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DrServer Sezgin Uludag,
1.0.-Cerrahpasa,Cerrahpasa Tip Fakilltesi Genel Cerrahi
Mide kanserinde diagnostik laparoskopi ne

zaman?Sitoloji pozitif,yeni tani,ne yapalim?Sitoloji
pozitif,neoadjuvan sonrasi ~ proflaktik hipek?
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« Amerika Birlesik Devletleri'nde mide kanserli hastalarin sadece %8'i
gastrektoml oncesi evreleme laparoskopisine tabi tutulmaktadir.

* Karani kin EB, Jacks LM, et al. Staging laparoscopy in the

management of gastriegancer: a population-based analysis. J Am Coll

Surg. 2011;213:644-51, 651, e641.
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BT ‘de M1 hastalik ... l !

* CT veya EUS'nin T evresini belirlemede %60-83 arasinda bir dogruluga sahip
oldugu bildirilmistir
+ Blackshaw GR,et al Gastric Cancer. 2003;6:225-229
« Jiirgensen C, et al Surg Endosc. 2013;27:1124-1129.
+ Leake PA, et al Gastric Cancer. 2012;15 Suppl 1:538-547.

* Seevargtnam f, et l How useful i preoperative imaging for tumor, node, metastasis (TNM) staging of gastric
cancer? A metd-analysis. Gastric Cancer. 2012;15 Suppl 1:53-18.

* SL>FDG-PET/CT
* PLASTIC Study Group. 18F-Fludeoxyglucose-Positron Emission
Tomn raphy/Computed Tomography and Laparoscopy for Staging of
ally Advanced Gastric Cancer: A Multicenter Prospective Dutch Cohort
Study (PLASTIC). JAMA Surg. 2021
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* Evreleme laparoskopi ; Vakalarin %8-60'inda tedavi planlari degistirir
ve %8-45'inde gereksiz laparotomiyi 6nler.
« Leake PA, et al Gastric Cancer 2012;15(Suppl 1):S38-47.
* Hu YF, et al World J Gastroenterol. 2016;22(5):1859-1868.
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* Evreleme laparoskopisi esnasinda alinan peritoneal sitolojininin
evrelemeyi duzelttigi bildirilmistir.

+ Badgwell 8 et al Ann Surg Oncol. 2008;15:2684-91
+ Nakagawa s, et al . Gastric Cancer. 2007;10:29-34.
+ Bentrem D, et al. Ann Surg Oncol. 2005;12:347-53.
* Ribeiro U s, et al. Surg Laparosc Endosc. 1998;8:132-5.

* Evreleme la aroskopl yapilan hastalarin %21 ile %40'inda M1
hastalik bildirmistir.
* H.Feussner, etal Endoscopy, 31 (1999), pp. 342-347
« T Lehnert, et al BrJSurg, 89 (2002), pp. 471-475
« AM. Lowy, et al Surgery, 119 (1996), pp. 611-614
+ D.M.D'Ugo, et al Surg Endosc, 11 (1997), pp. 1159-1162
* Asencio F, et al. Surg Endosc. 1997;11:1153-8.
* Possik RA, et al. Cancer. 1986,58:1-6.
* Sarela Al, et al. Am J Surg. 2006;191:134-8.
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Evreleme laparoskopisi avantajlari;

* Radyolojik gortintiileme tamamlayici olarak hizmet eder

+ Karin ici hastaligi tespit edebilir; (diyafram ,pelvis)

 Biyopsiler alabilirsiniz,

« intraoperatif ultrason ile degerlendirme olanag: ;

« Sitolojik inceleme igin periton sivisinin érneklenmesine izin verir;

« Intraperitoneal kemoterapinin uygulanmasina izin verir.

* Machairas, Nikolaos, et al. "The value of staging laparoscopy in gastric cancer.” Annals of
gastroenterology 30.3 (2017): 287.

—

* Sonug: ‘M1’ agresif neoadjuvan — sistemik kemoterapi
« Mezhir 1, etal. Ann Surg Oncol, 2010;17:3173-80.
« Ann Surg Oncol. 2009;16:3227-36.
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Evreleme laparoskopisi dezavantajlari;

* Hepatik metastaz ve nodal evreleme igin zayif duyarliligi mevcuttur

« EC. Burke, M.S. Karpeh, K.C. Conlon, et al.Laparoscopy in the management of gastric adenocarcinoma
Ann Surg, 225 (1997), pp. 262-267

« invaziv bir yéntem
* Maliyeti ve riskleri bu amag igin yuksek ??

« Li K, Cannon JGD, et al. Diagnostic staging laparoscopy in gastric cancer

treatment: A cost-effectiveness analysis. J Surg Oncol. 2018 May;117(6):1288-
1296.
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°© highir
kanit bulur gindan, Asya ]
laparoskopinin mide kanserinin rutin bir
evreleme uygulamasi olarak
onerilmemektedir.
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Yapalm mi?

Questions regarding disgnsis
1) Wnat i the ey test for he diognosis of gastic

Endoscopy. s 100%
2 When endoscopic utrasound s indicated?

nd lymghadenopathy riiorcing the Mypotbess of
Sihancad malgnaney ves 525
hen to use preoperaivel Iaparos

scopy in the
dignosis
Da ot s AT T2 and 12 tumar. Ves: 100
173 and J umors s possile,Yes:59%
0 Which stagk clasificaton should be
1GCA or iR IGCAT

There vas 3

Questionsregarsing st
51 When performing andoscopis resction?

Iberstein, Bruno, et al. "

guidelines for gastic cancer n Brazil." ABCD. Arquivos Brasileios de
Cirurgio Digestiva (5Go0 Paulo) 26 (2013): 2:6.
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selection of patients for endoscopic treatment. Staging
laparoscopy s also not strctly required, but it is recom-
mended in cases deemed to be at risk of peritoneal carci-
nomatosis not visible or doubiful at CT examination.
Staging laparoscopy s required also in many randomized
clinical trials of adjuvant and neoadjuvant therapy. The
eytological examination of peritoneal lavage, although
limited by a low sensitivity, is a useful completion of the
final pathological staging.
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* Evrelendirme degerlendirmesi;
Diagnostik laparoskopi ve
peritoneal sitoloji incelenmesini
(Kanit 1B) 6nermektedir.

* Wang, Feng-Hua, et al. "The Chinese Society
of Clinical Oncology (CSCO): Clinical guidelines
for the diagnosis and treatment of gastric
cancer, 2021." Cancer Communications 41.8
(2021): 747-795.

* ‘M1'siipheli hastalar icin evreleme
laparoskopisi ve peritoneal lavaj sitolojisi
siddetle tavsiye edilir.

* Bu prosedir 6zellikle neoadjuvan kemoterapi
distintlen lokorejyonel mide kanseri hastalari
igin faydalidir.

*+ Japanese Gastric Cancer Association
"Japanese gastric cancer treatment guidelines
2018." Gastric Cancer 24 (2021): 1-21.
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>Ne zaman yapalim ? Ne zaman yapmayalim ?
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Pt ith T34 gsticcancewithout idence of Ny M

itorscsing complcaons such s btrucio, herorhge
o perforstion i needofpltve surgery

Earystagetumors /T tht can proceed diecty o resection

viorupper abdvninal sy with eere g

Machairas, Nikolaos, et al. "The value of staging laparoscopy in gastric
cancer." Annals of gastroenterology 30.3 (2017): 287.
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NCCN 2022

laparoskopi’ énermekte. (Tim cM0 Tibbi olarak
uygun,potansiyel rezektabl tmérlere) 25 MEP2A
2T1b tzerinde endikedir.

Palyasyonda nermiyor

Periton yayilimini degerledirmek igin ‘Sitolojiyle birlikte « Lokorejyonel hastalik (cMO) ; Tibbi

#
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olarak uygun, potansivel olarak rezeke
edilebilir; cT2 veya isti, Herhangi Bir N;
Birincil Tedavi: Perioperatif kemoterapi
(kategori 1)
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Borrmanntip | | Pozitiflenf |- . M1 hastaligi riskini 6ngorebilecek radyolojik faktorler
Timor boyutu
lll veya IV nodu * 1993-2002
CY+,PK+ m——) | metastaz e A
Tumérin s enf nodu gapi « SL:Yanlis negatiflik %9 The American Journal of S
konumu _ Seroza . %31 ML
Invaz #
vonu - GEJ—Tum Mide -
« LAP>1cm Selection of patients with gastric
* Belirli risk faktorlerinin,ya peritoneal metastaz ya da pozitif sitoloji ile dnemli + Kotii Diff adenocarcinoma for laparoscopic slaging
olctde iliskili oldugu bildirilmistir. Bu nedenle risk faktérleri olan hastalarda, it o
ozellikle iki veya (g risk faktorl olan hastalarda evreleme laparoskopisi [ «T3-T4
yapilmalidir.
* Tsuchida K, et al World J Surgery. 2011; 35 :2703-2709. + Mide rezeksiyon érneklerinde patolojik evre T3/T4 ile M1 hastalig arasindaki korelasyon ...
* Hur H, et al J Surg Oncol. 2010; 102 :753-757. i Zg:mgju,s et n/.Perﬂrbeatg r!jil‘vlua%r;a E;j‘ i i with synchs i issemination or liver
A oo s surgery, . pp. 820
* Fujimura T, et al Endoscop. 2002; 34 :569-574. * Nassour |, et al The Yield of Staging Laparoscopy in Gastric Cancer is Affected by Racial and Ethnic Differences in Disease
« Sarela Al et al Am J Surg. 2006 Jan;191(1):134-8. Presentation. Ann Surg Oncol, 3017 Ju24(7):1/87-1794. do. 10.1243/510434-017-5805 7. pub 2017 Feb 13
t 1
Table 1 ic and clini i istics of patients with early and
L advanced GA (n = 867) &
€sso " ey § esso

* Gorunur karsinomatozu olmayan T3-T4 hastalarda yuksek pozitif
sitoloji oranina dayanarak, sitolojili evreleme laparoskopisinin
onerilmekte!!!

-+ Kazuhito Tsuchida, et al i.Indications for staging laparoscopy in clinical T4MO
Dec;35(12):2703—9.

* Pozitif sitolojiye sahip hastalarin gogundan intraperitoneal 'dékilme'
muhtemelen sorumlu olsa da, T1 ve T2 hastaligi olan hastalarda CY +
bildirimler mevcuttur;

* Rosenberg R, et al. Free peritoneal tumour cells are an independent prognostic factor in

curatively resected stage 1B gastric tarcinoma. Br J Surg 2006; 93: 325-331.
+ Allen, C.J., Blumenthaler, A.N., Das, P. et al. St
with early stage gastric adenocarcinoma. Worl

1g laparoscopy and peritoneal cytology in patients
f Surg Onc 18, 39 (2020).
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Preoperatif tedaviden sonra SL tekrarlayalim ?

+ Oncekievreleme CY (-), oo
PC (-),tekrar SL-CY ;%12 """
terapatik olmayan Z
laparotomi 6nlenebilir

* Evreleme laparoskopisi ,sitoloji ile yapiimali,hastanin tedavi
yonetimini iyilegtirir.

* >T1b Uzerinde ve stpheli M1 hastalikta endikedir.

* Palyasyonda yeri yoktur.

*  Kotu diff.tm-%14 M1 =
¢ Linitis-%37 M1 =
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* Mide kanserli hastalarda pozitif peritoneal sitolojinin ; OS sureleri 4-
15 ay

* 3 yillik sag kalim : % 0

« Bentrem D, et al. Ann Surg Oncol2005;12:347-53

Sitoloji + ? Risk yuksek .

* Ribeiro UJr, et al Surg Laparosc Endosc1998;8:132-5
* Ribeiro UJr, et al. ] Gastrointest Surg1998;2:244-9

+ Bonenkamp J}, et al BrJ Surg1996;83:672-4

* Burke EC, et al Ann Surg Oncol1998;5:411-5
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+ Neoadjuvan kemoterapiyi ,
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+ Bnce Cerrahi + oral 5-1 isini (tegafur-o.gi
+ XELOX veya FOLFOX
X R — S

+ Cerrahiyi takiben genisletilmis intraoperatif peritoneal lavaj (EIPL)
-/+ intraperitoneal kemoterapi (IPC)
« PIPAG; ve sistemik i i Cy+??
+ Sistemik kemoterapi (ikili veya tcli platin/floropirimidin kombinasyonlari)

* Smyth EC, Verheij M, Allum W, Cunningham D, Cervantes A, Arnold D, ESMO Guidelines Committee. Gastric cancer: ESMO
Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2016 Sep; 27(suppl 5):v38-v49.

+ Hedefe yonelik v
ramucirumab,pembrolizumab. )

+ Proflaktik hipek

deruxtecan,
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NEOADJUVANT KEMOTERAPI SONRASI KURATIF
REZEKSIYON
« Sitolojik durumun dénusimu (CY+ CY - ) saglandiginda,
neoadjuvan veya perioperatif kt en umut verici tedavidir.
* CY + ‘de ; ESMO ve NCCN kilavuzlari, sagkalimi ve yasam kalitesini
iyilestirdigi icin sistemik kemoterapi 6nerir
* Smyth EC, Verheij M, Allum W, Cunningham D, Cervantes A, Arnold D, ESMO Guidelines

Committee.Gastric cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up.Ann Oncol. 2016 Sep; 27(suppl 5):v38-v49.
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Positive peritor
N=291
+ 1993-2009 yil
+ 1241 (SL)/300 (CY+) /291
+ 93 CY+/P0
.o+ »cv-

* Mezhir, J.J., Shah, M.A., Jacks, L.M. et al. Positive Peritoneal Cytology in Patients with
Gastrl(c Can;:er Natural History and Outcome of 291 Patients. Ann Surg Oncol 17, 3173~
3180 (2010,
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* Badgwell, B., Cormier, J.N., Krishnan, S. et al. Does Neoadjuvant Treatment for Gastric Cancer Patients with

Positive Peritoneal Cytology at Staging Laparoscopy Improve Survival?.2008, Ann Surg Oncol 15, 2684-2691 .
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Valletti, M, Eshmuminov, D, Gnecco, N. et al. Gastric cancer with positive peritoneal eytology
survival benefit afier induction chemotherapy and conversion fo negative peritoneal eytology. World .J
of Surg Onc 19, 245 (2021).
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1.Evreleme laparoskopisinde pozitif ve negatif sitoloji; e EIPL ve/veya EIPL + IPC
* CY+, azalms sagkalm (HR, 3.46; %95 GA, 2.77-4.31; P < 0.0001) — s [ow/eom Sa kalim(%) ADJUVAN
v . ) o Imano ve ark. 10 56 S1/pakiitakSEL pakiitaksel
2.Neoadjuvan tedaviyi takiben negatif hale gelen baslangicta pozitif sitoloji, - o
neoadjuvan tedaviye ragmen pozitif kalan pozitif sitoloji ile karsilastiraldi. Nesive roste Shimada ve ark 22(3) 0/14,3/57,1 5-FU sisplatin
© Y+ === Y. >CY+ mmmp CY+ (HR, 0.42; %95 GA, 0.31- | ot Kuramotove ark.  88(3) 0/4,6/43,8 5FU sisiplatin
0.57; P <0.0001) PR A—
cramraen
3. ik periton gnm yoklugunda pozitif sitoloji, periton i i + Imano M, etal. Eur Surg Res. 2011;47:254-259.
hastalig ile karsilastinld. « Shimadas, et af Gastric Cancer, 2002/5:0168-0172
7 CY+PC- > CY+ PC+ (HR, 0.64; %95 GA, 0.56-0.73; P <0.0001) + Kuramoto M, Shimada S, Ikeshima S, Matsuo A, Yagi Y, Matsuda M, Yonemura Y,
ey [ Baba H. Extensive intraoperative peritoneal lavage as a standard prophylactic
« 8. Jamel, S.R. Markar; G. Malietzis, et al.Prognostic significance of peritoneal lavage cytology in strategy for peritoneal recurrence in patients with gastric carcinoma. Ann
staging gastric cancer: systematic review and meta-analysis Gastric Cancer; 21 (2018), pp. 10-18 Surg. 2009;250:242-246.
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TABLE 3. Comparison of Patterns of Recurrent Site

Site of IPC Surgery Alone
Recurrence ®w=9)  @=2) r
Peritoneum BOOFG 6897 <0010
Lymph node 3003%)  2(69%) 08495
Liver 104%)  104%) 07991
Lung 164%)  000%) 04445
Toul WO6E%K) (100 <0001

e rumbe of patets (%)

cly sgnace — w @ woow e
EIPL indses exensv inopeaive peroncl laag, IR, icaperioncl = = T v i
ety o S R S S

" CY+/PO ; EIPL+IPC

« EIPL+IPC> IPC (%43.8' karsi %4.6)

* IPC+NAK > IPC (HR 0.70; %95 C1 0.47-1.04; p=0.08) A systematic review and meta-analysis of gastric
cancer treatment in patients with positive peritoneal
cytology

Caros Suhady

a5 . Seven Tuck Foo Chan, Y0 Kaneke, Coong Phu Duong

> B Surg On

016 Aor 10

* S+IPC+EIPL (RR = 2.33, RR = 6.19) > S+IPC (RR = 1.62,

RR=3.10)>$ Effect of intraperitoneal chemotherapy and
+ Kuramoto M, Shimada S, Ikeshima S, Matsuo A, Yagi Y, Matsuda M, Yonemura Y, Baba H. Extensive peritoneal lavage in positive peritoneal cyrology in
intraoperative peritoneal lavage as a standard prophylactic strategy for peritoneal recurrence in patients with gastric cancer. Systematic review and meta-analysis
gastric carcinoma. Ann Surg. 2009;250:242-246.
Coccani ehen .Y Yonemra 4, P sugartake . o .M Crssl
G Montori y
s
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ical trial of ive il i il lavage
treatment for i (ccoG

Extensive peritoneal Tavag saline after curative
gastrectomy for gastric cancer (EXPEL): a
multicentre randomised controlled trial

AMELIYAT SONRASI ORAL S-1 KEMOTERAPI
[ Toum sabiomog | pertonatnika |

Yonemuraveark 28 53/9 (2 yil) 31/52

Kodera ve ark 47 47 (2 yil) 55,3

Ako ve ark 37 87,5/59ve59/17 30
(1ve3yi)

Yonemura Y, etaf Cancer Therapy. 2006:4:135-142.

Kodera, etal Eur Surg Oncol. 2009;35:1158-1163,

AkoE, et . Hepatogasiroenterology. 200855:1939-1942

Cabalag Cs, et al A systematic f positive
peritonealcytology. Gastric Cancer. 2015;18:11-22.
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Proflaktik HIPEK

¢ CY (+) PK (-) ‘de  mmmmm proflaktik mi ? terapotik mi ?

* Koga ve ark. ilk olarak 1988'de profilaksi hipertermik intraperitoneal
kemoterapinin (HIPEC) kullanimini bildirmistir , 3 yillik sagkalim ve
peritoneal nuks oranlarinda 6nemli iyilesme kaydedilmistir

* Koga s, et al. Cancer. 1988;61(2):232-7.
* Kogas, et al. Cancer 1988;61:232-7.

* Gecikmeli postoperatif IPC tedavisine kiyasla ; proflaktik intraoperatif
IPC lehine 5 yillik sagkalim oranlari Gzerine etkisi mecut.
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« HIPEK + S ve SA ; toplam 11 calisma dahil edildi:
* 1145 hasta 3 RKG, 8 NRKG
* Peritoneal niiks orani
* Kim J.Y,, et al Gastric Cancer. 2001;4:27-33.
« Genel sagkalim ; SA grubuna (22 ila 28.2 ay ) kiyasla, HIPEC + S (32ila
34.6 ay )grubunda genel sagkalim daha yuksek ,
* Hirose K et al. Oncology. 1999;57:106—-114.
* Morbiditeye(6); HIPEK + S (%16.7 - %60) ve SA (%25 ile %42.5 ) ,fark
yok!

« Feingold PL, et al. Adjuvant intraperit py for the of gastric cancer at B Licatll e
risk for it carecil is:a ic review. J Surg Onq ol1c-102.202, ¥l * Mortallte fal'k yOk
L §
g Cam ﬁ 4
a0
/\‘H\(}V\K'\).O‘I HI ONKOLOJI
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0 0
’ml
+ 1985-2016 Phaieid

* 11 RKG- 21 NRKG
« PC olmayan ;3-5 yillik OOS HIPEK lehine (risk orani [RR] = 0.82, P = 0.01)

* HIPEK, CY+ /PO ve N + hastalarda peritoneal metastazlari 6nlemede avantajli(RR=0.63,
%95 Cl 0.45-0.88, P<0.01)
« HIPEK, PC olan ve olmayan (RR = 2.17, P < 0.01) hastalarda 6nemli &l¢iide daha yiiksek
komplikasyon riski (sistemik ilag toksisitesi)
* Yiksek voliimlii merkezler
* HIPEK'in kullanimi igin iki temel secim kriteri ; CY + hastalik ve sinirli lenf nodu tutulumu
(pN 10>) en ok fayda saglayabilir.

* neoadjuvan+gastrektomi, neoadjuvan+gastrektomi+HIPEC anlamli fark

* 2016 — 2019 ,20 hst

6 CY+ ,14 PC+ (PKi : ort 2 (0-13))

« Tanidan itibaren 0S: 24,2 ay ,1-2-3 yil OS oranlari ; %90,50,28
* 49 aylik OOS -DFS, 4 hastadan 3 CY+ mmmmp CY- olanlar

A Phase II Trial of Cytoreduction, Gastrectomy, and
Hyperthermic Intraperitoneal Perfusion with
Chemotherapy for Patients with Gastric Cancer and

yok! Carcinomartosis or Positive Cytology
UlUsC
C 2 esso CERRAHI ONKOLOJI ‘1 esso
@“
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Cumulive cidence (C) o GC progresion vents

Paients with disease progression afer surgery alone and HIPEC plus surgery

Claractristics f isene progresion__Growp_ N (%9 Pralue

ol 45618) 0003

[ ———

D

Lisermet

[erm—

HIPEC sonrasi uzak lenfohematojen metastaz gelistirme
riskinin daha yiiksek

S+SCT+HIPEK> S+HIPEK (n:19) 3 yillik OOS %91,049,0'a
(P iogrni = 0.025)

ClinicalTrials.gov ‘sitesine gore, adjuvan IPC'nin etkinligini degerlendirmek
i¢in;12 calisma yiiriitilmektedir ;9'u adjuvan HIPEC'in etkinligini

& i Hard work
degerlendirmeye amaglamistir. oK fecame

el <— P

Proper andonizd e -
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Yeni ¢alismalar;

« Ameliyat sonrasi HIPEK sikluslarinin sayisi,
* Zamanlamasi,
* Akis hizi
« dozajindaki varyasyonlari
| pi ajanlarinin kombi (adj ve/veya perioperatif KT)
« Onceki ¢alismalarda ; mide kanserinde tek uygulamali HIPEK sonuglari iyilestirmede
neden daha az etkili oldugunu agiklayabilir

b:
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* Fransa’da 2014'te GASTRICHIP denemesi baglatildi, profilaktik
HIPEK'in seroza(T3-T4) ve/veya lenf nodu tutulumunu igeren ve/veya
pozitif sitolojiye (PC veya met. olmayan)sahip mide kanserli hastalar
tizerindeki etkilerini degerlendirmek igin ylrutilen prospektif bir
randomize faz Ill galismasi

* GASTRICHIP: D2 resection and hyperthermic intraperitoneal chemotherapy
in locally advanced gastric carcinoma: a randomized and multicenter phase
11l study
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* SONUGC:
 Laparoskopi + sitoloji evrelemede yeri var,
* Evre 4 hastalik siphesi varsa yap.
« Sitoloji + ,sistemik kemoterapi yarari yiiksek .
. oY+ cy-
« Kapsamli intraoperatif peritoneal lavaj umut verici bir yontem mi?
* Kombine rejimler ...
 CY +; Proflaktik hipek ;niiks riski yiiksek, iyi secilmis hastalarda,yiiksek
volimlu merkezlerde yapilabilir.
* GASTRICHIP 2023
* Galismalar....




