = Nerazvri¢eni / Unclassified 2=

3. Prezivetje (1)

@ Relativno preZivetje oseb, ki so zbolele za redko vrsto
raka je nizje od prezivetja oseb, ki so zbolele za
pogosto vrsto raka

2 Pri mlajsih so razlike v preZivetju majhne

W Pogosti raki

m Redki raki
62
55 e COMMON CANCERS
47 47 s RARE CANCERS
69 654
o 47~
RAREC’AREI\? :
(S
Evropa Slovenija 0000 (1] (3] (5]

YEARS AFTER DIAGNOSIS
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3. Prezivetje (2)

» 5-letno relativno prezivetje SLO (2007-2011)

— Rak mod: 98%
— Rak Scitnice: 95%
— Otroski raki: 83% (0-19 let)
— Rak grla: 69%
— Kostni sarkomi: 68%
— Sarkomi mehkih tkiv: 51%
— Rak zrela: 29%

4. Diagnosticni problemi

+ Kiini¢no se redki raki ne razlikujejo od pogostih,
zato so problemi podobni (napotitve, Cakalne
dobe, odlocCitve o kiruskem zdravljenju brez
predhodne diagnoze, stadija,....)

 Prvo zdravljenje ni planirano na
multidisciplinarnem konziliju (Se bolj
pomembno za redke rake!)

« Histoloska diagnoza (konzultacije, dodatni

testi, vzorci)

¢as do diagnoze in zdravljenja ponavadi daljsi

10(151)



5. Zdravljenje

» Plan prvega zdravljenja na multidisciplinarem konziliju
(redosled zdravljenj)
— Kirurgija: enak princip kot pri drugih rakih (radikalnost), ki lahko
pedstavlja problem pri dolo€enih lokacijah (baza lobanje,
hrbtenica, ...)

— Obsevanje (indikacija, posebne lokacije)
— Sistemsko zdravljenje
» zaradi redkosti velikokrat ni podprto z dokazi
* investiranje farmacevtske industrije v redke rake (zdravila sirote)

« Kklini¢ne raziskave lahko le multicentri¢ne (globalne), z razvojem
molekularne biologije (t.i. Basket trials) boljSi izgledi

» Ni Se ute€enih poti (centrov) za drugo mnenje za zelo
redke rake (EurocareNet)

5. Zakljucek

« Obravnava redkih rakov zahteva izkusen
multidisciplinarni tim (diagnoza, pravilno
zaporedije zdravljenja)

 Zaradi svoje redkosti velikokrat odloCitve
temeljijo na posameznih primerih

« Principi diagnostike in zdravljenja se bodo
v bodoc€e z novimi dognanji molekularne
biologije ter globalnimi raziskavami na tem
podrocCju bistveno spremenili
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Redki raki — pot naprej

2 Posodabljanje podatkov o incidenci redkih rakov na
www.rarecarenet.eu

< JARC (Joint Action on Rare Cancers)
<4 ERN (European Reference Networks)

# EUCERD (European Committee of Experts on Rare Diseases),
priporocila glede referencnih centrov

4 Multicentri¢ne, t.i. Basket raziskave

Viri informacij:
http://www.rarecarenet.eu/
http://www.slora.si
http://www.onko-i.si/rrs
http://www.onko-i.si
http://www.dpor.si
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roid cartil
Pﬁum's apple

Sistemsko zdravljenje
raka sCitnice

Superior thyroid
arteries

Doc. dr. Cvetka Grasi¢ Kuhar, dr. med. -

Onkoloski institut Ljubljana

Rak Scitnice
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A Thyroid Carcinomas

Anaplastic thyroid Hiirthle-cell . & 2
carcinoma, 1% carcinoma, 2% B pap""’ Th"md Carcinoma

Poarly differentiated Other, 1% f:z:i::’mm" ——
h . ¥ 5), 6%
thyroid carcinoma, 6% ‘ i Follicudar variant,
; Tall cell o encapsulated with
Medullary thyroid (BRAF), 7% <1% invasion (RAS or

carcinoma, 4%

I_PAxs_ PPARG), 4%
Follicular thyroid
carcinoma, 2%

Follicular variant,
encapsulated
without invasion
Papillary thyroid carcinoma, |RAS). 17%

84%

Cassical variant
(BRAF=RTK fusions), 32%

N

James A. Fagin, M.D and Samuel A. Wells Jr., M.D \ NIFT_P: noninvasive f-O|ICU|a.I“
N Engl J Med 2016 September 15: 375(11): 1054-1067. + thyroid neoplasm- papillary-like

Rak s¢itnice je do leta 2003 spadal med redke rake

Starostno standardizirana

inciden€na stopnja (slovenski standard)
ititnica (C73)

slovenski standard, moiki in Zenske

1961-2014, Slavenija

8

7

Stopnja na 100,000

0
1961 1965 1969 1973 1977 1981 1985 1989 1993 1997 2001 2005 2002 2014
— &titnica (C73)

Onkoloski institut Ljubljana, Register raka RS 11.11. 2017
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Incidenca

* VV ZDA se je incidenca povecala 3x
(iz 4,9/100.000 na 14,3/100.000
letno)

* Ob tem je smrtnost ostala enaka:
0,5/100.000 letno

* Incidenca se je povecala na racun
papilarnega ca. scitnice (vecinoma
mikropapilarnega: T<1 cm; 40 %);
na avtopsiji najdejo papil. ca
SCitnice v 11,5 % (4-36)

¢ Ostalim entitetam se incidenca ni
povecala

Prezivetje pri raku $¢itnice
100 95
90 20

70 65

10

10 .
0

F1C PTC MTC ATC

M 35-40-letno prefivetie M 10-letno prefivetje M 6-mesecno prefivetje

stadiju

= Primarno kirursko zdravljenje: totalna
tiroidektomija in limfadenektomija

= Visoko rizi¢ni: adjuvantna terapija z
radiojodom (1311)

= Nadomestna terapija z levotiroksinom;
visji — supresijski - odmerek pri visoko
rizi¢nih (TSH<0,1mU/L), Ca 1200 mg/d,
ViD 1000IE/d

Spremljanje bolnikov (detekcija rezidualne bolezni
ali ponovitve):

-serumski tiroglobulin (po 6-12 mes) in UZ
vratu

-rhTIROTROPIN; CE PORASTE >2 ng/ml

Zdravljenje diferenciranega raka SCitnice (DTC) v omejenem

RADIO
JODNATH

http://www.nccn.org/professionals/phy
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Zdravljenje ponovitev DTC in
napredovale bolezni

LOKOREGIONALNA PONOVITEV ODDALIJENI ZASEVKI
S¢itni¢na loza, bezgavke Pljuca, skelet

Zunanja RADIOJODNA TH Z“r;j‘r”’a KRG

RADIOJODNA TH AT W Resekcija
SKeet simpt. meta,

33% uspeh \ skelet
Kumulativna doza

25-75% uspeh

SISTEMSKA TERAPIJA
@ JEIERGIETJIER AKTIVNO
podporna th. (bifosfonat, SPREMLJANJE

denosumab)

Sistemska terapija pri DTC

* Na radiojod rezistentna bolezen ali doseZzena kumulativna doza
radiojoda

* simptomatska, progresivna metastatska bolezen

* lokalizirana bolezen, ki ogrozZa vitalne strukture, kjer lokalna terapija ni
mozna

* Neresektabilna lokalna bolezen: paliativha RT+nizkodozna KT

16(151)
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Papillary Thyroid Cancer

Driver alteration BRAF V600E RTK fusions RAS

(Frequency) (60%) RET=NTRK=others NRAS=HRAS=KRAS
(15%) (13%)

Predominant Follicular

histologic type

Downstream

signaling and

feedback

mechanisms

James A. Fagin, M.D and Samuel A. Wells Jr., M.D
N Engl J Med. 2016 September 15; 375(11): 1054-1067.+

Clin Cancer Res; 22(20) October 15, 2096

i

© 2016 American Association for Cancer Ressarch

CCR Focus

AACR
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Raziskave faze Il na podrocju tarcne terapije pri DTC

VRSTA STUDIJE

STUDIJSKE ROKE

Randomizacija
Stevilo bolnikov

Vkljucitveni kriteriji

Stanje zmogljivosti bolnika po
ECOG

Primarni cilj

Farmacevtska firma

Randomizirana, faza lll, dvojno
slepa, multicentricna

Sorafenib (2x400 mg)
vs. placebo

1:1
417

RAI refraktorni bolniki:
lokalno napredovali, metastaski
(96,4%)

Progres po RECIST kriterijih v
zadnjih 14 mesecih

PS 0-1
(PS 2: 3%)

PFS

Bayer

Randomizirana, faza lll, dvojno
slepa, multicentri¢na

Lenvatinib 1x 24 mg
vs. placebo

2:1
392

RAI refraktorni bolniki s
progresivno boleznijo

Progres po RECIST kriterijih v
zadnjih 13 mesecih

PS 0-3
PS 2-3: 5%/1,5%

PFS

Eisai

Primerjava raziskav DECISION in SELECT

TARCE VEGF 1, 2, 3, VEGFR1, 2, 3,
RAF (vkljuéno z FGFR 1-4,
BRAFV600E,) PDGFR o,
PDGFR B, RET, KIT
RET (RET/PTC)

Izkljucitveni kriteriji
Cas od diagnoze
Analiza biomarkerjev

Sredniji Cas opazovanja
(median FU)

Cross-over
Nadaljnji red th

Prej KT, talidomid ali TKI
66 mes
Serumski tiroglobulin

BRAF in RAS (NRAS, HRAS,
in KRAS) mutacije

16,2 mes

Da (71%)
20/9 %

Lahko prej 1 TKI (25/21%)

BRAFin RAS mutacije
17,1 mes

Da (95,6%)
15,7% L
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A
100 Ty |MPFS:10,8vs.58mes | N MedianPFs,
| days (months)
\--_"\ — Sorafenib 207
1 Placebo 210
| — 1
L

7 HRO59, 95% C10-45-076

F — ‘—\\_ pe00001

g ‘L\

2 50 = \

-{ T~ —_—
BRAF in RAS 31 ) l
mutaciji nista L
neodvisni
prognosticni &
faktor za PFS ( 1w'-| 200 ;;:Tm 1-‘” S04 600 700 Boo

e —— Days from ramdomisation
Sorafenib 207 15 110 3] 49 11 18 8 i
Macebo 210 133 76 47 25 12 8 3 2
Lancet. 2014 July 26; 384(9940): 319-328.

. . Ve .
Raziskava DECISION (sorafenib) — celotno prezivetje
A
100 "\
- 7549
z
Z L
-
2 509
% Median overall survival
4
% — Sorafenib Not reached
e 254 Placebo Not reached
HR 0-80, 95% C10-54-1-19
p=0-14 (one-sided)
0 T T T T 1
0 200 400 600 800 1000
Mesnber ok riale Days from randomisation
Sorafenib 207 200 187 174 159 103 75 45 23 4 1
Placebo 210 199 191 173 153 103 67 35 16 3 0
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Progression-free Survival (%)

Raziskava SELECT — lenvatinib - PFS

Median (95% Cl)
Lenvatinib 18.3 mo (15.1-NE)
Placebo 3.6 mo (2.2-3.7)

Hazard ratio for progression or death,
0.21 (99% Cl, 0.14-0.31)
P<0.001

Lenvatinib

Placebo

No prior TKI: PFS L 18,7 mes
Prior TKI: PFS L 15,1 mes
PFS neodvisen od BRAF, RAS mutacij!

T
6 8

T T T T T T T T 1
10 12 14 16 18 20 22 24 26
Months

N Engl ] Med 2015;372:621-30.

Raziskava DECISION- sorafenib

B
60~
504
40
304
20+
1044

-10
-20
-30
-40 -
-50
60

Best change in target lesion size (%)

[ T T PP

-70 -
Sorafenib

Prikaz zmanjsanja tarc¢nih lezij — ,waterfall plot’

Raziskava SELECT — lenvatinib

Treatment group: Lenvatinib

Parcant Change From Basaling at Nadir
BadbsbBa austuey

R

883 88

§3.a888

Parcent Change From Basaline at Nadir

Treatment group: Placebo

—

Best Overall Response (n = 128)
. R 2)

B sow-7

|
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Evaluacija ni mozna
Srednje trajanje
odgovora pri PR
Srednje trajanje
zdravljenja

Srednja dnevna doza
zdravila

Primerjava ucinkovitosti in kompliance v testni roki

_ Sorafenib vs. placebo Lenvatinib vs. placebo

CR 0% 1,5%
SD 23%
SD>6 mes SD>23 tednov
41,8 vs. 33,2% 15,3 vs. 30%
PD ? 6,9 vs. 39,7%

?

10,2 mes.
10,6 vs. 6,5 mes

651 mg vs. 793 mg

5,5%

13,8 vs. 3,9 mes

17,2 mg (82% dose
interruption , 67% dose
reduction)

* Tvori kalcitonin
* Etiologija:

* Sporadicni:

* RAS mutacija

* Sporadicni (75-80 %)
* Familiarni (20-25 %); MEN 2A, 2B, FMTC

* vsi familiarni: 'germline' RET mutacija

* v 50-60 % somatska RET mutacija

* Prekomernaizrazenost VEGFR1, 2
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* KRG: totalna tiroidektomija + bilateralna disekcija bezgavk na vratu (T> 1cm,
bezgavke bilateralno, familiarni rak)

* Genska okvara: profilakti¢na tiroidektomija (priporocljiva starost odvisno od
rizicnosti kodona RET mutacije)

* Ev. dopolnilna RT, ¢e R1, R2 resekcija, visok N stadij, ECE, ¢e grozi obstrukcija
dihal

* 3 mesece po KRG: CEA, kalcitonin (¢e > 150pg/ml)

+ Ce nista zvi$ana: ozdravljen bolnik; kontrole 1x letno (CEA, kalcitonin, fizikalni pregled, UZ
vratu)

» Ce zvi$ana po KRG: slikovna diagnostika: KRG rezidualne bolezni, ée INOP.: RT, ¢e KRG, RT in
mozna in simptomatska bolezen: TKI

+ Ce asimptomatska: spremljanje CEA, kalcitonina na 3-6 mes. (podvojitveni ¢as; kalkulator)

Sistemsko zdravljenje medularnega raka scitnice (MTC)

* V postev pride v primeru:
* inoperabilna lokalna ponovitev bolezni in/ali

inoperabilne metastatske bolezni
Metastaze velikosti vsaj 1-2 cm

* primarno metastatska ali lokalno napredovala Rast vsaj 20 % letno

bolezen (sporadi¢ni MTC)

Multiple metastaze s simptomi, ki jih ne
moremo zdraviti z OP, RT

* Srednje prezivetje bolnika z metastasko
boleznijo je 3 leta, indolenten potek

* Kdaj zaceti zdravljenje:
* Ob dg.? (asimptomatski bolniki)
* Ob simptomih?
* Ob dokazanem radioloskem progresu?
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Indikacije za sistemsko zdravljenje

* Klinicno pomemben progres bolezni v zadnjih 12-14

mesecih Metastaze vellikosti vsaj 1-2 cm
Rast vsaj 20 % letno
* Simptomatsko tumorsko breme, ki ga ne moremo
obvladati z lokalizirano terapijo Multiple metastaze s simptomi,
ki jih ne moremo zdraviti z OP,
* Prizadetost vitalnih organov ali funkcij zaradi RT

tumorja
* Huda neznosna diareja

[ Samo porast tumorskih markerjev ni indikacija za uvedbo sistemske terapije! J

Sistemsko zdravljenje y {

* Podporna (na simptome orientirana) terapija
* Taréna terapija

* Sistemska kemoterapija
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TARCNA TERAPIA O

* VANDETANIB
* CABOZANTINIB

¢ SORAFENIB

* Klini¢ne raziskave
* PAZOPANIB...

* per os th., male molekule

0
Raziskava ZETA y,

4
* Multicentri¢na raziskava faze Ill (2006-07), dvojno \5
slepa, kontrolirana s placebom

* vandetanib 300 mg vs. placebo (2:1); n=331

* Lokalno napredovala neresektabilna bolezen/
metastatska bolezen

* hereditarniin sporadicni
* |. cilj: PFS

Vandetanib in Patients With Locally Advanced or Metastatic
Medullary Thyroid Cancer: A Randomized, Double-Blind
Phase III Trial

&1 el A. 11’ Wis Jr, Bruce . Robinson, Robere F. Gagel, Heuning Dralle, James A, Fagin, Massimo Sansoro,
s, Rossella Blisei, Barbara Jarsab, James R. Vaseli, Jessics Read, Peser Langmsir, Anderson || Ryan, . P
arin [, Schlumberger J Clin Oncol 30:134-747. & 2071
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Vandetanib

MG o THe N 30 tabiots
2
* Mala molekula Caprelsa
F Br
T
e N
[o] Y
L

m/\o N

e
* Multi-kinazni inhibitor (RET, EGRF)
* Antiangiogeno delovanje (VEGFR-1, VEGFR-2)

RET: Rearranged during Transfection

Primarni cilj raziskave ZETA

_ 1.0+ Wandetank 30 mg
T 08 — Placebn
@
E .E =
T2 07
S & e
BE Ak
g™ o4
-
BE 02
a = Az
014
0 & 12 12 ) 0 %
Time [ manths)
M. atrise
Vandctanib 30mg 231 168 168 14 0 1 1
FMaceba W 7l o I 12 ] 1

J Clin Oncod 30:734-747. @ 2017

HR 0,46 (95% 1Z 0,31-0.69), p<0.001
Srednji PFS: 30,5 mes. vs. 19,3 mes.

Mediano trajanje zdravljenja: 90 vs. 40 tednov




Onkoloski institut Ljubljana 13. DIO Ljubljana, 17. november 2017

Sekundarni cilji raziskave ZETA

Sekundarni cilj E__

Objektivni odgovor 45% 13% 5,4 <0,001
(CR+PR)

Klinicna kontrola bolezni 87% 71% 2,64 0,001
(CR+PR+SD)

Biokemicni odgovor: 69% 3% 72,9 <0,001
kalcitonin

Biokemicni odgovor: 52% 2% 52 <0,001
CEA

J Clin Onco! 30:134-141. & 2071

Nezeleni ucinki zdravljenja
Vandetanib:
Tabls 4. Commaon Adversa Evarts (zafaty populstion]
* GIT: diareja; Ze simptom MTC (hiperkalcitonin.), Vandatanis
1300 mgl Plazeba
nauzea... =231 In = 2@
Vo Vv _ . v Advarze Evert He. L Fa. %
* KoZni: izpuscaj (rash), akne, suha koza... e
v .. incidonca = 10% ovorsll
* Inapetenca, slabo pocutje Diarthas ET- ® =
~ ) ) X . ) X Rash 124 45 11 "
* Podaljsanje QT dobe (t1/2= 19 dni!) (imeti pri sebi Meuzas no= e
o o o [
kartico z opozorilom!), torsades de pointes e B e m o
Headscha =] il g a
Diccrassed sppetita k=] i | 12 12
Azra a8 i} B B
* G3: diareja 11%, art. hipertenzija 9%, pod. QTc 8%, Az R Wboow
. o Vorniting 34 14 7 7
fatigue 6% Back pain N o m ®
. . Diry skin E T | & §
* Znizanje doze: 35% vs. 3% Insomria n Nl 1w
Abdeminal pain i 14 B 1
int H ine 0, 0, o it ifiai el 16 2 2
* Prekinitev zdravljenja: 12% vs. 3% ot sensiam = IR
I . Mesophanmgitis 28 " B a
* Vandetanib: 5 smrti ECC O proforgrc® e T
‘Weight dacraszad 24 10 B a
A Clin Oneol 30:134-747. @ 20717
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Celotno prezivetje — ni razlike

104 ‘ J}

0.4 4 t—a i S
E I:I_Q_ h TEET -'l-.I
€T 071
at 045+
— 2 0E-
o
ZE 04
. vendetank 310 mg
0.2 — Plagskn
014
1 T T T T T
a ] 12 12 24 wn 1
Time (manths)
He. atrisk
vaneenb 3N ng 3| m i W 1 2 ]
Flacat 1M 7] 7] # “ ] ]

Fg 2 Keplinfaier cune of owvaral survval (ntantior-otreat population; sl
randomby assigned petiantal.

Ob progresu so mozZen cross-over na vandetanib (93%)!

J Ciin Oncod 300734-147. @ 2017

Raziskava EXAM | }

* Multicentri¢na raziskava faze Ill (2008-2011), dvojno slepa,
kontrolirana s placebom

* Cabozantinib 140 mg vs. placebo (2:1); n=330
* Lokalno napredovala neresektabilna bolezen/ metastatska bolezen
 Radioloski PROGRES BOLEZNI po RECIST-u (v zadnjih 14. mes)

el Ci|j: PFS  0b progresu ni bil dovolien cross-over!

Elisei J et al. J Clin Oncol

2013; 31: 3639-46.




Cabozantinib <{COMETRIQ

(cabozantinib)

* Mala molekula
HsCO Ny
AL
N)XU\NH
H

* Multi-kinazni inhibitor (RET, MET)
* Antiangiogeno delovanje (VEGFR-2)

Primarni cilj raziskave EXAM

Catceantnib Placeba
= ‘.D—'--. " _,
= sdan PFE Inanh) 112 4
= 0E i‘—\ 1-paar FFE B0 a3 12
= -
‘3 E N HR (8% CD 029|110 Objektivni RR:
E é : 27% vs. 0%
§E \
R 3
s 0.2 T
S Pe. Ml
(=3
i L L . L L L L L N N R R
D 123 4567EB08101M21314151B171R1801122
Time Imonths)
Na atrist
Cabeaantnib 2w n B3 = 12 : 1
Aacato m E 3 n . 3 2 1 0

HR 0,28 (95% 1Z 0,19-0.40), p<0.001;
-srednji PFS: 11,2 mes. vs. 4,0 mes.;
-1-letni PFS (%): 47,3% vs. 7,2%
-mediano trajanje odgovora 14,6 mes
-mediano trajanje zdravljenja: 204 vs. 105 dni Elisei J et al. J Clin Oncol
Ucinek neodvisen od RET mutacije!

2013; 31: 3639-46.
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Nezeleni ucinki

Povezani s kinaznim delovanjem Povezani z antiangiogenim delovanjem

Kozni: palmarno- 5 « fistule, perforacije GIT
plantarna eritrodizestezija ,
. * hude krvavitve
* Diareja
y * venska tromboza
* splosna oslabelost . _ ..
(fatigue) * arterijska hipertenzija

* vpliv na krvno sliko:

nevtropenija, * AE G3/4:69% vs 33%

trombopenija « SEA: 42% vs. 23%
* elektrolitne motnje: K, e | doze: 79%!11
Na, Mg, P, Ca,
Elisei J et al. J Clin Oncol

2013; 31: 3639-46.

* patoloski jetrni testi!

Odlocitev o izbiri taréne terapije

Dosedanja
terapija (RT)

Lokacija
bolezni
(LN/M)

Hitrost
napredovanja
bolezni
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-hipoCa, hipoK, hipoMg
-jemanje zdravil
INDUKTORJEV CYP3A4

Pepticna razjeda,
divertikulitis, krvavitve,
zunanja radioterapija

jemanje zdravil
INHIBITORJEV CYP3A4

PERSONALIZIRANA
IZBIRATH

Risk Evaluation and Mitigation Strategy (REMS)
program: KV tveganje

Ljubljana, 17. november 2017

Michael C.

KreisslI*® Christian Jacob®

Markus Luster' Michael P. Lux® Klaus Mann®
Matthias Schott" Christine Spitzweg’ Hans-Joachim Schmoll*

Table 2. Costs of BSC in advanced MTC

Best Supportive Care from the Conservative/
Non-Surgical Perspective and Its Costs in the
Treatment of Patients with Advanced Medullary
Thyroid Cancer: Results of a Delphi Panel

Dagmar Filhrer® Wolfram Karges®
Thomas Mittendorf®

Oncol Res Treat 2014;37:316-322

Weighted cost
Medications/BSC measures Percentage of use  Based on DDD — Per month Per year
€ *day (30 days), € (365 days), €
Medications
Antidiarrheals 56.67 230 130 39.10 475.74
Analgesics (excluding opiates) 3944 145 0.57 17.16 208.74
Opiates 3L11 3.06 0.95 28.58 347.68
Bisphosphonates 2178 12.97 3.60 108.10 131519
Antiemetics 2L.67 168 0.36 10.89 132.50
Adntithrombotics 2111 .68 014 432 5251
Olhe(‘merlu':annn‘s targeting functional 1.1 0.49 0.08 251 3056
gastrointestinal disorders
Antidepressants 944 0.69 0.07 195 2377
Sedatives 811 0.67 0.05 163 19.84
Diuretics 5.63 020 0.01 033 4.01
Laxatives 5.56 076 0.04 127 1545
Adntiepileptics 422 2.58 011 326 39.70
Neuroleptics ERS 38 012 3.56 4335
Immunostimulants 0.89 66.33 0.59 1771 215.48
Other services
Physiotherapy 29.22 304 115 454 42021
Palliative radiotherapy 2875 3.65 1.05 3148 383.02
Enteral nutrition 16.11 66.57 1072 32173 301442
Occupational therapy 1533 500 077 23,00 279.77
Psychotherapy 1111 241 0.27 802 97.56
Palliative surgery 1033 2156 223 66.80 812.76
Oxygen support 278 4102 (—1-143 (Aus 416.23
Total costs, € 2532 T60.15 924849

BSC = Best supportive care, DDD = defined daily dose.
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Kdaj sistemska KT

* Po progresu na vandetanib, cabozantinib: sunitinib ali sorafenib (raziskave
faze Il, n=15-20) ali klini¢na raziskava

* Kemoterapija: po progresu na tarc¢no terapijo (NCCN)

* MTC spada med nevroendokrine tumorje, ki secernirajo kalcitonin, CEA...
* Dakarbazin (monoterapija ali kombinacija);

* Odgovor na th: <20%

Zakljucki

* LN/M medularni rak scitnice je lahko dolgo indolentna bolezen
* Zdravljenje s tarénimi zdravili je indicirano ob

* individualizirana izbira tar¢ne terapije glede na dosedanje bolezni, lokacijo
bolezni, so¢asno jemanje drugih zdravil

* Pri nas vandetanib in cabozantinib nista na voljo; v tem primeru glede na
mnenje konzilija indiciramo sunitinib ali sorafenib; KT
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Primer bolnika z rakom scitnice

Jelena Azarija

J.B., I. 1955, §

Februar 1995: pregled pri tireologu zaradi rezistence levo na vratu

Klini¢ni pregled: tipen nodus v levem $¢itnicnem lobusu, ki je fiksiran na trahejo in
premicen pri poziranju; brez tipno povecanih bezgavk na vratu

UZ Scitnice: povecan levi S€itni¢ni rezenj, v spodnjem delu je neostro omejeno
nehomogeno hipoehogeno podrocje

Punkcija gomolja - citoloski izvid: suspektno za folikularni maligni proces

Laboratorij: Tg 1.5, TSH 0.93, aTG in aTPO negativna
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J.B., 1. 1955, &

Marec 1995: pregledan na Onkoloskem institutu

Punkcija gomolja - citoloski izvid: posamezne skupine celic sumljive za papilarni
karcinom, vendar procesa ni mozno zanesljivo opredeliti

Scintigrafija ScCitnice s 2°Tc: hladen nodus v levem lobusu Scitnice

RTG p/c: bp

Laboratorij: bp

Primarno zdravljenje

Maj 1995: totalna tiroidektomija

Histoloski izvid: folikularni karcinom v levem $¢itni¢nem reznju, multicentricen

(velikost?), slabo diferenciran, z blago do zmerno mitotsko aktivnostjo, vraséa v
ovojnico, vendar se ne Siri izven Scitnice, prisotna obsezna vaskularna invazija,
nahaja se v medialnem resekcijskem robu.

D lobus, obs¢itnice, LNN (0/1): brez malignih celic.

Junij 1995: ablacija z '3l (100 mCi) + $¢itniéni hormoni v supresijskem odmerku

Julij 1995: obsevanije predela $éitnice in zgornjega mediastinuma (TD 45 Gy)
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Papilarni ali folikularni rak - MlajsSi od 45 let

Stadij | katerikoli T katerikoli N MO
Stadij Il katerikoli T katerikoli N M1
Papilarni ali folikularni rak — 45 let ali starejsi
Stadij | T1 NO MO pT2/T3 NO MO
Stadij Il T2 NO MO
Stadij Il T3 NO MO
T1, T2, T3 N1a MO .
Stadij IV-A  [T1,T2, T3 N1b MO Stad |l I
T4a NO, N1 MO
Stadij IV-B T4b katerikoli N MO
Stadij IV-C katerikoli T katerikoli N M1

7. izdaja TNM klasifikacij

Sledenje

Tg 0.01 NA

NA NA

- laboratorijski izvidi: bp, TSH v supresijskem obmocju

- asimptomatski

-RTG p/c: bp
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Terapija z 1371 (145,7 mCi)
Ni poviSanega kopicenja 3" v telesu.

Tg 2 13 17 20

- asimptomatski

- laboratorijski izvidi: bp, TSH v supresijskem obmocju

-RTG p/c: bp
Test z 3] ob rTSH: neg.
Tg 29 36 41 56
SKEN telesa z MIBI: bp CT Th: ve¢ manjsih (mm) CT Th: stagnacija plju¢nih zasevkoyv,
nodularnih sprememb v pljucih nova sprememba pod levo diafragmo
UZ trebuha in vratu: bp
UZ trebuha in vratu: bp
RTG p/c: bp
. . PET-CT: kopiCenje v pljucih in pod levo
asimptomatski diafragmo
LAB: bp, TSH v supresijskem obmocju
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internist onkolog: spremljanje torakalni kirurg: ni za OP plj. metastaz

interv. radiolog in abd. kirurg: ni za
RFA/OP jetrnih metastaz

Tg 145 266 394

o

CT Th in Ab: stagnacija CT Ab: stagnacija PET CT: stagnacija v pljucih, 3 nove
spremembe v jetrih

PET CT: stagnacija RTG p/c: bp
UZ Ab: metastaza v D jetrnem reZnju (3 cm)

asimptomatski
LAB: bp, TSH v supresijskem obmocju

Tg 971 1674 1905

RTG p/c: bp CT Ab: stagnacija PET CT: jasen progres v jetrih, bezgavkah v
trebuhu in manjsi progres v pljucih

UZ Ab: stagnacija RTG p/c: bp

UZ vratu: bp

asimptomatski
LAB: bp, TSH v supresijskem obmocju
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Konzilij za scitnicne bolezni

. @
CE RN e

e
~ -

%

sistemsko zdravljenje

Sistemsko zdravljenje

Maj 2013: pregled pri internistu onkologu

Anamneza:

- en mesec trajajo¢a nepojasnjena nevroloska simptomatika (tezave z L
okoncinama - hemipareza, nevrogeni mehur), v obravnavi pri nevrologu

(CT glave, MRI glave in Th-L hrbtenice, EMG, LP, onkonevronalna Ig: bp)

- drugih tezav ne navaja

Klini¢ni pregled: v mejah normale

Laboratorij: Tg 1905, preostali izvidi bp
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1. linija zdravljenja

sorafenib 2 x 400 mg 200 mg + 400 mg
Tg l1 905 693 540 676 759 830
maj 2013> junij > avgust >> oktober > december > februar 2014 >
- stomatitis - utrujenost - driska, Gr. 3 - utrujenost
- rdeCica obraza -driska, Gr.2 (14 dni ni jemal terapije) - mehkejse blato
- mehkejse blato (Loperamid)
UZ Ab: stagnacija zasevkov v jetrih

Progres bolezni

e 1r:

O8:08:12
21032014

PET-CT (marec 2014):

el ] I3T L

> progres v jetrih in pljucih

> nove patoloske bezgavke v Ab

.
Scr&!captura 2

W PEAPETCT_X ‘fv‘hala’uﬁxlgDB(_Adul:)

38(151)



Onkoloski institut Ljubljana 13. DIO Ljubljana, 17. november 2017

2. linija zdravljenja

sunitinib 37.5 mg 25 mg 4 tedne - 1 teden pavze

l 3 tedenski premor, nato 25 mg
Tg 958

895 t 939

april 2014 >> maj >> avgust >

- obCasne driske, Gr. 3 (14 dni ni jemal terapije)

asimptomatski - stopnjujoge driske, Gr. 3 - vroginski oblivi
- slabsi apetit - suha koza, sprememba barve las
- hujsanje

UZ Ab: stagnacija zasevkov v jetrih

RTG p/c: bp

sunitinib 25 mg 3 tedne - 12.5 mg 1 teden - 1 teden pavze

Tg 870 893 1077

> oktober 2014 > november > februar 2015 >
- suha koza bp bp
- utrujenost

- driske so izzvenele

UZ Ab: stagnacija zasevkov v jetrih
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sunitinib 25 mg 1 teden - 12.5 mg 1 teden - Se 1 x ponovit
shemo - 3 tedni pavze

Tg 1262 1031 NA 1412 1506
maj 2015 > september november februar 2016 maj
- utrujenost - suha koza bp bp bp
- obCasna slabost - driska, Gr. 2
UZ Ab: stagnacija RTG p/c: bp UZ Ab: stagnacija

UZ Ab: stagnacija
RTG p/c: bp

sunitinib 25 mg 1 teden - 12.5 mg 1 teden - Se 1 x ponovit
shemo - 3 tedni pavze

Tg 1737 2010 2219 3291 2679
avgust 2016 november februar 2017 maj julij
bp bp bp bp bp
RTG p/c: desno bazalno UZ Ab: stagnacija  RTG p/c: poveéanje UZ Ab: stagnacija

ovalna sprememba (1.2 cm) spremembe (1.8 cm)
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Oktober 2017

Anamneza: 1 teden trajajocCa dispneja, obCasna bolecina za prsnico, suh
kaselj, huda utrujenost

Status: blazje prizadet, dispnoi¢en v mirovanju, FR, 17/min, Sa02 97 %,
RR 150/110 mmHg, FRg 70/min. Preostali status bp.

Laboratorij: Tg 2889, LDH 5.57, preostali izvidi bp.

I

pljuéna embolija / a. ishemija miokarda?

EKG: inverzni T valovi in ST denivelacije v V1-V3

RTG p/c: povecana oba plju¢na hilusa,
nodularna sprememba v pljucih v stagnaciji

I

napoten na Internisticno prvo pomoc¢

Dg: obsezna pljuéna embolija z jahajo¢im trombom na odcepis¢u obeh
glavnih pljuénih arterij (brez znakov za obremenitev desnega srca)
ob GVT D goleni
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Zadniji pregled: 6.11.2017

Anamneza: Okreva po plju¢ni emboliji, je na terapevtskih odmerkih NMH.
Pocutje je zadovoljivo, nima vecjih sopojavov zdravljenja s sunitinibom.

Status: v mejah normale

Laboratorij: Tg 2935, AST 0.97, ALT 1.91, preostali izvidi bp

l

Nadaljuje z ustaljeno shemo sunitiniba.

Ob naslednji kontroli: UZ Ab, RTG p/c. ™====)  Zamenjava terapije?

Hvala za pozornost!
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13. dan internistine onkologije_
NOVOSTI V SISTEMSKEM ZDRAVLJENJU REDKEJSIH SOLIDNIH RAKOV

SISTEMSKO ZDRAVLIJENIJE
GASTROINTESTINALNIH
STROMALNIH TUMORIEV (GIST)

Mag. M. Unk, dr.med.

Onkoloski institut Ljubljana, 17.11.2017

Uvod

Mazur in Clarck 1983

Mezenhimalni tumor

Mezoderm prebavnega trakta

Pod 1% vseh tumorjev prebauvil

Hirota et al 1998: KIT mutacija

Cajalove intersticijske celice (? prekurzor)




Epidemiologija

Incidenca 1/100000/leto (klinicno pomembni, >1 cm)
moski > zenske

Starost 40-80 let (srednja ~ 60 let)

Vecina sporadicni

V Sk|OpU sindromov (Carneyeva triada, Carney Stratakis

sindrom, nevrofibromatoza 1)

Familialno ap mutkim)

isenberg et al. Ann Surg Oncol 2004; Gold et al. Ann Surg 2006; DeMateo et al. Ann Surg 2000; Takazawa et al. Am J Surg Pathol 2005.

Lokacija

Zelodec: 50%

Poziralnik: 5%

Tanko Crevo: 25%

Debelo ¢revo in rektum: 10%
Ekstraintestinalno: 10%

Rubin et al, Clin Can cer Res 2003

Z dovolienjem: A. Kleviigar, Ol
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Klinicna slika

* Nespecificna
* Odvisna od mesta
* V prebavilih: krvavitev
* Ostalo:
— masa v trebuhu -
_ boletina 2 dovolerj: 0. Biainik, O
— distenzija
— obstrukcija
e Asimptomatski: 30%

Miettinen et al. Hum Pathol 1999.

Z dovoljenjem: A. Klevigar, Ol

Diagnoza

 Klini¢ne, radioloske in patohistoloSke znaclilnosti
e CT s kontrastom (slikovna preiskava izbora)
* Endo UZ za manjse tumorje

Nakljuéno odkrita subepitelijska sprememba:

. H -Ni jasnih priporo¢il
b M RI . re kta I n I G IST -Na endoUZ pod 2 cm, ponovi ¢ez 3 mesece; dinamika
-¢e izras€a iz misi¢nine in je nad 3 cm; verjetno GIST; op
) P ET CT -Ce izrad¢a iz midi¢nine; ABTI in cKIT

-? Mase med 2 in 3 cm
-Rektum, vagina

* Predoperativna biposija:
— ponavadi ne (,,seeding”, krvavitev)
— endoskopska biopsija: potrditev dg, manj krvavitev

Blay et al. Ann Oncol 2005
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Patohistologija

* Makroskopska slika: dobro
omejen, belkasto siva, slaninasta
povrsina, ulceracija v 50%

* Diagnoza: morfologija in
imunohistokemija

Z dovolienjem: O. Blatnik, Ol

Vretenaste celice

IHC: CD117 (5% je neg),
DOG1

Molekularna analiza gena
cKIT, PDGFRa, bRAF

Z dovolienjem: A. Klevisar, Ol

Genetska osnova GIST:
KIT — PDGFRa receptor

Tirozinska kinaza tipa 3 < |
*  Vezava liganda na KIT ali PDGFRa - SCF or PDGF
sprozi kaskado reakcij... binding site

— proliferacija - 5 1gG domains
— antiapoptoza
* Ekstracelularna domena
— SCF za KIT
— PDGF za PDGFRa ' ' <+— Cell membrane
* Intracelularna domena :
— dve tirozin kinazi
— vec avtofosforiliticnih mest

Tyrosine kinase
“+—  domains

SCF: steam cell factor
Taylor et al. Haematol Oncol Clin North Am 2000; Corless et al. Annu Rev
Pathol 2008.
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Molekularni podtipi GIST

KIT mutacija

— 80% (exon 11- 70%, ekson 9- 10%)
PDGFR mutacija—10 %

SDH-B pomanjkanje

KIT Mutations PDGFRA Mutations

Raf V60OE ;
N Fl Exon8: 1 case j -

Eond9%h
Ras T
PI3K

Prekomerno izrazanje IGF-1R

Wild type Elnti 2 j‘f Bont05% QY
Blay et al. Discover Med 2012 y
EontT: 1% jv Exon18:64% jv
Adagted from Haioich & 561 cases

Maligni potencial

Ocena malignega potenciala: izziv
Morfologija vpliva na maligni potencial:
— mitoze

— lokacija

— velikost

Vpliv rupture tumorja ob operaciji

Tip mutacije prediktivni dejavnik za odgovor
na zdravljenje metastatske bolezni (? Adj)

Fletcher et al. Hum Pathol. 2002; Demetri et al. J Natl Compr Cancer Netw. 2007; Miettinen et al.Ach Pathol Lab Med. 2006; Debiec-Rychter et al. Eur J Cancer. 2006;
Heinrich MC et al. J Clin Oncol. 2003;21:4342-4349.




Specific KIT Mutations Have Prognostic Importance

RFS in 127 patients with completely
resected localized GIST based on mutation type

KIT exon 11 PM/INS (n=32)

KIT exon 9 mutation (n=4)
P<0.001

0 1 2 3 4 5 6 7 8 9
Years After Resection

@
o
3
u.
-]
3]
=
o
3
L
S
)
L]
o
e
=
=
o
-4
o
—
o

DeMameo RP et al. Cancer. 2008112608615

Vloga sistemskega zdravljenja

* Omejena bolezen:

- Adjuva ntno Statisticno pomembno
. tveganje za ponovitev bolezni 50%
— Neoadjuvantno (nomogrami)
Velikost
Mitoze
Lokacija
* Metastatska bolezen: Molekularna analiza
—1.red
—2.red

— 3. red

Mietinnen et al. Arch Pathol Lab Med 2006
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Imatinib

Class: Phenylaminopyrimidines

_L?.

C,H,,N,O * CH,SO,

* Specificni inhibitor e
tirozin kinazne aktivnosti
abl (Abelson proto-onkogen), g =
. U ” U . am.cat et (G o () Poaetdarc geowth acten
PDGF-R (platelet derived CHM I_H/uu 3} ‘3/%’
Transeription and translation B m
growth factor receptor) VS
. w_-——_g "
* Vezava na isto mesto W%w.m
kot ATP mﬁqﬁégr:
Maley et al. EJC 2002; Savage et al. NEJM 2002. i 1 L

EFFecT 0F THE TYROSINE
Kinase Inninimor STIST]

N & PaTiest witH A METASTATIC
GasTmoaNTESTINAL STROMAL Tumon
i boa MO Prms J. Rcseers, MUD
Masme Sam conc Bascs, MO
Lew C Assesmssca, MO Peas Tesassaarecs, MO,
Do Tueesow, BLD., PeD.
Saspes | Saspesan, MO PaD

Renip Carteviii MD. Sasa Dasmieac, Pal
B Dimonzs, MO ang Gaomes [, Do, MO,
A a
' L
-
S0
-
-

Before STI571 4 weeks

Before STI571

NEJM 2001;344:1052-6 (Apr5)
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Randomized Trial of STI571 in Metastatic
GIST
(STI-B2222, the U.S.-Finland study)

400 mg/day —

Progression Treat Daily
X 24 months|

600 mg/day =———p
R

Hiter klini¢ni razvoj

Prvi bolnik leta 2000

Prva multicentri¢na raziskava (B2222) se je pricela leta 2001

Zadniji bolnik vkljuéen leta 2002 Demetri G et al. NEJM 2002

Phase 3 Trials: Design

EORTC/ISG/AGITG Study 62005 1
North American Intergroup Study S0033 2

NEEEEEE)

Imatinib
( 400 m g, d) —

Follow
~unresectable PD for

GIST PFS

IMatind | ————————
(800 mg/d)

1. Verweij J et al. Lancet. 2004;364:1127-1134.
2_Blanke CD et al. J Clin Oncol 2008;26:626-632.




A = 100 400 mg
] 100 = a0 — B00 mg
= = a0
== 0 =
[ = ]
2 804 2] 60
= a
5 @ 50
7] s
o © = 90
=]
| = 2
“.- a 20
o =
: = o
2 w0 =
0 (1] 1 2 3 4 5 L]
o 20 Time (years)
@ . No. af patients at risk
e Dose O M
a o 400mg 610 &818 520 233 218 B2 7
B00mg 591 822 &72 e 247 74 LN
B 100 400 mg
Number of patients at rh a0 —— B00 mg
400mg/d 473 404 206 33 = &0
B00mg/d 4T3 414 388 38 = 20
£
: B =
Adapted with permission from Ve ;% o
= A0
=
= 30
S 20
L]
o 1 2 3 4 5 & 4 \d
7 Time (years) ion, years
No. of patients at risk
Dos=  © M . e
400 mg 376 a8 Gaz2 561 436 162 20 hor ool MR
B00mg 379 822 704 558 427 167 26
Verweij et al. Lancet 2004 Fig 1. Progression-free and owerall survival in the high-dose arm_ N, number of
Blanke et al. JCO 2008 patients; O, events.
Van Glabekke et al. MetaGIST. JCO 2010

Metastatski GIST in odgovor na [JRENE

THERE IS NEW AMMUNITION

imatinib CANCER.

raziskava |odgovor progres (P) | neocenljivo
(CR, PR, SD)

B2222 123 (84%) |17 (12%) 7 (5%)
EORTC 794 (84%) 103 (11%) |49 (5%)

S0033 375(69%) |79 (15%) |86 (16%)

skupaj 1292 (79%) |199 (12%) |142(9%)

Demetri et al. NEJM 2002; Blanke et al. JCO 2008; Verwieij et al. Lancet 2005;




Prezivetje metastatskega GIST
pred in po imatinibu

B Imatinib
I M Pre-Imatinib
Year 1

Year 2 Year 3 Year 4

Artinyan and Ellenhorn. Cancer Epidemiol Biomarkers Prev 17:2194

Imatinib pri napredovalem GIST

Overall KIT
mutation frequency
~B5%.-90°

sooex 20099 +— Exon 9 (18.1%)

d +— Exon 11 (66.9%)

{ +— Exon 13 (1.6%)

«— Exon 17 (1.8%)

("]
1
m
(1]
=
wn
-
11+
T
2
=
7

Exon9 No Mutation

Blanke et al. Proc Am Soc Clin Oncol 2007




Vpliv odmerka imatiniba na €as do
napredovanja bolezni

Progression free survival Progression free survival
Patients harboring KIT exon 11 mutations o0 Patients harboring KIT exon 9 mutations
a8

{years)

1 2 3 4 | 4 L] 12 L -]
Mumber of patients = risk: Treatment o Mumber of patients 2 risk:
a4 83 800 mg 28 27 " 0 L] 8
13 o7 Iz — A my 13 J Fil -] ] "

Debiec-Rychter et al. Eu J Cancer 2006

Trajanje zdravljenja z imatinibom
pri metatstatski bolezni

10— —— Confinuation group
0.8 nterruption group
084 4 HH
Continuation group
~ 074 3
= 9 events in 25 patients
0.6 L 1-year PF5 92% (95% Cl 72-98)
sear PFS BO% (95% €1 58-91)
0
Z 0.4 L. Interruption group
= 1 21 events in 25 patients
034 | year P 95% C115-5
0 | yoar PFS 16 O5%: (
i}
T 1 T
{ ] 12 £ i
ne from random assignment (manth

Le Cesne et al. Lancet Oncol 2010




NAPREDOVANJE BOLEZNI

lokalno difuzno
kirurgija sunitinib
RFA regorafenib
kemoembolizacija re-callenge

RT (potiralnik in rektum)

ESMO Guidelines 2014

Na imatinib odporen metastatski GIST

Odobren za zdravljenje bolnikov z GIST,

katerim je bolezen napredovala tekom S U N ITI N I B

zdravljenja z imatinibom ali pa imatiniba ne prenasajo

Phase lll, Trial of Sunitinib

Zaviralec razliénih Imatinib Failures
receptorskih tirozinskih Hazardrato 0.3
ki naz p < 0.00001

Median

Sunitinib (n=207)

Antitumorsko in
antiangiogeno Placebo (n=105)
delovanje

Demetri GD, et al. Lancet. 2006,368:132¢




Estimated survival probability (%)

100+
90
80
70 1
60
50 1
40
30
20+
10

Prezivetje

Hazard ratio = 0.49
95% CI (0.29, 0.83)
p=0.007

T T T T T T T

6 12 18 24 30 36 42 48
Time (weeks)

54

Demetri et al. Lancet.2006.

Napredovanje po imatinibu in
sunitinibu- GRID

Regorafenib after Failure of Imatinib and Sunitinib

Regorafenib, N=133  Placebo, N=66

Median PFS 4.8 months 0.9 months
(95% CI) (41-58) (09-1.1)

HR 0-27, 95% C1 0-19-0-39; p<0-0001

Regorafenib

==
®
=
c
3
wy
@
7]
=
@
w
a
o
[}
14

... Placebo

T T
4 6

Months since randomisation

Demetr, Lancet 381:295 2013
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Re-chall imatinib
Ly "1H ==~ Placebo
«~ Imatinib
£ 8o '
4
2
£ 60- Hazard ratio, 0.46 (95% ClI, 0.27-0.78)
» " P=0.005
8
i
5 4o
7]
0
2
o
o 204
o -~ Placebo
= Imatinib
0 T T T
0 2 4 6
o Months since randomization 32
Imatinib 18 4 1 E 1 Ha_zard ratio, 1.00 (95% Cl, 0.58-1.83)
Placebo 8 1 ¢ § Lo P=0.92
? ‘
T o

Kontinuirano zdravljenje 3" o

z antiTKI upoc¢asni napredovanje 204 L‘L‘_l_.

bolezni! "

o T T T T T T 1
0 5 10 15 20 25 30 35
Kang et al.Lancet Oncol 2013. Months since randomization

Dopolnilno sistemsko zdravljenje
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ACOS0OGZ9001

* 713 bolnikov, CD117 pozitivnih, GIST 23 cm

* Imatinib 400mg/dan vs placebo

* lzboljsanje PFS po srednjem spremljanju 20 mesecev
* Brez razlik v prezivetju

100

Summary of RFS and OS results. 20

80

Outcome No.ofpts No.ofevests HE (950 CT)  pvalue -
< 00001

REFS (primary) 713 100
05 (secondary) 13

04714

40 HR=035
30 P-value < 0.0001

% Recurrence-Free and Alive
@
=]

20 — Imatinib
10 = = =Placebo
]
] 6 12 18 24 30 36 42 48
Time in Months
Dimateo et al. Lancet 2009. Number at Risk

Placebo 354 188 89 M ]
Imatinib 359 207 105 33 *

SSGXVIII: Recurrence-free survival (ITT)

o 100 e
el SSGXVIIIL

785 bolnikov z velikim tveganjem za ponovitev3
36 proti 12 mesecev imatiniba

Izbolj$anje ¢asa do ponovitve bolezni
Izbolj$anje prezivetja

Varno zdravljenje

No. at risk (n=397
36 Months of imatinib 198
12 Months of imatinib 199

SSGXVIII: Overall survival (ITT)

92.0%

Kateri bolniki
so najbolj
primerni?
MUTACIJE!

— 36 Months
Hazard rati
(95%Cl, 0.

1 2 3 7 Years

sk (n=397)
1.Joensuu et al. JAMA 2012, No. at risk (n
2.Fletcher et al. Hum pathol 2002 36 Months ofimatinb 198 192 184 152 56 3 0

12 Months of imatinib 199 188 176 140
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Neoadjuvantni imatinib

e Kdaj?
— Inoperabilni ali mejno operabilni
— Operacija bi imela veliko posledic (multivisceralna)
— Eventuelno resektabilna metastatska bolezen

RTOGO0132/ACRIN6665
faza ll; ali tumor nad 5 cm (A) ali primarno M1 (B)
in do 2 cm velik Goup A Group B
tumor ;‘:ﬁg;ﬁg&‘l’?ﬁ"’e'a""e 7% PR, 83% SD, 10% unknown  4.5% PR, 91% SD, PD 4.5%
Estimated 2-year PFS 827% 77.3%
Estimated 5-year PFS 57% 30%
Estimated 2-year 0S 93.3% 90.9%
] Estimated 5-year 0S 7% 68%
Eisenberg et al. J Surg Oncol 2009; Wang et al. ASCO 2011. Type of resection RO 7% RO 58%
RI 18% Ri 5%
R2 8% R2 32%

Unspecified 5%

life is to help
others. And if
youcan'thelp
them, at least
don'thurt |
them.” 3

~ Dalﬁi Lan'fi? '".."q
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Klinicni primer: metastatski
GIST

DNEVI INTERNISTICNE ONKOLOGIJE 2017
Pripravila: Marina Cak§, dr. med
Mentorica: mag. Mojca Unk, dr. med

Predstavitev bolnika

* 62-letni bolnik

* Brez spremljajocih bolezni

* Nekadilec

* V druzini rak na debelem crevesju pri teti

e Simptomi in znaki: slabost, melena, anemija




Diagnostika

e CT trebuha:TU v predelu tankega
Crevesja, zasevki v jetrih

Diagnostika

» Operacija zaradi krvavitve iz tumorja
(11.9.2012): eksplorativna laparotomija,
ekstirpacija tumorija, resekcija dela jejunuma.

» DG: GIST, 10x8,5x6 cm, 40 mitoz/10 polj
velike povecave, CD | | 7+; citoloska punkcija
spremembe v jetrih: metastaza GISTa

* Naknadna dolocitev mutacij iz primarnega
tumorja: prisotna cKIT mutacija na exonu ||




Onkoloski institut Ljubljana

13. DIO

Ljubljana,

17. november 2017

|.VPRASANJE: Za kaks$no zdravljenje bi se

odlocili?

e imatinib 400 mg/d
* imatinib 800 mg/d
* sunitinib

» Studijsko zdravljenje

o KT

100 400 mg.
90 500 mg

Progression-Free Survival (%)

2 3 4
Time (years)

No. of patients af risk

Doss 0O N
400mg 610 818 520 333 219 62 7
800mg 591 822 5712 374 247 74 n

20mg
% 500 mg

Overall Survival (%)

0 1 2 3 4 5 6
) Time (years)

No. of patients at risk
Dose 0 N
400mg 376 818 692 561 436 162 20
womg ¥s 8 o sm 47 2%

Fig 1. Progression-ree and overal sunvivalin the highdose am. N, number o’
patients; O, events.

Gastrointestinal Stromal Tumor Meta-Analysis Group (MetaGIST). ] Clin

Oncol 2010; 28: 1247-1253.

400 mg ex9
800 mg ex3
400 mg other

—— 800 mg other

A 100
o ®
@_ w0
w2
&5 w0
2.2 5
se
€5 w
g9
o 2

10
0

No. of patients at risk

g0mgexs 42
400 mg other 247 341
800mg other 253 340

B 100

2

3 o

2 60

S

«» 50

T 40

g

(ST
10

H00mgexs A0 42
9

1 7 3 1 56
Time (years)
16 8 2 1 0
32 16 8 o 0
w0 . 4
% e s 8

=400 mg ex9
800 mg exs
400 mg other

e 500 g other

No. of patients at risk

N
A0mgexs 3T A
800mgexs 30 49
200 mg other 144 341
800mg other 146 340

1 2 3 3 5 6
Time (years)
34 2 15 3 0
42 33 2 6 1
304 258 209 94 9
310 262 190 84 17

Fig 2. Significant predictive factors for the benefit of high-dose therapy with
regard to progression-free survival and overal sunival. exd, exon 9; N, number of

patients; O, events.

standard dose of imatinib is 400 mg daily [I, A]. However, data
have shown that patients with KIT exon 9 mutations fare better

in terms of progression-free survival (PFS) on a higher dose
level, i.e. 800 mg daily, which is therefore the standard treatment
in this subgroup [27] [III, A]. Gastrointestinal stromal tumours: ESMO

Clinical Practice Guidelines.
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Sistemsko zdravljenje |.reda

e Imatinib 400 mg/d

* Po 9 mesecih zdravljenja delna remisija
bolezni

* NU imatiniba: krci v misicah, mialgije Gl
diareja G|, edem G| (periorbitalni),
utrujenost oz. oslabelost Gl

* Po 2| mesecih difuzen progres bolezni v
jetrih, PS |

2. vprasanje: Kaj bi naredili zdaj?

- imatinib 800 mg/d
- sunitinib 37,5 mg/d
- sunitinib 50 mg (4t on+2t off)

- klini¢na raziskava
- RFA




Povisanje odmerka imatiniba

EORTC 62005 SOO0332

¢ 133 bolnikov, crossover e 77 bolnikov, crossover
na 800 mg na 800 mg

e odgovor:2% PR,27% SD e odgovor: 3% PR, 28% SD

e mPFS: 81 dni e mPFS:5m

Mozna razlaga:
* exon 9 mutacija
* nezadostna koncentracija zdravila v krvi 3

'Zalcberg et al., Eur ] Cancer 2005; 41(11): 1751-1757.
2Blanke et al., ] Clin Oncol 2008; 26(4): 626-632.
3 Demetri et al., ] Clin Oncol 2009; 27(19): 3141-3147

Sistemsko zdravljenje

e Imatinib 800 mg/d
* Najboljsi odgovor stagnacija bolezni
* NU: mialgije GI, edem G| (periorbitalni)

* Po 6 mesecih zdravljenja difuzen progres
bolezni v jetrih, pojav anemije, PS |
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Efficacy and safety of sunitinib in patients with advanced > W
gastrointestinal stromal tumour after failure of imatinib:
arandomised controlled trial

Demetri GD et al., Lancet. 2006,3681329-1338.

3. vprasanje: Za kaksen odmerek
sunitiniba bi se odlocili?

* sunitinib 50 mg; 4 t on+ 2 t off

* sunitinib 37,5 mg/d
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In the case of confirmed progression or rare intolerance on
imatinib (after attempts to manage side-effects also through
expert advice, also exploiting dose reductions and possibly
plasma level assessment), standard second-line treatment is
another tyrosine kinase inhibitor, sunitinib [34] [I, B]. The drug
was proved effective in terms of PFS following a ‘4 weeks on-2
weeks off regimen. Data have been provided that a continuously
dosed daily oral regimen with a lower daily dose (37.5 mg) is ef-
fective and well tolerated, although no formal comparison has
been carried out within a randomised clinical trial. This sched-
ule can therefore be considered an alternative on an individua-
lised basis [35] [III, B].

Gastrointestinal stromal tumours: ESMO Clinical Practice
Guidelines

Sistemsko zdravljenje 2. reda

Sunitinib 37,5 mg/d
Po dveh mesecih zdravljenja dosezena
delna remisija bolezni

NU: diareja G2, sprememba barve koze,
HFS G, hipotiroidizem, trombocitopenija
GIl,AH

Po 18 mesecih zdravljenja difuzen progres
bolezni v jetrih, PS |




Efficacy and safety of regorafenib for advanced @+k
gastrointestinal stromal tumours after failure of imatinib

and sunitinib (GRID): an international, multicentre,

randomised, placebo-controlled, phase 3 trial

George D Demetri, Peter Reichardt, Yoon-Koo Kang, Jean-Yves Blay, Piotr Rutkowski, Hans Gelderblom, Peter Hohenberger, Michael Leahy,

Margaret von Mehren, Heikki Joensuu, Giuseppe Badalamenti, Martin Blackstein, Axel Le Cesne, Patrick Schffski, Robert G Maki,

Sebastian Bauer, Binh Bui Nguyen, Jianming Xu, Toshirou Nishida, John Chung, Christian Kappeler, Iris Kuss, Dirk Laurent, Paolo G Casal,
on behalf of all GRID study investigators*

A
1004~ —e— Regorafenib
‘\L ''''' Flacebo
0754 i HR 027, 95% C1 0-19-0.39; p<0-0001
2 ‘ﬁ—\-»_\
] [T
g 0-50 ey
A .
e
-
0254
.
--
0 T T T T T
2 4 [ 8 10

Menths since randomisation

Sistemsko zdravljenje 3. reda

* Regorafenib 160 mg/d (3+1), zaradi NU
doza po 3 mesecih znizana na 120 mg/d
(+1)

* Po 2 mescih stagnacija bolezni

* NU: Diareja G3, HFS G|, utrujenost oz.
oslabelost, AH, sprememba glasu

 Bolecine v trebuhu ob pavzi: modifikacija
sheme jemanja (krajsa pavza)

* Po |5 mesecih zdravljenja progres bolezni
v jetrih
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zdaj?

e ponovna uvedba imatiniba
e klini¢na raziskava
* BSC

4. vprasanje: Za kaksno zdravljenje bi se odlocili

* ponovno povisanje odmerka regorafeniba

George D Demetri

80

60—

40|

Progression-free survival (%)

204

Resumption of imatinib to control metastatic or
unresectable gastrointestinal stromal tumours after failure
of imatinib and sunitinib (RIGHT): a randomised,
placebo-controlled, phase 3 trial

Yoon-Koo Kang, Min-Hee Ryu, Changhoon Yoo, Baek-Yeol Ryoo, Hyun Jin Kim, Jong in Lee, Byung-Ho Nam, Nikhil Ramaiya, Jyothi Jagannathan,

—8— Imatinib
—@- Placebo

Hazard ratio 0-46 (95% C10-27-0.78)
p=0.005

Months since randomisation

>%®
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Zakljucek

2012 2013 2014 2015 2016 2017 2017

*Nas bolnik Tocky
imatinib
sunitinib
*Kliniéne raziskave r regorafenib
[ imatinib
' sunitinib
regorafenib
L

rechallenge imatinib
-
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Sistemsko zdravljenje
timicnih rakov (TR)

prof.dr. Tanja Cufer, dr.med
Urska Janzi¢, dr. med

Univerzitetna klinika Golnik

Medicinska Fakulteta, Univerza Ljubljana

13. Dnevi Internisticne onkologije, Ljubljana, 2017

Epidemiologija

® Incidenca timic¢nih rakov (TR):
* 1JACR: 1-5/1.000.000
* 2510 (2010 -2014) 26 primerov (5.2/leto) = 0.28/100.000
* 3UK Golnik (2010 - 2016) 26 primerov (3.7/leto)

4TIMOMI
Sn;:tqr_\(«;:;:ide navzrf:—y P Smrtnost glede na stadij
= >5-letno preZivetje: Auoimmune [ ‘\ O W
/ » 80% W7

* Timomi 90% / k 1

* Timiéni karcinomi 55% k3l
Thymoma | g

"‘I m o

[ ESMO definicija redkih rakov < 3 / 100.000 } y o

I n m va
Masaoka Stage
1 https://www.iacr.com.; 2 https://www.onko-i.si/rrs/.; .-

3 http://www.klinika-golnik.si/dejavnost-bolnisnice/klinicna-dejavnost/onkoloska-aejavnost register-raka-pijuc.pnp
4 Huang L, et al. JTO. 2010.; 5 Strobel P, et al. JCO 2004.
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Kliniéna slika

Organski Paraneoplasticni .
. . Preiskave
sistem sindrom

n i i — Miastenija gravis Acetiloholinska
Starost naj pOgOStEJe 50 - 60 let Zivénomisicéni Periferna nevropatija protitelesa
= Blago tiSc¢anje, tezka sapa, kaselj, Polimiozitis ANA, ANCA
v, v Aplazija eritrocitov
bOIECI Nav prsnem kOSU, SVC Hematoloski Pancitopenija KKS, DKS, retikulociti

Hemoliti¢na anemija

= Okoli 30% bolnikov s timomiima ot

paraneoplasti¢ni sindrom, Avtoimuni RA ANA, ANCA
. eve . . .. . i ind
najpogostejsi je miastenija gravis 3°?;e’l‘°”: k“fm —
. . .o ultiple enaokrine ormoni
(10-15% bolnikov z miastenijo Endokrini neoplazme (kortizol, ACTH LH,
graViS ima TR) Cushingov sindrom. FSH, TSH, T3, T4)

Motnje imunske Hipogamaglobulinemija Elektroforeza,
pomanijkljivosti Sy. pomanjkanja T-celic imunoelektroforeza

Pemfigus

- Lichen planus

Diagnosticni postopki

\TERATOM
AN/

* CT prsnega ko3a s kontrastom
(MRI, za opredelitev vras€anja v perikard, plevro)

= Krvne preiskave (KKS, DKS, LDH, AFP, beta-HCG,
acetilholinska protitelesa in nuklearna protitelesa, ostalo
glede na paraneoplasti¢no simptomatiko)
= Pridobitev tkiva:
* Debeloigelna biopsija (izogibati se plevri)
* Ce je tumor dobro omejen in je predvidena radikalna
resekcija predhodna biopsija ni potrebna [
'NE-SEMINOM

= PET-CT samo izjemoma, pri timi¢nem karcinomu za iskanje Be— S\
oddaljenih metastaz —

Najpogostejsi vzrok mase v sprednjem
mediastinumu po 40. letu je timi¢na neoplazmal!

Girard N, et al. Ann Oncol 2015.
https://www.nccn.org/professionals/physician_gls/default.aspx
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Patolomorfoloske znacilke in prognoza

fars

2 2 ! r & i
J 3’} g i "'A i i
T e e e
KARCINOM
Predominantno

Del tumorja z Podobnost z Tumor z veliko o . . Porusena normalna
o § . L epitelijske celice, ki ) .
vretenastimi normalnim limfociti in arhitektura, skoraj

Ovalne / vretenaste

Znacilnosti tumorske celice, rastejo v plahtah,

X X celicami, del bogat z  timusom; bogat z poligonalnimi o ni¢ limfocitov,
malo limfocitov . . K " PP . vmes posamiéni T . ) .
limfociti limfociti tumorskimi celicami . - najpogosteje SCC tip
limfociti
Moznost ponovitve v 5% 3% 11% 14% 23% 38%
5-L po RO resekciji
Moznost ponovitve v 9% 3% 14% 32% 29% 28%
10-L po RO resekciji
5-LOS 90% 90% 96% NR 89% 57-65%

Travis DW, et al. WHO 2015.

Stadij: Masaoka-Koga sistem

Temelji na KIRURGUI =
pooperativni / patoloski stadij

T

| V celoti enkapsuliran tumor
lla Mikroskopska transkapsularna invazija
11b Makroskopska invazija v timi¢no in okolno

mascevje ali v stiku (brez preraséanja) z
mediastinalno plevro ali perikardom

1] Makroskopska invazija v sosednji organ
(perikard, velike Zile, pljuca)

IVa Plevralni ali perikardialni zasevki

IVb Limfogeni ali hematogeni zasevki

Detterbeck F, et al. JTO 2014.
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Stadiji: IASLC - ITMIG

Osnova v 8. klaSIfIkaCIJI TN M, Tla Enkapsuliran ali ne-enkapsuliran tumor z ali brez vras¢anja v
v povezavi z izidi zdravljenja pri bolnikih. 2L R
T1b Invazija v mediastinalno plevro

Odgovariaioti T2 Vraséanje v perikard
STADI) TNM GPEUERE] o — :
Masaoka-Koga stadij T3 Vra$canje v pljuca, prsno steno, frenicni Zivec, brahiocefalno

veno, v.cave sup., ali hilarne (ekstraperikardilane) plju¢ne
| Tla 1b NOMO 1, 1A, 11B, 11

Zile
] T2NOMO n T4 Vra$¢anje v toraklano aorto, Zile loka, glavno plju¢no
arterijo, trahejo, poziralnik, miokard
1A T3NOMO 1]
N (bezgavke)
B TANOMO n NO Brez zasevkov v bezgavkah
VA T any NO-1 M0-1a VA, IVB N1 Zasevki v sprednjih (peritimi¢nih) bezgavkah
N2 Zasevki v globokih intratorakalnih ali cervikalnih bezgavkah
IVB T any NO-2 MO-1b IVB
M (zasevki)
MO Brez zasevkov
Mila Plevralni ali perikardialni zasevki
M1b Zasevki v pljucih ali drugih solidnih organih

Carter BW, et al. Radio Graphics 2017.

Kirursko zdravljenje

= KirurSko zdravljenje je temeljno zdravljenje vseh
timic¢nih rakov, razen stadija IV

* Mediana sternotomija, minimalno invazivna krg
samo za stadij |

= Kompletna timektomija (cel timus + okolno
mascevje)
= Ce je tumor infiltrativen v okolico — en bloc

odstranitev vseh prizadetih struktur (Zile, Zivci,
perikard, plevra)

= Kjer je sum na ostanek, se polozZijo krg. sponke (za
vodenje RT)

= Zmrzli rezi niso potrebni

Girard N, et al. Ann Oncol 2015.; Detterbeck F, et al. JTO 2011.; https://www.nccn.org/professionals/physician _gls/default.aspx
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[ A4 L] L] L] L]
Prognosticni dejavniki
| | - Typcal
Starost oo 1. z . o —
= Histologija § 9 as] —
u Stadij g o ' . Stage I
P (¥
= RO OperaCiia = 0.0 . . | swgelv . 0.0+ Carcinoma
H &1 ¢ - - e
najpomembnejsi . )
prognosti¢ni dejavnik!!!
084 0.8+
_ Total resection
§ 06+ 064
é N Twe B3 =
02+ Type C 02
i o Incompiete resection
Rossi G, et al. Histopathology 2008. ’ N “:;"‘ o — gﬂi —

Pooperativno zdravljenje

> FU

e, (I ——— ORO
D
—E— &

. 33—
o PORT easesmmmd U
—p—b PORT [l FU

Girard N, et al. Ann Oncol 2015.; https://www.nccn.org/professionals/physician_gls/default.aspx

Sledenje:
= Klini¢ni pregled na 3 mesece,
= (T toraksa
* vsake 6-12 mesecev prve 2 leti
* nato 1x letno do dopolnjenih 5
let za TC in 10 let za timom
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Pooperativno zdravljenje

I!E E ﬁs !l R1 resekcija

=Hie- FU

N G:PNCEEEENR PORT B FU

name N
S—u

Girard N. et al. Ann Oncol 2015.; https://www.nccn.org/professionals/physician gls/default.aspx

Sledenje :

Klini¢ni pregled na 3 mesece,
CT toraksa
* vsake 6-12 mesecev prve 2 leti
* nato 1x letno do dopolnjenih 5 let
za TCin 10 let za timom

Vloga pooperativne RT

= ZmanjSanje lokalnih ponovitev iz 30% na < 5%
= Najvecja dobrobit pri stadiju II-11I

= Podatki so iz retrospektivnih Studij velikih med-institucijskih baz

|| St pacientov | Histologija | Stadij | PORT | Reaultat
T

3031 47%

1 -
el 1025 TC -V 54%
2Rimner 1263 T - 55%
3Boothe 1156 T+TC - 42%
1100 T 52%

4 -
Omasa 155 TC 1= 11 30%

T —timom; TC — timicni karcinom; PORT — pooperativna radioterapija

1 Jackson MW, et al. JTO 2017.; 2 Rimner A, et al. JTO 2016.; 3 Boothe D, et al. JTO 2016.; 4 Omasa M, et al. Cancer 2015.

HROST: 0.8
HR OS TC: 0.79

5-L 0S: 95% vs. 90%
10-L 0S: 90% vs. 79%

5-L OS: 83% vs. 79%

5-L OS T st.ll: 96% vs 96%
5-L OS T st. Ill: 93% vs 90%
5-LOS TCst.1l: 91% vs 87%
5-L OS TCst.lll: 65% vs 64%
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Ucinkovitost PORT glede na histoloski tip in stadij

Velika ameriska observacijska raziskava, 3013 bolnikov s timomom in 1025 bolnikov s timi¢nim karcinomom

ﬁml """"""" — Surgery Alone.
. e o
E .
Timom !
€
w
= 40
1s
= log-rank p =0.253 log-rank p = 0.004 log-rank p = 0.016
o 24 43 72 9% ] 24 P 72 % o 24 Py 72 %
pRECE Ty Months i i Months Pra— Months
el - ] -  aeam = - e s e 30 = fred =
Stage I-lla Stage llb Stage Il
,—“ 1
) i
. O e —
Timicni 5
w
. &
karcinom g 2
® log-rank p = 0.264 log-rank p =0.332 log-rank p =0.109
H 2 P 72 9% 0 24 48 72 9% [ 21 ) 72 %
Pamber st ik Months. [e— Months Mamber sl Months
- = 3 5 % Mow o3 %z r ¢ mowowm o8 oz 8

Jackson MW, et al. JTO 2017.

Zdravljenje inoperabilnih timicnih rakov

—
. v

NERESEKTABILEN \
NERESEKTABILNI =i
TIMOM ali
TIMICNI 4 Prim KT
RO, R1
KARCINOM e L m_,
st. ll-IVA P

N Adj. KT + PORT FU

JE Emmad  Adj. KT+ PORT

Girard N, et al. Ann Oncol 2015.; https://www.nccn.org/professionals/physician_gls/default.aspx

RESEKTABILEN
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Primarna / indukcijska KT
Primary chemo-  Subjects Tumour Design Response
therapy regimen n —_— rate
Type  Stage
Chemotherapy
Maccrass [78] CEE 7 T7nc n Phase I 100
Bearum [79] ADOC 6 1 lI-vA Phase I 83 Delez
ReA [80] ADOC 16 T IHVA  Retrosp 100 0 .
Berrm [81] ADOC 16 T HVA  Phase l 81 RR 806._-) kompletnih
VenuTa [£2) CEE 15 e 1] Retrosp 66 operacija resekcij
Baemn [83] ADOC/PE 25 TAC  W4VA  Retrosp 72
Kt [74] CcAPP 22 T VA Phase I 7 14% - 78%
Lucoa [84] CEE 36 Tmc l-vA Retrosp 67
Jacor [85] CAP 5 TAC  W4VA  Retrosp 75
Yoxor [86] CcampP 14 Tmc n v Retrosp 93
Kuemrow [87] CODE 21 17 mn Phase Il 62
Panx [88] DDP-Docetaxel 27 e mv Phase I 63
Chemoradiation
Loerren [72] CAP/54 Gy 23 TAC  W4VA  Phasell 70
WaGHT [37] PE, ADOC, CAP, 10 TmC -4VA Retrosp e/
CEE/45-80 Gy
Girard N, et al. Eur Resp Rev 2013.

Zdravljenje metastatskih timicnih rakov, stadij IVB

FU
—
(o -3

Girard N, et al. Ann Oncol 2015.; https://www.nccn.org/professionals/physician_gls/default.aspx
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Definitivna KT za metastatske timicne rake

Period of
No. of Accrual | Tumor P
Study Patients (years) Type Design Regimen Agents Doses Rate (%)
Single-cgent chemotherapy

Bonomi et ol 199327 21 4 1/1C Phase Il Cisplatin 50 mg/m?/3 weeks 10

Highley et ol 199928 15 12 T/TC Retrosp  Ifosfamide 1.5g/m?* % 5 days/3 weeks 46

Loehrer et al 200627 i 1 T/1C Phase Il Pemefrexed 500 mg/m?/3 weeks 17

ICombination chemotherapy

Fornasiero et al 19900 32 n T Retrosp  ADOC Doxorubicin 40 mg/m?/3 weeks N
Cisplatin 50 mg/m?/3 weeks
Vineristin 0.6 mg/m?/3 weeks
Cyclophosphamide 700 mg/m?/3 weeks

Loehrer et al 19947 30 ¢ T/1C Phase Il CAP Cisplatin 50 mg/m?/3 weeks 5
Doxorubicin 50 mg/m?/3 weeks
Cyclophosphamide 500 mg/m?/3 weeks

Giaccone et al 19962 16 é T Phase Il PE Cisplafin 60 mg/m?/3 weeks 56
Etoposide 120 mg/m? x 3/3 weeks

Loehrer et al 2001%? 34 2 T/1C Phase Il VIP Etoposide 75 mg/m? x 4 days/3 weeks 32
Ifosfamide 1.2 g/m? % 4 days/3 weeks
Cisplafin 20 mg/m? x 4 days/3 weeks

Lemma et al 201134 46 7 T/7C Phase Il Carbo-Px Carboplatin AUC 5/3 weeks 43
Paclitaxel 225 mg/m?/3 weeks

Palmieri et ol 2011%% 15 3 T/TC | Phase I CAP-GEM Capecitabine 650 mg/m? bid % 14 days/3 weeks 40
Gemcitabine 1000 mg/m? x 2 days/3 weeks

Okuma et ol 20117 9 8 TC Retrosp  Cisplatin-lrinotecan  Cisplatin 80 mg/m?/4 weeks 56
Irinotecan 60 mg/m? % 3 days/4 weeks

Povzeto po Girard N, ASCO Educational Book, 2012.

KT z antraciklini:
ORR 50-90%
mOS 37-48 mes

KT brez antraciklinov:
ORR 30-50%
mOS 31-51 mes

KT za TC:
karboplatin-paclitaxel

ORR 36%, mPFS 7.5 mes
(Hirai F.et al, Ann Oncol 2014)

Ukrepanje ob ponovitvi bolezni

ITMIG retrospective database

Cumulative incidence of recurrences in Masaoka-Koga groups

% Thymomas % Thymic carcinomas
100 (n =7 005) 100 (n=977)
80 80
60+ 60
40+ 404
20 204
0~ T T T T T 0 T T T !
5 10 15 20 25 0 5 10 15 20
Years Years
Events/n 10-year recurrence % (ICys) Events/n  10-year recurrence % (ICss)
= Stage Ul 1213007 8(7-8) — Stage Ul 28/112 25 (22-29)
=== Stage Il 140/654 29 (27-31) === Stage lll 68/143 59 (44-76)
= Stage VA 64/109 71 (34-100) m— Stage VA 19726 76 (58-100)
Stage IVB 17/38 57 (24-90) Stage IVB 2037 54 (37-67)

Detterbeck, et al. WCLC 2013..
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Operativni poseg

= DA, v kolikor je mozna
KOMPLETNA RESEKCIJA

= Sicer je prezivetje enako (slabo)
kot ¢e ne bi bilo kirurske
intervencije

= Kompletna vs. nekompletna res.:

5-L 0S: 91% vs. 45% (P=0.014)

BaeE, et al. JTO 2012.

100

Cumulative survival rate
a @ ™
o e e
1 1 1

N
T

Number
at risk

l"'”:
..l"’

T
-

p=0.014

— Complete re-resection
=+ Non/incomplete re-resection

e nand

T T T T T T
1 2 3 4 5 68

Years after recurrence

16

9
12

4
L]

6
7

L]
4

3
4

7 e 90
z z 1
4 4 3

10

Druga linija KT

KT ali shema Studija Histologija St. pacientov “
T 16

0,
1 Pemetrexed Faza ll TC 1 1071;
('
T 14 18%
3 .

Amrubicin Faza ll TC 19 11%
3 Kapecitabin + Faza I T 8 40%
Gemcitabin TC 22 38%

T 6 17%

4 .
Pemetrexed Retrospektiva TC 10 10%
0,
5> Etopozid p.o. Retrospektiva _:;: Z 1:;’
('

1.2 NR

11.2

8.7
8.5

11
6

13.8

6.5
53

29

NR
18.1

1-yr OS
90%

2-yr OS
66%

20.1
12.7

98
22

1 Loehrer PJ, et al. ASCO 2006.; 2 Wakelee H, et al. ASCO 2015.; 3 Palmieri G, et al. Future Onc 2014.; 4 Liang Y, et al. Lung Cancer 2015.;
5 Boutros CF, et al. Lung Cancer 2013.
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TarCna terapija

= Sunitinib

= Sorafenib

= [matinib

= Everolimus
= Dasatinib

= Lucitanib

= Erlotinib

= Selumetinib

= Prekomerna ekspresija KIT

FEKOME > Mutation Exon
(izrazanje proteina CD117):

. 2%T E430K 8
¥553N 11
* 87%TC WS55TR 1
VS59A 1
= C-KIT mutacije: = vsgidel i
. 12%TC L5TEP 1
PST7-DST3del 11
= Bolidi od . D579del 1
oljsi odgovor na: HesTY 14
¢ |matinib D&Z0E 17

¢ Sunitinib

¢ Sorafenib

= CDK 4/6 inhibitorji
= Belinostat

Schirosi L, et al. Ann Oncol 2012.

MOLECULAR AND CLINICAL ONCOLOGY, 2016

c-Kit mutation-positive advanced thymic carcinoma successfully treated
as a mediastinal gastrointestinal stromal tumor: A case report
FUMIHIKO HIRAI, MAKOTO EDAGAWA, SHINICHIRO SHIMAMATSU, RYO TOYOZAWA, GOUJI

TOYOKAWA, KANAME NOSAKI, MASAFUMI YAMAGUCHI, TAKASHI SETO, MITSUHIRO
TWAKENOYAMA and YUKITO ICHINOSE

Algoritem zdravljenja TC s tarcnimi zdravili

Thymic carcinoma type C

L

Immunostaining for CD117

|

> |

| c-KIT testing | ;'ﬁ

NO c-KIT testing

/

]

Wild-Type
Sorafenib
Sunitinib

Povzeto po Schirosi L, et al. Ann Oncol 2012.

Mutated
-Exons 9 & 11 P imatinib
- Exons 13, 14 P sunitinib

- Exon 17 P sorafenib
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TarCna terapija - OKTREOTID

= 50% timomov izraza visok nivo somatostatinskih receptorjev na OctreoScan-u

= Dodatno so pri timomih v 83% prisotni tudi steroidni receptorji = s steroidi je
mogoce doseci ,timoliticni efekt” = unicenje limfocitne populacije
(NU: okuzbe, M tveganje za miastenijo gravis)

] TIMOMI TIMIENI KARCINOMI

GKK n  CR+PR(%) SD(%) | n  CR+PR(%) SD (%)
1pPalmieri  + 10 40 a0 | 3 33 33
2loehrer  +/- 32 38 34 | s 0 60
3schalke  + 17 88 o | o NA NA
1 palmieri |, et al. Cancer 2002.; 2 Loehrer P, et al. JCO 2004.; 3 Schalke A, et al. ASCO 2012.
Imunoterapija: Pembrolizumab pri bolnikih s
ponovitvijo timicnega karcinoma, faza Il
Timicni karcinomi, N = 40
Odgovor
CR 1/40 (2.5%
/40 (2.5%) EORTC-ETOP NIVOTHYM empﬂ SSEORTC
PR 8/40 (20%) Primary objective:
SD 21/40 (52%) e ki e
PD 10/40 (25%)
mPFS 4.2 mes [ g [ Nockana 210 m v
mOS 24.9 mes Primary endpoint: PFS rate at 6 months
NU G 3/4 6/40 (15%) Secondary endpoints: T

Giaccone G, et al. Abstract 8573. ASCO 2017.

- ORR and DCR, Duration of response
-0S

-QoL

- Safety
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Pomembno je sodelovanje v klinicnih registrih in
raziskavah!

Journals )
Thoracic
Oncology

f’EORTC -~ Screening Patients with Thoracic Malignancy for Efficient
L2 Clinical Trial Access

Online molecular portrait
Prospective clinical data
500-1000 tumors / yr

| 144G souarumourpanei vt

Panelfootprint 2.2 Mb
Panel features:

478
10

A )
\ - ; \\‘ Central
v { / Biobank |
u Sgnaling N Biobank %
Transcrigtion factor Function ,\ . '
u Transcrigional control Y 3
Plaiviied (genes) S, -
u DNA damage resonse
= Genes (all exons) u Cell cycle conerol 4
Miscelisneous/Unknown e TP N
= Copy number ——— ¢/
.v‘lri‘nnh = Structural components 4m ﬁq/ )
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KLINICNI PRIMER:
Kontinuirano vodenje in zdravljenje
pacienta s timi¢nim karcinomom

Dnevi internisticne onkologije 2017

Pripravila: UrSka Janzi¢, dr.med. _
Mentorica: prof. dr. Tanja Cufer, dr.med. GOLN'K

KLINICNI PRIMER

* 29-letni moski

* Podiplomski Student, fizicno aktiven, nekadilec

* Sicer zdrav, brez redne terapije

* Druzinska anamneza negativna za rakava obolenja
* Simptomi: 4 mesece trajajoc suh kaselj

* Klini¢ni pregled brez posebnosti

*PS po WHO 1
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KLINICNI PRIMER - nadaljevanje

SLIKOVNA DIAGNOSTIKA:
* Na RTG pc vidna masa v sprednjem
mediastinumu

* CT prsnega kosa: tumorska masa v zg.
mediastinumu brez vras¢anja v okolno mascevje,
perikard ali plevro in ve¢ okroglih lezij po pljucih
obojestransko

* CT abdomna in CZS brez posebnosti

* B-HCG<0.1; AFP =15

PATOHISTOLOSKA DG:
* Timi¢ni karcinom
* [HC: CD5+, CD117+, AE1/AE3+ EMA+, vimentin -,
LCA-, S100-

Anatomski stadij T1aNOM1b po IASLC-ITMIG klas.
Klinicni stadij IVb

Klini¢ni stadij timi¢nih neoplazem —
nova IASLC / ITMIG klasifikacija

7
Category Description Jawo M
26

Tla Encapsulated or unencapsulated tumor, with or without extension into mediastinal fat
1 nvasion of mediastinal pleura
T2 Invasion of pericardium
T3 Involvement of lung, chest wall, phrenic nerve, brachiocephalic vein, SVC, or hilar (extraperi-
cardial) pulmonary vessels
T4 Invasion of thoracic aorta, arch vessels, main pulmonary artery, trachea, esophagus, or myo-
cardium
Category Description
NO No lvmph node metastasis
Nl Involvement of anterior (perithymic) Stage Tumor Node Metastasis
lymph nodes
- M ki . ' I T No Mo
N2 Involvement of deep intrathoracic or 1 T2 No Mo
cervical lymph nodes - 2
1A T3 No Mo
Category Description B Ta No Mo
Mo No metastasis - ,[‘ any o .
scardi - i N0 AL
Mila Pleural or pericardial metastatic - -
VB I any N2 Mo, M1a
nodule(s) = M1b
i1b Pulmonary intraparenchymal meta- .
static nodule or distant-organ
metastasis
Carter BW, at al. RadioGraphics. 2017

83(151)



Onkoloski institut Ljubljana 13. DIO Ljubljana, 17. november 2017

VPRASANJE 1:
Kaksno vrsto zdravljenja bi predlagali mlademu
pacientu z metastatskim timi¢nim
karcinomom?

1. Preoperativna KT + operacija + RT
2. Definitivha kemoterapija

3. Kemo-radioterapija

4. Operacija + radioterapija

Principi zdravljenja metastatskega
timiCnega karcinoma

TIMOMI o
/ - op RT FU
Biopsija Definitivna KT ! 1
i L

Girard N, et al. Ann of Oncol. 2015
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KT sheme za 1. linijo zdravljenja timi¢nih neoplazem

Period of
No.of  Accrual il ‘umor Response|
Study Patients  (years) | Type | Design Regimen Agents Doses Rate (%)
[Single-agent chemotherapy

Bonemi et ol 199327 1 4 T/1C Phase Il Cisplatin 50 mg/m?/3 weeks 10

Highley ef ol 19992 15 12 T/IC_| Retrosp _lfoskamide. 1.5/m? % 5 days/3 weeks 46

Lochrer et ol 20062 27 1 T/7C Phase Il Pemetrexed 500 mg/m?/3 weeks 17 KT z antraciklini:

Combination chemotherapy ORR 50-90%

Fornasiero et al 19903 32 m T Retrosp  ADOC Doxorubicin 40 mg/m?/3 weeks 9N mOS 37-48 mes
Cisplatin 50 mg/m?/3 weeks
Vineristin 0.6 mg/m?/3 weeks
Cyclophosphamide 700 mg/m?/3 weeks

Loehrer et al 1994%! 2 9 T/1C | Phase Il CAP Cisplafin 50 mg/m?/3 weeks 51
Doxorubicin 50 mg/m?/3 weeks

Gi 1ol 1996% 16 6 T Phase Il PE Eﬁ‘fﬁhmphumde jgo "7 T/JB we:h 56 KT brez antraciklinov:

iaccone et df ase isplafin mg/m?/3 weeks

Etoposide 120 mag/m? % 3/3 weeks ORR 30-50%

Loehrer et al 20017 3 2 T/1C | Phase Il VIP Etoposide 75 mg/m” X 4 days/3 weeks 32 mOS 31-51 mes
fosfomide 12 g/m? x 4 days/3 wesks
Cisplafin 20 mg/m? x 4 days/3 weeks

Lemma et al 201134 46 7 T/C Phase Il Carbo-Px Carboplatin AUC 5/3 wesks. 43
Paclitoxel 225 mg/m?/3 weeks

Palmieri et al 20113% 15 3 T/TC | Phasell  CAP-GEM Capecitabine 650 mg/m? bid > 14 days/3 weeks 40
Gemeilabine 1000 mg/m? x 2 days/3 weeks

Okuma et ol 20117 7 g |1c Retrosp _ Cisplatin-lrinotecan  Cisplatin 80 mg/m?/4 weeks 56
Irinotecan 60 mg/m? % 3 days/d weeks

[ KT za TC: karboplatin-paclitaxel CR+PR: 36% + SD: 59%, MPFS 7.5 mes (Hirai F.et al, Ann Oncol 2014) J

Povzeto po Girard N, ASCO Educational Book, 2012.

KLINICNI PRIMER - nadaljevanje

* FEBRUAR 2013: pricne s KT po
shemi karboplatin - paclitaxel (7
ciklov)

* Kliniéno: prenehanje kaslja

* Radioloski uCinek - CT toraksa:
zmanjSanje primarnega tumorja
in izginotje pljucnih metastaz

* Operativna odstranitev edine
preostale tumorske mase —
(timektomija)

* Patohistoloski izvid: brez vitalnih
tumorskih celic — doseZzena pCR
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VPRASANJE 2:

Ali bi pacientu z metastatskim timi¢nim
karcinomom po dosezeni patoloski kompletni
remisiji in odstranitvi primarnega tumorja
priporocali RT?

Vloga pooperativne RT (PORT) pri timi¢nih
karcinomih (retrospektivne analize)

&t. pacientov Op + PORT | 5-letno prezivetje PORT
k (%) vs. No PORT

1 SEER databaza -1V 57% vs. 54%
1Fu 329 36 =1V 68 75% vs. 44%
1 Mao 54 72 =1l 46 79% vs. 66%
91% vs. 87% st. Il
1 _
Omasa 155 57 =11 52 65% vs 64% st. IlI
1Song 76 44 |-1Va 64 70% vs. 57%

60% vs. 50 % s KT

1 ini _
Ruffini 137 68 I=1Vb Ce 69% vs. 61% brez KT
! Weissferdt 65 50 -1V 51 66% vs. 70%
2 Ahmad ITMIG i
group 1042 53 -V 48 HR 0.454
. NR
Jackson 1025 57 -1V 54 HR 0.79

Vecma vkljucenih pacientov je lme/a zgodnejsi stadij bolezni (1 - I11)
ifi i rezultati so odebelj

1Hamaji M, et al. J Thor Surg. 2016
2Ahmad U, et al. Gen Thor Surg. 2015.
3 Jackson MW, et al. JTO. 2017.
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KLINICNI PRIMER - nadaljevanje

* Pacient po doseZeni pCR v rednem sledenju (klin. pregled
na 3 mesece in CT na 6 mesecev)

* Po 16 mesecnem prostem intervalu
* Klini¢no: utrujenost
* Radiolosko CT toraksa: plju¢ni zasevki

» Se vedno fiziéno dobro zmogljiv, PS 1, brez pridruZenih
bolezni ali redne terapije

VPRASANJE 3:
Kaj je najprimernejsi naslednji korak?

1. Rebiopsija in dodatno molekularno testiranje
2. 2. linija KT
3. Tarc¢no zdravljenje

4. Vkljuditev v klini¢no studijo




Onkoloski institut Ljubljana 13. DIO Ljubljana, 17. november 2017

Moznosti zdravljenja timi¢nega karcinoma v
2. liniji

ESMO smernice (2015)

Recurrences

- Recurrences of thymic epithelial tumours should be managed according to the same strategy as newly diagnosed tumours [IV, A].
- Complete resection of recurrent lesions, when achievable, is recommended.

— Several comsecutive lines of ch y may be admini when the patient presents with tumour progression. The re-administration of a previously
effective regimen should be considered [IV, B].

Preferred regimens for second-line treatment include carboplatin plus paclitaxel, and platin plus etoposide (11, B capecitabine plus gemcitabine is an
option [II1, B]

Options for subsequent lines include pemetrexed [TT1, B] and oral etoposide

— In patients with octreoscan-positive thymoma not eligible to receive additional chemotherapy, sctreotide alone or with prednisone may represent a

valuable option [TT1, B]

Targeted agents

- KIT sequencing (exons 9-17) is an option for refractory thymic carcinomas in the setting of potential access to specific inhibitors, particularly in the
context of clinical trials [TV, B]
~ Itis not rewmmended to administer imatinib in the absence of a KIT-sensitising mutation (111, E]

- Sunitinib is an option as second-line treatment of thymic carcinomas independently from KIT status [II1, A]

~ Everolimus may represent an option for refractory tumours (111, B].

NCCN smernice 2017

SECOND-1INE CHEMOTHERAPY
Sunitinib (Thymic carcinomas only)”
Pemetrexe:

Everolimus?

Paclitaxel10-11

O ide | ing LAR) +/- prednisone 12

Gemcitabine'?

5-FU and leucovorin'®
Girard N, et al. Ann of Oncol. 2015 Etoposide?
https://www.nccn.ory Ifosfamicie’?

KT za 2. linijo zdravljenja timi¢nih karcinomov

Ponoviti KT za 1.linijo:
e CAP®

* Karboplatin + paclitaxel
* Cisplatin - etopozid

2.linija KT za timic¢ne karcinome

11 1 11.2 29

! pemetrexed Faza Il 7%
0
2 Amrubicin Faza I 19 (+618§//‘;D) 8.5 181
b
3 Kapecitabin + 1-yr OS 90%
o Faza ll 8 389 6
Gemcitabin ° 2-yr 0S 66%
4 : 10%
Pemetrexed Retrospektiva 16 (+50% SD) 6.5 12.7
b
0
5> Etopozid p.o. Retrospektiva 13 A 6133//‘;[)) 9 22
b
1 Loehrer PJ, et al. Abstract 7079. ASCO 2006 4 LiangV, et al. Lung Cancer. 2015.
2 Wakelee H, et al. Abstract 7580. ASCO 2015. 5Boutros CF, Et al. Lung Cancer. 2013
3 Palmieri G, et. Al. Future Onc. 2014. 6 Lara PN, et al. Chest. 1996
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= Sunitinib

= Sorafenib

= Imatinib

= Everolimus
= Dasatinib

= Lucitanib

= Erlotinib

= Selumetinib

= Belinostat

Schirosi L, et al. Ann Oncol 2012.

TarCna terapija za 2 2. linijo zdravljenja timi¢nih

karcinomov

Prekomerna ekspresija KIT
(izraZanje proteina CD117):

Mutation Exon
2% T
87%TC co :
W5STR 1
= C-KIT mutacije: V559A 1
12%Te — se0del p
L576P 1
P5T7-D573del 11
= Boljsi odgovor na: D573del W
Imatinib HEITY 14
Sunitinib D820E 17
Sorafenib

= CDK 4/6 inhibitorji

Ljubljana, 17. november 2017

MOLECULAR AND CLINICAL ONCOLOGY, 2016

c-Kit mutation-positive advanced thymic carcinoma successfully treated
as a mediastinal gastrointestinal stromal tumor: A case report
FUMIHIKO HIRAL MAKOTO EDAGAWA, SHINICHIRO SHIMAMATSU, RYO TOYOZAWA, GOUJI

TOYOKAWA, KANAME NOSAKI, MASAFUMI YAMAGUCHI, TAKASHI SETO, MITSUHIRO
TWAKENOYAMA AND YUKITO ICHINOSE

CD117 ekspresija, c-KIT mutacije

PREDLAGAN ALGORITEM ZDRAVLIENJA TC S TARCNIMI ZDRAVILI:

[

, FS NN
c-KIT testing | ( D )| NO ¢c-KIT testing

Thymic carcinoma type C

L

Immunostaining for CD117

Wild-Type
Sorafenib
Sunitinib

Mutated
-Exons 9&11 P imatinib
- Exons 13, 14 P sunitinib
- Exon 17 » sorafenib

Schirosi L, et al. Ann Oncol. 2012
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KLINICNI PRIMER - nadaljevanje

Pred
pricetkom
2. linije KT

* Dodatna molekularna analiza:
CD117 +, vendar cKIT mutacije
negativne (z IHC in PCR)

* JUNIJ 2014: pri¢ne z 2.linijo KT
po shemi CAP (7 ciklov)

* Klini¢no: izboljsanje
simptomatike

* Radiolosko: izginotje vseh lezij,
razen ene v LZR (celokupno PR)

* Radikalno obsevanje lezije v LZR Po RT
s 54 Gy edine

preostale
metastaze

* Sledenje

KLINICNI PRIMER - nadaljevanje

* Po PFS 18 mesecev hud glavobol, ki
ne mine

* CT in MRI CZS: solitarna metastaza
desno z edemom

* CT prsnega kosSa in abdomna: brvez
znakov progresa bolezni izven CZS

* FEBRUAR 2016: operati\{na
odstranitev tumorja v CZS +
obsevanje na lezis¢e tumorja s 45 Gy

* Dodatna patohistoloska analiza mozg.
zasevka: timic¢ni karcinom
- Z NGS najdene c-KIT mutacije
(mutacija Y553N na exonu 11)
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KLINICNI PRIMER - nadaljevanje

* Od maja 2016 do danes je pacient v sledenju

* Na MRI prsnega kosa je vidna pocasna rast zgolj ene lezije v
plju¢ih v DZR (12 mm v 30 mesecih)

* Kljub dvema progresoma bolezni je pacient v obravnavi ze
vec kot 55 mesecev, trenutno v zelo dobri psihofizi¢ni
kondiciji, polno zaposlen in aktiven

* Vprasanje, ki se poraja: Kako ukrepati ob naslednjem
sistemskem progresu bolezni?

CD117 ekspresija,
c-KIT mutacije

© 2%T
e 87%TC

= C-KIT mutacije:
< 12%TC

= BoljSi odgovor na:
* Imatinib
¢ Sunitinib
* Sorafenib

= Prekomerna ekspresija KIT
(izrazanje proteina CD117):

Mutation Exon

430K o]
-_—
WS55TR [
—p> | VE59A 1
V560del 1
L5T6P 1

Thymic carcinoma type C
Immunostaining for CD117

[ c-KIT testing | ;

- NO e-KIT testing

Sorafenib
Sunitinib

PST7-DST9del 11

D579del i1

HESTY 14 U]
D8208 7 Wild-Type

utated
-Exons9&11 M Imatinib
-Exons 13, 14 P sunitinib
- Exon 17

Schirosi L, et al. Ann Oncol. 2012;

| Imatinib l
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CD117 ekspresija,
c-KIT mutacije

Reference Age/sex Histologic type <KIT mutation Stage Therapy Drug Clinical response
Strobel et al. [7 54M TC, squamous cell, G3  V560del exl11 Metastatic None Imatinib  SD (6 months)
Bisagni etal. [10]  46/M TC, squamous cell, G3  D820E ex17 pT3,N2, Ml S+CT+RT Sorafenib PR (>15 months)
Disel et al. [13] 47/F TC, squamous cell, G3  del577-578-579 ex11 VA CT + RT Sorafenib  SD
[Buti et al. [14] 48'M TC, squamous cell, G3  Y553N v CT Imatinib PR (>8 months) )
Lietal. [19] 46/M TC, squamous cell, G3 ND v cr Sorafenib SD (>9 months)
Chuah et al. [20] NA Type-B2 ND | Imatinib+ CT Dasatinib LR
Hamada et al. [21] Case 1: 62/M  Atypical carcinoid None Invasive (o1 3 Imatinib  Good clinical response
Case 2: 58/M  Atypical carcinoid ND Invasive S+RT Nessuno  Recurrence and metastasis
Giaccone et al. [22] Case 1: 36/M TC ND IVB cTr Imatinib PD
Case 2: 67/M  Type-B3 None IVA S+RT+CT Imatinib  SD
Case 3: 47/M  Type-B2/3 ND VA cr Imatinib  SD
Case4: 76/M TC ND IVB None Imatinib  PD
Case 5:36/M TC ND IVB cr Imatinib PD
Case6: 71/M TC None IVB None Imatinib  PD
Case7: 69/F TC, squamous cell type None IVB None Imatinib  PD
Strobel et al. [23] Case 1: 35/M  TC, squamous cell type None IVB CT + imatinib  Sunitinib PR
Case 2: 69/M TC, squamous cell type None VA S+RT+CT  Sunitinibb PR
Case 3: 77/M  TC, squamous cell type None n ) Sunitinib PR
Case 4: 28/F  TC, undifferentiated None IVB CT +RT Sunitinib PR (2 months)
Palmierietal. [24] 15 cases 4type B2 None NA NA Imatinib PD
2 type BYB3 None NA NA Imatinib PD
6type B3 None NA NA Imatinib 1 SD
3TC None NA NA Imatinib PD

Schirosi L, et al. Ann Oncol. 2012

Kaj pa imunoterapija?

Pembrolizumab in Patients with Recurrent Thymic Carcinoma: Results of a Phase I Study

Responses (n=40 eligible) Adverse Events
Complete response 1
Partial response 8
Stable disease 21 (1 unconfirmed PR)
Progressive disease 10

* Median 6 cycles (1-35)

+ Mostly mild AEs

POZOR!!! « 6 patients had severe irAEs

+ Female gender more commonly associated

. ey Avtoimuni with autoimmune disorders (4/6, P=.026)
neieleni uEInkl . 3 patients interrupted treatment because of
irAEs (all responders) and 3 because of
progression around the time of the irAE
= 5 patients developed hypothyroidism and 1
hyperthyroidism
PFS, OS, DOR
Median PFS: 4.2 months
Median survival: 24.9 months Giaccone G, et al. Abstract 8573. ASCO 2017.

Median duration of response (from first
measurement): 22.7 months

Median duration of stable disease (from
start): 6.8 months

NIVOTHYM: Nivolumab for patients with advanced type B3 thymoma and thymic
carcinoma
= EORTC academic group trial - starts recrouting in Jan 2018
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Sistemsko zdravljenje karcinoma

zolcnika in zolcevodov
DIO 2017

ASIST.DR.MARTINA REBERSEK, DR.MED.
SEKTOR INTERNISTICNE ONKOLOGIJE
ONKOLOSKI INSTITUT LJUBLJANA
17.11.2017

K | a S i fi ka C ij a Figure 1: Classification of Cholangiocarcinoma

Razdelitev:

Karcinom Zol¢nika
Intrahepaticni holangiokarcinom

Perihilarni holangiokarcinom (Klatskinov tumor)

Patel T. Cholangi Nat Cin Pract Hepatol 2006;3:33-42.

Distalni (ekstrahepaticni) holangiokarcinom

* =2% vseh GIT tumorjev
* Karcinom Zol¢nega epitelija, ki lahko vznikne kjerkoli v Zolénem vejevju
* HISTOLOSKO: 90% adenoCa, 10% SCC
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Epidemiologija (1)

Tabela 8: Incidenca raka (brez primerov registriranih samo iz zdravniskih porocil o vzroku smrti) po stadiju,
lokaciji in spolu, Slovenija 2014.

Table 8:  Cancer incidence (without cases registered from death certificates only) by stage, by site and by sex,
Slovenia 2014.

Stadij
Stevilo Omejen Raziirjen Razsejan Neznan
Sifra novih
MKB | Primarna lokadja Spol | primerov | Stevilo | 9%* Stevilo | 9%* Stevilo | %* Stevilo | %*
ﬁe Primary site Sex ﬁwb&&f Stage
Localized Regional Distant Unknown
Number %* Number %* Number %* Number %*
@ Jetrain intrahepaticni vodi M M 57 404 40 284 37 26,2 7 50
1 A7 0 01 104 3403 1 15
e Tolinik M 22 8 364 5 27 9 409 0 0
Gallbladder 1 16 12 26,1 12 26,1 2 478 0 0
Q4 Drugt in neopredeljeni deli biliamega traka M 74 i 30 35 473 19 5,7 3 41
Bllan i beraadupsgeced acs AN A AT N N VA T RS N N N L

Epidemiologija (2)

Tabela 11a: Stevilo in delezi bolnikov (brez primerov registriranih samo iz zdravniskih poroéil o vzroku smrti), v Sloveniji zbolelih
leta 2014, ki so bili v okviru prvega kurativnega zdravljenja operirani, zdravljeni s sistemskim zdravljenjem ali obsevani.

Table 11a: Number of patients (without cases registered from death certificates only) diagnosed in Slovenia in
2014, that were treated by primary curative surgery, systemic therapy or radiotherapy during their
first treatment.

. N Stevilo kakoriol Stevilo HElnmmn s s Stevilo obsevanih
Sifra evilo nov * Number of treated Number of treated by
e Primarna lokacija primerov Mumber oA treated= 2L by Number of treated sisternic AT
ICD code | Primary site MNumber of Dy
new cases Stevilo opxr Stevilo apex Stevilo e Stevilo gprx
Number Number Number Number
€C00—C96 XISIEE'II"E"?E“E 13728 11109 80,9 8514 62,0 3994 29,1 3102 22,6
Usta in Zrelo
00—C14 | [iaah 2nd bharynx 352 328 93,2 190 54,0 2 6,0 256 727
Poziralnik
as Oesophagus m 73 65,8 20 18,0 32 28,8 52 46,8
16 gfb"“f;‘h 452 284 62,8 216 47,8 149 33,0 79 17,5
Debelo crevo
as Colon 809 708 87.5 687 84,9 185 22,9 9 -
Rektum in rektosigmoidna zveza

Jetra in Intrahepatiéni vodi

Liver and is bile ducts 208 64 30.8 31 14,9 33 15,9 3
2324 A Illlary tract z52 86 4.1 79 37.8 12 — 3
s Pancreas e e 35, 7e o v "
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KLINICNA SLIKA

SIMPTOMI ZNAKI

Pruritus (66%) Zlatenica (90%)

Bolecina pod DRL (30-50%) Hepatomegalija (25-40%)
Hujsanje (30-50%) Masa pod DRL (10%)
Povisana tel. T(20%) Courvoisier-jev znak (redko)
Temen urin, belo blato

Redko holangitis

National
Compretenf® NCCN Guidelines Version 42017 Natonil - . National
Canc Comprehensive NCCN Guidelines Version 4.2017 Nationi - .
e Gallbladder Cancer OO Concer Conprebense NCCN Guidelines Veersion 4.2017
Network" M Netork® Gallbladder Cancer POON Concer
etwo ot Gallbladder Cancer
PRESENTATION POSTOPERATVE PRIMARY TREATENT TREATHENTT SURVEILLANCE® -
WORKUP® PRESENTATION POSTOPERATIVE PRIMARY TREATIENT
Observe WORKUP'
Resected, i in (RO), 4 h Tia
esected, negative margin (R0) eropyrimidinechemeradiaond s
+ Cholecystectomy! See Adjuvant Negatie regional nodes eepHTminecheerss (i negtie See Aduvant
N +en bloc hepatic resection Treatment jor Fluoropyrimidine based or Consid For relapse, see Workup Treatment
Resectableb—» |+ ymphadenectomy | —| gnd " N ofthe fallowing i s | ——
ot senir Yy p [ / N e e
"s’;:“‘:m“"’ Hultphasic malignant involvement s sl ey’ s / uttphasic Resschle™—1, Pl duct xcisonfor
aing abdominal |, |ndicted, tren abdominalpeivic CT/
rcidenta) ) Fozen secton pelic el 03 053 [~ e it | 1o Rl
‘ ofresected | —> CTRI ( aundee frdmgon - [l |l W conast e o ) .
llladder + d onsider fuoropyinicine onsider e . | Gemciabinelispatn combinaion herapy’(category
surgery galbladd WitV contrast \ i Consider fuoroptini Consider CEA lor patholgic T 4i-contast® Gemcitainelcsplatn comoination therapy’ category 1)
suspicious lymph chest CT+- Options:* . chemoradiationd” land CA 19925 Metastases review! +Consider staging + Fluoropyrimidine-based of other gemcitabine-based
contrast i category 1) [Resected, (See GALL-4) Taparoscopyl Unresectable — | chemotherapy regimen'
node  Fluoropyrimiine ased or othergemcabineoased or fuercpyi prosens . Fluorapyrinidine chemoradtons®
Unresectable —» |- chemotherapy regimen IResected gross residual I b . Clinicaltrial
rcidentl «Fluoropyrimidine chemoradiatond” isease (R Foropyrimidine-based or gemctaine-  Best supportive care
"T&‘Zﬂ, °"L —3 see(GALLY) + Clinicaltial or based chematherapy’
pathologi + Best supportive care. fo ‘Mu\uphmc Consider necadjuvant chemotherapy
Clical il Gt TINRI .,
Sosie | | withVcontast, chestCT - cotest? chemctherapy regimen’
+Consider staging laparoscopy! * Clinical trial
National National
NCCN Comprehensive NCCN Guidelines Version 4.2017 - Comprehensive NCCN Guidelines Version 4.2017 NCCN Guidelines Index
(OO} Cuncer Table of Contents. INOON Cancer Table of Contents
Network® Gallbladder Cancer Discussion Network® Gallbladder Cancer Discussion
PRESENTATION WORKUP PRIMARY TREATMENT PRESENTATION WORKUP PRIMARY TREATMENT
Consider
neoadjuvant
« Consider ive biliary
+H&P (category 2B) rainage See Adjuvant
- LFT: b, |* Fluoropyrimidine- « CholecystectomyP Tre:
Nehiphasic N See Adjuvant L s o conass | RESCtaBIE® > —»| loc hepatic resection |~ |and Surve e
. [Cholecystectomy! ee Adjuvant « Chest CT+/- contrast N + lymphadenectomy (GALL5)
i i v en bl i i ‘ reatment « Multiphasic abdominal/ gemcitabine-based + bile duct excision
l en bloc hepatic resection and iiphast Semotherapy
CTMRIwith IV I+ lymphadenectomy % bile duct excision T urveilance petvic CTMR o remon Omtions:®
contrast! for malignant involvement (GALL-§) Jaundice —> | giography™ + Clinical trial « Biliary drainage®
bt . Surgion coneultation” - Gemcitabinelcisplatin combination therapy” (category 1)
iverfunction tests * Consider CEA = Unresectable  ——» Biopsy ————|* Other gemcitabine-based o fluoropyrimidine-based
Mass on (LFTs) « Consider CA 19.9! ioropyrimidine chemoradiationd"
imaging + Surgical - Consider staging linical trial
consultation (options: laparoscopy « Best supportive care
* pasessment of |+ Gemcitabinelcisplatin combination therapy’ (category 1) Options:
o Copeer CEAT + Fluoropyrimidine-based or other gemcitabine-based Biliary drainage® ]
onsider | chemotherapy regimen’ « Gemcitabine/cisplatin combination therapy' (category 1)
« Consider CA 199/ Unresectable —> Biopsy by reg o di Sen elcis erapy
C | Fluoropyrimidine chemoradiation®:" Metastatic disease « Other -base
+ Consider staging . chemotherapy regimen'
laparoscopy Clinical tral * Clinical trial
|+ Best supportive care L Bent supportive care
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OGN Cuncer

Post
resection
status

National
Comprehensi

Network®

NCCN Guidelines Version 4.2017
Intrahepatic Cholangiocarcinoma

TREATMENT'
Options:'
No residual +Observe
local disease | |* Clinical trial
(RO resection) * Fluoropyrimidine-based or

gemcitabine-based chemothuapy'

Microscopic

Options:f
margins (R1)
or

+Clinical trial .

« Fluoropyrimidine chemoradiation'#!

+ Fluoropyrimidine-based or
gemcitabine-based chemotherapyh!

Positive
regional nodes

CCN Guidelines In
Table of Contents
Discussion
SURVEILLANCE™

Consider multiphasic
abdominalipelvic
CTIMRI with IV contrast®
and chest CT +/-
contrast” every 6 mo for
2yif clinically indicated
then annually up to §
years

National
NEEN Comprehensive. NCCN Guidelines Version 4.2017 NCCN Guidefines n
ol C: N h ; able of Contents
Networks Intrahepatic Cholangiocarcinoma AT
PRESENTATION 'WORKUP PRIMARY
TREATMENT See
Additional
« Consider staging laparoscopy®
Rescctanies |- Resection Therapy
b esectable? — |, Consider lymphadenectomy ;L lance
Maltiphasic for accurate staging NTRAD
Options:*

Isolated intrahepatic
mass
(imaging characteristics

consistent witl
malignancy but

not consistent with
hepatocellular carcinor

d
Oceult Primary Cancers)

CT/MRI with IV contrast®
« Chest CT +/- contrast®
+ Consider CEA®
+ Consider CA 19-9°
LFTs

+ Gemcitabinelcisplatin combination
therapyd (category 1)

« Clinical trial®

« Fluoropyrimidine-based or other
gemcitabine-based chemotherapy

- Surgical i

« Esophagogastroduodenoscopy
(EGD) and colonoscopy

« Consider viral hepatitis
serologies

'

« Fluoropyrimidine chemoradiation’
. Locnrt?ional therapy (category 2B)k
» EBRT)

» Arterially directed therapies®
+ Best supportive care

\ i « Consider biopsy? !
\ Options:" « Consider AFP Options:
\ « Clinical trial" « Gemcitabinelcisplatin combination therapy9
Residual + Fluoropyrimidine-based or Metastatic . g?::f;?;l;}"
local diseased ——» | gemcitabine-based chemotherapy regimend! disease « Fluoropyrimidine-based or other
(R2 resection) « Locoregional therapy (category 28] 52 bincpls o Surgery (NTRAS). gemcitabine-based chemotherapy regimend
+Best supportive care ‘CM"LQ_‘%MLEAMG “A 19-9 are baseline tests and should not be done to confirm diagnosis. * Locoregional therapy (category 2B)
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Onkolosko specificno zdravljenje

- kirursko

- radioterapija

sistemska terapija:

eadjuvantno sistemsko zdravljenje

esistemsko zdravljenje metastatske bolezni

Adjuvantna sistemska terapija (1)

e redki raki

e podatki iz retrospektivnih analiz, klinicnih primerov in klin.raziskav faze Il

Only Older Randomized Adjuvant Therapy Trial

* Japanese study, randomly assigned
patients with: extrahepatic biliary cancer,
gallbladder cancer, periampullary cancer
or pancreas cancer to chemotherapy
post-op vs surgery alone
— Chemotherapy was 5FU and MMC x 1 dose
then oral 5FU

— Only gallbladder came out positive

— Problem: were these 5 trials or 5 subset
analyses?
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Adjuvantna sistemska terapija (2)

Adjuvantna kemoterapija:

- BILCAP faza lll: kapecitabin vs. kontrola
- Prodige-12 faza lll: GEMOX vs. kontrola
- ACTICCA-1 faza Ill: gem/cis vs. kontrola

Adjuvantna kemoradioterapija lahko izbolj$a preZivetje (drenaZa Zoléa)!
mOS9mvs. 3 m

- Rezultati retrospektivnih analiz

1.Horgan AM, Amir E, Walter T, Knox JJ. Adjuvant therapy in the treatment of biliary tract cancer: a systematic
review and meta-analysis. J Clin Oncol 2012; 30: 1934-1940.

Adjuvant capecitabine for biliary tract cancer: the
BILCAP randomized study

Primrose JN, Fox RP, Palmer D, Prasad R, Mirza D, Anthony A, Corrie P, Falk S,
Wasan H, Ross P, Wall L, Wadsley J, Evans J, Stocken D, Praseedom R,

Cunningham D, Garden OJ, Stubbs C, Valle JW and Bridgewater J on behalf of the
BILCAP investigators

rresevreoar:. ASCO ANN MEETING 17 | #ASCO17
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* Two arm, open label, randomized,
controlled clinical trial

Interventions

* Observation

* Capecitabine (1250mg/m?) twice a day
on day 1 to 14 of a 3 weekly cycle for
24 weeks (8 cycles)

Outcome measures
* Primary; overall survival (OS)
* Secondary;
- Relapse free survival (RFS)
- Toxicity
- Quality of life*
- Health economics

rresavreo . ASCO ANNUAL MEETIN

Slides are the property of the author. Permission required for reuse.

17 | #ASCO17

BILCAP
i

R1 :1 randomization"

Observation

Capecitabine
8 cycles

!

Primary analysis after a minimum 2 year follow-up

*EORTCQLQ-C30 & LMC-21 (latter for patients with colorectal liver metastasis)
OMinimized on surgical centre, tumour site, type of resection (RO/RI) & performance status (ECOG PS 0-2)

Presented by Profess hn Primrose

CANCER
RESEARCH

= ot
A UK

Gender Male

Age Median years (inter-quartile range)

Intrahepatic CC

Tumour site il

Muscle invasive gall bladder carcinoma

Lower common bile duct CC
RO
R1

ECOG (0]

performance i

status 2

Tumour size

Resection status

NO

Lymph node N1

status

ereseven s ASCO A

Slides are the property of the autht n required for reuse.

Median mm (inter-quartile range)

MEETING 17 | #ASCO17

Baseline characteristics

Observation arm (n=224)

113 (50%)
64 (55-69)
41 (18%)
63 (28%)
40 (18%)
80 (36%)

140 (63%)
84 (38%)

101 (45%)

116 (52%)

7 (3%)
25 (20-44)

108 (48%)

102 (46%)
14 (6%)

BILCAP
i

Capecitabine arm (n=223)

111 (50%)
62 (55-68)
43 (19%)
65 (29%)
39 (17%)
76 (34%)

139 (62%)
84 (38%)

100 (45%)

116 (52%)

7 (3%)
25 (19-45)

100 (45%)

108 (48%)
15 (7%)

Valuesshown are n (%) for categorical data, and median (IQR) for continuous measures
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CANCER

,M RESEARCH RFS in the ITT population

Treatment Median RFS (95% Cl)

abine 24.6 month

Observation 17.6 months (12.8-27.6)

% of patients recurrence free

12 24 E) 48

Number at risk Time since randomization (months)

observation 224 126 92 67 52
capecitabine 223 148 108 78 62

CO ANNUAL MEETING “17 | #ASCO17 Presented by Professor John Primrose

Slides are the property of the author. Permission required for reuse.

BILCAP
i

HR (95% Cl)

0.76
(0.58-0.99)
p=0.039

%% CANCER

By D OS in the PP population

Treatment Median OS (95% Cl)

Capecitabine 52.7 months (40.3-NR)

~
1%}

Observation 36.1 months (29.6-44.2)

u
(=]

% of patients alive

N
(%,

12 24 36 48

il st o Time since randomization (months)

observation 220 190 134 92 64
capecitabine 210 152 105 83

17 | #ASCO17 Presented by Professor John Primrose

BILCAP
i

HR (95% Cl)

0.75
(0.58-0.97)




('nb CANCER BILCAP
%

-l RFS in the PP population |

Treatment Median RFS (95% Cl) HR (95% Cl)

Capecitabine 25.9 months (19. : 0.71

(0.54-0.92)
Observation 17.6 months (12.0-23.8) p=0.011

% of patients recurrence free

12 24 36

UmberEErisk Time since randomization (

observation 220 123 89 65
capecitabine 210 145 107 78

eseneoa:. ASCO AN MEETING ‘17 | #ASCO17 Presented by Professor Primrose
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5% CANCER BILCAP
;- 94 FEsEArcH Sub-group analyses; OS n

HR with 95% Cl Heterogeneity test

ECOG performance status 0.71(0.16-3.20, p=0.661)
0

0.89 (0.64-1.24, p=0.492)

0.71(0.48-1.06, p=0.96)

Resection status R1

RO 0.73(0.51-1.04, p—O.SSl)
Tumour site

Intrahepatic cholangiocarcinoma (CC) 0.65(0.35-1.18, p=0.157)
Hilar CC 1.08(0.68-1.71, pzo.;aa)
Muscle invasive gall bladder carcinoma 0.84 (0.43-1.63, p=0.596)
Lower common bile duct CC 0.70(0.47-1.06, p=0.091)
Overall 0.81(0.63-1.04, p=0.097)

025 05 115
Favors capecitabine €< —>Favors observation
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The safety population Fatigue 16 ( 7.5 %)
was conditional on Plantar palmar erythrema 44 (20.7 %)
receiving capecitabine Diarrhea 16 ( 7.5 %)
(n=213) Nausea 2(0.9%)
Mucositis/stomatitis 2(0.9%)
There were no deaths Vomiting 1(0.5 %)
related to
chemotherapy

Neutropenia 4(1.9%)

Bilirubin 3(1.4%)

Thrombocytopenia 1(0.5%)
Alopecia (0]

MEETING 17 #ASCO17

for reuse.
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Adjuvant GEMOX: Study Design

Prodige 12- Accord 18 (UNICANCER Gl)

/ Observation

i \ GEM-OX

Gemcitabine 1,000 mg/m2 day 1
Oxaliplatin 85Ma/m2 dav2, both every other week x 12

Randomized phase Il design

Edeline, J, et al. ASCO GI, 2017 sabstract 225

AIM: whether GEMOX would improve RFS vs surveillance while maintaining health-related quality of life.

One hundred and ninety-six patients were enrolled; median follow-up was 44.3 months. Relapse events
occurred in 54 patients with GEMOX and in 64 patients under surveillance. Median RFS was 30.4 months
with GEMOX vs 22 months with surveillance; 4-year RFS rates were 39.3% and 33.2%, respectively. The
differences were not significant.

Edeline J, Bonnetain F, Phelip JM, et al. Gemox versus surveillance following surgery of localized biliary tract cancer: Results of the PRODIGE 12-ACCORD 18 (UNICANCER Gl) phase Il trial. J Clin Oncol. 2017;35(suppl):4S.
Abstract 225.
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Baseline Characteristics

Characteristic m Surveillance N =99 Til

M:F 59.6%,/40.4% 50.5%/49.5%
ECOG PS: 0 53.2% 63.6%
1 39.4% 31.3%
2 5.3% 2.0%
IHC 43.6% 45.5%
] Perihilar 10.6% 5.1%
Extrahepatic 27.7% 28.3%
Gallbladder 18.1% 21.2%
Pre-op Tx: Portal vein Embo 20.2% 23.2%
Biliary drain 11.7% 9.1%
Tumor characteristics: Node + 37.2% 36.4%
R1 13.8% 12.1%
Perineural invasion 54.3% 45.5%
Vascular Emboli 26.6% 29.3%

Edeline, J, et al. ASCO GI, 2017, abstract 225

Vanderbilt-Ingram Cancer Center

Outcomes

- Primary endpoint, RFS
— HR 0.83, p = 0.31
— Median Gem-0OX 30.4 months vs 22.0 Months
« for surveillance
— 4-year RFS: 39.3% vs 33.2%
— Forrest Plot

= All subsets to left of 1 except Extrahepatic
cholangiocarcinoma which was wildly to the right

Edeline, 1, et al. ASCO GI, 2017, abstract 225

Vandesbilt-Ingran: Cancer Centes

- Health-related quality of life scores did not differ at 1-year and 2-year time points.
- Grade 4 adverse events occurred among 17% of patients receiving GEMOX and 9.1% of patients under surveillance. One
patient died from each group.

Edeline J, Bonnetain F, Phelip JM, et al. Gemox versus surveillance following surgery of localized biliary tract cancer: Results of the PRODIGE 12-ACCORD 18 (UNICANCER Gl) phase Il trial. J Clin Oncol. 2017;35(suppl):4S.

Abstract 225.
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Sistemsko zdravljenje metastatske
bolezni (1)

Reference Schedule # of Response TTP Overall
patients Rate Survival

Penz, et al 2200/m2 32 22% 5.6 mos 11.5 mos

Q o week

Valencak, 1200/m?2 24 4% 3.5 mos 6.8 mos

et al Qw x3

Kubicka, et | 1000/m2 23 30% 4.4 mos N/A

al qw X3

Arroyo, et 1000/m?2 39 36% N/A 6.5 mos

al gqw X3

29:6 (suppl 20). 40-45. 2002

Sistemsko zdravljenje metastatske
bolezni (2)

Gemcitabine + 5-FU

Reference Gemcitabine # of pts Response TTP or PFS Overall

+ Rate Survival
Murad (Am J Clin Bolus 5-FU 9 pts 33% TTP 9 months
Oncol 26: 151-4,
2003
Jacobson D ASCO Bolus 5-FU 42 pts 9.5% 3.8 months 6.8 months
2003 with LV
Hsu C, et al ASCO Bolus 5-FU 26 pts 19% 4.2 months 7.3 months
2003
Knox J, et al Capecitabine 35 pts 26% 6.8 months 10.3 months
Gl Symposium,
2004

2nd study of gem-cape in 57 pts, RR18%, OS 7 months Vandesbilt-Ingram Cancer Center
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Sistemsko zdravljenje metastatske
bolezni (3)

Gemcitabine + platinums

Reference Type of # of pts RR Survival
platinum

Thengprasert, et al | Cisplatin 24 33% 13 mos

Gl ASCO

Reyes-Vidal, et al Cisplatin 42 48% 7 mos

Gl ASCO (GOCCHI

trial)

ASCO 2003 Carboplatin 13 30% N/A

EORTC Oxaliplatin 33 (1% line) 36% 14.3 months

Sistemsko zdravljenje metastatske
bolezni (4)

Sistemska terapija:

- Faza Ill UK ABC-02: cisplatin/gemcitabine vs. gemcitab- mQOS: 11.7 mesecev cisplatin/
Gemcitabin vs. 8.1 mesecev gemcitabin (95% Cl: 0.53-0.79; P<0.001)

- Meta-analiza ': kombinacija kemoterapije ucinkovitejsa od monokemoterapije neodvisno od
starosti (<65 vs>65 let), spola, mesta primarnega tumorja (intrahepaticni vs ekstrahepaticni vs
karcinom Zol¢nika), stadija bolezni (lokoregionalni vs metastatski) in predhodne terapije (operacija vs
stent), razen v primeru PS ECOG 2 vs 0,1-> gemcitabin monoterapija, v primeru led.insuficience
oksaliplatin

Kemoradioterapija

- Nerandomizirane klini¢ne raziskave: mOS 9- 14 mesecev

- Faza Il FFCD 9902: KT (5-FU, cis)RT (50 Gy) vs KT (GEMOX): DFS 5.8 m vs 11 m; OS 13.5 m vs 20 m

1Valle JW, Furuse J, Jitlal M et al. Cisplatin and gemcitabine for advanced biliary tract cancer: a met: lysis of two ised trials. Ann Oncol 2014; 25: 391-398.
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ORIGINAL ARTICLE

Cisplatin plus Gemeitabine versus

Gemcitabin

Juan Valle. M.D.. Harpreet Wasan. M.D.. Daniel H. Palmer, M.D..

David Cunningham. M.D.,

Ph.D.. Srinivazan Madhusudar

B.Sc. Stephen P. Pe
and John Bridgewater,

e for Biliary Tract Cancer

rhb.

Alan Anthoney. M.D.. Anthony Maraveyas. M
M.D.. Ph.D.. Tim Iveson, M.D.. Sharon Ilughss,

<. MO, Ph D, Michuel Ro M oSe

LD Ph D, for the ABC.02 Trial Investigators®

ABC-02 - Study schema

Gemcitabs Cisplatin plus Gemcitabine
Tha— 206} fieme vy

anabie & vame
Cligible patients (n=400%) Ame —wr
redian ez ess o.ss
+aoL Randomized 1:1 Range 23.4 zan 225 w10
(stratified by centre, primary site, PS, prior therapy e—ma O
and locally advanced vs. metastatic) S 108 (52.4) 108 (52.9) o.e2
v niale -, 2 471y
1 P . Extent of disease — no. (563
—— Locally acwanced 45 zam =5 mron o.ee
! } orsazia [e—— 157 ez [Ppp,
Gem 1000 ma/m* 01,5,15 q 259 + Gam 1000 ma/m? e
24 weeks (6 cyclas) 24 weeks (8 eycles) Catlbladder - >3 mmm 0.
siea 135 (57 122 9=
prograssion, management will be on clinician's discration Ampuila 1z (5. = ga.a)
(ot best suporthve cre) e e
et 86 pationte m ABG-01 Adenocarcinama 192 o2y 1s6 g1z 0.z
Including 86 patients in ABC- S Carcinoma. trpe not speced 12 (5= 17 @3
Addemosaua mous carcinoma zae o
e 1 om
L L. | Carcinosarcoma o 1 w05
ABC-02 statistical methods ecos e status score — no. %)
- = sa a1 s 2z -
Primary OVERALL SURVIVAL: ITT analysis > Bt Bt
endp: (pre-planned ABC-01 and ABC-02) = 241 e
P 1 om o
Secondary « Progression-free survival Pravious therasy — no. (551
endpoints: . Toxicity = e oy o
« - Quality of life (EORTC QLQ C-30) Trpe of previeus theraps — no. (6
Sample « Powered to detect increase in median e e T -t ] Sl Zf’:
size: survival from 8 to 11 months e
« n=354 patients (315 OS events), 0.5
=400 to allow for drop-out o.as
« Log-rank test with 80% power and e
two-sided a 5% level o
Valle, et al NEJM 362:1272-81, 2010 Vande il tngeaas Cancer Coates. —
Cisplatin plus Gemcitabine versus
Gemcitabine for Biliary Tract Cancer
Juun Val .. Hurpreet Wasun, M.D.. Duniel H. Palimer. M.D.. Ph.D..
hvial i gharn, M Alar Rmthoray, M D Anthony Maraveyas M.
Ph.r, Srinivasan Madhisadan, M5 Bh e, Thm feaan, M1 Sharan Hughos,
<., Stephon . Porcira. M.D.. Ph.O.. Michacl Roughto
and Jonn Bridgowater. M-Do. Ph-D.. for tre ABC.OZ Trial lrwos igators™ )
~
100 No. of
T B & 0Fa om0y Subgroup Patients Hazard Ratio (95% C1
e e ABC trial group
= o1 36 065 (0.42-1.01)
E o 2 24 —- 064 050-033)
E xtont o disease
3 Locally advanced 104 —a— 047 (0.23-074)
== Metastatic 306 —_ 074 (0.57-0.35)
Primary tumor site
Intrahepatic 50 —. 057 (034-054)
Extrahepatic 73 — 073 (0.43-1.23)
Mo at R r 57 059 (032-L08)
TomeEee 388 W A 4 b = I S E Gallbladder 149 —— 061 (0.42-0.85)
Sreine Ampulla 20 062 (021-182)
s Not specified a 058 0s6-2.11)
. 1 lazard ratic for di Progression. ECOG score
LBes e o 9o 0 10 —a 050 033-077)
1 28 — 088 (051-051)
2 52 ™ 050 05 L66)
Pravious therapy
No 100 055 (041-Lo1)
Yes. 310 — . 064 (0.43-0.82)
Al psients 410 —.— 084 (052-010)
o025 050 100 200
Cisplatin-Gemcitabine Gemitabine
Better Better
Figure 3. Hazard Ratio, According to Trial and Prespecified Baseline Factors.
ABC denotes Advanced Biliary Cancer, and ECOG Eastern Cooperative Oncology Group. ECOG scores range from
0 to 5, with lower scores indicating a higher level of functioning. The red line indicates the hazard ratio for death
(0.64) in the intention-to-treat population.
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I ORIGINAL ARTICLE 1|
Cisplatin plus Gemecitabine versus
Gempcitabine for Biliary Tract Cancer
Baniel 11 Palmer. M.D_. Ph.D. ~ v
M Do Anthany Marsveyas, M.0.,
NEZELENI UCINKI
ughton, M Sc..
@ ABC-0Z | rial Irvestigators™
Table 2. Grade 3 or 4 Toxic Treatment, ing to
Gemcitabine  Cisplatin plus Gemecitabine
Variable (N=199) (N=198) P Value
number (percent)
Hematologic toxic effects
Decreased white-cell count 19 (2.5 31 (15.7) 007
Decreased platelet count 13 (5.5) 17 (3.6) 044
Decreased hemoglobin level 6(3.0) 15 (7.6) 004
Decreased neutrophil count 33 (16.6) 50 (25.3) c.o03
Any hematologic toxic effect 47 (23.6) 64 (32.3) aos
Liver function
Increased alanine amintransferase level 347.1) 19 (2.6) c.03
Other abnormal Iver function 39 19.6) 26 (13.1) c.o0s
Any abnormal liver function 54 (27.1) 33 (167) a1
Nonhematologic toxic effects
Alopecia o 2.0 a6
Anorexia s (2.5) & (3.0) ars
Fatigue 33 (16.6) 37 18.7) ass
Nausea 7 (3.5) 5 (4.0 078
Vomiting 1 5.5 10 (5.1) oss
Impaired renal function 200 3 (15) o83
Infection
Without neutropenia 23 116) 12 (6.1) c.os
With neutropenia 14 7.0) 20 (10.1) 028
Biliary sepsis 5 (4.0) 5 (4.0 ase
Any type 38 a9.1) 36 (13.2) os2
Deep-vein thrombosis 1(0.5) az0) ca1s
Thromboembolic event 315 7 (3.5) a.z0
Other 62 (31.2) 66 (33.3) o.6a
Any 100 (50.3) 108 (54.5) LEE)
Any grade 3 or 4 toxic effect 137 (65.8) 140 (70.7) a.so

NOVOSTI v sistemskem zdravljenju

- Tar¢na zdravila ?

- Imunoterapija ?
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Signalne poti in tarCne terapije pri rakih biliarnega
trakta

EGFR VEGFR

Cetuximab @& (O Bevacizumab
Panitumumab ——

Sunitinib, Sorafenib
Cediranib, WVandetanib

Wandetanib

BRAF ®
InhibitorF? —1 E2

Selumetinib m @
ARRY-438162 —|
GSK1120212 ( ee] - i) H AT

Nt

= Ewerolimus.

Tarcna zdravila (1

Table 1 Clinical trials with targeted therapies in advanced biliary wact cancers

Agent Trial design Line #Ps CR PR ORR PFS oS
%)y (%) (%)
EGFR
Erlotinib monotherapy [31] Single-arm P1I 1st/2nd 43 o 8 & TTP 2.6 months 7.5 months
GEMOX + erlotinib [32] Randomized Ist 135133 NR NR NR 58 vs. 4.2 months 9.5 vs. 95
PI mo
GEMOX = cemximab [36] Randomized PII  1st 36 NR NR NR 4 months: 61 vs. 44%  NR
GEMOY i 351 Singl Pl Ist 30 w53 63 8.8 months 15.2 months
GEMO: itabi Singl, PO Any 42 31 33 8.3 months 9.8 months
panitumumab [39]
HER2
Lapatanib monotherapy [45] Single-arm PII 1st/2nd 17 o 0 o 1.8 months 5.2 months
VEGF
GEMO i 511 Singl. P 1st 35 o 40 40 7 months 12.7 months
Sorafenib monotherapy [52] Single-arm PII Any 46 o 22 22 2.3 months 4.4 months
Sorafenib monotherapy [531 Single-arm PII First 31 o 0 o 3 months 9 months
Gemeitabine + ib [54] R ized PIT  First 62 o 7 7 2.9 months 9.4 months
it 551 Singl. P 2 s6 o 89 89 1.7 months 4.8 months
treated
MEK
[61]  Singl PO Any 28 o 12 12 3.7 months 9.8 months
Combination
ini [33] Singl, PO First 49 o 184 184  TTP 4.4 months 9.9 months
EGFR epidermal growth factor receptor, GEMOX gemcitabine and oxaliplatin, HER2 human epidermal growth factor receptor 2, VEG F vascular
endothelial growth factor, MEK mitog: i protein ki ignal kinase
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Tarcna zdravila

Table 2 Planned or ongoing clinical trials using targeted agents

Agents “Trial type Line of therapy ~ Counwy  Target#Pts  NCT#
EGFR

GEMOX = cemximab Randomized PII Ist line Taiwan 120 01267344
GEMOX = erlotinib Randomized PHII st line Korea 180 01149122
GEMOX + erlotinib Plb st line USA 2 00987766
GEMOX + paniumumab Single-am PII st line USA 30 01308840
GEMOXfcapecitabine £ panitumumab Two arm Pl based on KRAS ~ Any Denmark 70 00779454
GEMOX = panitumumab Randomized PII Ist line Italy 18 01389414
Gemeitabine/irinotecan + panitumumab Single-am PII Ist line USA 45 00948935
G + Pl st line Germany 92 01320254
MEK

ARRY-438162 Pl Ind/subsequent  USA 95 00959127
GSK1120212, GSK1120212 + gemcitabine P Any line Japan 2 01324258
Gemcitabinelcisplatin/selumetinib P Any line UK 18 01242605
mTOR

Everolimus Single-am PII st line Auwstrlia 27 00973713
VEGF

mFOLFOX6 + bevacimmab Pl st line USA % 00881504
Gemitabine/capecitabine/hevacizumah Single-am PII st line USA 50 01007552
mFOLFOX6 + cediranib Single-am PII st line USA 2 01229111
Gemcitabinecisplatin + cediranib Randomized PII st line UK 136 00939848
GEMOX/sorafenib Single-am PLII Any line for P USA 58 00055721

15t line for PII

Gemeitabine = vandetanib, vandetanib Randomized PII Ist line Italy 174 00753675
Gemeitabine/capecitabine/vandetanib Phase 1 Any line USA 2 00551096

EGFR epidermal growth factor receptor, GEMOX gemcitabine and oxaliplatin, MEK mitogen-activated protein kinase/extracellular-signal
regulated kinase, mTOR mammalian target of rapamycin, VEGF vascular endothelial growth factor, mFOLFOX6 S-fuorouracil, oxaliplatin,

leucovorin

Faris JE, et al.Targeted therapy for biliary tract cancers. J Hepatobiliary Pancreat Sci (2012) 19:326-336

Tarcna zdravila

Table 4. Completed EGFR inhibitor trials in BTC/GEMOX

Treatment Phase No. of subjects ORR mPFS (m) mOS (m) Reference
GEMOX ] 268 16% 30% a2 55 Lee et al, 2012
GEMOX + erlotinib 58 95

GEMOX I 150 29% 23% 55 124 Malka et al, 2012
GEMOX + 61 i

cetwimab

GEMOX O 122 17% 27% a1 5.8 Chen et al, 2013
GEMOX + 67 10.6

cetwimab

GEMOX m 31 45% 106 203 Hezel et al, 2010
Panitumurmab

GEMOX O 30 63% 88 152 Gruenberger et al, 2010
Cetuximab

Gemcitabine I 34 18% 78 145 Rubovszky et al, 2013
Capecitabine

Cetuximab

GEMOX O 46 33% 83 10 Jensen et al, 2012
Capecitabine

Panitumumab

Gemcitabine O 31 31% 9.7 127 Sohal et al, 2013
Irinotecan

Panitumumab

Erlatinib (2nd line) Il 42 8% 2.6 7.5 Philip et al, 2006
Abbreviations: BTC = by tract cancer; EGFR = epidermal growth factor receptor; GEMOX = in with gemcitabine and oxaliplatin; mOS = median overall sunvival; mPFS = median

progression free survival; ORR = cbjective resper

British Journal of Cancer (2014) 111, 430-436 | doi: 10.1038/bjc.2014.343

109(151)



Onkoloski institut Ljubljana 13. DIO Ljubljana, 17. november 2017

0-019

Ramucirumab plus pembrolizumab in previously treated advanced or metastatic biliary tract cancer: A
multi-disease phase 1 study

Hendrik-Tobias Arkena HT, et al. (1)

- Ramucirumab 8 mg/kg i.v. 1. in 8. dan
- Pembrolizumab 200 mg i.v. 1.dan/3 tedne

“The primary objective was to assess the safety and tolerability of ramucirumab plus
pembrolizumab; preliminary efficacy will be examined. ”

0-019

Ramucirumab plus pembrolizumab in previously treated advanced or metastatic biliary tract cancer: A multi-disease
phase 1 study

Hendrik-Tobias Arkena HT, et al. (2)

METHODS RESULTS
JVDF (NCT02443324) Phase 1a/b Study Design (n=164) Baseline Demographics
] TTr—— “nozs
=8 15.12) (r=1558 . Median, yr (range) 63 (36-78)
o . rat =65 16 (62)
g g Srclrbliy %?x;mmmw ) Race, n (%) wnnir 23 (88)

Sex. n (%) Female 18 (69)
—_——— ECOGPS. n (%) : Pt ad
N Prior systemic therapy. n (%) 2 prior lines 9 (35)
X Gohart A: 45 GastriclGE (2nd-3rd L
L ohe P “ aatrclGE (2nd-drd Line) Disease Stage Metastatic 21 (81)
Bam 8 makg, Doy 1 and § Cehort A1: 25 BTC [2nd-3rd Line) Intrahepatic CC 11 (42)
Pemben 200 mafued. Day 1 Extrahepatic CC 8(31)
Batn [V every 3 weeks GahBr A2: 25 GastriciGES (151 Line) Site of primary tumor, n (%) Gallbladder 4(15)
Ampulla of Vater 1(4)
EJ, Other 2(8)
" Cohor B 15 GastrieiGE (2nd.3rd Line)
HscLc, Le ! Low 3(12)
HF i 3 o 0 paionts} Gohort ¢: 25 NSELE (2nd-dth Line) i i Intermediate 10 (38)
Pamee 200 mg feed, Day 1 Histological grade, n (%) High 4(15)
Bt svey & weaks Gohort D: 25 UC (2nd-tth Line) Unknowns 9 (35)
Coban E: 25 NSCLC [1et Ling) z"s‘“"‘: :f ::::g:::
—————— egative
PD-L1 status. n (%) Pending 28
‘Palients may confi upto 35 cycles, until confimmed ive dit Mot available 1(4)
ordiscontinuation for any ctherreason. » - - - P -
Tedose-{imt R tovalusted, or missin tissuusﬂﬂyﬂwﬁnmnfdnn;::z‘
Pembro=pembrofizumab yerevai v
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0-019

phase 1 study

Hendrik-Tobias Arkena HT, et al. (3)

Ramucirumab plus pembrolizumab in previously treated advanced or metastatic biliary tract cancer: A multi-disease

Treatment Exposure
CohortA1
n=26
Median follow-up duration, mo (95% Cl) 53(266.2)
Ramucirumab
Median duration of therapy, months (IQR) 21(14-38)
Median number of cycles, n (IQR) 3(2-5)
Patients completing = 3 cycles, n (%) 15 (58)
Pembrolizumab
Median duration of therapy, months (IQR) 2.1(1.44.1)
Median number of cycles, n (IQR) 3(2-6)
Patients completing > 3 cycles, n (%) 16 (62)
One traatmantcycle is squal fo 3 wasks. IGR=interquartiie range

‘Cohort A1
AN treated patients n=26
Best overall response, n (%)
Compiete response -
Partial response 1(4)
Stable discase 9 (35)
Progressive disease 12 (46)
Not Evaluable 4 (15)
Objective response rate 4%
Disease control rate 38%
Duration of stable disease, mo (95% CI) 3.9 (22-8.1)

Progression-free Survival

00

Cohort Al

Patients/Evants

Median PFS. mo (95% CI)

2618
1.6(1.4-2.8)

0-019

phase 1 study

Hendrik-Tobias Arkena HT, et al. (4)

Ramucirumab plus pembrolizumab in previously treated advanced or metastatic biliary tract cancer: A multi-disease

Overview of Adverse Events

AE leading to death on study treatment

AE leading to death within 30 days of
discontinuation from study treatment

Cohort A1
n=2§
Number of patients, n (%) TEAE TRAE
Any Grade 28(100)  22(85)
Grade 23 17 (65) 11 (42)
SAE 14 (54) 8(23)
Discontinued due fo AE/SAE 1(4p 14y

Transaminasesincreased (grade 3)

CONCLUSIONS

+ Atthis

not reveal any unexp signals in
paticnts with advanced or metastatic biliary tract cancer.

+ In this heavily pretreated patient population with advanced or

obsorved with the studied regimen.
+ Additional overall survival follow up and biomarker data will guide
o dvanced or

o
metastatic biliary tract cancer.

TEAE=heatment-smergentadverse svent,
TRAE=traatment.related advarse event

Treatmentrelated Adverse Ewvents (=2 patients)

U G Svd T

iy = gas)
1y gy
Far b2
c1s) z
1z z
<12y = @)

Sgs:% Crange o Basene n uwer Szt
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J. W. Valle, et al. On behalf of the ES M O Guidelines Committee Biliary cancer: ESMO Clinical

Ljubljana, 17. november 2017

Practice Guidelines for diagnosis, treatment and follow-up

==

+ + ¥

Early stage Locally-advanced Metastatic

|

Best supportive
Survelliance care

" Special considerations:
Need for pre-operative biliary drainage
Avoid percutaneous biopsy in resectable disease
Assess Future Liver Remnant
Assess need for Portal Vein Embolisation
Neoadjuvant approach (selected cases)
surgery for it cancer of T-stage T1b and above
2 Opllon nl salvage surgery should be considered in responding patients with initially inoperable disease
3 Level of recommendation IV,.C
“Cisplatin and gemcitabine [category IA], other gemcitabine-based combination [category 11B]
Figure 1. Algorithm for the
langiocarcinoma.

of patients with biliary MDT,

team; PS, pes status; ICCA, i cho-

J. W. Valle, et al. On behalf of the ESMO Guidelines Committee Biliary
cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up

v curath T th and ill depend on tumour subtype/
at ialist i idisciplinary tumour board

. i don will nesd. i ' d rexuire portl ved
-prmuwnh:mhhﬂpwm(]mﬂ on with radical i i stage Tlb and above (+
resection of port sites)

+ Adjuvant therapy affered to patients on the

ksd ] e g scipationin diniad irals shonld b

+ Nenadjwant therapy and liver transplant {Mayo Clinic protocal ) in early stage hilar CCA remains investigati icipation in clinical trizk should
beenmunged
+ Patients with initi non ic disense shold isciplinary tumour board with 2 view in
Sy i i C patients with loally advanced ari inati P50
pmuudmﬁu:wiwl’s2pmu

+ Cisplati far goad PS(0-1) pati ip ot i splatin where thers isa
concern hout renal function.

. itahi ¥ i P5 2 patients

* There i hlished send Ji egimen; patients should b ® clinical trials

« There i lished evi the we of targeted therapies, paients shauld b icipatein clinal trids

» Radi v idered in patients with localised disease, after first line patienss shaukdb © prtidpat in clinical
trials

o ideredd in patienss with i i0CA first i ients shoukd b o

participatein dinial wHals
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Zakljucki (1)

- slaba prognoza
- pomen diagnostike

- prvo zdravljenje kirusko

Zakljucki (2)- vloga sistemske terapije

¢ Adjuvantno zdravljenje:
- kapecitabin novo standardno sistemsko zdravljenje

- vloga radioterapije v kombinaciji s sistemsko kemoterapijo- prospektivne
klin.raziskave

¢ Metastatska bolezen:

- 1.red: gemcitabin+cisplatin (PS0-1), gemcitabin mono (PS 2)
- 2.red: ni standardne terapije

- tar¢no zdravljenje: ni standardne terapije

¢ Imunoterapija: prve klini¢ne raziskave v poteku
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HVALA ZA POZORNOST
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Rak zolCnega voda

Predstavitev primera

Nina Fokter Dovnik,dr.med.

Marko Boc, dr.med.

13. dan internisti¢ne onkologije, Onkoloski institut, 17. 11. 2017

Anamneza

M.B., 67 let
o Ikterus
Druzinska anamneza: bp. S
Hujsanje
Brez pridruzenih bolezni

Brez redne terapije, Rezistenca pod DRL
brez alergij

Bivsi kadilec,
prekomerno uziva alkohol
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Diagnosticne preiskave

Laboratorij CT trebuha ERCP + krtacenje

e Bilirubin cel. 184.3 ¢ Povecan Zolcnik ¢ Stenoza

umol/L e Razsirjeni holedohusa v visini
e GGT 15,02 pkat/L intrahepatalni izstopisca cistikusa
* AF 6,06 pkat/L zol¢ni vodi e Razdirjeni
e ALT 2,66 pkat/L e Zadebeljena stena prol.<simalni zolCni
* AST 1,87 pkat/L Il o o
« CA 19-9 525,7 KU/L sr(evdn!em delu z e Citoloski lzyld:

zozenim lumnom adenokarcinom
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Vprasanje 1
Kaksno zdravljenje bi priporocili bolniku v tem trenutku?

Neoadjuvantno kemoterapijo
Neoadjuvantno kemoradioterapijo
Operacijo

Definitivno kemoradioterapijo

m o 0O W >

Paliativno sistemsko zdravljenje

Operacija in histoloski izvid

= 15. 9. 2017: pankreatikoduodenektomija po Whipplu
= Pooperativni potek brez pomembnih zapletov
= Histoloski izvid:
invazivni Zlezni karcinom Zol¢nega voda, biliarni tip, ve¢inoma G2, mestoma G3
tumor 1,8 cm, plitvo infiltrira preko stene Zol¢nega voda v tkivo pankreasa
obsezZna peri- in intranevralna invazija, invazija v limfne Zile
Zaris¢a BilIN visoke stopnje
1/28 bezgavk pozitivnih
izrezano v zdravo (RO)
pT3N1
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Vprasanje 2
Bi po operaciji priporocili Se kakSno zdravljenje?
Dopolnilno kemoterapijo

Dopolnilno radioterapijo
Dopolnilno kemoradioterapijo

o0 wp

Opazovanje

Dopolnilno sistemsko zdravljenje

&
Jt‘ A

-

f
f

e
[

-
—

Kapecitabin 1250 mg/m?
1.-14. dan, vsakih 21 dni

8 ciklov
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Vprasanje 3

Kaksna je bila razlika v srednjem celokupnem prezivetju bolnikov v ITT
analizi raziskave BilCap?

14 dni

2 meseca

6 mesecev
16 mesecev

mo o ® P

24 mesecev
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Sistemsko zdravljenje
nemelanomskih koznih rakov

Janja Ocvirk

UVOD - anatomija koze in kozni rak

Bazalnoceli¢ni — 80%
Melanom
Nemelanomski rak koze Ploscatocelicni — 16%

Ostalo — 4%
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Bazalnoceli¢ni karcinom

¢ Bazalnoceli¢ni karcinom (BCK) raste
iz bazalne plasti povrhnjice in je
najpogosteje diagnosticiran maligni
tumor ter najpogostejsa oblika
koznega raka pri beli populacijil

¢ Tveganje za pojav BCK pri beli
populaciji je 30%12

¢ Slabo porocanje v registrih

¢ Glavni vzrok za pojav BCK je 80% glava in vrat
izpostavljenost UV sevanju, ki vodi do B v
kumulativnih poSkodb DNK in
mutacije genov!= 5% okonénine

1. Rubin Al et al. N Engl J Med 2005;353:2262-9

2. Wong CSM et al. Br Med J 2003;327:794-8

3. Roewert-Huber J et al. Br ) Dermatol 2007;157:47-51
4. Lear JT et al. ) R Soc Med 1998;91:585-8

5. Caro |, Low JA. Clin Cancer Res 2010;16:3335-9

Bazalnoceli¢ni karcinom — histoloski
podtipi

* nodularni (60%)

* povrsinski (30%)

* infiltrirajoci

* morfeoformni (sklerozirajoc

Update of the Guideline on Basal Cell Carcinoma. European Dermatology Forum. 4
http://www.euroderm.org/images/stories/guidelines/guideline Basal Cell Carcinoma-update2012%20.pdf
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Zdravljenje bazalnocelicnega karcinoma

* KiretaZa in kavterizacija, kriokirurgija
¢ Krema imiquimod (Aldara®)

Kirurska ekscizija
Elektrokemoterapija

nBCK
Obsevanje
Tarcno zdravilo Erivedge®

Example of Bcc Operation On The Nose
Example of Wide Local Excision Of B

ETRT Uapl

PRE-OP DURING-OP POST-OP FULLY HEALED

PREOP PREOP POST-0P FULLY HEALED
. 5

Napredovali bazalnoceli¢ni karcinom

Lokalno napredovali BCK (InBCK)

Agresivna oblika bolezni s poSkodbo
lokalnih tkiv

Pogoste ponovitve po operaciji

BCK Operacija bi povzrocila deformacijo

Metastatski BCK (mBCK)

Redka, a resna oblika BCK

Vklju€uje prisotnost metastaz (npr. bezgavke,
kosti, pljuca, jetra)t

Slab izid (mediana preZivetja: 8—14 mesecev?3;
5-letna stopnja preZivetja: 10%3>*)

1.Ting PT etal. J Cutan Med Surg 2005;9:10-15
2.von Domarus H, Stevens PJ. J Am Acad Dermatol 1984;10:1043-60
3.LoJS et al. ) Am Acad Dermatol 1991;24:715-19

4.Wong CSM et al. Br Med J 2003;327:794-8
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Kriteriji za opredelitev napredovale oblike BCK

* Velikost lezije 2 10 mm
* Vrascanje tumorja v okolna tkiva in strukture

* Kirursko zdravljenje/obsevanije je kontraindicirano
zaradi lege tumorja ali bi vodilo v znatno obolevnost/
deformacijo/izgubo funkcije

* Dve ali vec€ ponovitev lezije na enakem mestu

1

1. Basset-Seguin N. et al. Mol Cancer Ther 2015; 1-9

Sy. bazalnoceli¢nega nevusa (Gorlin Goltz)

* Redka AD dedna bolezen koZe in drugih organov
(1:19,000, M=Z, mutacija PTCH gena)!
* Od otrostva pojav:
BCK (lahko vec tisoc)
palmoplantarne diskeratoze
pogostejsi meduloblastom CZS, ovarijski fibrosarkom

* Druge spremembe:

keratociste v Celjusti, spina bifida, kifoskolioza

- ZIVCNI SISTEM alteracije v EKG-ju, kalcifikacija dure

- OCl pove&an razmik med o¢mi, katarakta . onersce
; .

1.Jones E.A etal. Journal of Skin Cancer Volume 2011, Article ID 217378 Gender
—u

58
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Tveganje za lokalno ponovitev

Tveganje za lokalno ponovitev Majhno Veliko

Trup, okoncine <20 mm 220mm

Lica, Celo, skalp, vrat <10 mm 210mm

Centralni del obraza, veke, obrvi, <6 mm >6mm

periorbitalno, nos, ustnice, brada,

mandibularno, uhlji in okrog uhljev,

temporalno, spolovilo, roke, stopala

Klini¢na omejenost Dobra Slaba

Primarni vs. rekurentni Primarni Rekurentni

Predhodna radioterapija Ne Da

Imunosupresija Ne Da

Histoloski podtip Nodularni, Mikronodularni,
superficialni morfeiformni,

infiltrativni

Perinevralna invazija Ne Da

Metoda zdravljenja Kirurska (popolna | Lokalne
ekscizija) destruktivne

metode, nepopolna
ekscizija

Kaj preostane bolniku, ko so vse moznosti zdravljenja
iz€rpane?

Puig S. Clin Transl Oncol DOI 10.1007/512094-014-1272-9

124(151)




Onkoloski institut Ljubljana 13. DIO Ljubljana, 17. november 2017

BCK in signalna pot Hedgehog

* Pot celi¢ne rasti in diferenciacije, ki nadzira tvorbo organov v
embrionalnem razvoju?

* Signalna pot Hedgehog je v vecini tkiv odraslega neaktivna

* Nenormalna aktivacija
signalne poti
pomembno
BCK?

e Zaviralci signalne poti
Hedgehog omogocajo
novo moznost zdravljenja
za bolnike z napredovalim

Ni prenosa
notrajcelicnega signala
Vismodegio se veiena SMO
in prepredi prenos signala po
i ik VA Nicilinega izrazanja
genov.

ZmanjSana rast tumorja in apoptoza

1 Epstein EH. Nat Rev Cancer 2008;8:743-54

Raziskava ERIVANCE BCC - ucinkovitost

(30-mesecna analiza)

L mBCK Total
I1zidi (n=33) (n=96)
Mediana trajanja odgovora, 14,8 16,1
meseci 56-17,0 9,5 -26,2
95%Cl (n=16) (n=54)
Objektivni odgovor, n (%) 16 (48,5) 38 (60,3) 54 (56,3)
95% Cl 30,8 - 66,2 47,2 -71,7 45,7 - 66,4
Popolni odgovor 0 20 20
Delni odgovor 16 18 34
Stabilna bolezen 14 15 29
Napredovanje bolezni 2 6 8

Sekulic A, Poster presentation ASCO 2014

12
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Raziskava ERIVANCE BCC - varnost

Nezeleni dogodek? NCI CTCAE Stopnja (n = 104)

n (%) Total 1 2 3 4
Misicni krci 74(71,2) 45 (43,3) 23(22,2) 6(5,8) 0(0)
Alopecija 69 (66,3) 49 (47,1) 20 (19,2) NA NA
Sprememba okusa 58 (55,8) 32(30,8) 26(250)  NA NA
lzguba teze 54 (51,9) 29 (27,9) 16 (15,4) 9(8,7) 0(0)
Utrujenost 45 (43,3) 33(31,7) 7(6,7) 4(3,8) 1(1,0)
Slabost 34(32,7) 25 (24,0) 9(8,7) 0(0) 0(0)
Zmanjsan apetit 29(27,9) 19 (18,3) 7(6,7) 3(2,9) 0(0)

#NCI CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events, version 3.0.

Nezeleni ucinki se po intenzivnosti razvri¢ajo od stopnje 1 do stopnje 5, kjer pomeni stopnja 1 blage nezelene utinke, stopnja 2,3,4 po
intenzivnosti rastejo vse do stopnje 5, ki pomeni smrt zaradi nezelenega ucinka zdravila. 13

Sekulic A, Poster presentation ASCO 2014

primer z Onkoloskega instituta

23.9.2013 19.12.2013 31.7.2014

* Hitri odgovor na zdravljenje
* Nezeleni ucinki: alopecia gr. 2 po enem letu zdravljenja, zvisan CPK gr.1,
misicni krci gr.1

14
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primer z Onkoloskega instituta

Bolnik z Gorlinovim
sindromom
(multipli BCK)

16. 10. 2014

NezZeleni ucinki:
alopecia gr.1
izguba teze gr.2
zvisan CPK gr.1-3

Rak Merklovih celic

* Rak Merklovih celic (MCC) je redek, agresiven in pogosto
smrten nevroendokrini kozni karcinom.

* Narascajoca incidence ( v ZDA se je od 1986 do 2001
potrojila).

* MoZna povezava z nedavno odkritim poliomavirusom (80 %
celic MCC).

* Pogosto se pojavlja na soncu izpostavljenih predelih koZe.
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INCIDENCA

* Stopnja incidence karcinoma Merklovih celic se razlikuje glede
na geografsko podrocje in varira med 0.2-1.6 primerov na
100.000 prebivalcev

* NajviSjo incidenco beleZijo na Novi Zelandiji in Avstraliji
(1.6/100.000), v Zdruzenih drzavah Amerike je nekoliko nizja
(0.8/100.000), v Evropi pa le 0.2-0.4 primerov na 100.000
prebivalcev.

* Incidenca je moc¢no povecana pri starostnikih (srednja starost
ob diagnozi je 75 let)

* Vedja je tudi pri moskih kot pri Zenskah.

* Vedja pri bolnikih na imunosupresivni terapiji (HIV,
transplantacija...)

ETIOLOGIJA IN NASTANEK BOLEZNI

Poznamo dva vzroka za nastanek KMC:
— Preko onkoproteinov enkodiranih z polioma virusom Merklovih celic
(MCPyV)
— Akumulacija mutacij povzrocenih z UV sevanjem. Pogosteje pri
imunosupresiranih bolnikih
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National

Comprehensive - NCCN Guidelines Version 1.2018

B . Merkel Cell Carcinoma

Staging continued

American Joint Committee on Cancer (&JCC)
THM Staging Classification for Merkel Cell Carcinoma

{Bth ed., 2016)
AJCC Prognostic Stage Groups .
Pathological (p THM)

Chinica (cTHM) Tis i Mo I
Tis N0 MO0 |0 ™ |HO Mo |
L AR
123 ull Mo 1A T4 |Wlasnyorbia |0 114,
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PRINCIPLES OF SYSTEMC THERAPY'

Local Disease:
= Adjuvant chemotherapy not recommended

RegionalDi i
» Clinical trial {prefemred)
= Adjuvant chemotherapy not routinely rec ommended as survival benefit ha g not been demonstrated in
available retrospective studies, but could be used on a case-by< ase basis if clinical judgement dictates
» Cigplatin * etoposide
» Carboplatin + etoposide
Disseminated Disease:
» Clinical trial (prefemred)
« Avelumab?
» Pembrolizumab?
« Hivolumab?
= Asclinical judgment dictates for patients with contraindications to checkpoint immunotherapy:
+ Cigplatin + etoposide
+ Carboplatin + etoposide
» Topotecan
» (CAV): Cyclophosphamide, doxorubicin (or epirubicing, and vincristine

Tihen available and clinically appropriate, enrolimentin a sinical trial is recommended. The literature i not directive regarding the specific shem otherapeutic ageni(s)
offering superior outcomes, but the literature does provide evidence that Merkel cell carcinoma & chemos ensitie, although the responses are not durable, and the
agents listad above have been used with some success .

2Preliminary data fram nan-randomized trials in patients with MCC demonstiate that rates of durable respanse are improwed with PD-1/PD-L1 blockade compared
with cytetsdo tharapy. Tha s afaty profles fo1 chadpont Immunctharap ies ars signiicanty difersrt from cylstorc tharap es. C orsuk pras it ng inform ation for
recommendations on detection and management of immune-relsted advars e evants . Clinician and patient = ducation is
criical for s afe adminisration of chedkpoint immunatherapies
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ZDRAVLIENIJE

* Problem predstavlja visoka stopnja ponovitve bolezni, ki
je celo pri bolnikih z lokalno ali regionalno boleznijo 48
%.

* Raziskave so pokazale, da je med bolniki s ponovitvijo

bolezni, ¢as med diagnozo in ponovitvijo le 9 mesecev

PREZIVETIE
- Pathological Stage
Slage_ Syer0s Cii]
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Harms KL et al. Annals of Surgical Onc. 2016:23: 3564-71
24
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Role of chemo for metastatic MCC

Becker et al, ESMO 2016
Treatment results in pre-treated pts.:

CR;PR;SD: 0%, 8,8%, 8,8%

DOR (median): 1.9 mon

PFS (median): 3.0 mon

OS (median): 5.3 mon

PFS and OS (at 1 year): 0% (!)

No PRs/SDs in immunocompromised patients!

Razlog za uporabo imunoterapije pri mMCC

e PD-L1 seizraza v MCC tumorskih celicah
in infiltratih sosednih imunskih celicl
* Disfunkcija MCPyV-specifi¢nih T celic?

— Nivoji CD8 T celic se zvisajo z vec¢jim tumorskim bremenom
— Exhausted fenotip (PD-1%, Tim-3*)

* MCPyV-negativni tumorji imajo veéje
breme mutacij in neoantigenov3

1. Lipson EJ, et al. Cancer Immunol Res. 2013;1(1):54-63; 2. Afanasiev O, et al. Clin Cancer Res. 2014;19(19):5351-60; 3. Goh G, et al.
Oncotarget. 2016;7(3):3403-15.




Avelumab for metastatic MCCs

Kaufman et al, Lancet Oncol; 17: 1374-85 (2016)

Multicentric phase 2 study (JAVELIN 200) on the use of
a PD-L1 antibody, avelumab (10mg/kg; 2-weekly)

88 MCC patients (stage IV; chemo-resistent)

Mean age: 72.5 years

66% PD-L1-positive; 52% MCPv-positive

Median follow-up time: 10.4 months

Primary trial endpoint. Response rate (RECIST criteria)

sresovios. ASCO ANNUAL MEETING ‘17 | #ASCO17

Presented By Axel Hauschild at 2017 ASCO Annual Meeting

Avelumab for metastatic MCC
Kaufman et al, Lancet Oncol; 17: 1374-85 (2016)

Outcome of JAVELIN 200 trial (second-line)
CR; PR; SD: 9% 23%; 10%
Not evaluable: 20%

23/28 patients presented ongoing remissions
Median PFS//OS: 2.8 mon//11.3 mon

ORR (PD-L1-pos. vs. neg.): 34.5% vs. 18.8%
ORR (MCPv-pos. vs. neg.): 35.5% vs. 26.1%
Toxicity: CTC grade 3 only in 4/88 patients (5%)

ING 17 | #ASCO17

Presented By Axel Hauschild at 2017 ASCO Annual Meeting
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First-line avelumab treatment in
patients with metastatic Merkel

cell carcinoma (MMCC):
preliminary data from an ongoing
study

S. P. D’Angelo?, J. S. Russell?, J. Hassel?, C. Lebbé?,
B. Chmielowski®, G. Rabinowits®, P. Terheyden?, I.
Brownell®, |. Zwiener?, M. Bajars'®, M. Hennessy", H.
L. Kaufman?

'Memorial Sloan Kettering Cancer Center & Weill Cornell Medical College, New York, New
York, USA; 2H. Lee Moffitt Cancer Center, Tampa, Florida, USA; *Universitaetsklinikum
Heidelberg, Heidelberg, Germany; 4Saint Louis Hospital, Paris, France; SUCLA Medical
Center, Los Angeles, California, USA; ®Dana-Farber Cancer Institute, Boston, Massachusetts,
USA; "University of Lubeck, Lubeck, Germany; “National Cancer Institute, Bethesda,
Maryland, USA; ®Merck KGaA, Darmstadt, Germany; ""Merck Serono SIA, Riga, Latvia;
1TEMD Serono, Inc, Billerica, Massachusetts, USA; 12Rutgers Cancer Institute of New Jersey,
New Brunswick, New Jersey, USA

Poster presentation at the 53¢ ASCO Annual Meeting, June 2-6, 2017; Chicago, IL, USA.

Presented By Axel Hauschild at 2017 ASCO Annual Meeting

Table 2. BOR by RECIST v1.1 per IERC

Patients with 213 weeks of Patients with 26 weeks of
follow-up, confirmed* BOR follow-up, unconfirmed BOR
(n=16) (n=25)
BOR, n (%)
CR 3(18.8) 3 (12.0)
PR 7 (43.8) 14 (56.0)
Stable disease 72 ((122.5)) 2 (8.0)
Progressive disease 3(18.8) 5 (20.0)
Non-evaluable 1(6.3)F 1 (4.0)f
ORR, % 62.5 68.0
95% Cl (35.4-84.8) (46.5-85.1)

*Response criteria met again in repeat assessment performed 25 weeks after initial documentation of CR or PR.
T Died prior to tumor assessment.

Presented By Axel Hauschild at 2017 ASCO Annual Meeting
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Figure 3. Time to and duration of response in patients with 26 weeks of
follow-up

*

k>, P> E
>
)

Individual patients

A= * End of freatment

5 \IO \IS 2'0 2'5 3b 3‘5 4'0
Time since freatment inifiation, weeks

1 Patient started a new treatment after discontinuing avelumab for an adverse event and is therefore nonevaluable for
further study assessment; response cannot be confirmed.

Presented By Axel Hauschild at 2017 ASCO Annual Meeting

Merkel Cell Carcinoma: Pembrolizumab
Nghiem et al, N Engl J Med 2016

Multicentric US phase-2 trial in MCC on
Pembrolizumab (2mg/kg; 3-weekly)

First-line therapy in 26 metastatic MCC pts
(92% with stage V)

Mean age: 70.5 years; 62% males
17/26 pts (65%) were MCPyV-positive

SCO ANNUAL MEETING ‘17 | #ASCO17

Presented By Axel Hauschild at 2017 ASCO Annual Meeting




Merkel Cell Carcinoma: Pembrolizumab
Nghiem et al, N Engl J Med 2016

14/25 ORR (56%), “confirmed responses”

4 CR (16%), 10 PR (40%); 12/14 responses ongoing
after 33 weeks of follow-up

4/26 pts (15%) with CTC-grade 3/4 adverse events

2/26 pts with grade 4 (1x myocarditis + 1x liver enzyme
elevation), but ongoing PR/CR despite discontinuation

Median PFS: 9 mon, Median OS: not reached

PRESENTED AT: As CO A N

Slides are the property of the author. Permission re

L MEETING 17 | #ASCO17
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Primerjava rezultatov studij: avelumab, pembrolizumab
in nivolumab

Avelumab - JAVELIN Pembrolizumab _

TARGET
POPULATION

STUDY
DESIGN

CLINICAL
ASSESSMENT

RESPONSE
ASSESSMENT

STRENGTH
OF TRIAL

Stage IV - ALL

Total N=200

1L N=112

2L N=52

3L N=26

4L+ N=10

Phase 2 single arm
Global including Europe

6 week intervals

Stage IlIB (N=2) Stage IV
(N=24)
Total N=26

1L N=26 (now increasing to
50)

Phase 2 single arm,

US only

12 week intervals after
starting therapy

9 week intervals thereafter

Unresectable local or
Stage IV

Total N=25

1L N=15

2L N=7

3L N=3

Phase 2 single arm
Global including Europe

8 week intervals

Signal finding MCC cohort

All responses were assessed Only patients who had a By Investigator
by an ind review p were ibya
committee central radiologic review
Largest Study in MCC Signal finding study with
small data set

Pivotal study with longer
follow-up intended for

Increase in cohort to 50
patients

4 Y
worldwide

pp | in US likely

Approval in Europe
UNLIKELY

part of a large muti-
tumour cohort study

Strategy is in adjuvant
setting

34
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* Tudi pri MCC se je imunoterapija izkazala kot zelo
ucinkovita terapija.

* Ucinkovitost imunoterapije je bila dokazana pri MCPyV
pozitivnih in MCPyV negativnih tumorjih.

* Preizkusana je bila v prvem, drugem in poznejsih redih
zdravljenja napredovalega KMC.

» Zaenkrat je za zdravljenje razsejanega MCC z imunoterapijo,
s strani FDA (ZDA) ter s strani Evropske agencije za zdravila,

odobreno le zdravilo avelumab.

SCC

* Drugi najbolj pogost
NMKR (20%)

* Incidenca v zadnjih 30
letih narasca (50-200%)

* Vecina na glavi in vratu
80-90%

* Vecinoma vznikne iz
prekurzorskih lezij, a tudi
na novo

* 90% jih ima odli¢no
prognozo
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SCC pri transplantiranih bolnikih

36 x visje incidenca kot obicajno (BCC:SCC 4:1)
Agresivno obnasanje — slaba priognoza

138(151)
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* Omejena bolezen — kirurgija,
elektrokemoterapija

* Radioterapija
* Napredovala bolezen - lokalno in sistemsko

» Kemoterapija na osnovi cisplatina — ni
standardnih shem, kratko trajanje remisij— 3
mesece

» Tarcna terapija: cetuximab (RR 21%),
Panitumumab (31%)

Cetuximab in mSCC

December 2010
August 2010

ETING 17 | #ASCO17
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PD 1 protitelesa pri SCC

Pred zdarvljenjem

Po zdravljenju

Boradori et al. Br J Dermatol, 2016. 175: 1382-6

REGN2810, a Fully Human Anti-PD-1 Monoclonal
Antibody, for Patients with Unresectable Locally
Advanced or Metastatic Cutaneous Squamous Cell
Carcinoma (CSCC): Initial Safety and Efficacy

Kyriakos Papadopoulos,! Taofeek Owonikoko,2 Melissa Johnson,? Irene Braria,* Marta Gil Martin,>
Raymond Perez,6 Victor Moreno,” April Salama,® Emiliano Calvo,® Nelson Yee,© Howard Safran,
Antonio Gonzalez Martin,'? Raid Aljumaily,'® Daruka Mahadevan,'* Kosalai Mohan,'> Chetachi Emeremni,*>
Elizabeth Stankevich,’s Israel Lowy,'> Matthew Fury,’> Jade Homsi'®

1South Texas Accelerated Research Therapeutics, San Antonio, TX, USA; 2Emory Winship Cancer Institute, Atlanta, GA, USA; *Sarah Cannon
Research Institute, Nashville, TN, USA; 4Vall D'Hebron Institute of Oncology, Barcelona, Spain; Sinstitut Catala d'Oncologia, Barcelona, Spain
SUnversity of Kansas, Fairway, KS, USA; ’START Madrid Fundacion Jimenez Diaz, Madrid, Spain; 8Duke University Medical Center, Durham, NC,
USA; SSTART Madrid, Hospital Madrid Norte Sanchinarro, Madrid, Spain; 1®Penn State Cancer Institute, Hershey, PA, USA;
Miriam Hospital, Providence, RI, USA; 2MD Anderson Cancer Center, Madrid, Spain; 13University of Oklahoma Health Sciences Center, Oklahoma
City, OK, USA; "“University of Arizona Cancer Center, Tucson, AZ, USA; SRegeneron Pharmaceuticals Inc., Tarrytown, NY, USA; 16Banner MD
Anderson Cancer, Gilbert, AZ, USA
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Ongoing Pivotal Phase 2 CSCC Study (NCT02760498)

Group 1 (N=53)t
+ Metastatic (nodal &
distant) CSCC

Regimen:
3 mg/kg REGN2810 every 14 days

Group 2 (N=76) Tumor assessment at the end of
m—' + Unresectable locally each Sweekicycle
advanced CSCC

= Regimen:
L L S 350 mg REGN2810 every 21 days
+ Metastatic (nodal & s
distant) CSCC (PK-eq_u ivalent exposure fgr all
ongoing REGN2810 studies)

Primary Endpoint: Objective Response Rate by Central Review in each Group
Study Sites Locations: US, Australia, Germany

tFully enrolled
CSCC, cutaneous squamous cell carcinoma; PK, pharmacokinetic.

eresao . ASCO ANNUAL MEETING ‘17 | #ASCO17
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Investigator Assessed Preliminary Response Rate by
RECIST 1.1 (Intention-To-Treat Population) is 46.2%

Investigator assessment Cohort 7 (N=10), Cohort 8 (N=16), Overall (N=26),
n (% n (%) n (%

Complete response 2(12.5
4(25.0
Stable disease 1(10.0) 5(31.3
4(25.0

Partial response 6 (60.0)t 10 (38,5)

6(23.1)

)
)
)
) 6(23.1)

Progressive disease 2(20.0)

Not evaluated 1(10.0) 1(6.3) 2(7.7)

ORR (CR + PR + one unconfirmed PR) = 46.2% (12/26 patients; 95% CI:26.6—66.6)
DCR (ORR + SD) = 69.2% (18/26 patients; 95% Cl: 48.2-85.7)

*tIncludes 5 confirmed partial responses and 1 unconfirmed partial response.

CR, complete response; DCR, disease control rate; ORR, overall response rate;

PD, progressive disease; PR, partial response; SD, stable disease; .
RECIST, Response Evaluation Criteria In Solid Tumors Data cut-off date: 27 April 2017

eresao . ASCO ANNUAL MEETING ‘17 | #ASCO17
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CSCC EXPANSION COHORTS WERE OPENED IN THE PHASE 1 STUDY
OF REGN2810

)
I —

4/1/16 5/13/16
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CSCC EXPANSION COHORTS WERE OPENED IN THE PHASE 1
STUDY OF REGN2810

4/1/16 5/13/16
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Zakljucki

NMKR — so najbolj pogosti raki

Incidenca raste

Stevilne mutacije pri UV induciranih rakih
Kirurgija ej standardno zdarvljenje pri
nezahtevnih primerih

Omejena vloga radioterapije kljub
radiosenzitivnosti pri KMC

Ni jasnega dobrobita kemoterapije

Tar€na terapija glede na mutacije (SCC EGFRi
in panHERi; BCC patched/SMOQi) je ucinkovita
(RR 58%, CR 20-30%)

Imunoterapija (PD-1 in PD-L1 protitelesa) so
ucinkovita pri KMC in veliko obetajo tudi pri

SCCin BCC
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Marija Ignjatovi¢, dr.med.
Izred.prof.dr.Janja Ocvirk, dr.med.

ANAMNEZA

® Maj 2017: 92 letni bolnik

® Dosedanje bolezni
o Po prebolelem AMI (2008)
o AH
o Putika

@ Nekdanji dolgoletni kadilec

® Poklic???




SEDANJA BOLEZEN

® Plasti¢na kirurgija = operiran zaradi BCC
desnega nosnega krila (kdaj???)

@ ORL

o Julij 2012 > (verjetno recidiv) BCC desnega nosnega
krila > operacija s kritjem defekta

o Oktober 2014 > eksofitic¢en recidiv BCC med korenom
nosu in desnim medialnim ocesnim kotom, vel.15x15
mm -> operacija s kritjem defekta

o Julij 2015 - ponovni recidiv BCC, adherenten na kost,
vel.20mm, ektropij spodnje desne veke, epifora

ORL KONZILIJ

® Ponovna operacija?
® EKT?
® RT?




RT

© 10x4 Gy (5.8-18.8.2015)

@ 1.kontrola po zakljucenem obsevanju = ni
rezidualnega tumorja

® Zadnja kontrola s strani radioterapevta - defekt
brez okolnega infiltrata

@ Nadaljne kontrole...

APRIL 2017: PONOVNI RECIDIV BCC

® ORL konzilij

o Operacija # mutilantna
o RT = Ze bil obsevan

o ST = vismodegib
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MAJ 2017: INT. ONKOLOG

MAJ 2017: INT. ONKOLOG

® PS po WHO 2, blago dehidriran, brez evidentnih
znakov srénega popuscanja

® Laboratorij:
o Kreatinin 278
o Secnina 21.4
o Kalij 5.3

® Lasix 40 mg/dan - ex

® Hidracija
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MAJ 2017: INT. ONKOLOG

® Kontrolni laboratorij
cez 1 teden:
o Kreatinin 235
o Se¢nina14.9 = == o
® Vismodegib B e
150 mg/dan == —

® Kontrola na 4 tedne

VISMODEGIB )
(NAJPOGOSTEJSI STRANSKI UCINKI)

® Utrujenost

@ Izguba okusa v
@ Izguba apetita v’
®lzguba TT v/

® Misicni krci

@ Alopecija

® Hepatopatija
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OKTOBER 2017 > KONTROLNI PREGLED 5
MESECEY PO ZACETKU ZDRAVLJENJA

PRED ZACETKOM ZDRAVLJENJA 5 MESECEV KASNEJE
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SIMPOZIJ SO PODPRLE NASLEDNJE DRUZBE:

ROCHE
ELILILLY
MERCK
NOVARTIS
MSD
SERVIER
BAYER
BOEHRINGER INGELHEIM
EWOPHARMA
PFIZER
AMGEN
PHARMASWISS

TAKEDE



