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Caligmamizda hastanemizde izlenen “high grade” Hodgkin digi lenfoma (HDL) hastalaninin klinik ve patolojik 6zelliklerini, tedavi sonuglarim
ve safkalim siirelerini degerlendirdik. 1997-2000 yillan arasinda onkoloji poliklinigimizde izlenen 26 (kadin/erkek: 16/10) HDL hastasini retrospektif
olarak degerlendirdik. Median izlem siiresi 22 ay idi. Median yag 60.5 (15-79) yildi. Hastalanmizin 10°u (%38.5) evre 1, 10°u (%38.5) evre 11, 3'd
(%11.5) evre 111, 3'ii (%11.5) 1se evre 1V idi. Hastalara 6 kiir CHOP (siklofosfamid. adriyamisin, vinknistin, predmizolon) kemoterapisi uyguland.
14 (%53.8) hastaya ek olarak radyoterapi (RT) verildi. Tedavi sonrasi objektif yanit oram %73.1 (19 olgu) idi. Yanitsiz veya daha sonrasinda
progresyon gosteren 7 hastaya 2. seri kemoterapi (KT) uygulandi, [zlem siiresince 8 (%38.8) hasta 6ldii. 18 (%69.2) hasta izlenmeye devam
edilmektedir. Survi analizinde median hastaliksiz yagam siiresi 43 ay, 3 yillik hastaliksiz yagam % 60.1, median genel sagkalim stiresi 52 ay, 3 villik
genel sagkahm ise %66.4 olarak bulundu. Hastalar “International Prognostic Index” (IPI)'e gire simflandinldiginda, IPI ile hastaliksiz sagkalim
ve genel sagkalim arasinda istatistiksel olarak anlamli iligki saptandi (p=0.002, p=0.003, log-rank test). HDL tamsiyla takip edilen hastalarin 3 yilhik
verileri degerlendirildifinde literatiirle uyumlu bulundu.

Anahtar kelimeler: Hodgkin dist lenfoma, kemoterapi, sagkalim

EVALUATION OF CLINICAL DATAS AND TREATMENT RESULTS
OF PATIENTS WITH NON-HODGKIN LYMPHOMA

We studied the clinical and pathological data, staging, treatment and survival of patients with high-grade non-Hodgkin's lymphoma. We studied
26 high-grade non-Hodgkin's lymphoma patients who were followed by oncology outpatient clinic of the internal medicine clinic between the years
1997-2002. Median follow-up was 22 months. Median age was 60.5 (15-79) years. Ten (38.5%) patients were stage 1. 10 (38.5%) were stage 11. 3
(11.5%) were stage 11, 3 (11.5%) were stage TV. Six cycles of CHOP (cyclophosphamide, adriamycin, vincristine, prednisolone) regimen was
applied 1o the patients, In addition to CHOP chemotherapy, radiotherapy was applied for 14 (53.8%) cases. After the treatment, objective response
was observed in 19 (73.1%) cases. For 7 patients who did not respond or who showed progression, second line chemotherapy was applied. In the
follow up, 8 (38.8%) cases were died. Eighteen (69.2%) patients are still followed up. The median disease-free survival is 43 months. Three years
disease free survival rate is 63.1%. Median overall survival is 52 months. Three-year overall survival rate is 66.4%. When the cases were classified
according to IP] (International Prognostic Index), there was a significant relationship between disease-free survival and overall survival rates
(p=0.002, p=0.003, long-rank test). The data obtained from patients that were diagnosed and followed up, as high-grade lymphoma in our hospital
is similar to the data in the existing literature.
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Hodgkin disi lenfoma (HDL), esas olarak lenfoid sistemi  saptanmistir ™", “Human T-cell lymphotropic virus™ tip

olugturan hiicrelerden ve ekstranodal organlardan da
kaynaklanabilen ve farkli davrams paternleri gosterebilen
malign bir hastaliktir!. Etyolojisi tam olarak bilinmemekle
beraber genetik hastaliklar, ¢evresel ajanlar ve infeksiyoz
ajanlar lenfoma gelisimiyle iligkili bulunmugtur. HDL'nin
ailesel gecisi tarismali olmakla birlikte, lenfomali ya da
diger hematolojik hastaligi olan kardesler ya da birinci
derece akrabalarda HDL olusma riskinin yiiksek oldugu
bir kag calismada gosterilmistir’*. Bazi kalitimsal
hastaliklar HDL ile iligkili bulunmustur. Bunlar siddetli
kombine immiin yetmezlik, hipogamaglobulinemi,
“common variable™ immiin yetmezlik, Wiscott-Aldrich
sendromu, ataksia-telenjiektazi olarak beiirtilmigtir-‘-ﬁ.
Ayrica romatoid artrit, Sjogren sendromu, Hashimoto
tiroiditi, sistemik lupus eritamatozus ve ¢olyak sprue gibi
otoimmiin kokenli hastaliklarda da HDL ya yatkinlk
gozlenmigtir’'*, Enfeksiydz ajanlardan Epstein Barr virusii
endemik Burkitt lenfomayla %95 iliskili bulunmus,
sporadik Burkitt lenfoma ile daha az birliktelik
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1 (HTLV-1) ile infekte kisilerde adult T-hiicreli lenfoma
(ATL) gelisiminin arthi gozlenmistir'®, Ayrica HIV,
Human Herpes virus 8 ve Hepatit C virusu suglanan diger
infeksiydz ajanlardir'”. Hodgkin disi lenfoma erkek
populasyonda daha sik goriilmekte olup, ortalama yas
65'tir. insidansi yasla birlikte artmakta ve 80-84 yaglarinda
pik yapmaktadir!®1%,

HASTALAR VE YONTEM

1997-2002 yillar arasinda Dr. Liitfi Kirdar Kartal Egitim
ve Arastirma Hastanesi I. Dahiliye Klinigi'nde takip
edilen ve patolojik degerlendirmede “high grade™ lenfoma
tanus1 almug olan 26 olgu (kadin/erkek 16/10) retrospektif
olarak analiz edildi. Olgulara 6 kiir CHOP kemoterapisi
infiizyon seklinde, 21 giinde bir olmak iizere uygulandi
ve ek olarak 14 olguya RT verildi. Tedavi sonrasinda
hastalar cevap agisindan WHO kriterlerine gore
degerlendirildi. Hastalara RT (30-40 Gy) dozunda
uygulandi. Hastalar [Pl skorlamasina gore simflandinildi.
[PI skoru ile sagkalim ve hastaliksiz sagkalim arasindaki
iliski arastirilds.
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BULGULAR

Median izlem siiresi 22 ay idi. Median yas 60.5 (15-79)
yildi. Olgularin 10°u (%38.5) evre I, 10'u (%38.5) evre
II, 3'i (%11.5) evre 111, 37l (%11.5) ise evre 1V idi.
Olgulara CHOP kemoterapisi 6 kiir olarak uygulandi. 14
(%53.8) olguya ek olarak RT verildi. Tedavi sonras: objektif
yanit orant %73.1 (19 olgu) idi. Yanitsiz veya daha
sonrasinda progrese olan 7 hastaya 2. seri KT uygulandi.
izlem siiresince 8 (%38.8) olgu oldii. 18 (%69.2) olgu
izlenmeye devam edilmektedir. Olgularin sagkalim
analizinde median hastaliksiz yasam siiresi 43 ay, 3 yillik
hastaliksiz yasam %60.1 olarak bulundu. Median genel
sagkalim siiresi 52 ay. 3 yillik genel sagkalim ise 9%66.4
olarak bulundu. Olgular IPI"ya gére siniflandirildi@inda,
IPI ile hastaliksiz sagkalim ve genel sagkalim arasinda
istatistiksel olarak anlamh iliski saptandi (p=0.002,
p=0.003, log-rank test).

TARTISMA

Birgok malign tiimérler ilerleyen yaslarda ortaya cikar.
HDL yash hastalarda siklikla goriilen bir malignite olup
tam amindaki ortalama yag 60 yildir. HDL'min gériilme siklig
son yillarda gittikge artmaktadir®®. Bremnes ve ark.?' yaptiklan
bir ¢calismada, “high grade™ HDL'li hastalarda yas
ortalamasin1 65 yil bulmuglardir. Iskogya ve Newcastle
lenfoma grubunun yapu@ calismada ise, ortalama yas 58
yildir?22, Caligmamizda irdeledigimiz olgularin yas
ortalamasi 60,5 y1l idi.

Giiniimiizde “high grade” HDL tedavisinde CHOP
kemoterapisi ilk tedavi rejimi olarak oldukga genig bir
sekilde kullanilmaktadir?®. Son yillarda yapilan bazi
c¢alismalarda, zellikle erken evredeki hastalarda CHOP
tedavi rejiminin Kiir sayisi azaltillarak RT ile kombine bir
sekilde uygulanmasinin yasam siiresini uzattigi
gosterilmigtir?®, HDL'h hastalarda tam iyilesme ilk kez
RT ile saglanmistur. 1950°1 yillar sonrasinda antrasiklinli
kemoterapotiklerin kesfi ile RT sahasimin digindaki
alanlardaki niikslerin KT ile tedavi edilmeleri miimkiin
olmug, KT primer tedavi olarak uygulanmaya baslamistir.
1980 yilinda yayimlanan randomize calismalarda, tek
basina RT uygulamasi ile kombinasyon kemoterapisi
arkasindan uygulanan RT karsilastirilmis, kombine RT ve
KT uygulamasinin olgularda hastaliksiz ve tim sagkalimda
iistiinliik sagladig bildirilmistir. Giiniimiizde de RT esas
olarak, evre [ ve evre Il olan hastalarda adjuvan tedavi
amagh kullaniimaktadir. Bu amagla yapilan randomize
2 ¢alismada (ECOG ve SWOG), KT sonrasi tutulum
bélgelerine uygulanacak RT nin tiim sagkalimi ya da
hastaliksiz sagkalimi artturdigi gézlenmigtir. Bizim
¢alismamizda da evre [ ve Il olgularda tedavi plam, 4-6
kiir KT sonrasi tutulum bélgelerine rezidiiel kitle kalip
kalmamasina gore dozu degisen (30-40 Gy) RT
uygulamasidir.
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Daha ileri evrelerde (evre 1l ve IV) RT'nin yen tarigmah
olup, baslangicta bulky hastaligi olan bolgelere uygulanacak
RT'nin hastalik kontrolii {izerinde katkisi olabilecegi
seklindedir. Yapilan tim ¢aligmalarda 6zet olarak,
kombinasyon kemoterapisi ve adjuvan RT evre [ ve I1
lokalize diffiiz biiyiik hiicreli lenfomada standart tedavidir.
Kombinasyon KT rejimlenyle ilgili olarak ABD"de 899
hastayla yapilan genis bir calismada CHOP, m-BACOD,
proMACE/CytaBOM ve MACOP-B rcjimleri
karsilasturildiginda herhangi bir rejimin digerine tistiinltigii
saptanmamis, fakat ozellikle m-BACOD ve MACOP-
B'de artmis toksisite bildirilmistir™>. Sonug olarak; CHOP
kombinasyon kemoterapisi hem lokalize, hem de yaygin
hastalikta daha az komplikasyon gelistirmesi, daha az mali
yiikii nedeniyle en yaygin kullamilmakta olan tedavi
segenegidir.

Lokalize hastalikta RT dozu kemoterapinin kiir sayis: ve
kitlenin olusturdugu biiyiikliik (bulking) ile iliskilidir.
Bulking yapan mediastinel ya da abdominal kitlesi olan
ve birden fazla bélge tutulumu olan hastalarin kotii
prognozu nedeniyle 6 kiir CHOP ile kombine RT almalan
gerektigi tavsiye edilmistir?®28, RT dozu 30 Gy olarak
belirlenmig, bulky kitlesi olanlar i¢in 35-40Gy
onerilmistir??. Yaygin hastalikta tek bir dstiin tedavi
saptanmami§, ancak CHOP diger nedenlerden dolayi en
sik kullanilan rejim olmustur. Yeni yaklagimlarda ise CHOP
ile kombine monoklonal antikor rituksimab kullammiyla
ilgili caligmalar yapilmaktadir. Otuzii¢ hastada yapilan
erken bir ¢alismada, %73 tam cevap orani gosterilmistir'’,
Ayrica yeni ¢alismalarda yiiksek doz KT uygulanan

hastalarda da basarnili sonuclar bulunmustur®'32,

Giineybati Onkoloji Grubu'nun (SWOG) yaptig: bir
¢ahigmada evre I, I HDL'h hastalara CHOP tedavisi 8 kiir
uygulanmig, bu hastalarda 5 yillik hastaliksiz sagkalim
%64, genel sagkalim %72 bulunmustur™. Tirelli ve ark.**
yaptiklan bir ¢aligmada, 70 yas ve iistii vakalara CHOP
tedavisi uygulamiglar ve tedavi sonunda objekltif yanit
oranini %77, genel sagkalim oranimi %65, 2 villik
hastaliksiz sagkalim oramini ise %55 bulmuglardir. Bremnes
ve ark.min?! yapuig calismada, median sagkalim siiresi 57
ay bulunurken, 2 yillik hastahksiz sagkalim oranm %64. 5
yillik sagkalim oram ise %48 olarak saptanmistir.
Calismamizda tiim olgulara CHOP tedavisi uygulanirken,
14 olguya ek olarak RT verilmistir. Median sagkalim siiresi
52 ay, 3 yillik genel sagkalim oranmimiz %66.4 olmustur.
Objektif yanit orami %73 olup, literatiirdeki diger sonuglar
ile uyumlu bulunmustur.



FE

1. Oguchi M, Gomi K, Shikama N. Non-Hodgkin’s lymphoma.
Nippon Igaku Hoshasen Gakkai Zasshi 2002; 62(5): 206-14.
2. Clarke CA, Glaser SL. Changing incidence of non-Hodgkin
lymphomas in the United States. Cancer 2002; 94(7): 2015-23.
3. Lynch HT, Marcus JN, Lynch JE. Genetics of Hodgkin and non-
Hodgkin's lymphoma: A review. Cancer Invest 1992; 10: 247.
4. Zhu K, Levine RS, Gu Y, et al. Non-Hodgkin's lymphoma
and family history of malignant tumors in a case-control study.
Cancer Causes Control 1998; 9: 77.

5. Filipovich AH, Mathur A, Kamat D, Shapiro RS. Primary
immunodeficiencies; genetic risk factors for lymphoma. Cancer
Res 1992; 52: 5465.

6. Elenitoba-Johnson KS, Jaffe ES. Lymphoproliferative disorders
associated with congenital immiinodeficiencies. Semin Diag
Pathol 1997; 14: 35,

7. Kinlen L. Immiinosuppressive therapy and acquired
immiinological disorders. Cancer Res 1992; 52: 5474.
8. Mellemkjaer L, Linet MS, Gridley G, et al. Rheumatoid
artrhitis and cancer risk. Eur J Cancer 1996; 32A: 1753.
9. Royer B, Cazals-Hatem D, Sibilia J, et al. Lymphomas in
patients with Sjogren’s syndrome are marginal zone B—cell
neoplasms, arise in diverse extranodal and nodal sites and are
not associated with viruses. Blood 1997; 90: 766.

10. Valesini G, Priori G, Bavoillot D, et al. Differential risk of

non-Hodgkin's lymphoma 1n [talian patients with primary
Sjogren's syndrome. J Rheumatol 1997; 24: 2376,

11. Ansel SM, Grant CS, Habermann TM. Primary thyroid
lymphoma. Semin Oncol 1999; 26: 316.

12. Abu-Shakra M, Gladman DD, Urowitz MB. Malignancy in
systemic lupus erythematozus. Arthritis Rheum 1996; 39: 1050.
13. Pricolo VE, Mangi AA, Aswad B, Bland KI. Gastrointestinal
malignancies in patients with celiac sprue. Am J Surg 1998; 176:
344,

14. Magrath 1. Molecular basis of lymphomagenesis. Cancer Res 1992;
52: 5529.

15. Zur Hausen H. Viruses in human cancers. Science 1991; 254:
1167.

16. Manss A, Hisada M, La Grenade L. Human T-lymphotrophic
virus type I infection. Lancet 1999; 353: 1951.

17. Rosen ST, Molina A, Winter JN, et al. Non-Hodgkin’s
Lenfoma. In: Pazdur R, Coia RL, Hoskins W1, Wagman LD
(eds). Cancer Management: A Multidisciplinary Approach. New
York, The Oncology Group, 2003: 668.

18. Ries LAG, Kosary CL, Hankey BF, et al. SEER Cancer
Statiatics Review. Bethesda, 1999.

19. Glass AG, Kamell LH, Menck HR. The National Cancer Data
Base report on non-Hodgkin's lymphoma. Cancer 1997; 80: 2311.
20. Peters FP, Ten Haaft MA, Schouten HC. Intermediate and
high grade non-Hodgkin's lymphoma in the elderly. Leuk
Lymphoma 1999; 33(3-4): 243-52.

21, Bremnes RM, Bremnes Y, Donnem T. High grade non Hodgkin's
lymphoma treated in northern Norway treatment, outcome, and
prognostic factors, Acta Oncol 1999; 38(1): 117-24.

KAYNAKLAR

Kartal Egitim ve Aragtirma Hastanesi Tip Dergisi

22. Cameron DA, White JM, Proctor SJ, et al. CHOP-based
chemotherapy is as effective as alterning PEEC/CHOP
chemotherapy in a randomised trial in high-grade non-Hodgkin’s
lymphoma. Scotland and Newcastle Lymphoma Group. Eur J
Cancer 1997; 33(8): 1195-2001.

23. Giles FJ, Shan J, Advani SH, et al. A prospective randomized
study of Chop versus Chop plus alpha-2B interferon in patients
with intermediate and high grade non-Hodgkin’s lymphoma:
The International Oncology Study Group NHL1 Study. Leuk
Lymphoma 2000; 40(1-2): 95-103.

24. Margaret A, Shipp, Nancy L, Harris. Non-Hodgkin's lymphomas
In: Lee Goldman, J. Claude Bennet (eds). Cecil textbook of
medicine 21st edition, Philadelphia, Saunders, 2000: 962-9.
25. Fisher RI. Gaynor ER, Dahlberg S, et al. Comparison of
a standard regimen (CHOP) with three intensive chemotherapy
regimens for advanced non-Hodgkin's lymphoma (see comments).
N Engl J] Med 1993; 328: 1002.

26. Mauch P, Leonard R, Skarin A, et al. Improved survival
following combined radiation therapy and chemotherapy for
unfavorable prognosis stage I-11 non-Hodgkin’s lymphomas. J
Clin Oncol 1985; 3: 1301.

27, Prestidge BR, Horning SJ, Hoppe RT. Combined modality
therapy for stage I-11 large cell lymphoma. Int J Radiat Oncol
Biol Phys 1988; 15: 633.

28. Velasquez WS, Fuller LM, Jagannath S, et al. Stage I and 11
diffiiz large cell lymphomas: Prognostic factors and long-term
results with CHOP-bleo and radiotherapy. Blood 1991; 77: 942.
29. Dubey P, Ha CS. Besa PC, et al. Localized primary malignant
lymphoma of bone. Int ] Radiat Oncol Biol Phys 1997; 37: 1087.
30. Vose JM, Link BK, Grossbard ML, et al. Phase II study of
rituximab in combination with CHOP chemotherapy in patients
with previously untreated intermediate and high—grade non-
Hodgkin's lymphoma (NHL). Ann Oncol 1999; 10: 195(abst).
31. Haioun C, Lepage E, Gisselbrecht C, et al. Comparison at
autologous bone marrow transplantation with sequential
chemotherapy for intermediate-grade and high-grade non-
Hodgkin’s lymphoma in first complete remission: A study of
464 patients. J Clin Oncol 1994; 12: 2543,

32. Santini G, Salvagno L, Leoni P, et al. VACOP-B versus
VACOP-B plus autologous bone marrow transplantation for
advanced diffuse non-Hodgkin's lymphoma: Results of a
prospective randomized trial by the non-Hodgkin's Lymphoma
Cooperative Study Group. J Clin Oncol 1998; 16: 2796.
33. Yamazaki T, Kura Y, Sawada U. Treatment of intermediate
and high grade non-Hodgkin's lymphoma. Nippon Rinsho 2000;
58(3): 695-8.

34, Tirelli U, Errante D, Van Glabbeke M, et al. CHOP is the
standart regimen in patients>or=70 years of age with intermediate-
grade and high-grade non-Hodgkin's lymphoma: Results of a
randomized study of the European Organization for Research
and Treatment of Cancer Lymphoma Cooperative Study Group.
J Clin Oncol 1998; 16(1): 27-34.

CILT XV : I, 2004



