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Mide Kanseri Tedavisinde 
Güncel Onkolojik Yaklaşım

Giriş

Mide kanseri tüm dünyada en sık görülen 
beşinci ve en ölümcül üçüncü kanser tipidir. 
Erkeklerde kadınlardan daha fazla görülmek-
le beraber mide kanseri coğrafyalara göre de 
sıklık açısından farklılık göstermektedir; en 
yüksek Doğu Asya’da olup sırasıyla azala-
rak Doğu Avrupa, Güney Amerika, en az ise 
Kuzey Amerika’da tespit edilmektedir. Sıklık 
farklılığına ek olarak doğudan batıya tümörün 
biyolojisi de farklılık göstermektedir. Doğu 
ülkelerindeki tümörlerde (Japonya, Kore) taşlı 
yüzük hücreli tip ve proksimal mide tutulumu 
daha azdır, bu sayede tedaviye alınan yanıtlar 
ve yaşam oranları Batı ülkelerine göre daha 
yüksektir (1, 2).

Risk Faktörleri

Mide kanseri risk faktörlerini kontrol edile-
meyenler ve edilebilenler olarak ikiye ayırabi-

liriz. Yaş, cinsiyet ve ırk kontrol edilemeyen, 
helikobakter pilori (HP) enfeksiyonu (En sık 
enfektif sebep), ebstein barr virüsü (EBV), 
sigara, yüksek nitrit içeren beslenme tarzı en 
önemli kontrol edilebilen risk faktörlerin-
dendir. Ek olarak daha önce mide ameliyatı 
geçirmiş olmak, pernisyöz anemi ve genetik 
faktörler de sebeplerdendir. Mide kanserinde 
en güçlü ilişkiye sahip genetik sebep herediter 
diffüz gastrik kanser (CDH1) sendromudur. 
Diğer genetik sebepler ise Lynch sendromu, 
herediter meme ve over kanseri (BRCA), Li 
Fraumeni, ailesel adenomatoz polipozis ve 
peutz jegher sendromudur (3).

Patoloji ve Biyoloji

Mide kanseri histolojik olarak en sık adeno-
karsinom tipinde olup daha nadir olarak len-
foma, leiomyosarkom, gastrointestinal stro-
mal tümör ve nöroendokrin tümörlerde de 
tespit edilebilmektedir (4).
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KAPEOX, HER2 pozitif hastalarda ise FOL-
FOX/KAPEOX+TRASTUZUMAB rejimleri-
nin kullanılmasıdır. Ancak son dönemde İKNİ 
ajanlarının özellikle kemoterapilerle kombine 
edilmesi sonucunda standart tedavilere göre 
daha iyi yanıtlar alındığı gösterilmektedir. Bu 
sebeple yakın zamanda kemoterapi+İKNİ ± 
hedefe yönelik ajan kombinasyonlarının stan-
dart tedavilerden biri olabileceği düşünülmek-
tedir. Bununla beraber giderek artan sayıda 
hedefe yönelik ajanlarla ilgili çalışmalar de-
vam etmektedir. Sonuç olarak kanser tedavisi 
sürekli güncellenen ve yeni tedavi modalitele-
rinin ortaya çıktığı bir alandır. Mide kanseri 
tedavisinin de zaman içinde birçok değişime 
açık olduğu gözükmektedir.

Kaynaklar

1.	 Russo AE, Strong VE. Gastric cancer etiology and 
management in Asia and the West. Annu Rev Med. 
2019;70:353-367.

2.	 Rawla P, Barsouk A. Epidemiology of gastric cancer: 
global trends, risk factors and prevention. Prz Gastro-
enterol. 2019;14(1):26-38.

3.	 Cheng XJ, Li JC, Tu SP. Etiology and prevention of 
gastric cancer. Gastrointest Tumors. 2016;3:25-36.

4.	 Grabsch HI, Tan P. Gastric cancer pathology and 
underlying molecular mechanisms. Dig Surg. 
2013;30(2);150-158.

5.	 Berlth F, Bollschweiler E, Drebber U, et al. Pathohis-
tological classification systems in gastric cancer: diag-
nostic relevance and prognostic value. World J Gastro-
enterol. 2014;20(19);5679-5684.

6.	 Nagtegaal ID, Odze RD, Klimstra D, et al. The 2019 
WHO classification of tumours of the digestive system. 
Histopathology. 2020;76(2):182-188.

7.	 Hu B, El Hajj N, Sittler S, et al. Gastric cancer: Classi-
fication, histology and application of molecular patho-
logy. J Gastrointest Oncol. 2012;3(3):251-261.

8.	 Cisło M, Filip AA, Arnold Offerhaus GJ, et al. Distinct 
molecular subtypes of gastric cancer: from Laurén to 
molecular pathology. Oncotarget. 2018;9(27):19427-
19442.

9.	 Wang Q, LiuG, Hu C. Molecular classification of 
gastric adenocarcinoma. Gastroenterology Res. 
2019;12(6):275-282.

10.	 Maconi G, Manes G, Porro GB. Role of symptoms in 
diagnosis and outcome of gastric cancer. World J Gast-
roenterol. 2008;14(8):1149-1155.

11.	 Layke JC, Lopez PP. Gastric cancer: diagnosis and tre-
atment options. Am Fam Physician. 2004;69(5):1133-
1140.

12.	 Gullo I, Carneiro F, Oliveira C, et al. Heterogeneity in 
gastric cancer: from pure morphology to molecular 
classifications. Pathobiology. 2018;85(1-2):50-63.

13.	 Ikoma N, Lee JH, Bhutani MS, et al. Preoperative ac-
curacy of gastric cancer staging in patient selection 
for preoperative therapy: race may affect accuracy of 
endoscopic ultrasonography. J Gastrointest Oncol. 
2017;8(6):1009-1017.

14.	 Harada K, Patnana M, Wang X, et al. Low metabolic ac-
tivity in primary gastric adenocarcinoma is associated 
with resistance to chemoradiation and the presence of 
signet ring cells. Surg Today. 2020;50(10):1223-1231.

15.	 Redondo-Cerezo E, Martínez-Cara JG, Jiménez-Ro-
sales R, et al. Endoscopic ultrasound in gastric cancer 
staging before and after neoadjuvant chemotherapy. A 
comparison with PET-CT in a clinical series. United 
European Gastroenterol J. 2017;5(5):641-647.

16.	 Gertsen EC, Brenkman HJF, van Hillegersberg R, et 
al. 18F-Fludeoxyglucose–Positron Emission Tomog-
raphy/Computed Tomography and Laparoscopy for 
Staging of Locally Advanced Gastric Cancer: A Mul-
ticenter Prospective Dutch Cohort Study (PLASTIC). 
JAMA Surg. 2021:e215340.

17.	 Liu JY, Peng CW, Yang XJ, et al.The prognosis role 
of AJCC/UICC 8th edition staging system in gast-
ric cancer, a retrospective analysis. AmJ Transl Res. 
2018;10(1):292-303.

18.	 Joshi SS, Badgwell BD. Current treatment and re-
cent progress in gastric cancer. CA Cancer J Clin. 
2021;71(3):264-279.

19.	 Siebenhüner AR, De Dosso S, Helbling D, et al. Ad-
vanced Gastric Cancer: Current Treatment Landscape 
and a Future Outlook for Sequential and Personalized 
Guide: Swiss Expert Statement Article. Oncol Res Tre-
at. 2021;44(9):485-494.

20.	 Orditura M, Galizia G, Sforza V, et al. Treatment of 
gastric cancer. World J Gastroenterol. 2014;20(7):1635-
1649.

21.	 Ko WJ, Song GW, Kim WH, et al. Endoscopic rese-
ction of early gastric cancer: current status and new 
approaches. Transl Gastroenterol Hepatol. 2016;1:24.

22.	 Field K, Michael M, Leong T. Locally advanced and 
metastatic gastric cancer: current management and 
new treatment developments. Drugs. 2008;68(3):299-
317.

23.	 Denlinger CS, Matkowskyj KA, Mulcahy MF. Gastric 
and esophageal cancers: Guidelines updates. J Natl 
Compr Canc Netw. 2021;19:639-643.

24.	 Stewart C, Chao J, Chen YJ, et al.Multimodality mana-
gement of locally advanced gastric cancer—the timing 
and extent of surgery. Transl Gastroenterol Hepatol. 
2019;4:42.

25.	 Choi AH, Kim J, Chao J. Perioperative chemotherapy 
for resectable gastric cancer: MAGIC and beyond. 
World J Gastroenterol. 2015;21(24):7343-7348.

26.	 Hashemzadeh S, Pourzand A, Somi MH, et al. The ef-
fects of neoadjuvant chemotherapy on resectability of 
locally-advanced gastric adenocarcinoma: a clinical 
trial. Int J Surg. 2014;12(10):1061-1069.



Mide Kanseri Tedavisinde Güncel Onkolojik Yaklaşım 157

27.	 Hu SB, Liu CH, Wang X, et al. Pathological evaluation 
of neoadjuvant chemotherapy in advanced gastric can-
cer. World J Surg Oncol. 2019;17(1):3.

28.	 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.

29.	 Cunningham D, Starling N, Rao S, et al. Capecitabine 
and oxaliplatin for advanced esophagogastric cancer. 
N Engl J Med. 2008;358(1):36-46.

30.	 Bradley CA. Perioperative FLOT superior to ECF/X. 
Nat Rev Clin Oncol. 2019;16(8):465.

31.	 Petrillo A, Pompella L, Tirino G, et al. Perioperative 
treatment in resectable gastric cancer: current perspe-
ctives and future directions. Cancers. 2019;11(3):399.

32.	 De Andrade, JP., Ahn, HS., Chao, J., et al. (2020). Tu-
mor response score with neoadjuvant FLOT versus 
FOLFOX in gastric cancer patients: Results from a 
United States-based cohort. 2020 ASCO Annual Mee-
ting I.

33.	 Al-Batran, S-E.Hofheinz RD, Schmalenberg H, et al. 
1424MO Perioperative FLOT plus ramucirumab ver-
sus FLOT alone for resectable esophagogastric adeno-
carcinoma–Updated results and subgroup analyses of 
the randomized phase II/III trial RAMSES/FLOT7 of 
the German AIO and Italian GOIM. Annals of Onco-
logy. 2020;31:S901.

34.	 Di Bartolomeo M, Niger M, Tirino G, et al. Ramuci-
rumab as second-line therapy in metastatic gastric 
cancer: real-world data from the RAMoss study. Tar-
getBOncol. 2018;13(2):227-234.

35.	 Hofheinz, RD., Haag, GM., Ettrich, TJ., et al. (2020). 
Perioperative trastuzumab and pertuzumab in combi-
nation with FLOT versus FLOT alone for HER2-posi-
tive resectable esophagogastric adenocarcinoma: Final 
results of the PETRARCA multicenter randomized 
phase II trial of the AIO. 2020 ASCO Annual Meeting I.

36.	 Kim IH. Current status of adjuvant chemotherapy for 
gastric cancer. World J Gastrointest Oncol. 2019;11(9): 
679-685.

37.	 Bang YJ, Kim YW, Yang HK, et al. Adjuvant capecita-
bine and oxaliplatin for gastric cancer after D2 gastre-
ctomy (CLASSIC): a phase 3 open-label, randomised 
controlled trial. Lancet. 2012;379(9813):315-321.

38.	 Sun KK, Wang QH, Wu YY. Challenges surrounding 
postoperative adjuvant chemotherapy for T2N0 gastric 
cancer. Oncol Lett. 2020;20(5):126.

39.	 Sakuramoto S, Sasako M, Yamaguchi T, et al. Adjuvant 
chemotherapy for gastric cancer with S-1, an oral fluo-
ropyrimidine. N Engl J Med. 2007;357(18):1810-1820.

40.	 Yoshida, K., Kodera, Y., Kochi, M., et al. (2021).Con-
firmed three-year RFS and OS of the randomized trial 
of adjuvant S-1 versus S-1 plus docetaxel after curative 
resection of pStage III gastric cancer (JACCRO GC-
07). 2021, American Society of Clinical Oncology.

41.	 Schernberg A, Rivin Del Campo E, Rousseau B, et al. 
Adjuvant chemoradiation for gastric carcinoma: State 
of the art and perspectives. Clin Transl Radiat Oncol. 
2018;10:13-22.

42.	 Shinde A, Novak J, Amini A, et al.The evolving role of 
radiation therapy for resectable and unresectable gast-
ric cancer. Transl Gastroenterol Hepatol. 2019;4:64.

43.	 Fan M, Hu W, Zhang Z. Chemoradiation for gastric 
cancer: controversies, updates and novel techniques. 
Br J Radiol. 2015;88(1051):20150027.

44.	 Conroy T, Galais MP, Raoul JL, et al. Definitive che-
moradiotherapy with FOLFOX versus fluorouracil and 
cisplatin in patients with oesophageal cancer (PRODI-
GE5/ACCORD17): final results of a randomised, pha-
se 2/3 trial. Lancet Oncol. 2014;15(3):305-314.

45.	 Zhao L, Li J, Bai C, et al. Multi-modality treatment for 
patients with metastatic gastric cancer: a real-world 
study in China. Front Oncol. 2019;9:1155.

46.	 Kumar V, Soni P, Garg M, et al. Emerging therapies 
in the management of advanced-stage gastric cancer. 
Front Pharmacol. 2018;9:404.

47.	 Wagner AD, Syn NL, Moehler M, et al. Chemotherapy 
for advanced gastric cancer. Cochrane Database Syst 
Rev. 2017:8.

48.	 Yun T, Wang S, Jiang B, et al. Significance of Detection 
of the HER2 Gene and PD-1/PD-L1 in Gastric Cancer. 
J Oncol. 2020;2020.

49.	 Cotes Sanchís A, Gallego J, Hernandez R, et al. Se-
cond-line treatment in advanced gastric cancer: data 
from the Spanish AGAMENON registry. PloS One. 
2020;15(7):e0235848.

50.	 Bang YJ, Van Cutsem E, Feyereislova A, et al. Trastu-
zumab in combination with chemotherapy versus che-
motherapy alone for treatment of HER2-positive ad-
vanced gastric or gastro-oesophageal junction cancer 
(ToGA): a phase 3, open-label, randomised controlled 
trial. Lancet. 2010;376(9742):687-697.

51.	 Hecht JR, Bang YJ, Qin SK, et al. Lapatinib in Com-
bination With Capecitabine Plus Oxaliplatin in 
Human Epidermal Growth Factor Receptor 2-Po-
sitive Advanced or Metastatic Gastric, Esophageal, 
or Gastroesophageal Adenocarcinoma: TRIO-013/
LOGiC--A Randomized Phase III Trial. J Clin Oncol. 
2016;34(5):443-451.

52.	 Tabernero J, Hoff PM, Shen L, et al. Pertuzumab plus 
trastuzumab and chemotherapy for HER2-positive 
metastatic gastric or gastro-oesophageal junction can-
cer (JACOB): final analysis of a double-blind, rando-
mised, placebo-controlled phase 3 study. Lancet On-
col. 2018;19(10):1372-1384.

53.	 Thuss-Patience PC, Shah MA, Ohtsu A, et al. Tras-
tuzumab emtansine versus taxane use for previously 
treated HER2-positive locally advanced or metas-
tatic gastric or gastro-oesophageal junction adeno-
carcinoma (GATSBY): an international randomised, 
open-label, adaptive, phase 2/3 study. Lancet Oncol. 
2017;18(5):640-653.

54.	 Makiyama A, Sukawa Y, Kashiwada T, et al. Randomi-
zed, phase II study of trastuzumab beyond progression 
in patients with HER2-positive advanced gastric or 
gastroesophageal junction cancer: WJOG7112G (T-A-
CT Study). J Clin Oncol. 2020;38(17):1919-1927.



Gastrointestinal Sistem Kanserlerinde Güncel Yaklaşımlar158

55.	 Shitara K, Bang YJ, Iwasa S, et al. Trastuzumab derux-
tecan in previously treated HER2-positive gastric can-
cer. N Engl J Med. 2020;382(25):2419-2430.

56.	 Yang L, WangY, WangH. Use of immunothe-
rapy in the treatment of gastric cancer. Oncol Lett. 
2019;18(6):5681-5690.

57.	 Fuchs CS, Doi T, Jang RW, et al. Safety and efficacy of 
pembrolizumab monotherapy in patients with previ-
ously treated advanced gastric and gastroesophageal 
junction cancer: phase 2 clinical KEYNOTE-059 trial. 
JAMA Oncol. 2018;4(5):e180013.

58.	 Chen LT, Satoh T, Ryu MH, et al. A phase 3 study of 
nivolumab in previously treated advanced gastric or 
gastroesophageal junction cancer (ATTRACTION-2): 
2-year update data. Gastric Cancer. 2019:1-10.

59.	 Moehler, MH., Dvorkin, M., Ozguroglu, M., et al. 
(2020). Results of the JAVELIN Gastric 100 phase 
3 trial: avelumab maintenance following first-line 
(1L) chemotherapy (CTx) vs continuation of CTx for 
HER2− advanced gastric or gastroesophageal junction 
cancer (GC/GEJC). 2020, American Society of Clinical 
Oncology.

60.	 Kelly RJ. Immunotherapy for esophageal and gastric 
cancer. Am Soc Clin Oncol Educ Book. 2017;37:292-
300.

61.	 Selim JH, Shaheen S, Sheu WC, et al.Targeted and no-
vel therapy in advanced gastric cancer. Exp Hematol 
Oncol. 2019;8:1-23.

62.	 Janjigian YY, Shitara K, Moehler M, et al. First-line 
nivolumab plus chemotherapy versus chemotherapy 
alone for advanced gastric, gastro-oesophageal junc-
tion, and oesophageal adenocarcinoma (CheckMate 
649): a randomised, open-label, phase 3 trial. Lancet. 
2021;398(10294):27-40.

63.	 Chung HC, Bang YJ, S Fuchs C, et al. First-line 
pembrolizumab/placebo plus trastuzumab and che-
motherapy in HER2-positive advanced gastric cancer: 
KEYNOTE-811. Future Oncol. 2021;17(5):491-501.

64.	 Rha, SY., Lee, Choong-Kun., Kim, HS., et al. (2021). 
A multi-institutional phase Ib/II trial of first-line 
triplet regimen (Pembrolizumab, Trastuzumab, Che-
motherapy) for HER2-positive advanced gastric and 
gastroesophageal junction cancer (PANTHERA Trial): 
Molecular profiling and clinical update. 2021 Gastroin-
testinal Cancers Symposium (ASCO GI).

65.	 Catenacci DVT, Kang YK, Park H, et al. Margetuximab 
plus pembrolizumab in patients with previously trea-
ted, HER2-positive gastro-oesophageal adenocarcino-
ma (CP-MGAH22–05): a single-arm, phase 1b–2 trial. 
Lancet Oncol. 2020;21(8):1066-1076.

66.	 Janjigian, YY., Bendell,JC., Calvo, E., et al. (2016). Che-
ckMate-032: Phase I/II, open-label study of safety and 
activity of nivolumab (nivo) alone or with ipilimumab 
(ipi) in advanced and metastatic (A/M) gastric cancer 
(GC). 2016 ASCO Annual Meeting I.

67.	 Kawazoe, A., Fukuoka, S., Nakamura, Y.,et al. Lenva-
tinib plus pembrolizumab in patients with advanced 
gastric cancer in the first-line or second-line setting 
(EPOC1706): an open-label, single-arm, phase 2 trial. 
Lancet Oncol. 2020;21(8):1057-1065.

68.	 Chung, HC., Lwin, Zarnie., Gomez-Roca, C., et al. 
LEAP-005: A phase II multicohort study of lenvatinib 
plus pembrolizumab in patients with previously tre-
ated selected solid tumors—Results from the gastric 
cancer cohort. 2021 Gastrointestinal Cancers Symposi-
um (ASCO GI).

69.	 Bębnowska D, Grywalska E, Niedźwiedzka-Rystwej P, 
et al. CAR-T cell therapy—an overview of targets in 
gastric cancer. J Clin Med. 2020;9(6):1894.

70.	 Patel M, Siena S, Demetri G, et al. O-3 Efficacy and 
safety of entrectinib in NTRK fusion-positive gastro-
intestinal cancers: Updated integrated analysis of three 
clinical trials (STARTRK-2, STARTRK-1 and ALKA-
372-001). Ann Oncol. 2020;31:232-233.


