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KARCINOM ZALUDKU

Incidence vyrazné odlisna dle geografickeé lokalizace
5. nejcastéji dg karcinom na svete

3. nejcastejsi pricinou smrti onkologicky nemocnych

95% adenokarcinom- dle lokalizace proximalni x distalni
- dle histol. typu difuzni x intestinalni

V Evropé a USA posun k difuznimu typu proximalni casti zaludku

V zdpadnich zemich Casto dg v pokrocilém st. x Japonsko (screening)

V CR je ve stadiu I-II zachyceno max. 30% pac.



STAGING- TNM

8. edice AJCC ( American JointCommittee on Cancer)

klinicky staging cTNM ( nové dg pac.)

patologicky staging p TNM ( operovani bez predchozi terapie)

postneoadjuvantni staging ypTNM

Modifikace terminologie tu GE]J-

- tu zaujimajici GEJ s centrem tu dale nez 2 cm v obl. prox. zaludku =
gastricky karcinom

X méneé nez. 2 cm = esofagealni karcinom



7 VS 8 VERZE TNM

Gastric Cancer Stage Migration

7th AJCC TNM staging
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Overall survival (%)

Total N Median 95% Cl

1-year 3-year 5-year

Not reached
Not reached

1240 99.4 97.7 95.4
487 99,2 95.3 89.4
449 97.3 88.5 79.8 Not reached
626 93.6 80.1 69.7 Not reached
957 87.0 57.2 46.8 49.48
791 80.5 36.9 24.4 27.19
690 64.0 20.7 13.1 15.62

41.44-57.52
24.99-29.39
14.30-16.93




Tis, T1a
- endoskopické
resekce,
nebo operace

T1b
- operace

MODRA KNIHA COS

MO karcinomy
Zaludku a GEJ

potencialné
resekabilni

perioperacni
chemoterapie
neho
piredoperatni
chemoradioterapie
u GEJ

operace*

* primarni operace: u stenozujiciho &i krvacejiciho tumoru, pipadné u kontraindikace chemoterapie

neresekabilni

perioperaéni
chemoterapie
nebo
predoperaéni
chemoradioterapie
u GEJ

rezidualni
neresekabilni
nebo
M1: paliativni
terapie

CR, major
response: zvaiit
operaci




DIAGNOSTIKA
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STANOVENI M STADIA

EUS ?
CT 91 -100 % Velmi nizké
MRI Df dg jaternich lézi

PET CT (20 % neni zachyceno) ? g 8 5-50 %
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PERITONEALNI CYTOLOGIE

« AJCC staging klasifikuje pozitivni cytologii jako M1 onemocnéni

» Pozitivni cytologie v peritonealni lavazi je neg. prediktivnim faktorem, 5-leté preziti
téchto pac. odpovida pac. s nalezem PC

* Primarni chirurgicka léCba neni indikovana
(De Andrade JP, Mezhir J], The critical role of peritoneal cytology in the staging of gastric cancer: an evidence-based review, ] Surg Oncol 2014)

» LPSK s peritonedlni cytologii ind. u pac.s T vice nez Tlb a/nebo N+

* Doporuceni- LPSK k vyhodnoceni peritonealniho rozsevu a rozhodnuti o primalni reseki
ci CHRT




POZITIVNI PERITONEALNI CYTOLOGIE
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POZITIVNI PERITONEALNI CYTOLOGIE

Operace

Cy-vs IV p=0,001
Cy+ vs IV p=0,1047



PERIOPERACNI CHEMOTERAPIE

» T1,NO, MO- primarni lécba je chirurgicka

* T2-4 nebo N+, MO- standardem je apl. perioperacni CHT, cilem RO resekce
(neoadj. CHT zvysuje pocet radikdlnich operaci, studie MAGIC, EORTC 40954, FLOT4-
4 predoperacni a 4 pooperacni 2 tydenni cykly CHT, zlepsily preZivani ve srovnani s
reZzimem ECF- 50 x 35 mésict, 5-leté OS 45x36 %- na podkladé této studie je tento reZim

novym standardem )

e Stadium IV (T1-4, NO-3, M1)- paliativni CHT zlepsuje QoL a OS



KONVERZNI TERAPIE

—— Chemotherapy +Surgery (n=40) RO resection (n=32)

Chemotherapy alone (n=111) .
P3 R1, 2 resection (n=8)

Overall survival rate (%)
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Fukuchi Ann Surg Oncol 2015



PRIMARNE INOPERABILNI NADOR

Multi-layer PET-CT scan with intravenous application of
18fluor-desoxyglucosis (FDG), coronary layers: 67-year-
old female patient with multiple intra-thoracic and intra-
abdominal lymph node metastases and histologically
proven gastric adenocarcinoma. (A) Cervical (white arrow)

and paraaortal (white arrowheads) lymph node metastases
(M1 LYM) in a representative PET-CT scan prior to initiating
chemotherapy treatment;

Koucky Med Sci Monit 2011



B) After 3 cycles (6 months)
of high-dose 5-FU/FA as 24h-infusion (AlO regimen) plus
irinotecan, the PET-CT scan reveals a complete remission
(CR) of the cervical and paraaortal lymph node metastases
without evidence of vital tumor tissue. Subsequently, an
extended gastrectomy including a dissection of the cervical

and paraaortal lymph nodes (D3) was performed after
tumor downsizing (PR). The histopathological examination
of the resected tumor sample revealed both an RO situation
(ypT3, ypN3 (18/38), L1, V0, M0, G3) and a tumor regression
of 40%.

PRIMARNE INOPERABILNI NADOR

“

Koucky Med Sci Monit 2011



ENDOSKOPICKA LECBA

Alternativa chirurgicke lécby casnych stadii- Tis, Tla

EMR (endoscopic mucosal resection)

ESD (endoscopic submucosal dissection)- lepsi vysledky

Indikace k ER: casné st. karcinomu, mensi nez 2 cm, s jasnymi okraji, dobre nebo

stfredné diferencovany, bez invaze do submukdzy, bez meta do LU nebo lymf. cév



CHIRURGICKA LECBA

Cilem RO resekce (x 50% pac. RO resekce)
Adekvatni resekce min. 4 cm od tu pro T1b-T3 tu, T4 tu en block
resekce

Subtotalni gastrektomie pro distalni tu- stejné vysledky jako TGE, méné kompikaci (Bozzetti
F, Marubini E, Bonfanti G et al., Subtotal versus total gastrectomy for gastric cancer: five year survival rates in a
multicenter randomized Italian trial. Italian Gastrointestinal Tumor Study Group. Ann Surg 1999)

Proximalni gastrektomie nebo TGE pro prox. tu

Splenektomie neni doporucovana (Marano L, Rondelli F, Bartoli A et al. Oncologic effectiveness and

safety of splenectomi in total gastrectomy for proximal gastric carcinoma: meta- analysis od randomized
controlled trials. Anticancer Res 2018)




PALIATIVNI CHIRURGICKA LECBA

* Pouze u symptom. pacientii- obstrukce, krvaceni

 Paliativni chirurgicka lécba- resekce bez lymfadenektomie
- gastrojejunoanastomoza

- gastrostomie a nutritivni jejunostomie



LYMFADENEKTOMIE

 Dopor. min. 16 LU ( nicméné vyznam rozsahu

lymfadenektomie kontroverzni)

* DO- nekompletni odstranéni LU podél velké a
malé kurvatury

e D1- odstranéni velkého a malého omenta

 D2- D1+ odstranéni LU podé€l a. gastrica l. sin., a.
hepatica comm., truncus coeliacus, a. lienalis, z
hilu sleziny

* Gastrektomie + D2 lymfadenektomie
standardem ve V Asii, Evropa a USA doporucena




JATERNI METASTAZY

Synchronni 5 — 20%
Metachronni 25 — 30%

Paliativni CH(R)T

Best supportive care

Klinické studie

Navrzena Kklasifikace (JGCA)

H1 metastazy lokalizované do
jednoho laloku

H2 izolované metastazy v obou
lalocich

H3 mnohocetné metastazy v
obou lalocich



Leden 2018
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JATERNI METASTAZY

Fig. 2 Kaplan-Meier survival
analysis of the four propensity-
matched study groups: (1)
gastric cancer without liver

metastases treated by

gastrectomy (

cancer with liver metast

treated by gastrectomy and
hepatectomy (GGH): (3) gastric
cancer with liver metastases
treated by gastrectomy without
hepatectomy (GGNH): (4)
gastric cancer with liver
metastases treated with no
surgery (GNS

Cum Survival

30.00
Months

a— R 4 Group 1- GG

Group 2 - GGH

Group 3 - GGNH

Group 4 - GNS

Markar Gastric Cancer 2016



PERITONEALNI METASTAZY

* Peritonealni karcinomatéza (PC)
synchronne s prim. ca popisovana u
5-30% pacientu

* Median preziti 3-7mm
» Systémova CHT signifikantne

nezlepsuje OS u PC — median preziti
8-12mm.




PERITONEALNI METASTAZY

10 — 20 % nalez pri laparotomii s kurativnim
zamerem

fo) . . V4 4

15 — 50 % u tumoru s infiltraci serézy
Patients with peritoneal metastasis (N=88)
Median OS: 7.5 months

Patients without peritoneal metastasis (N=47)
Median OS: 14.0 months

P=0.001

35 — 60 % v pripade recidivy

40 — 60 % jedind lokalizace recidivy

Pri¢ina smrti u 20 — 40 % pacientu s karcinomem
zaludku
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PERITONEALNI METASTAZY

e T stadium karcinomu zaludku 2000 - 15  Recidiva karcinomu zaludku
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® hematogenni ® lymfaticka
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www.svod.cz Kasai 2017



HIPEC

» HIPEC- vysoka intraperitonedalni
koncentrace x nizka plasmaticka

* Hypertermie potencuje ucinek CHT




HIPEC

Indikace cytoredukce (CRS) + HIPEC:

1) paliativni s cilem zlepseni QoL (ascites)

2) terapeuticka- resekce + CRS + HIPEC- ind. pri limitované
peritonealni karcinomatoéze ( PCI max. 10-12, prip. Cy +)

3) adjuvantni/profylakticka s cilem zlepseni OS u nalezil s vysokym
rizikem vzniku periton. meta- T3, T4 a/ nebo N+

4) neoadjuvantni- pri PCI nad 12 bez dalsiho vykonu- v této indikaci
na vzestupu PIPAC apl. LPSK



HIPEC U KARCINOMU ZALUDKU
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Figure 4
Overall survival of 159 patients treated by complete cytoreductive surgery according to extent of
peritoneal metastases assessed by the Peritoneal Cancer Index (From reference 35 with permission).

Glehen 2010 Sasako 2011, Murata 2014



Residual cancer cell
burden

1:LAPAROSCOPY with HIPEC to diagnose PCI and histology

-~

2. Neoadjuvant bidirectional induction chemotherapy:

3: Extensive Intraperitoneal lavage (EIPL) before CRS

4: Cytoreductive Surgery (Peritonectomy)

5: Extensive Intraperitoneal lavage (EIPL) after CRS

6:hyperthermic intraperitoneal chemoperfusion (HIPEC)

7: Early postoperative
[P chemotherapy:
(EPIC)

v 4 v v v

YVYY ‘ 8: Late postoperative systemic .ch.cmnlhcrup_\'
start within 2 months

3. < o = = o 2 i d 3 & 9
Figure 1. Schedule of a comprehensive treatment for patients with PC from peritoneal malignancies.

Yonemura 2016




HIPEC

 Randomizované studie zejm. Asijskych zemi prokazuji snizeni
peritonealni rekurence a zlepseni OS po HIPEC

* Malé mn. studii vyhodnocuje efekt profylaktického HIPEC pri poz.
cytologii- 5- leté preziti 42% u pac. s poz. cytologii po gastrektomii a
HIPEC

(YonemuraY, Shinbo M, Hagiwara A. et al. Treatment for potentially curable gastric cancer patients with intraperitoneal

free cancer cells. Gastroenterological Surg. 2008)

* Metaanalyza 10 randomizovanych studii prokazuje sign. zlepseni OS po
HIPEC bez ohledu na to, zda byla podana adj. systémova CHT.

(Sun J, SongY, Wang Z, Gao P, et al. Benefits of hyperthermic intraperitoneal chemotherapy for patients with

serosal invasion in gastric cancer: a meta-analysis of the randomized controlled trials. BMC Cancer. 2012)



HIPEC

Vysledky CRS+ HIPEC nejsou tak dobré jako u jinych peritonedalnich malignit

V pripadé kompletni CRS (peritonektomie) je HIPEC povazZovan za prinosnou lécbu u

selektované Skupiny pacientﬁ. ( Cytoreductive Surgery With or Without Hyperthermic Intraperitoneal Chemotherapy for Gastric
Cancer With Peritoneal Metastases (CYTO-CHIP study): A Propensity Score Analysis, Bonnot PE, Piessen G, KepenekianV et al.,] Clin Oncol2019)

GASTRICHIP study- neni rozdil mortalite a morbidité mezi GE a GE + HIPEC

Zasadni vybér pacientu

kompletnost cytoredukce, HIPEC penetrace 3-4mm, neefektivni pri velkém residualnim tu
rozsah karcinomatézy (PCI)
pritomnost ascitu- median preziti 5Sm

nezavislym PG fa je odpovéd na neoadj. CHT



PIPAC- PRESSURISED INTRAPERITONEAL
AEROSOL CHEMOTHERAPY

Alternativa
intraperitonealniho
zpusobu apl. CHT



PIPAC

Systemic chemotherapy <:> PIPAC

PCl and
PRGS scores
taken

PCland
PRGS scores
taken

PCland
PRGS scores
taken

Chemo- Chemo- PIPAC Chemo- Chemo- PIPAC Chemo- Chemo- PIPAC
therapy therapy therapy therapy therapy therapy

CT scan
Tumour marker
Tumour board

PIPAC every 6 weeks (£2 weeks)

CT scan
Tumour marker
Tumour board

* Indikovan jako
neoadjuvantni lécba ve IV.
st., pri zjisténi PCI nad 12,
bez dalsiho vykonu

* Opakované reexplorace se
kombinuji se systémovou
CHT

* Laparoskopicky vykon

( Pressurised intraperitoneal aerosol
chemotherapy: rationale, evidence, and
potential indications, Mohammad
Alyami, Martin Hiibner, Fabian Grass,
The Lancet onkology 2019)



PIPAC

Chirurgické komplikace vzacné
Minimalni systémové plisobeni

Nebyla pozorovana hepato- ani nefrotoxicita

Klinicka odpoved pozorovana u 50-91%

Median pf‘eiiti 19m (M Alyami, PE Bonnot, F Mercier, et al.Pressurized intraperitoneal aerosol chemotherapy

(PIPAC) for nonresectable peritoneal metastasis from gastric cancer, Eur ] Surg Oncol, 2019)

14% pac. s medianem PCI 16 podstoupilo uspésnou sekundarni CRS + HIPEC po

neoadj. PIPAC (M Alyami,F Mercier, M Siebert, et al. Pressurized intraperitoneal aerosol chemotherapy
(PIPAC) before cytoreductive surgery and hyperthermic intraperitoneal chemotherapy for nonresectable
peritoneal metastasis Eur ] Surg Oncol, 2019)



PIPAC

el




ZAVER

* Pro onkology: pred zahajenim léCby dg peritonealniho rozsevu

VVVVVV

prognostickée faktory D2 lymfadenektomie

* Pro patology: vysetreni resekatu, predevsim poctu uzlin a resekcnich
okraju muze ovlivnit budouci QoL

* Pro MIDT: Selektovana skupina nemocnych muze profitovat z resekce
jaternich metastaz nebo HIPEC
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