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Rozdéleni nadoru dle citlivost

na chemoterapii
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Karcinom ovaria



Kombinovana lécba v prvni linii pokrocilého
karcinomu ovaria
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Srovnani intravenosniho a
intraperitonealniho podani kombinace
paclitaxel/cisplatina u karcinomu ovaria

Intraperitoneal therapy
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Intravenous therapy
P=0.05

18 24 30 36 42 43 0 6 12 18 24 30
Months of Study Months of Study

No. at Risk No. at Risk

Intravenous 210 86 57 3 33 Intravenous 210 83 157 123
therapy therapy

Intraperitoneal 205 5 j j ( Intraperitoneal 205 83 142
therapy therapy

Armstrong DK et al. NEJM 2006, 354. 34-43



Chemoterapie + CRS +/- HIPEC
U karcinom ovaria

Subgroup Surgery  Surgery plus HIPEC Hazard Ratio (99% Cl)

no. of events/total no.

A Recurrence-free Survival
1.0

Probability of Recurrence-free Survival

Surgery plus HIPEC

d P=0.003 by

Years since Randomization

18
31

13/19

0.1 1.0

B Overall Survival

Surgery plus HIPEC
Better

10

Surgery plus HIPEC

Probability of Survival

y log-rank test
2 3
Years since Randomization

No. at
Su 3 70 44

. van Driel WJ et al. NEJM 2018; 378; 230




Moznosti 1écby druhé linie

Taxany (docetaxel nebo tydenni paclitaxel)
Gemcitabin

Topotecan

Antracykliny, vCetn€ lipozomalniho doxorubicinu
Vinorelbin

Tamoxifen



Strategické otazky 1éCby druhé linie

* Monoterapie vs. kombinovana 1écba
* Volba reZimu (kombinace)

» Casta alergie na karboplatinu

» De¢lka podani

e Udrzovaci lecba



Prubéh CA125 u opakovanych karcinomu
ovaria pri léCbé derivaty platiny u BRCA-1
pozitivni pacientky

Melichar B et al. Eur J Gynaecol Oncol 2009, 323-325.



Cilena lécba

Proapoptotic
BH3 mimetics

Genome
instability ’ p g
mutation inflammation

Inducing Activating Selective anti-
| invasion & inflammatory drugs

EGF signaling HGF/c-Met

Hanahan D, Weinberg RA. Cell 2011, 144, 646



Vyznam VEGF v patofyziologii nadoru

rustovy faktor endotelii nadorovych cév
zvySuje cevni permeabilitu

pusobi vzestup intersticialniho tlaku (nadorova
nypertense)

podili se na vzniku vypotku (pleuralni,
perikardialni nebo ascites)

potlacuje imunitni odpovéd’ (UCinek na dendriticke
bunky 1 pfimo na lymfocyty)

rustovy faktor nadorovych bunék



U¢inek blokady VEGF na mikrocirkulaci a
intersticialni tlak v nadoru

0-1 mm Hg 0-1 mm Hg
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Yana et al Cancer 2005 103 1561



PFS a OS ve studii ICONY

A Updated Data, Progression-free Survival B Updated Data, Progression-free Survival in Patients at High Risk
for Progression

Standard
chemotherapy

Alive without Progression
Alive without Progression

172 15 24 3 o 3 6 9 12 15
Months since Randomization Months since Randomization
Mo. at Risk
100

163

C Updated Data, Overall Survival D Updated Data, Overall Survival in Patients at High Risk
for Progression

Standard

12 15 18 21 24 2 3 36 } 6 9 2 15 18 21 24 27 30
Months since Randomization
Mo. at Risk Mo. at Risk
Standar o TE4 7 AL 71 304 212132 71 26 Standard chem 19 208 194 175

thera ther
B 59 329 228 129 69 1% nab 2 14 208 199 186 164 134 94 65

Perren TJ et al. N Engl J Med 2011, 365, 2484-96



Vysledky studie GOG-0218

A Primary Analysis B Analysis as of August 26, 2011
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Maonths since Randomization Months since Randomization
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Burger RA et al. N Engl J Med 2011, 365, 2473-83



Studie OCEANS

Assessed for aligibility

(M =E543)
Events,n

n )

0

Allocated to GC + PL arm | 243) ted to GC + BV arm (n=242)
Raceived PL | 238) Received BV (n=241)
Did not recaiva PL ( y Did not recaive BY (n=1)

Mot known to have discontinued PL Mot known to have discontinued BV
{n =186}

Discontinued PL (n=222) Discontinuad BY 0 ] 12
Disease prograssion® (n=160) Diseasa progressiont ]
Adverse evant ( 2] Adverse event | ] . -
Physician/patient decision [n=50) Physician/patient decision T"TIE 1 mon
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Safety analysis for GC + PL arm3 Safaty analysis for GC + BV arm#§ 45

(n=247)

Aghajanian C et al. J Clin Oncol 2012, 30, 2039-2045.



Studie AURELIA

Random allocation
(N = 361)

Allocated to CT

[n=182)

Allocated to BEV-CT

(n=179)

= T BEV £ CT
in="TH2) In=170]

Events, n (%]

5% CI
HR {unstratified)
5% CI
Log-rank P value

Median FF3, months

166 [91%) 135 [T5%)
34 6.7
n3d BTt 79
0.48
032t 060
<.00

(2-sided, unstratified|

l— Received no study treatment (n=1)

PES (probability)

Received BEV-CT

Treated with CT alone  (n=181) Treated with BEV-CT {n =179}

Time (months)

Mo at risk
cT 182 M g

Discontinued CT in =177} BEV+CT 178 1 -] 4 18
Disaase progression  (n = 140)
Unaccaptable toxicity (n=10)
Death (n=7) Disoase ression  (n=293) Discasa ression
Protocol violation n=2) Tvr_n}-;ic:it',,v.-'EEm.EI (n=40) T-::u(u:it',,-'a'.gEJ.EI . = LT BEV + CT
Withdrew consent n=8) Death in=1] Death : - {n=182] Im=170
Other in=10) Protocol violation {n=1)  Withdrew consant Events, n [%] 136 [75%) 128 [T7%)

Withdrew consent (n=4) Other Madian 05, months 3.3 166
Ctthar {n=18) 5% CI 1MA1to 184 137 to 190

HR {unstratified| 0.85
9% CI 055 to 1.08

Log-rank P value < 1T

[2-sided, unstratified)

Discontinued BEV n=154) Discontinuad CT

Treatad with BEV alone  (n=63)

0S (probability)

18 24 30
Mo at risk Time [mﬂﬂthﬂi

Pujade-Lauraine E et al. J Clin Oncol 32, 2014, 1302-8 O B m = = 3 v




Ruzné pristupy v cileni 1¢Cby




Lécba cilena na PARP — synteticka letalita

326 Patients were screened

4—‘ 61 Did not meet eligibility criteria

265 Underwent randomization (1:1)
within 8 wk after completion of their last
dose of platinum-based chemotherapy

136 Were assigned

to receive olaparib

129 Were assigned to receive placebo

| 1 Withdrew consent

136 Were included i

136 Received treatment

128 Received treatment

n the study analysis

129 Were included in the study analysis

68 Discontinued treatment
54 Had disease progression
9 Withdrew consent
3 Had adverse event
1 Was lost to follow-up

1 Had other reason
16 Discontinued study
9 Died
2 Were lost to follow-up
5 Withdrew consent

': Olaparib

Probability of Progression-free
Survival

Hazard ratio, 0.35 (95% Cl, 0.25—0.49)
P<0.001

Months since Randomization

No. at Risk
Olaparib 51
Placebo 23

Median
No. of Patients/  Progression-free
Total No. (%) Survival (mo)
60/136 (44.1) 34
93/129 (72.1) 48

107 Discontinued treatment
93 Had disease progression
8 Withdrew consent
2 Had adverse event
1 Had serious protocol
deviation
3 Had other reasons
21 Discontinued study
10 Died
5 Were lost to follow-up
6 Withdrew consent

68 Were included in ongoing treatment
120 Were included in ongoing study

21 Were included in ongoing treatment
108 Were included in ongoing study

B

Subgroup

Overall

BRCA mutation
Yes
Status known
Status unknown

Age
<50yr
=50 to <65 yr
=65 yr

Race or ethnic group
White
Non-Jewish ancestry

Baseline response
Complete
Partial

Penultimate platinum-based regimen
6-12 mo to progression
=12 mo to progression

Hazard Ratio (95% Cl)

_—

Placebo
Better

Olaparib Better

Ledermann J et al. N Engl J Med 2012, 366, 1382-92




Olaparib jako udrzovaci lé¢ba u platina-
senzitivniho karcinomu ovaria

Placebo Hazard ratio, 0.35 (95% Cl, 0.25-0.49)
P<0.001
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12 15
Median

Months since Randomization No. of Patients/  Progression-free
Total No. (%) Survival (mo)
60/136 (44.1) 8.4
93/129 (72.1) 4.8

MNo. at Risk
Olaparib 136 104 51 23 6
Placebo 129 72 23 7 1

Ledermann J et al. NEJM 2012; 366: 1382-1392.



Dlouhodobé komplikace po lecbé

 chronicka toxicita 1¢Cby (kardiovaskularni
onemocnéni)

 sekundarni nadory
* metastazy v neobvyklych lokalizacich
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Ménici se prubéh pokrocilého karcinomu
ovaria: mozkove metastazy

Resuls of fherapy of brain metastases in BOC patients
Therapy i : ] Fange T b
(months)  of
paticnts

Symptomatic therapy alone

Melichar B et al. Gyn Oncol 2004, 94. 267 — 276.



Preziti nemocnych v zavislosti na
extracererbralnich metastazach
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Cohen Z et al. J Neurooncol 2004, 66, 313



Preziti v zavislosti na lécbé

Cohen Z et al. J Neurooncol 2004, 66, 313



Meningealni karcinomatosa jako
pozdni komplikace

14.6.2004 21.6.2004 28.6.2004 5.7.2004 12.7.2004 19.7.2004
date

Melichar B et al. Eur J Gynaecol Oncol 2008, 29: 402-404.



Prognosticky vyznam TIL

Multivariate analysis of overall survival
Variahle Hazarnd
ratio

Progesterone recepiors (ex

el CENC

Stage (ITV vs. K1)
Optimal cytoreduction (more than

2 cm vs. less)

Intracpithelial TIL {higher than 125

lymphocytes/mnr vs, lower)

Tomsova, Melichar et al. Gyn Oncol 2008, 108, 415 — 420.



Karcinom endometria



Pokrocilé a metastatické onemocneni

* Pouze mensi ¢ast nemocnych s karcinomem
endometria

* V¢étSinou inkurabilni
e Ucinna chemoterapie 1 hormonalni 1éCba



Prehled vysledku systéemové cytotoxicke
chemoterapie u metastatického karcinomu

Number
of patients

Agent

Athracyclines/ anthraquinones
Doxorubicin (ADR) 161
Epirubicin (EPI) 2
Liposomal doxorubicin 4
Pirarubicin

Mitoxantrone

Alkylating agents
Cyclophosphamide (CTX)
Ifosfamide (IFQ)
Chlorambucil
Hexamethylmelamine
Cisplatin (CDDP)

Mo prior chemotherapy
Prior chemotherapy
Carboplatin (CBEDCA)

Antimetabolites
Methotrexate (MTX)
5-Fluoruracil

Vincas/ epipodophyllotoxins
Vincristine (VCR)
Vinblastine (VLB)

Etoposide (VP-16)
Teniposide (VM-26)
Paclitaxel

Topotecan

Investigational agents/other
Amsacrine

Cytembina

Diaziguone

Methyl-G

Semustine

Prior
treatment

No
Mo
Yes

N5

Few
Majority
Yes
Most

Yes

Mo

Few
Yes
Most
Most
NS

CR +
PR (%)

endometria

Chemo

ose (mg/m?) Schedule IR (%)

50(

400/40, 500/50
600/50

50/50

50/50

CTX/ADR/CDDP™

Drug

g3w
qaw
g3w
giw
gqdw
gdw
gadw
gaw
qiw

No
No
No
No
No
4/16
No
No
Some

Chemo

20
16
30
&7
17

20
14
12

Mo

ose (mg/m”) Schedule

Randomiz

ADR vs CTX/ADR™

ADR vs CTX/ADR

ADR vs ADR/CDDP

ADR/CDDP vs ADR/Paclitaxel™®
ADR/CDDP vs ADR/CDDP/Paclitaxel'®

qi3w
g3w
qiw
q3w

No
Mo
Mo
No
No

90 vs 105
87 vs %0
150 vs 131
157 vs 157
129 vs 134

Pectasides et al. Cancer Treat Rev 2007, 33, 177

24 vs 32
17 vs 43
25 vs 42
40 vs 43
34 vs 57




Meta-analyza randomizovanych klinickych studii
(PES)

Treatment
[atly]

hination w

14 (Treatment), 11 (Control)
not applic

Test for h
Test for o

l'est for hat
Test for o

+ ' -
0.1 2 0.5 2 5 10

Fawvaurs treatment Favaurs control

Humber et al. Ann Oncol 2007, 18, 409 - 420



Meta-analyza randomizovanych klinickych
studii (OS)

Review Chemaotherapy for advanced, recurment or metastatic endometrial carcinoma
Comparison: 01 More versus less chematherapy
Outeome: 01 Survival

Study Treatment
or sub-category M

01 Cisplatin in combination versus cisplatin
Edmonson 198? 16/16
Subtotal {95% CI)

To1a|ewents 16 (Treatment), 14 (Cnmrnl)
Test for heterogeneity: not applicable

Test for overall effect: 2 =073 (P = 0.45)

0 Doxorubicin in combination versus ULIJCCTLILII..,I"I

Aapro 2003

Thigpen 1984

Thigpen 2004

Subtotal {95% CI)

Total events: 381 (Treatment), 391 tC-:unlrnIn

Tesl for heterogeneity: Chi® = 3.08, df = 2 (P = 0.22), F = 34.8%
Test for overall effect: Z = 0.48 (P = 0.63)

03 Doxorubicin'cisplatin plus other drug versus doxorubicin'cisplatin
Long 1995A 11/13 ] 5

Fleming 20044 977134

Subtotal {B5% CI) |

Total events: 1!215 (Treatment), 124 iC-;:umrnI‘n

Tesl for heterogeneity. Chi* = 0,00, df = 1 (P =0,98), F = 0%
Test for overall effect: £ =218 (P = 0.03)

Total {95% CI)

Tolal events: 505 (Trealmeant), 529 I:‘i:(]l'l1r|.]|;|

Test for hetercgeneity: Chi* =615, df = 5 (P =0.23), F=18.6%
Test for overall effect: 2= 1.56 (P = 0.12)

01 02 05 1 2 & 10

Favaurs treatment Favours contral

Humber et al. Ann Oncol 2007, 18, 409 - 420




Hormonalni receptory u karcinomu endometria

E

.Eg Gene : :
Expression \own-regulation of Paracrinc induction of 17- HSD in
oestrogen receptor

endometrial cells by s cells

Decruze & Green. Int J Gynecol Cancer 2007, 17, 964



Prehled vysledki hormonalni 1écby
pokrocilého/metastatického karcinomu endometria

Hormone MNumber References RE mean PF5s mean

Progestogens 8 1303 48, 49, 52-57 23
SERMs 319 26, 51, 5861 29.8
Combinations 136 19, 23, 62, 63 2R
Aromatase mhibitor ] Rh 24 64 11
GNRH analogs i 143 18, 57, 6567 28.8
Other ) 25 68 0

Htur_ij_,r I_'?rug ? xl (%) 23 (%)

MPA
MPA
MPA
MA
Thigpen et al ‘% TAM
Fiorica et al '™ MA /TAM

. (15) .
leyarajah et al.™ Leuprorelin

Decruze & Green. Int J Gynecol Cancer 2007, 17, 964



Hormonalni lécba

Gestageny jsou jedinymi standardné pouzivanymi
1eky

Objektivni odpoveéd nepresahuje 30% an1 v
selektovanych populacich

Nejlepsi odpoveéd pozorovana u nemocnych s
dobie diferencovanymi nadory, dlouhym
metastatickym intervalem a plicnimi metastazami
Protrahovana odpovéd’ a preziti jen ve vzacnych
pripadech

Dobra tolerance, zavazne vedlejsi ucinky jsou
vzacne



GOG 122 - srovnani PFS a OS RT vs. AP
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GOG 122 — analyza podskupin

Relative Hazard

0.779
0.785
0824

Primary analysis
Stratified by stage

Relative Hazard

0571
0.743
0818

Residual discase
Microscopie
Gross

Calltype

Primary analysis
Stratified by stage

WAI Arm Better
Varfin{HR))

|
—_—

|

|

——

_—

033 0.50 067 1.00 1.50 2.00 3.00
Hazard Ratio
AP Arm Better WAI Arm Better
Varfin(HR)]
0075

0.042
0.060

1.00 1.50
Hazard Ratio

Randall ME et al. J Clin Oncol 2006, 24, 36-44.



Srovnani recidiv pri adjuvantni radioterapii vs.
adjuvantni chemoterapii

Events Total
——— Radio 44 166
-==-- Chemo 35 174

pouze panev 27 (13%) 34 (18%)
bfisni dutina (krom¢ jater) 33 (16%) 27 (14%)
extraabdominalni (véetné jater) 45 (22%) 34 (18%)

neznamo 4 (2%) 2 (1%)

celkem 109 97 (50%)
(54%) S

77T Chemo 27 174

Probability

Years from randomisation

Randall ME et al. J Clin Oncol 2006, 24, 36-44; Maggi et al. Br J Cancer 2006, 95, 266-271.



Kombinovana analyza studii NSGO-
EC9501/EORTC-55991 a MaNGO ILLIADE-III

Frobability
1.00

Randomised
83

ssssess RT4CT
RT

Mumber at risk
RT 267
RT+CT 267

Analysis

Randomised
57

[ Analysis | E;‘-ET

Hogberg T et al. Eur J Cancer 2010, 46, 2422-2431



Prehled vysledku adjuvantni 1éCby

Reference

Stage

Patients

(N

Treatment arms

WAL

Comments

Randall et al. [11] ; .

Maggiet al. [12]

Susumu et al. [13]

Hogherg et al. [15]

Kuoppala et al. [16]

-1V {optimally
debulked)

1CAG3-1T1

netrial

on

confined

TASG3-TITA

Mountzios G et al

202

194

|68

-
7
i

193
192

Doxorubicin and
cisplatin (AF)
Pelvic irradiation
CAPP

Felvic irradiation
CAP

Relvic irradiation +/—

BT* Pelvic irradiation

+— BT +Cx"

Pelvic irradiation 18+

Pelvic months

irradiation + CEP' 25+
months

. Crit Rev Oncol Hematol 2010, in press

1 deaths:
on

Superiority of CAP in
high/intermedi

(stage IC/G3-TITA)
patients

Intestinal complications
demanding surger




Kombinace radioterapie s taxany

PORTEC-3
~ 800 patients with high-risk stage IB-ll|
endometrial cancer

RANDOMIZATION

Failed/Total
CDDP, day 1 8/44

External-beam External-beam

pelvic pelvic [CODP, day 22]
radiotherapy* radiotherapy* -

Survival (%)

Paclitaxel +

carboplatin
*Patients with cervical involvement
undergo vaginal brachytherapy q3wks X4

RTOG 9708

45 Gy (fr. 1.8 Gy)

+ CDDP 50 mg/m2 D 1 a 28
+ brachyterapie

Nasledné

CDDP 50 mg/m2 + paclitaxel 175 mg/m2 x 4
Greven et al. Gyn Oncol 103, 2006, 155 - 159



Problémy studii adjuvantni 1écby

nedostate¢na statisticka sila velkeé Casti studii

heterogenita léCenych pacientek (stadium,
histologie)

ruznorodost reZimii chemoterapie
ruzne nacasovani v kombinaci s radioterapii

komorbidita a potencialni toxicita



Z.aver

Zlepseni systémove 1€Cby prinasi zlepSeni
prognosy nemocnych

Stale vice se v planovani 1¢Cby uplatiuyi
poznatky o patogenese nadoru

Roste role cilene 1eCby

Pribyvaji dukazy pro roli imunitniho
systemu v protinadorove odpoveédi



