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Kiigiik hiicreli akciger kanseri (KHAK) kanser bagl 6liimlerde 6n siralarda yer
alan onkolojik antiteler arasindaki yerini korumakta olan sigara ile yakin iligkili
bir akciger kanseri alt tipidir. Tiim akciger kanserlerinin %15’ini olusturur. Vaka-
larin %95’inde sigara kullanim 6ykiisti vardir. Histolojik olarak agresif boliinme
potansiyeli olan néroendokrin 6zellik gosteren karsinomdur. Son yillarda sigara
kullanimindaki azalma trendi ile birlikte, Amerika birlesik devletleri (ABD) ista-
tistiklerinde insidans azalmasi izlense de kansere bagl 6liimlerde yedinci siray:
teskil etmektedir.

Vakalarin %65’i tanida yaygin evrededir. Lokalize evrede tani alan hastalarin
da biiytik kismin da takipte niiks eder ve yaygin hastalik gelisir. Hastalik sitotok-
sik kemoterapiye olduk¢a duyarli olmakla beraber yiiksek mitotik dongiiye sahip
tabiat1 sebepli hizli nitks ve metastazlarla seyreder.”

Bu boéliimde yaygin evre KHAKde sistemik tedavi yaklasimi ve dekadlardir
platin bazli sitotoksik kemoterapi gercevesine hapsolmus tedavi algoritmasindaki
yeni gelismeler ve umut vaad eden ¢alismalar: degerlendirmeyi amagladik.

SITOTOKSIK KEMOTERAPI

KHAK sitotoksik kemoterapiye, ilk uygulandiginda genellikle iyi yanit verir. Sito-
toksik kemoterapi bu histolojide dekadlardir yegane tedavi olmus ve halen teda-
vinin bel kemigidir. Tarihi verilere baktigimizda siklofosfamid hastalikta objektif
palyasyon ve sag kalim artis1 izlenen ilk ajan olmus. Izleyen dénemde siklofosfa-

' Uzm. Dr Ozgen Ahmet Yildirim, Diyarbakir Gazi Yasargil Egitim ve Arastirma Hastanesi, Tibbi Onkoloji
Klinigi

-295-



Toraks Tiimorleri

KAYNAKLAR

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Navada S, Lai P, Schwartz AG, et al. Temporal trends in small cell lung cancer: analysis of the
national surveillance, epidemiology, and end-results database. ] Clin Oncol 2006;24(18S):384s.
Govindan R, Page N, Morgensztern D, et al. Changing epidemiology of small-cell lung can-
cer in the United States over the last 30 years: analysis of the surveillance, epidemiologic, and
end-results database. ] Clin Oncol 2006;24:4539-44.

Bernhardt EB, Jalal SI. Small cell lung cancer. Cancer Treat Res. 2016;170: 301-22.
Lowenbraun S, Bartolucci A, Smalley RV, et al. The superiority of combination chemotherapy
over single agent chemotherapy in small cell lung carcinoma. Cancer 1979;44:406-13.
Fukuoka M, Furuse K, Saijo N, et al. Randomized trial of cyclophosphamide, doxorubicin, and
vincristine versus cisplatin and etoposide versus alternation of these regimens in small-cell
lung cancer. ] Natl Cancer Inst 1991;83:855-61.

Roth BJ, Johnson DH, Einhorn LH, et al. Randomized study of cyclophosphamide,doxorubi-
cin, and vincristine versus etoposide and cisplatin versus alternation of these two regimens in
extensive small-cell lung cancer: a phase III trial of the Southeastern cancer study group. J Clin
Oncol 1992;10:282-91.

Honglin Zhao, Dian Ren, Hongyu Liu & Jun Chen. Comparison and discussion of the tre-
atment guidelines for small cell lung cancer Department of Lung Cancer Surgery, Thoracic
Cancer 9 (2018) 769-774

Goto K, Ohe Y, Shibata T, Seto T, Takahashi T, Nakagawa K, et al. Combined chemotherapy
with cisplatin, etoposide, and irinotecan versus topotecan alone as second-line treatment for
patients with sensitive relapsed small-cell lung cancer (JCOG0605): a multicentre, open-label,
randomised phase 3 trial. Lancet Oncology. 2016;17(8):1147-57

Horn L, Mansfield AS, Szcze, sna A, et al; IMpower133 Study Group. First-Line atezolizumab
plus chemotherapy in extensive-stage small-cell lung cancer. N Engl ] Med. 2018;379:2220-
2229.

Paz-Ares LG, Jiang H, Huang Y, et al. A phase 3, randomized study of first-line durvalumab (D)
+/— tremelimumab (T) + platinum-based chemotherapy (CT) vs CT alone in extensive disease
small-cell lung cancer (ED-SCLC): Caspian. J Clin Oncol. 2017;35(15_suppl): TPS8586.
Gadgeel SM, Pennell NA, Fidler MJ, et al. Phase II study of maintenance pembrolizumab in pa-
tients with extensive-stage small cell lung cancer (SCLC). ] Thorac Oncol. 2018;13:1393-1399.
Pujol JL, Greillier L, Audigier-Valette C, et al. A randomized non-comparative phase 2 study
of anti-programmed cell death-ligand 1 atezolizumab or chemotherapy as second-line therapy
in patients with small cell lung cancer: results from the IFCT-1603 trial. ] Thorac Oncol. Epub
2019 January 18.

Reck M, Bondarenko I, Luft A, Serwatowski P, Barlesi F, Chacko R, et al. Ipilimumab in combi-
nation with paclitaxel and carboplatin as first-line therapy in extensive-disease-small-cell lung
cancer: results from a randomized, double-blind, multicenter phase 2 trial. Ann Oncol. 2013;
24(1):75-83.

Reck M, Luft A, Szczesna A, Havel L, Kim SW, Akerley W, et al. Phase III randomized trial of
ipilimumab plus etoposide and platinum versus placebo plus etoposide and platinum in exten-
sive-stage small-cell lung cancer. J Clin Oncol. 2016;31(34):3740-8.

Christine L. Hann, MD, PhD1; Arnaud Scherpereel, MD, PhD2,3; Jessica A. Hellyer, MD4; and
Heather A. Wakelee, MD4 Role of Immunotherapy in Small Cell Lung Cancer, Thymic Epithe-
lial Tumors, and Mesothelioma, 2019 asco educational book May 17, 2019

Singh R, Kaur B, Farmer PB. Detection of DNA damage derived from a direct acting ethylating
agent present in cigarette smoke by use of liquid chromatography-tandem mass spectrometry.
Chem Res Toxicol. 2005;18(2): 249-56.

Byers LA, Wang J, Nilsson MB, Fujimoto J, Saintigny P, Yordy J, et al. Proteomic profiling iden-
tifies dysregulated pathways in small cell lung cancer and novel therapeutic targets including
PARP1. Cancer Discov. 2012; 2(9):798-811.

Owonikoko TK, Zhang G, Deng X, Rossi MR, Switchenko JM, Doho GH, et al. Poly (ADP)

-299 -



Toraks Tiimorleri

19.

20.

21.

22.

23.

24.

25.

26.

ribose polymerase enzyme inhibitor, veliparib, potentiates chemotherapy and radiation in vitro
and in vivo in small cell lung cancer. Cancer Med. 2014;3(6):1579-94.

Cardnell RJ, Rabender CS, Ross GR, Guo C, Howlett EL, Alam A, et al. Sepiapterin ameliorates
chemically induced murine colitis and azoxymethane-induced colon cancer. ] Pharmacol Exp
Ther. 2013;347(1): 117-25.

Gerson SL. Clinical relevance of MGMT in the treatment of cancer. J Clin Oncol.
2002;9(20):2388-99.

Esteller M, Herman JG. Generating mutations but providing chemosensitivity: the role of
06-methylguanine DNA methyltransferase in human cancer. Oncogene. 2004;23(1):1-8.
Pietanza MC, Waqar SN, Krug LM, Dowlati A, Hann CL, Chiappori A, et al. Randomized,
double-blind, phase ii study of temozolomide in combination with either veliparib or pla-
cebo in patients with relapsed-sensitive or refractory small-cell lung cancer. J Clin Oncol.
2018;36(23):2386-94.

Owonikoko TK, Dahlberg SE, Sica GL, Wagner LI, Wade JL 3rd, Srkalovic G, et al. Randomized
phase II trial of cisplatin and etoposide in combination with veliparib or placebo for extensi-
ve-stage small-cell lung cancer: ECOG-ACRIN 2511 study. J Clin Oncol. 2018;3(37):222-9.
Perez JMT, Leary A, Besse B, Castellano DE, Aix SP, Arrondeau J. Efficacy and safety of lurbi-
nectedin (PM1183) in small cell lung cancer (SCLC): results from a phase 2 study. J Clin Oncol.
2018;15(36):8570.

Carbone DP, Morgensztern D, Le Moulec S, Santana-Davila R, Ready N, Hann CL, et al. Ef-
ficacy and safety of rovalpituzumab tesirine in patients With DLL3-expressing, = 3rd line
small cell lung cancer: Results from the phase 2 TRINITY study. Journal of Clinical Oncology.
2018;36(15_suppl):8507-8507.

Cheng Y, Wang Q, Li K, Shi ], Wu L, Han B, et al. OA13.03 anlotinib as thirdline or further-line
treatment in relapsed SCLC: a multicentre, randomized, double-blind phase 2 trial. ] Thorac
Oncol. 2018;13:S351-2.

-300 -



