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Bölüm
38 GLİAL TÜMÖRLERDE 

ADJUVAN SİSTEMİK TEDAVİ

Ahmet SEZER1

GIRIŞ

Beyin tümörleri, tüm kanserlerin sadece %2’sini oluştursa da tüm kanserlere bağı 
morbidite ve mortalitede önemli yer tutar. Amerika Birleşik Devletleri’ndeki pri-
mer beyin ve merkezi sinir sistemi tümörleri için yıllık yaşa göre belirlenmiş ölüm 
oranı 100 binde 4,4 dür(1). En sık görülen histolojik alt tipler anaplastik astrosi-
tom ve glioblastomdur ve bu alt tipler için beş yıllık sağ kalım oranları sırayla %30 
ve %5,6’dır (1). Glial tümörlerde adjuvan tedaviye ne zaman başlanması gerektiği 
konusu tartışmalıdır (2,3,4). Adjuvan tedaviye cerrahiden sonraki 6 hafta içinde 
başlamanın en uygun zamanlama olduğu kabul edilmektedir (5). İlk 6 hafta için-
de tedaviye başlamanın genel sağ kalımda 2,1 ay gibi bir katkısı vardır.

Düşük Dereceli Astrositom ve Oligodendrogliomada Tedavi:
Düşük dereceli glial tümörler genelde gençlerde (40 yaş altında) ortaya çıkar 

ve en sık görülen tip %60-70 civarında diffüz astrositomdur (6). Bir çok faz 3 ça-
lışmanın verileri ile oluşturulan bir metaanalizde düşük dereceli glial tümörlerde 
cerrahiyi takiben radyoterapi ile progresyonsuz sağ kalımda anlamlı katkı göste-
rilmişken genel sağ kalımda etki gösterilememiştir (7). Maximal güvenli rezeksi-
yon düşük dereceli astrositom ve oligodendrogliomda önerilen primer tedavidir 
(8,9). Düşük dereceli ve Isositrat Dehidrogenaz (IDH) wild tip veya 1p19q ko-
delesyonu olmayan hastalarda klinik yüksek dereceli glial tümörlere (WHO gra-
de 4) benzerdir. (10,11). Bir faz 3 çalışma olan RTOG 9802 çalışmasında WHO 
grade II gliomlu hastalarda adjuvan radyoterapiye karşı adjuvan radyoterapiyi 
takiben 6 kür PCV kemoterapisinin katkısı araştırıldı (12,13). Bu çalışmada gros 
total rezeksiyon yapılan ve 40 yaşın altında olan hastalar gözlem koluna alınırken 

1	 Doç. Dr. Başkent Üniversitesi, drasezer@hotmail.com.tr



Baş Boyun ve SSS Tümörleri

- 391 -

KAYNAKLAR
1.	 Ostrom QT, Gittleman H, Truitt G, et al. CBTRUS statistical report: primary brain and ot-

her central nervous system tumors diagnosed in the United States in 2011-2015. Neuro Oncol 
2018;20:suppl 4:iv1.

2.	 Do V. Gebski V Barton MB. The effect of waiting for radiotherapy for grade iii/ivgliomas. Radi-
other Oncol 2000;57:131–6.

3.	 Blumenthal DT et al. Short delay in initiation of radiotherapy may not affectoutcome of pa-
tients with glioblastoma: A secondary analysis from theradiation therapy oncology group data-
base. J Clin Oncol 2009;27:733–9.

4.	 Lawrence YR et al. Delayed initiation of radiotherapy for glioblastoma: Howimportant is it to 
push to the front (or the back) of the line? J Neurooncol2011;105:1–7.

5.	 Amsbaugh MJ, Yusuf M, Gaskins J, et al.The impact of timing of adjuvant therapy on survival 
for patients with glioblastome: an analysis of the national cancer database. Journal Of Clinical 
Neurosience 2019:66:9299.

6.	 Khan MK, Hunter GK, Vogelbaum M, Suh JH, Chao ST. Evidence-based adjuvant therapy for 
gliomas: current concepts and newer development. Indian J Cancer. 2009 Apr-Jun;46(2):96-107.

7.	 Gorlia T,  Wu W,  Wang M,  Baumert BG, et al. New validated prognostic models and prog-
nostic calculators in patients with low-grade gliomas diagnosed by central pathology review: 
a pooled analysis of EORTC/RTOG/NCCTG phase III clinical trials. Neuro Oncol.  2013 
Nov;15(11):1568-79. doi: 10.1093/neuonc/not117. Epub 2013 Sep 18.

8.	 Jakola AS, Skjulsvik AJ, Myrmel KS, et al. Surgical resection versus watchful waiting in low-gra-
de gliomas. Ann Oncol. 2017 Aug 1;28(8):1942-1948.

9.	 van den Bent MJ, Smits M, Kros JM, Chang SM. Diffuse Infiltrating oligodendroglioma and 
Astrocytoma. J Clin Oncol 2017 Jul 20;35(21):2394-2401.

10.	 Eckel-Passow JE, Lachance DH, Molinaro AM, et al. Glioma groups based on 1p/19q, IDH, and 
TERT promoter mutations in tumors. New Engl J Med 2015;372:2499e2508.

11.	 Brat DJ, Verhaak RG, Aldape KD, et al. Comprehensive, integrative genomic analysis of diffuse 
lower-grade gliomas. New Engl J Med 2015;372:2481e2498.

12.	 Shaw EG, Wang M, Coons SW, et al. Randomized trial of radiation therapy plus procarbazine, 
lomustine, and vincristine chemotherapy for supratentorial adult low-grade glioma: initial re-
sults of RTOG 9802. J Clin Oncol. 2012 Sep 1;30(25):3065-70.

13.	 Buckner JC, Shaw EG, Pugh SL, et al. Radiation plus Procarbazine, CCNU, and Vincristine in 
Low-Grade Glioma. N Engl J Med. 2016 Apr 7;374(14):1344-55.

14.	 Fisher BJ, Hu C, Macdonald DR, et al. Phase 2 study of temozolomide-based chemoradiation 
therapy for high-risk low-grade gliomas: preliminary results of Radiation Therapy Oncology 
Group 0424. Int J Radiat Oncol Biol Phys. 2015 Mar 1;91(3):497-504.

15.	 Baumert BG, Hegi ME, van den Bent MJ, et al. Temozolomide chemotherapy versus radiothe-
rapy in high-risk low-grade glioma (EORTC 22033-26033): a randomised, open-label, phase 3 
intergroup study. Lancet Oncol. 2016 Nov;17(11):1521-1532.

16.	 Ostrom QT, Gittleman H, Xu J, et al. CBTRUS Statistical Report: Primary Brain and Other 
Central Nervous System Tumors Diagnosed in the United States in 2009-2013. Neuro On-
col. 2016 Oct 1;18(suppl_5):v1-v75.

17.	 van den Bent MJ, Carpentier AF, Brandes AA, et al. Adjuvant procarbazine, lomustine, and 
vincristine improves progression-free survival but not overall survival in newly diagnosed 
anaplastic oligodendrogliomas and oligoastrocytomas: a randomized European Organisation 
for Research and Treatment of Cancer phase III trial. J Clin Oncol. 2006 Jun 20;24(18):2715-22.

18.	 van den Bent MJ,  Brandes AA,  Taphoorn MJ, et al. Adjuvant procarbazine, lomustine, and 
vincristine chemotherapy in newly diagnosed anaplastic oligodendroglioma: long-term fol-
low-up of EORTC brain tumor group study 26951. J Clin Oncol. 2013 Jan 20;31(3):344-50.

19.	 Cairncross JG, Wang M, Jenkins RB, et al. Benefit from procarbazine, lomustine, and vincris-
tine in oligodendroglial tumors is associated with mutation of IDH. J Clin Oncol. 2014 Mar 
10;32(8):783-90.



Baş Boyun ve SSS Tümörleri

- 392 -

20.	 Cairncross G, Berkey B, Shaw E, et al. Phase III trial of chemotherapy plus radiotherapy com-
pared with radiotherapy alone for pure and mixed anaplastic oligodendroglioma: Intergroup 
Radiation Therapy Oncology Group Trial 9402. J Clin Oncol. 2006 Jun 20;24(18):2707-14.

21.	 Cairncross G, Wang M, Shaw E, et al. Phase III trial of chemoradiotherapy for anaplastic oligo-
dendroglioma: long-term results of RTOG 9402. J Clin Oncol. 2013 Jan 20;31(3):337-43.

22.	 Dubbink HJ,  Atmodimedjo PN,  Kros JM, et al. Molecular classification of anaplastic oligo-
dendroglioma using next-generation sequencing: a report of the prospective randomized EO-
RTC Brain Tumor Group 26951 phase III trial. Neuro Oncol. 2016 Mar;18(3):388-400.

23.	 Vogelbaum MA, Hu C, Peereboom DM, Macdonald DR et al. Phase II trial of pre-irradiation 
and concurrent temozolomide in patients with newly diagnosed anaplastic oligodendroglio-
mas and mixed anaplastic oligoastrocytomas: long term results of RTOG BR0131. J Neuroon-
col. 2015 Sep;124(3):413-20. doi: 10.1007/s11060-015-1845-7. Epub 2015 Jun 19.

24.	 Jaeckle K, Vogelbaum M, Ballman K, et al. CODEL (Alliance-N0577; EORTC-26081/22086; 
NRG-1071; NCIC-CEC-2): Phase III Randomized Study of RT vs. RT+TMZ vs. TMZ for 
Newly Diagnosed 1p/19q-Codeleted Anaplastic Oligodendroglial Tumors. Analysis of Patients 
Treated on the Original Protocol Design (PL02.005) .Neuorology 2016:86:16 suppl.

25.	 Chang S, Zhang P, Cairncross JG, et al. Phase III randomized study of radiation and temozo-
lomide versus radiation and nitrosourea therapy for anaplastic astrocytoma: results of NRG 
Oncology RTOG 9813. Neuro Oncol. 2017 Feb 1;19(2):252-258.

26.	 Van Den Bent MJ, Erridge S, Vogelbaum MA, et al Interim results from the CATNON trial 
(EORTC study 26053-22054) of treatment with concurrent and adjuvant temozolomide for 
1p/19q non-co-deleted anaplastic glioma: a phase 3, randomised, open-label intergroup study. 
Lancet 2017; 390: 1645–53.

27.	 Van Den Bent MJ, Erridge S, Vogelbaum MA, et al. Second interim and first molecular analysis 
of the EORTC randomized phase III intergroup CATNON trial on concurrent and adjuvant 
temozolomide in anaplastic glioma without 1p/19q codeletion. ASCO 2019 Annual meeting. 
Abstract nu:2000.

28.	 Stupp R, Mason WP, van den Bent MJ et al. Radiotherapy plus concomitant and adjuvant temo-
zolomide for glioblastoma. N. Engl. J. Med. 2005; 352: 987– 96.

29.	 Stupp R, Hegi ME, Mason WP, et al. Effects of radiotherapy with concomitant and adjuvant 
temozolomide versus radiotherapy alone on survival in glioblastoma in a randomised phase III 
study: 5-year analysis of the EORTC-NCIC trial. Lancet Oncol. 2009 May;10(5):459-66.

30.	 Gilbert MR, Wang M, Aldape KD,et al. Dose-dense temozolomide for newly diagnosed gliob-
lastoma: a randomized phase III clinical trial. J Clin Oncol. 2013 Nov 10;31(32):4085-91.

31.	 Stupp R, Hegi ME, Gorlia T, et al. Cilengitide combined with standard treatment for patients 
with newly diagnosed glioblastoma with methylated MGMT promoter (CENTRIC EORTC 
26071-22072 study): a multicentre, randomised, open-label, phase 3 trial. Lancet Oncol. 2014 
Sep;15(10):1100-8.

32.	 Nabors LB, Fink KL, Mikkelsen T, et al. Two cilengitide regimens in combination with stan-
dard treatment for patients with newly diagnosed glioblastoma and unmethylated MGMT gene 
promoter: results of the open-label, controlled, randomized phase II CORE study. Neuro On-
col. 2015 May;17(5):708-17.

33.	 Perry JR, Laperriere N, O’Callaghan CJ, et al. Short-Course Radiation plus Temozolomide in 
Elderly Patients with Glioblastoma. N Engl J Med. 2017 Mar 16;376(11):1027-1037.

34.	 Malmström A, Grønberg BH, Marosi C,et al. Temozolomide versus standard 6-week radiothe-
rapy versus hypofractionated radiotherapy in patients older than 60 years with glioblastoma: 
the Nordic randomised, phase 3 trial. Lancet Oncol. 2012 Sep;13(9):916-26. Epub 2012 Aug 8.

35.	 Wick W, Platten M, Meisner C,et al. Temozolomide chemotherapy alone versus radiotherapy 
alone for malignant astrocytoma in the elderly: the NOA-08 randomised, phase 3 trial. Lancet 
Oncol. 2012 Jul;13(7):707-15. doi: 10.1016/S1470-2045(12)70164-X. Epub 2012 May 10.

36.	 Gilbert MR,  Dignam JJ,  Armstrong TS  et al.  A randomized trial of bevacizumab for newly 
diagnosed glioblastoma. N. Engl. J. Med. 2014; 370: 699– 708.


