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Uvod

e Ca ovaria — 95% epitelialni typy — chemosenzitivni

* \/étSina se manifestuje a diagnostikuje az pri intraperitonealnim
rozsevu — advanced disease

e Standard |écby — chirurgie + systémova lécba zalozena na kombinaci
platinovych derivatu a taxanu
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Rational for Complete Cytoreductive Surgery (CRS)
For Stage Ill and IV Ovarian Cancer

* CRS, ktera zahrnuje kompletni odstranéni veskeré viditelné nadorové
tkané, je dnes standardem |lécby u ca ovaria

* Gynecologic Oncology Group (GOG) definovala optimalni debulking
jako rezidua mensi nez 1cm(*)

* Metaanalyza Bristow et al. (**) prokazala, ze rozsah CRS byl
nezavislym prognostickym faktorem pro preziti, pfi srovnani skupiny
RO a R2 byl rozdil v medianu preziti 46.9 mésici mezi témito
skupinami pro stadium llic a 30 mésicu pro stadium IV

Whltney CW et al. (2009) Gynecologic onkology group surgical procedures manual. Philadelphia Gynecologic Oncology Group
*Bristow et al. (2002) Survival effect of maximal cytoreductive surgery for advanced ovarian carcinoma during the platinum era: a meta-analysis. J.Clin Oncol
20(5):1248-1259
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Rational for Complete Cytoreductive Surgery (CRS)
For Recurrent Ovarian Cancer

* Rekurentni ca ovaria je definovan jako platina senzitivni po 6 mésicich
od ukonceni |éCby, jako platina rezistentni, pokud se recidiva objevi v

dobé kratsSi nez 6 mésicu
* V\yznam CRS u rekurentni choroby byl ovéren v radé studii

 Munkarah et al. (*) prokazal, ze u pacientek po CRS u rekurentni
choroby s RO resekci byl OS 44-60 mésicu vs. 35 meésicu bez CRS, jen

systémova lécba

*Munkarah et al. (2004) Critical evaluation of secondary cytoreduction in recurrent ovarian cancer. Gynecol Oncol 95:2713-280 (’
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Rational for CRS and HIPEC in ovarian cancer

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Hyperthermic Intraperitoneal Chemotherapy
in Ovarian Cancer

W.J. van Driel, 5.M. Koole, K. Sikorska, ].H. Schagen van Leeuwen,
H.W.R. Schreuder, R.H.M. Hermans, |.H.].T. de Hingh, J. van der Velden,
H.). Arts, L.F.A.G. Massuger, A.G.J. Aalbers, V.. Verwaal, |.M. Kieffer,
K.K. Van de Vijver, H. van Tinteren, N.K. Aarcnson, and G.5. Sonke
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-Multicenter, open-label, phase 3 trial
245 patients randomly assigned

-Neoadjuvant CHT and IDS and adjuvant CHT

- 3 cycles of paclitaxel (175 mg/m2) and carboplatin (AUC
5-6) min. SD

-Complete cytoreduction (no visible disease) or optimal
cytoreduction (residual tumors under 1 cm) +- HIPEC
(cisplatinum100 mg/m?2)

- 3 cycles of paclitaxel (175 mg/m2) and carboplatin (AUC

O
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CRS a HIPEC u ca ovaria

245 Underwent randomization

|
‘l ORIGINAL ARTICLY ]
|

Hyperthermic Intraperitoneal Chemotherapy

in Ovarian Cancer J

123 Were assigned to undergo cytoreduc- 122 Were assigned to undergo cytoreduc-
tive surgery without HIPEC tive surgery with HIPEC

W.L van Driel SN, Koole, ¥ Sikorska t H. Schuagen van Leeuwnn

| W.R. Scheeuder, LH M. Hermans, |LH o Hangh, | van der Vieid

122 Received assigned treatment

| M. Kietfe 1 Did not receive assigned treatment
5. Sonke owing to withdrawal of consent

1 Was lost to follow-up (after
7 mo) after disease recurrence

118 Received assigned treatment
4 Did not receive assigned treatment

2 Underwent surgery without
resection owing to progressive
disease

1 Did not undergo cytoreductive
surgery owing to progressive
disease

1 Did not receive HIPEC owing to
technical issue

1 Was lost to follow-up (after
1 mo)

== 1Was lost to follow-up (after

20 mo) after disease

recurrence

123 Were included in the intention-to-
treat analysis

122 Were included in the intention-to-
treat analysis

1 Was excluded from the safety
analysis owing to not receiving |=—
assigned treatment

L

4 Were excluded from the safety
= analysis owing to not receiving
assigned treatment

J

122 Were included in the safety analysis

118 Were included in the safety analysis
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CRS a HIPEC u ca ovaria

Residual disease after surgery — no. (%)

R-1, no visible tumor, complete cytoreduction 82 (67) 34 (69)

R-2a, tumor nodules =2.5 mm 24 (20) 22 (18)

R-2b, tumor nodules 2.5 mm and =10 mm 14 (11) 13 (11)

Tumor nodules =10 mm, incomplete cytoreduction 1(1) 0

No resectionf 1(1) 2(2)

Mo surgery performed 1(1) 1(1)
Bowel resection — no. (%)

No bowel resection performed 93 (76) 93 (76)

Bowel resection with ileostomy or colostomy 13 (11) 21 (17)

Bowel resection without ileostomy or colostomy 17 (14) 37
Median duration of surgery (IQR) — min 192 (153-251) 338 (299-426)
Median duration of hospitalization (IQR) — days¥| 8 (7-10) 10 (8-12)
Median time between surgery and start of first cycle of adju- 30 (25-41) 33 (28-41)

vant chemotherapy (IQR) — days

Number of completed cycles of adjuvant chemotherapy after
surgery — no. (%)

0 7 (6) 5 (4)
1 2(2) 0

2 3(2) 2 (2)
3 111 (90) 115 (94)
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CRS a HIPEC u ca ovaria

A Recurrence-free Survival

Probability of Recurrence-free Survival

No. at Risk

Surgery

Surgery plus
HIPEC

B Overall Survival

Stratified P=0.02 by log-rank test

“ ORIGINAL ARTICLY l

Hyperthermic Intraperitoneal Chemotherapy
in Ovarian Cancer

W.L van Une N, Koole, £ Sikorska ' H. Schugen van Leeuwan
H.W.R. Scheeuder, LHM. Hermans, LH.L.T. de Hagh, | van det Veld

1. Am, LFAG Mussuger, AGJ Axlbers, V). Verwasl, | M. Kjeffs

KX, Van de Vijver, 1 van Tisderen, NX, Aatcerson, and G.5. Sonke

Surgery plus HIPEC

1.0+
1.0+ 0.9
0.9 0.8
0.8 0.7+
o £
.74 = 06
o
0.6 o -
= 0.5
0.5+ :E 0.4
0.4 3 0.34
o3 0.2
0.24 Surgery plus HIPEC 0.1
%14 0.0
Stratified P=0.003 by log-rank test Surge ’ ]
0.0 . 2 - : gery 0 1
0 1 2 3 4 5
Years since Randomization No. at Risk
Surgery 123 103
123 48 18 7 2 Surgery plus 122 108
122 67 31 15 5 HIPEC
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Years since Randomization

70
79

Surgery
T T 1
3 4 5
44 27 12
56 37 20
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II ORIGINAL ARTICLY l

CRS a HIPEC u ca ovaria T————

in Ovarian Cancer

nel, SN, Koole, K Sikorska L H. Schugen van \ !

o H.W.R. Scheeuder, LH M. Hermans, LH.).T. de Hangh, ). van det Veld

B Overall Survival e LEAC rer AC.1 A V1. Ver M. Kiedl
HJ Ay, LFAG Mussuger, AGJ Aalbers, V). Varwasl, | M. Kiedls

1.0~ KX, Van de Vijver, 1 van Tisderen, N.X. Aatcerson, and G.5. Sonke

A Recurrence-free Survival

o 0.9
0.9+ 0.8+
£ 0.3 —  07-
& o7 E
‘g ' a 0.6+ Surgery plus HIPEC
g 0.6 s 0.5-
: z
0.5+ o
§ © 0.4
& 0.4 2
;.6 ? Q. 0 3
=
1 &) 'he median OS 33.9 vs 45.7 month
2 o e median was .J VS : ontns
0.1+ \'_\_._\;‘_ﬁ_.:..‘# [ Stratified P=0.02 by log-rank test
3 0.0
Stratified P=0.003 by log-rank test 1 T T T T 1
0.0 . : : SUrgey - 0 1 2 3 4 5
0 1 ? 3 4 5 Years since Randomization
Years since Randomization No. at Risk
No. at Risk Surgery 123 103 70 44 27 12
Surgery 123 48 18 Surgery plus 122 108 79 56 37 20

Surgery plus 122 67

The percentage of AE grade 3/4 was 25 vs 27%
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EBM for HIPEC in recurrent EOC treatment

Prospective, randomized, phase 3 trial

e 120 patients with recurrence after initial treatment with surgery
and systemic chemotherapy

- Exclusion criteria:

- Evidence of pleural or lung metastasis

SURGICAL ONCOLOGY

ONIGINAL ARTICLE - GYNICOLOGK DRCOLOGY

Cytoreduciive Surgery and HIPEC i Recurrent Epithelial - Evidence of bulking disease in retroperitoneal area or mesentery

Ovarian Cancer: A Prospective Randomized Phase T Study

A Spiliedis, MD, PRDY', B Dhalkie, M, PUD', K Liss, MDY, N, Kadatel, MUY, AL Govas, MDY, £ Efttib
MDY, sl S, Glassas. MIP

'Fert Departmsent of Sarpicsd Oncology, Mesass Camcer Hopttad, Fraai, Greooe; “Paencd Surface Malipnascy Unit
IASD Ciereral Hospital Athas, Crzace; Dipratisent of Medicd Ducolgy, Metsra Cancer Hooputasd, Pirsess, Girvece
‘Depammeest of Ascstiesilogy, Metina Cancer Hosgetd, Mreca, Groece
skarska fakul
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EBM for HIPEC in recurrent EOC treatment

- Group A, n=60
* CRS followed by HIPEC and systemic chemotherapy

- HIPEC protocol

- Platinum-sensitive (n=34): cisplatin 100mg/m? and paclitaxel 175mg/m?

- Platinum-resistant (n=26): doxorubicin 35mg/m? and mitomycin
15smg/m?

Are Sexy Owmard (2007) 22090018

ORIGINAL ARTICLE - GYNICOLOGI DNCOLOGY . - - Group B’ n= 60
- CRS followed by systemic chemotherapy

Cytoreductive Surgery and HIPEC in Recurrent Epithelial
Ovarian Cancer: A Prospective Randomized Phase T Study

A Spitiatis, MB, PR, B alida, M, PUD™, K Liaos, MDY, N, Kadatel, MDY, AL Govas, MDY, B Efttib,

M. st S, Glassas MDY
'Fert Departosent of Surgid Onclogy, Mesiss Camcer Honpttad, Frsain, Greooe: “Prlioned Surdace Malipnascy Uni

IASD Gereral Hospital, Athans, Crzace; Diquastisemt of Medicd Ducology, Metsras Cascer Hoquil, Pirssan, Giece

'Ii.,-\l'h-_w of Ascshesology, Mot Cancer Hosgerd, Pracan, Greece
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EBM for HIPEC in recurrent EOC treatment

Characteristic HIPEC Non-HIPEC

n % n T

Ascites
Yes 18 30 16 26.7
No 42 70 44 733
Optimal cytoreduction at primary surgery 51 85 46 76.6
PCI
PCI <5 ¥+ A1 8 13.3
5S=PCI <10 24 40 22 3
PCI = 10 29 48.3 30 50
cC
e Sy o 303) 249001908 R CC-0 39 65 33 55
N 1 WA SURGICAL ONCOLOGY CcC-1 12 20 20 333
ONIGINAL ARTICLE - GYNICOLOGI DNCOLOGY CC-2 9 15 7 11.7
Cytoreductive Surgery and HIPEC in Recurrent Epithelial HIPEC hyperthermic intraperitoneal chemotherapy. PC/ peritoneal

Ovarian Cancer: A Prospective Randomized Phase 1 Study Z o Z
v : carcinomatosis index, CC completeness of cytoreduction

1 Spilietis, MD, PRI, B Dhalkda, MI, D', K Llaes, MDY, N, Kadartel MDY, A, Grivas, MDY, £ ESUtibn
MD', andd S, Glassas, MIP

"Fert Departmsent of Surpiad Oncology, Mesass Camcer Howpitad, Fraau, Greoce; “Paionesd Surface Maligrascy Uniy
IASD Gereral Hospital, Athans, Crzace; Diquastisemt of Medicd Ducology, Metsras Cascer Hoquil, Pirssan, Giece
‘Depameest of Ascstieslogy. Metina Cancer Hosgetd, Precss, Groeoe
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EBM for HIPEC in recurrent EOC treatment

FIG. 1 Kaplan-Meier survival plot, HIPEC versus no HIPEC.

Survival Functions

1.0+ HIPEC
— NO HIPEC Mean survival Stage IIL;. survival Stage IV survival
HIPEC . .
== NO HIPEC-censored (monlhs) (m()nlh.s)
0.8 HIPEC-censored
HIPEC group
Platinum 27.28 254
sensitive

= 0.6+ d

z Platinum 26.08 27

Z 2

= resistant

7L

E i p = 0.006 Non-HIPEC group

> Platinum 15.7 13.5
O 1T T4 SURCICAL ONCOIGY sensiuave
ONIGINAL ARTICLE - GYNICOLOGIC DNCOLOGY 0.2 Platinum 10.7 9.37

resistant
Cytoreductive Surgery and HIPEC in Recurrent Epithelial
Ovarian Cancer: A Prospective Randomized Phase 11 Study HIPEC hypcrlhen'nic inlraperil()nea] chemolhempy
1 Spilietis, MD, PRI, B Dhalkda, MI, D', K Llaes, MDY, N, Kadartel MDY, A, Grivas, MDY, £ ESUtibn 0.0
M. st S, Glassas MDY
T T T T
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Lékarska fakulta

Univerzity Palackého l. chirurgicka klinika FOAL'éL;'\kg\SCNEMOCNmE
v Olomouci

rofe ynalits [



Lékarska fakulta
Univerzity Palackého . chirurgicka klinika
v Olomouci

FAKULTNT NEMOCNICE'
OoLOMOUC

1Irofres mnalita 1 135KV | 151 P




\VA 4

Lékarska fakulta
Univerzity Palackého
v Olomouci

. chirurgicka klinika

FAKULTNT NEMOCNICE"
OLOMOUC

profesionalita a lidsky ptristup



CRS

eted falul
Lékaska fakulta FAKULTNT NEMOCNICE”

‘ii’ (, Univerzity Palackého . chirurgicka klinika
v Olomouci OLOMOUC

profesionalita a lidsky ptristup



Lékarska fakulta
Univerzity Palackého l. chirurgicka klinika
v Olomouci

FAKULTNT NEMOCNICE
OLOMOUC




@ v karskd fakulta FAKULTNT NEMOCNICE'
Univerzity Palackého . chirurgicka klinika
v Olomouci OLOMOUC

profesionalita a hdsky pristup



CRS

Lékarska fakulta
o , e FAKULTNT NEMOCNICE
@ v Univerzity f’alackeho . chirurgicka klinika OLOMOUC
v Olomouci

profesionalita a lidsky¢ ptistup



CRS

Lékarska fakulta
Univerzity Palackého . chirurgicka klinika
v Olomouci

FAKULTNT NEMOCNICE
OoLOMOUC

rofe inaltls 1 135KV | 151 P




Lékarska fakulta
Univerzity Palackého . chirurgicka klinika
v Olomouci

FAKULTNT NEMOCNICE
oOLOMOUC

rofe inalits 1dsk¢ pTi |




CRS

Léka¥ska fakulta
@ v Univerzity Palackého l. chirurgicka klinika E)AL'él(J\:\-.('-)N fCNEMOCNICE
v Olomouci U

profesionalita a lidsky pfistup



CRS

Lékarska fakulta

@ v Univerzity Palackého . chirurgicka klinika g/?.IéL'{k'(l')NfCNEMOCNICE
v Olomouci U

irofesionalits 1 e Ky pristup




CRS

Lékarska fakulta "
. . c : s B2 Litost FAKULTNI NEMOCNICE
@ V Univerzity .Palackeho l. chirurgicka klinika OLOMOUC
v Olomouci ' .



Lékarska fakulta f
Univerzity Palackého l. chirurgicka klinika EQE%ETJCNEMOCMCE

v Olomouci

profesionalita a lidsky ptistup



HIPEC=intraperitonealni hypertermicka
chemoperfuze

! ' %cy{?‘or%du?ccef‘ 773

.

www.shutterstock.com - 132860558
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HIPEC=intraperitonealni hypertermicka
chemoperfuze

¥

L 1

Zulauf

Warmetauscher
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Zaver

* Studie s IDS+HIPEC prokazala benefit 12 mésicl celkového preziti a 3,5 mésicl
delsiho celkové prezivani

e Studie s CRS+HIPEC u recidivujiciho ca ovaria prokazaly benefit zejména u platina-
rezistentnich pacientek

- CRS+ HIPEC doxorubicin a MMC by meéla byt individualné zvazovana pro
pacientky s recidivou u platina-rezistentnich pacientek v dobrém fyzickém stavu

- CRS+ HIPEC DDP and paclitaxel by méla byt individualné zvazovana u
acientek s recidivou ca ovaria u platina-senzitivnich nemocnych s dobrym celkovym

yzickym stavem
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Zaver

e Je potreba dalsich studii, jez by prokazaly vztah mezi histologickym a
genetickym statusem ca ovaria a vyznamu HIPEC a jednotlivych
intraperitonealné uzitych cytostatik

e Stale nejlepsi volbou v |écbé tohoto onemocnéni je kombinovana
|écba s nabidkou novych modalit, jez byly zavedeny do klinické praxe
(targeted therapy- VEGFR and PARP inhibition, immunotherapy-
pembrolizumab, etc.)

- pacientky by mély byt referovany do Center

O
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Dékuji za pozornost
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