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Giriş

Mide kanseri, dünya çapında en yaygın beşinci 
malignite ve dünya çapında kansere bağlı ölüm-
lerin üçüncü önde gelen nedenidir (1). Öncelikle 
Helicobacter pylori enfeksiyonu ile bağlantılı 
olsa da, mide kanseri insidansında büyük bölge-
sel farklılıklar vardır. Vakaların yaklaşık % 70’i 
Asya’da meydana gelmektedir (2). ABD ve Batı 
ülkelerinde, mide kanseri insidansı her yıl teşhis 
edilen yaklaşık 21.000 yeni vaka ile genel ortala-
madan daha düşüktür (3). Bu nedenle, Japonya’da 
Batı ülkelerinden daha farklı mide kanseri tedavi-
leri geliştirilmiş ve uygulamaya konmuştur. Mide 
kanserinde minimal invaziv tekniklerin kullanı-
mı konusunda hem Doğu hem de Batı’da birçok 
çalışma yapılmıştır. Bununla birlikte, hastaların 
Patofizolojik özellikleri gözönüne alındığında 
Doğu sonuçlarının Batılı hastalara genellenebi-
lirliğini sınırlandırabilecek farklılıklar olduğunu 
akılda tutmak önemlidir.

Japon cerrahlar, dünya çapında mide kanseri 
cerrahisinin gelişiminde ciddi anlamda etkili ol-
muş, gastrektomi ve lenfadenektomi ile ilgili bir-
çok teknik sunmuşlardır (4,5). Doğu’nun aksine, 
Batı’da majör tedavi stratejileri ise daha sınırlı lenf 
nodu diseksiyonu ve kemoradyoterapiyi içermek-
tedir (6,7). Japonya’dan yapılan klinik çalışmalar-
da, genişletilmiş radikal cerrahiler sonrası daha 

olumlu sonuçlara ulaşılamamış ve bu nedenle, 
ameliyat sonrası komplikasyonları en aza indir-
mek ve ameliyat sonrası yaşam kalitesini koru-
mak için daha minimal invaziv cerrahi teknikler 
tercih edilmeye başlanmıştır (8-10). Son çalışma-
larla, mide kanseri için yeni kemoterapi rejimleri 
onaylanmış ve moleküler hedefli ilaçlar ve immün 
kontrol noktası inhibitörleri gibi yeni terapötik 
stratejiler büyük dikkat çekmiştir.

Endoskopik Tedavi

Endoskopik mukozal rezeksiyon (EMR) ve en-
doskopik submukozal diseksiyon (ESD) dahil ol-
mak üzere endoskopik tedavi, erken mide kanseri 
için cerrahi bir alternatiftir. Endoskopik tedavinin 
etkinliğini cerrahi ile karşılaştıran faz III çalışma-
ları olmamasına rağmen, birçok diğer çalışma 
karşılaştırılabilir uzun dönem sonuçları olduğunu 
göstermiştir (11,12). Endoskopik tedavi, tam en-
blok rezeksiyonun beklendiği ve lenf nodu metas-
tazı olmayan mide kanseri vakaları için uygundur. 
Japon Mide Kanseri Derneği Tedavi Kılavuzu’nda 
(4. baskı) EMR / ESD için mutlak endikasyon 
kriterlerinin, ülsere olmayan cT1a hastalar ve 
diferansiye adenokarsinom tanısı konan ≤ 2 cm 
çapında tümörler olduğu belirtilmektedir (13). 
JCOG0607 (Japan Clinical Oncology Group) 
çalışmasında uzun süreli takipler sırasında ESD 



Mide Kanseri Tedavisinin Güncel Durumu 33

Kaynaklar

1.	 Ferlay J, Soerjomataram I, Dikshit R et al. Cancer 
incidence and mortality worldwide: sources, met-
hods and major patterns in GLOBOCAN 2012. Int 
J Cancer. 2015;136(5):E359-86.

2.	 Shen L, Shan YS, Hu HM et al. Management of 
gastric cancer in Asia: resource-stratified guideli-
nes. Lancet Oncol. 2013;14(12):535-47.

3.	 Pera M, Cameron AJ, Trastek V, et al. Increasing 
incidence of adenocarcinoma of the esophagus 
and esophagogastric junction. Gastroenterology 
1993;104:510-3.

4.	 Colvin H, Mizushima T, Eguchi H et al. Gast-
roenterological surgery in Japan: The past, the 
present and the future. Ann Gastroenterol Surg. 
2017;1(1):5-10.

5.	 Mukai Y, Kurokawa Y, Takiguchi S et al. Are treat-
ment outcomes in gastric cancer associated with 
either hospital volume or surgeon volume? Ann 
Gastroenterol Surg. 2017;1(3):186-92.

6.	 Eric VC, Xavier S, Baki T et al. Gastric cancer. Lan-
cet. 2016;388(10060):2654-64.

7.	 Nikolaos C, Panagiota E, Ioannis K et al. Medi-
cal management of gastric cancer: a 2017 update. 
Cancer Med. 2018;7(1):123-33.

8.	 Sasako M, Sano T, Yamamoto S et al. D2 lym-
phadenectomy alone or with para-aortic no-
dal dissection for gastric cancer. N Engl J Med. 
2008;359(5):453-62.

9.	 Sasako M, Sano T, Yamamoto S et al. Left thoraco-
abdominal approach versus abdominal-transhiatal 
approach for gastric cancer of the cardia or subcar-
dia: a randomised controlled trial. Lancet Oncol. 
2006;7(8):644-51.

10.	 Kurokawa Y, Doki Y, Mizusawa J et al. Bursectomy 
versus omentectomy alone for resectable gastric 
cancer (JCOG1001): a phase 3, open-label, rando-
mised controlled trial. Lancet Gastroenterol Hepa-
tol. 2018;3(7):460-8.

11.	 Uedo N, Iishi H, Tatsuta M et al. Longterm outco-
mes after endoscopic mucosal resection for early 
gastric cancer. Gastric Cancer. 2006;9(2):88-92.

12.	 Hirasawa T, Gotoda T, Miyata S et al. Incidence of 
lymph node metastasis and the feasibility of en-
doscopic resection for undifferentiated-type early 
gastric cancer. Gastric Cancer. 2009;12(3):148-52.

13.	 Japanese Gastric Cancer Association. Japanese 
gastric cancer treatment guidelines 2014 (ver. 4). 
Gastric Cancer. 2017;20(1):1-19.

14.	 Hasuike N, Ono H, Boku N et al. A non-randomi-
zed confirmatory trial of an expanded indication 
for endoscopic submucosal dissection for intesti-
nal-type gastric cancer (cT1a): the Japan Clinical 

Oncology Group study (JCOG0607). Gastric Can-
cer. 2018;21(1):114-23.

15.	 Takizawa K, Takashima A, Kimura A et al. A 
phase II clinical trial of endoscopic submucosal 
dissection for early gastric cancer of undifferen-
tiated type: Japan Clinical Oncology Group study 
JCOG1009/1010. Jpn J Clin Oncol. 2013;43(1):87-
91.

16.	 Cuschieri A, Fayers P, Fielding J et al. Postoperati-
ve morbidity and mortality after D1 and D2 resec-
tions for gastric cancer: preliminary results of the 
MRC randomised controlled surgical trial. Lancet. 
1996;347(9007):995-9.

17.	 Cuschieri A, Weeden S, Fielding J et al. Patient 
survival after D1 and D2 resections for gastric 
cancer: long-term results of the MRC randomized 
surgical trial. Surgical Co-operative Group. Br J 
Cancer. 1999;79(9-10):1522-30.

18.	 Bonenkamp JJ, Hermans J, Sasako M et al. Exten-
ded lymphnode dissection for gastric cancer. N 
Engl J Med. 1999;340(12):908-14.

19.	 Songun I, Putter H, Kranenbarg EM et al. Surgical 
treatment of gastric cancer: 15-year follow-up re-
sults of the randomised nationwide Dutch D1D2 
trial. Lancet Oncol. 2010;11(5):439-49.

20.	 Wu CW, Hsiung CA, Lo SS et al. Nodal dissecti-
on for patients with gastric cancer: a randomised 
controlled trial. Lancet Oncol. 2006;7(4):309-15.

21.	 National Comprehensive Cancer Network. NCCN 
guideline: gastric cancer [Internet]. [cited 2018 
Aug 30].

22.	 Smyth EC, Verheij M, Allumo W et al. Gastric 
cancer: ESMO Clinical Practice Guidelines for 
diagnosis, treatment and followup. Ann Oncol. 
2016;27(suppl 5):38-49.

23.	 Kurokawa Y, Sasako M, Sano T et al. Ten-year 
follow-up results of a randomized clinical trial 
comparing left thoracoabdominal and abdominal 
transhiatal approaches to total gastrectomy for 
adenocarcinoma of the oesophagogastric junction 
or gastric cardia. Br J Surg. 2015;102(4):341-8.

24.	 Sano T, Sasako M, Mizusawa J et al. Randomized 
controlled trial to evaluate splenectomy in total 
gastrectomy for proximal gastric carcinoma. Ann 
Surg. 2017;265(2):277-83.

25.	 Saito T, Kurokawa Y, Miyazaki Y et al. Which is 
a more reliable indicator of survival after gastric 
cancer surgery: Postoperative complication occur-
rence or C-reactive protein elevation? J Surg On-
col. 2015;112(8):894-9.

26.	 Tokunaga M, Tanizawa Y, Bando E et al. Poor 
survival rate in patients with postoperative int-
ra-abdominal infectious complications following 
curative gastrectomy for gastric cancer. Ann Surg 
Oncol. 2013;20(5):1575-83.



Mide Kanserine Minimal İnvaziv Yaklaşım34

27.	 Kitagawa Y, Fujii H, Mukai M et al. Radio-guided 
sentinel node detection for gastric cancer. Br J 
Surg. 2002;89(5):604-8.

28.	 Kitagawa Y, Takeuchi H, Takagi Y et al. Senti-
nel node mapping for gastric cancer: a prospe-
ctive multicenter trial in Japan. J Clin Oncol. 
2013;31(29):3704-10.

29.	 Katai H, Sasako M, Fukuda H et al. Safety and fe-
asibility of laparoscopy-assisted distal gastrectomy 
with suprapancreatic nodal dissection for clinical 
stage I gastric cancer: a multicenter phase II trial 
(JCOG 0703). Gastric Cancer. 2010;13(4):238-44.

30.	 Hiki N, Katai H, Mizusawa J et al. Long-term out-
comes of laparoscopy-assisted distal gastrectomy 
with suprapancreatic nodal dissection for clinical 
stage I gastric cancer: a multicenter phase II trial 
(JCOG0703). Gastric Cancer. 2018;21(1):155-61.

31.	 Katai H, Mizusawa J, Katayama H et al. Short-term 
surgical outcomes from a phase III study of lapa-
roscopy-assisted versus open distal gastrectomy 
with nodal dissection for clinical stage IA/IB gast-
ric cancer: Japan Clinical Oncology Group Study 
JCOG0912. Gastric Cancer. 2017;20(4):699-708.

32.	 Kim W, Kim HH, Han SU et al. Decreased morbi-
dity of laparoscopic distal gastrectomy compared 
with open distal gastrectomy for stage I gastric 
cancer: short-term outcomes from a multicenter 
randomized controlled trial (KLASS-01). Ann 
Surg. 2016;263(1):28-35.

33.	 Lee HJ, Kim HH, Han SU et al. Morbidity and 
mortality after laparoscopy-assisted and open dis-
tal gastrectomy for stage I gastric cancer: Results 
from a multicenter randomized controlled trial 
(KLASS-01). J Clin Oncol. 2015;33(suppl 3; abstr 
4).

34.	 Lee SW, Etoh T, Ohyama T et al. Short-term out-
comes from a multi-institutional, phase III study 
of laparoscopic versus open distal gastrectomy 
with D2 lymph node dissection for locally ad-
vanced gastric cancer (JLSSG0901). J Clin Oncol. 
2017;35(suppl; abstr 4029).

35.	 Lee HJ, Hyung WJ, Yang HK et al. Decreased mor-
bidity of laparoscopic distal gastrectomy with D2 
lymphadenectomy compared with open distal 
gastrectomy for locally advanced gastric cancer: 
Short term outcomes from multicenter rando-
mized controlled trial (KLASS-02). J Clin Oncol. 
2016;34(suppl; abstr 4062).

36.	 Li G, Yu J, Huang C et al. Laparoscopic versus open 
surgery for advanced gastric cancer. J Clin Oncol. 
2018;36(suppl; abstr 4058).

37.	 Hyung WJ, Yang HK, Han SU et al. A feasibility 
study of laparoscopic total gastrectomy for clinical 
stage I gastric cancer: a prospective multi-center 
phase II clinical trial, KLASS 03.  Gastric Can-
cer, (2019).22(1), 214-222.

38.	 Caruso S, Franceschini F, Patriti A et al. Robot-as-
sisted laparoscopic gastrectomy for gastric cancer. 
World J Gastrointest Endosc. 2017;9(1):1-11.

39.	 Tokunaga M, Makuuchi R, Miki Y et al. Late phase 
II study of robot-assisted gastrectomy with nodal 
dissection for clinical stage I gastric cancer. Surg 
Endosc. 2016;30(8):3362-7.

40.	 Nakajima T, Kinoshita T, Nashimoto A et al. Ran-
domized controlled trial of adjuvant uracil-tegafur 
versus surgery alone for serosa-negative, locally ad-
vanced gastric cancer. Br J Surg. 2007;94(12):1468-
76.

41.	 Sakuramoto S, Sasako M, Yamaguchi T et al. 
Adjuvant chemotherapy for gastric cancer with 
S-1, an oral fluoropyrimidine. N Engl J Med. 
2007;357(18):1810-20.

42.	 Sasako M, Sakuramoto S, Katai H et al. Five-year 
outcomes of a randomized phase III trial compa-
ring adjuvant chemotherapy with S-1 versus sur-
gery alone in stage II or III gastric cancer. J Clin 
Oncol. 2011;29(33):4387-93.

43.	 Tsuburaya A, Yoshida K, Kobayashi M et al. Sequ-
ential paclitaxel followed by tegafur and uracil 
(UFT) or S-1 versus UFT or S-1 monotherapy as 
adjuvant chemotherapy for T4a/b gastric cancer 
(SAMIT): a phase 3 factorial randomised control-
led trial. Lancet Oncol. 2014;15(8):886-93.

44.	 Noh SH, Park SR, Yang H-K et al. Adjuvant cape-
citabine plus oxaliplatin for gastric cancer after D2 
gastrectomy (CLASSIC) :5-year follow-up of an 
open-label, randomised phase 3 trial. Lancet On-
col. 2014;15(12):1389-96.

45.	 Yoshikawa T, Terashima M, Mizusawa J et al. A 
randomized phase III trial comparing 4 courses 
and 8 courses of S-1 adjuvant chemotherapy for 
p-stage II gastric cancer: JCOG1104 (OPAS-1). 
Ann Oncol. 2017;28(suppl; abstr 626PD).

46.	 Kodera Y, Yoshida K, Kochi M et al. A randomi-
zed phase III study comparing S-1 plus docetaxel 
with S-1 alone as a postoperative adjuvant che-
motherapy for curatively resected stage III gast-
ric cancer (JACCRO GC-07 trial). J Clin Oncol. 
2018;36(suppl; abstr 4007).

47.	 Macdonald JS, Smalley SR, Benedetti J et al. Che-
moradiotherapy after surgery compared with 
surgery alone for adenocarcinoma of the stoma-
ch or gastroesophageal junction. N Engl J Med. 
2001;345(10):725-30.

48.	 Park SH, Sohn TS, Lee J et al. Phase III trial to 
compare adjuvant chemotherapy with capecitabi-
ne and cisplatin versus concurrent chemoradiot-
herapy in gastric cancer: Final report of the adju-
vant chemoradiotherapy in stomach tumors trial, 
including survival and subset analyses. J Clin On-
col. 2015;33(28):3130-6.



Mide Kanseri Tedavisinin Güncel Durumu 35

49.	 Cats A, Jansen EPM, van Grieken NCT et al. 
Chemotherapy versus chemoradiotherapy after 
surgery and preoperative chemotherapy for rese-
ctable gastric cancer (CRITICS): an international, 
open-label, randomised phase 3 trial. Lancet On-
col. 2018;19(5):616-28.

50.	 Cunningham D, Allum WH, Stenning SP et al. Pe-
rioperative chemotherapy versus surgery alone for 
resectable gastroesophageal cancer. N Engl J Med. 
2006;355(1):11-20.

51.	 Al-Batran SE, Hofheinz RD, Pauligk C et al. His-
topathological regression after neoadjuvant do-
cetaxel, oxaliplatin, fluorouracil, and leucovorin 
versus epirubicin, cisplatin, and fluorouracil or 
capecitabine in patients with resectable gastric 
or gastrooesophageal junction adenocarcinoma 
(FLOT4-AIO): results from the phase 2 part of a 
multicentre, open-label, randomised phase 2/3 tri-
al. Lancet Oncol. 2016;17(12):1697-708.

52.	 Al-Batran SE, Homann N, Schmalenberg H et 
al. Perioperative chemotherapy with docetaxel, 
oxaliplatin, and fluorouracil/ leucovorin (FLOT) 
versus epirubicin, cisplatin, and fluorouracil or 
capecitabine (ECF/ECX) for resectable gastric or 
gastroesophageal junction (GEJ) adenocarcinoma 
(FLOT4): A multicenter, randomized phase 3 trial. 
J Clin Oncol. 2017;35(suppl; abstr 4004).

53.	 Iwasaki Y, Sasako M, Yamamoto S et al. Phase II 
study of preoperative chemotherapy with S-1 and 
cisplatin followed by gastrectomy for clinically 
resectable type 4 and large type 3 gastric cancers 
(JCOG0210). J Surg Oncol. 2013;107(7):741-5.

54.	 Iwasaki Y, Terashima M, Mizusawa J et al. Ran-
domized phase III trial of gastrectomy with or 
without neoadjuvant S-1 plus cisplatin for type 4 
or large type 3 gastric cancer: Japan Clinical On-
cology Group study (JCOG0501). J Clin Oncol. 
2018;36(suppl; abstr 4046).

55.	 Tsuburaya A, Mizusawa J, Tanaka Y et al. Neoadju-
vant chemotherapy with S-1 and cisplatin followed 
by D2 gastrectomy with para-aortic lymph node 
dissection for gastric cancer with extensive lymph 
node metastasis. Br J Surg. 2014;101(6):653-60.

56.	 Park I, Ryu MH, Choi YH et al. A phase II study of 
neoadjuvant docetaxel, oxaliplatin, and S-1 (DOS) 
chemotherapy followed by surgery and adjuvant 
S-1 chemotherapy in potentially resectable gast-
ric or gastroesophageal junction adenocarcinoma. 
Cancer Chemother Pharmacol. 2013;72(4):815-
23.

57.	 Sun J, Song Y, Wang Z et al. Clinical significance of 
palliative gastrectomy on the survival of patients 
with incurable advanced gastric cancer: a syste-
matic review and meta-analysis. BMC Cancer. 
2013;13(1):577.

58.	 Nie RC, Chen S, Yuan SQ et al. Significant role of 
palliative gastrectomy in selective gastric cancer 
patients with peritoneal dissemination: A pro-
pensity score matching analysis. Ann Surg Oncol. 
2016;23(12):3956-63.

59.	 Fujitani K, Yang HK, Mizusawa J et al. Gastrectomy 
plus chemotherapy versus chemotherapy alone for 
advanced gastric cancer with a single non-curable 
factor (REGATTA): a phase 3, randomised cont-
rolled trial. Lancet Oncol. 2016;17(3):309-18.

60.	 Boku N, Yamamoto S, Fukuda H et al. Fluorouracil 
versus combination of irinotecan plus cisplatin ver-
sus S-1 in metastatic gastric cancer: a randomised 
phase 3 study. Lancet Oncol. 2009;10(11):1063-9.

61.	 Koizumi W, Narahara H, Hara T et al. S-1 plus 
cisplatin versus S-1 alone for first-line treatment 
of advanced gastric cancer (SPIRITS trial): a phase 
III trial. Lancet Oncol. 2008;9(3):215-21.

62.	 Yamada Y, Boku N, Mizusawa J et al. Phase III 
study comparing triplet chemotherapy with S-1 
and cisplatin plus docetaxel versus doublet chemo-
therapy with S-1 and cisplatin for advanced gastric 
cancer (JCOG1013). J Clin Oncol. 2018;36(suppl; 
abstr 4009).

63.	 Yamada Y, Higuchi K, Nishikawa K et al. Phase III 
study comparing oxaliplatin plus S-1 with cisplatin 
plus S-1 in chemotherapy-naïve patients with ad-
vanced gastric cancer. Ann Oncol. 2015;26(1):141-
8.

64.	 Cunningham D, Okines AF, Ashley S et al. Capeci-
tabine and oxaliplatin for advanced esophagogast-
ric cancer. N Engl J Med. 2008;358(1):36-46.

65.	 Bang Y-J, Van Cutsem E, Feyereislova A et al. 
Trastuzumab in combination with chemothe-
rapy versus chemotherapy alone for treatment 
of HER2-positive advanced gastric or gastroo-
esophageal junction cancer (ToGA): a phase 3, 
open-label, randomised controlled trial. Lancet. 
2010;376(9742):687-97.

66.	 Kurokawa Y, Sugimoto N, Miwa H et al. Phase II 
study of trastuzumab in combination with S-1 plus 
cisplatin in HER2 positive gastric cancer (HER-
BIS-1). Br J Cancer. 2014;110(5):1163-8.

67.	 Fuchs CS, Tomasek J, Yong CJ et al. Ramuciru-
mab monotherapy for previously treated advanced 
gastric or gastrooesophageal junction adenocarci-
noma (REGARD): an international, randomised, 
multicentre, placebo-controlled, phase 3 trial. 
Lancet. 2014;383(9911):31-9.

68.	 Wilke H, Muro K, Van Cutsem E et al. Ramuciru-
mab plus paclitaxel versus placebo plus paclitaxel 
in patients with previously treated advanced gast-
ric or gastro-oesophageal junction adenocarci-
noma (RAINBOW): a double-blind, randomised 
phase 3 trial. Lancet Oncol. 2014;15(11):1224-35.



Mide Kanserine Minimal İnvaziv Yaklaşım36

69.	 Fuchs CS, Shitara K, Bartolomeo MD et al. 
RAINFALL: A randomized, double-blind, pla-
cebo-controlled phase III study of cisplatin (Cis) 
plus capecitabine (Cape) or 5FU with or without 
ramucirumab (RAM) as first-line therapy in pa-
tients with metastatic gastric or gastroesophageal 
junction (G-GEJ) adenocarcinoma. J Clin Oncol. 
2018;36(suppl 4S; abstr 5).

70.	 Shitara K, Takashima A, Fujitani K. Nab-paclitaxel 
versus solvent-based paclitaxel in patients with 
previously treated advanced gastric cancer (AB-
SOLUTE): an open-label, randomised, non-inferi-
ority, phase 3 trial. Lancet Gastroenterol Hepatol. 
2017;2(4):277-87.

71.	 Kang YK, Boku N, Satoh T et al. Nivolumab in pa-
tients with advanced gastric or gastro-oesophageal 

junction cancer refractory to, or intolerant of, at 
least two previous chemotherapy regimens (ONO-
4538-12, ATTRACTION-2): a randomised, doub-
le-blind, placebo-controlled, phase 3 trial. Lancet. 
2017;390(10111):2461-71

72.	 Fuchs CS, Doi T, Jang RW et al. Safety and efficacy 
of pembrolizumab monotherapy in patients with 
previously treated advanced gastric and gastroe-
sophageal junction cancer: phase 2 clinical KEY-
NOTE-059 trial. JAMA Oncol. 2018;4(5):e180013.

73.	 Fuchs CS, Ozguroglu M, Bang YJ et al. Pembro-
lizumab (pembro) vs paclitaxel (PTX) for previ-
ously treated advanced gastric or gastroesophageal 
junction (G/GEJ) cancer: Phase 3 KEYNOTE-061 
trial. J Clin Oncol. 2018;36(suppl; abstr 4062).




