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BASVURU VE TANI
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NHL'da neler deqgisiyor.

Arch Intern Med 2008; 168: 469-476

E.K.I.M.

» Grup: GCRC (German Cancer Research Center)
» Yasam Analizi:

» SEER (Surveillance, Epidemiology and End Results)
» 1990- 2004

> 5 yillik yasam %50,4>%66,8

» 10 yilhk yasam 9%39,4> %56,3

» Rituximab ?, HIV tedavisindeki gelismeler ?
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Cok Merkezli Alman Calismasi:
GIT NHL 01/92

371 hastalik bir seride

»Mide %75

>Ince barsak (jejunum dahil) %9
> Ileocekal bolge %7

» Diffz kolon %1

»Rektum %02
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E.K.I.M.

Evre I : GI'al kanalda sinirli tek veya devamlilig
olmayan ¢ok lezyon

Evre II : Primer GI'al bélgeden abdomene yayiim £
* |1, lokal nodal tutulum
* |, uzak nodal tutulum

Evre Ilc : Komsu organ ve dokulara serozal
yolla penetrasyon

® “E(pankreas)’ “E(kolon)’ IIE(karln arka duvar), vb
Evre IV : Supradiyafragmatik nodal veya yaygin
ekstranodal tutulum

e, e, - inna
© ELSEVIER, INC. — NETTERIMAGES.COM

Ann Oncol 5:397-400; 1994
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Mide Lenfomalari

E.K.I.M.

Sikayetler

e Epigastrik rahatsizlik
e Anoreksi

e Kilo kaybi

e Bulanti-kusma
 GIS kanamsi (gizli)

e Erken doyma
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Mide Lenfomalari

E.K.I.M.

Endoskobik Degerlendirme

e Polipoid kitle (Ulser +)

e Benign gorunumlu tlserler
e Noduller

e Mukozal katlantilar (serebriform)
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Mide Lenfomalari

E.K.I.M.

e MALT (Western) Mide Lenfomasi

(ekstranodal marjinal zon B hucreli)

» Difflz Buyuk Hucreli Mide Lenfomasi
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Mide Lenfomalari-MALT

E.K.I.M.

e H. Pilori enfeksiyonu ile iliskilidir

e Unifokal-ilser- protruze( polipoid-eksofitik) siktir
e Multifokal-diffuz lezyonlar nadirdir

e Antrum ve prepilorik bolgede siktir

e Fundus ve kardiya tutulumu nadirdir.

« Ileri vakalarda yakin bélge (direk yayilim ile organ

penetrasyonu) ve mezenterik tutulum, gozlenebillir.
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Mide Lenfomalari-MALT

E.K.I.M.

e Non-neoplastik reaktif lenfoid folliktllerin kliclUk—orta boy

sentrositlerce kusatilmasi ve gastrik bezleri invazyonu ve

destruksiyonu “Lenfoepitelyal Lezyon” karakteristiktir.

e Immuno histokimyasal calismalar B hiicre fenomeni

gosterir.
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Mide Lenfomalari-DLBCL

E.K.I.M.

e Sentroblastik ve plasmablastik hlcreler
folliktllerin disinda toplanir

e Reaktif folliktler ve lenfoepitelyal lezyon
izlenmelidir.

 Yoksa; nodal DLBCL taranmalidir.
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Mide Lenfomalari

E.K.I.M.

GIS MALT lenfomali hasta; tim midede yaygin noduler
(cift kontrast baryum grafisi)
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Mide Lenfomalari

E.K.I.M.

B.-.- -

Ust GIS incelemede mide dokusunda katlanmalar, yogun ve
dlzensiz kalinlagsmalar (oklar)
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Mide Lenfomalari

E.K.I.M.

Tipik mide lenfomasi; mide duvarinda kalinlasma (2-4cm)
tumorun mide duvari boyunca yandan ve submukozal yayilimi
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Mide Lenfomalari

E.K.I.M.

56 yasinda erkek hasta (MALT Lenfoma): CT'de mide angulusta
sirkuler blyume lezyonu ile Mide Ca taklit ediyor. GIS lenfomalarda
cogu zaman lumen daralmasi yoktur.
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Mide Lenfomalari
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Mideiﬁndu‘éunda malign Ulser
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Mide Lenfomalari

THD Erciyes 2009 -



Mide Lenfomalari

E.K.I.M.

Mide antrum bdlgesinde benign goérinumlt derin Ulser krateri ve
yakinda buyuk kant pihtisi ile birlikte taze kanama odag:.
Histoloji MALT lenfoma ile uyumlu ....
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Mide Lenfomalari

Ust endoskopide ylizeyel llserler ve incisura’yi gevreleyen
eritem, mukozal kalinlasma,
Histoloji MALT lenfoma ile uyumlu ....
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Mide Lenfomalari

E.K.I.M.

Longitidinal kesi “Yuksek dereceli MALTOMA: annuler
Ulserler ve infiltrasyonu ile mide duvarinda kalinlasma
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Mide Lenfomalari

E.K.I.M.

Mide MALTOMA: karsinom benzeri llsere lezyon( blyuk ok)
yakin mukozada cesitli buyuklukte noduller( kuicuk oklar)
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E.K.I.M.
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Mide Lenfomalari

E.K.I.M.
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Dusuk Dereceli B Hucreli Lenfoma (Mide MALT): lenfoma hicrelerinin

bezleri infiltrasyonu ve isgali ile bezlerin kaybolmasi. (Lenfoepitelyal
lezyon). Monoklonal CD20+ B hucrelerinin infiltrasyonu
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E.K.I.M.

Yuksek Dereceli Mide DLBC Lenfomasi: monoton mononukleer
hucre infiltrasyonu midenin histolojik yapisinda bozulma,

THD Erciyes 2009 -




BARSAK LENFOMALARI

E.K.I.M.

* IPSID Lenfomalar (Akdeniz tipi MALT)

( iImmunoprpliferatif small intestin disease)

 Non-IPSID Lenfomalar (Bati tipi MALT)
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Ay, BARSAK LENFOMALARI
BEAx8 |IPSID Lenfomalar (Akdeniz tipi MALT)

E.K.I.M.

» Genc eriskinlerde ve erkeklerde siktir

> Karin agrisi, kilo kaybi, malabsorbsiyon,kronik
diyare, clubbing, ayak ve bilek 6demi ile taninir.

» Dustk sosyo ekonomik durumlar
» HLA Aw19, B12, A19 haplotipleri ile iliskilidir.

» Proksimal ince barsakta genellikle diffiiz bazan

yamall lezyonlar saptanir
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Ay, BARSAK LENFOMALARI
BEAx8 |IPSID Lenfomalar (Akdeniz tipi MALT)

E.K.I.M.

> Alfa Agir Zincir Paraproteinemi %75
»Diffuz bazan kaldirnm tasi yamali infiltrasyon
»Proksimal ince barsak tutulumu siktir

> Laktoz Intoleransi

> Asit

» Ates

»0Organamegali olabilir
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BARSAK LENFOMALARI
Non-IPSID Lenfomala (Bati tipi MALT)

E.K.I.M.

> Orta yas (—37yas) ve cogunlukla erkeklerde

> Aciklanamayan karin agrisi ile birlikte abdominal
kitle, tikanma ve perforasyonla taninir.

» Cogunlukla laporotomi ile unifokal lezyon,

» Laparotomi ile tani sirasinda en-block resection
yapllmasi tavsiye edilir.

» Distal ince barsakta siklikla tutar
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BARSAK LENFOMALARI
Non-IPSID Lenfomala (Bati tipi MALT)

E.K.I.M.

Eslik Eden Durumlar

» Otoimmun Hastaliklar

» AIDS

» Uzun Sireli Immunosupresyon
> Crohn Hastaligi

» Radyasyon Tedavisi

» Noduler lenfoid Hiperplazi
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BARSAK LENFOMALARI

E.K.I.M.

BARYUM BOSALTIDIKTAN SONRA TUM KOLON VE iLEUMDA DIiFFUZz
NODULLER (HISTOPATOLOJi: NON HODKING LENFOMA
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E.K.I.M.

ABDOMINAL CT: INCE BARSAK DISTANDU LOOP LUMENINDE KITLE.
INTRALUMINAL KIiTLE iCINDE MEZENTERIK YAG ALANLARI.
(INCE BARSAK INTUSEPSIYON)
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BARSAK LENFOMALARI

E.K.I.M.

GCEKUMDA BUYUK YUMUSAK DOKU KITLESI (OKLAR)
INTUSEPSIYONA SEBEP OLUYOR.
[TERMINAL ILEUM LENFOMASI]
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E.K.I.M.

ENDURE KOLON MUKOZASI DAGINIK ULSERLER INFLAMATUAR
HASTALIK DUSUNDURMEKTE.. TANI: LENFOMA
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BARSAK LENFOMALARI

E.K.I.M.

KiLO KAYBI-ANEMI ILE BASVURAN 95 YASINDA HASTA,
BiYOPSIi SONUCU:LENFOMA
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GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

CD 19/20/22+CD5+ Genetik belirtec

FMC7+, HLA-DR++ Sitogenetik %70
Slg+* Ak T(11:14) (q13:932)
Cylin D1+
Cd10,Cd23 ve FISH >%95
BCL-6 negatif PCR%40

NHL %0,

K/E orani=3:1 GIS de

Ortanca yas:63 Makroskobik polipler+

B semptomu <%50 Lezyon (-) ise

Ekstranodal tutulum %90: GIS KI.KC, ~ rastgele biyopsi
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Presenter
Presentation Notes
Mantle-cell lymphoma (MCL) is a distinct clinical type of B-cell non-Hodgkin's lymphoma that accounts for approximately 8% of all lymphoma diagnoses. This disorder tends to occur in older adults with a higher incidence in males.1 The immunophenotype of the malignant cells in MCL is typically CD20+, CD5+, CD10–, CD23–, light chain restricted, and BCL-1+ (B-cell lymphoma 1, also known as cyclin-D1 or CCND1).2,3 Cyclin-D1 overexpression occurs as a result of a translocation of the cyclin-D1 gene on 11q13 to the promoter of the immunoglobulin heavy chain locus on 14q32.4 This translocation can be detected in the tumor cells by classical cytogenetics or fluorescence in situ hybridization (FISH; Fig 1).5-9 Additional genetic and proteomic abnormalities have been described10-12 and are discussed in this issue by Pasqual et al. 
The initial diagnostic evaluation includes computed tomography scans of the chest, abdomen, and pelvis; a CBC; blood chemistries for renal and liver function; and an aspiration and biopsy of the bone marrow. Many patients have circulating lymphoma cells that are detectable by a peripheral blood smear or by flow cytometry.13,14 An excisional lymph node biopsy should be evaluated by an expert hematopathologist with immunophenotyping and cyclin-D1 staining. In routine clinical practice, cytogenetic analysis (classical or FISH) is necessary only in cases in which the cyclin D1 stain is equivocal or the histology or immunophenotype are difficult to interpret, as can occur when the diagnostic tissue is from the blood or a bone marrow aspirate. Staging tests usually demonstrate advanced stage (III or IV), and involvement of extranodal sites such as the intestinal tract, kidney, bone marrow, and peripheral blood is common. Routine upper and lower endoscopy is not necessary unless the patient has symptoms such as gastrointestinal hemorrhage or pain suggestive of involvement.15 



GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

(FISH)

Witzig, T. E. J Clin Oncol; 23:6409-6414 2005

JOURNAL OF CLINICAL ONCOLOGY
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Presenter
Presentation Notes
Fig 1. Results of fluorescence in situ hybridization (FISH). (A) Healthy cell showing two signals each for CCND1 on chromosome 11 (orange) and the IgH gene on chromosome 14 (green). (B) Tumor cells from a patient with mantle-cell lymphoma demonstrating the yellow signal that results from the 11;14 translocation that is characteristic of MCL. (Photograph courtesy of G. Dewald, PhD).



E.K.I.M.

! ; =Ty A . ] ]
P e et G SFaatt SVECE X
ru];:-ff;g , pFide S }%ﬁu ; @ X
“?uéli%«'ﬁ'g Fﬁi !ﬁ‘%’;}g &% i h BN
e ¥l -{E}:‘!’l::h' St L -!ﬂ L r .

Ealihy

Noduler tip Diffaz tip

MCL: morfoloji
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http://www.ashimagebank.org/caseimage.asp?case_id=100610&i=1

GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.
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Klasik Blastoid
MCL: sitoloji
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Presenter
Presentation Notes
MCL affected cells proliferate in a nodular or diffuse pattern with two main cytologic variants: typical or blastic. Typical cases are small to intermediate sized cells with irregular nuclei. Blastic (aka blastoid) variants have intermediate to large sized cells with finely dispersed chromatin and are more aggressive in nature.[3]



GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

Toplam Yasam ve MIPI

1.0 Yas
0.9 LDH

0.8 BK
0.7

0.6 ECOG

0.5

0.4
0.3
0.2
0.1

0

0 12 24 36 48 60 72 84 96

e Dusuk Risk: <5,7
e Orta Risk: >5,7<6,2

e Yuksek Risk: >6,2

Hoster et al. A new prognostic index (MIPI) for patients with advanced-stage mantle cell lymphoma. Blood 2008;111:558-565.
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Presenter
Presentation Notes
Mantle Cell Lymphoma International Prognostic Index (MIPI) was derived from a data set of 455 advanced stage MCL patients treated in series of clinical trials in Germany/Europe. Of the evaluable population, approximately 18% were treated with high-dose therapy and stem cell transplantation in first remission. The MIPI is able to classify patients into three risk groups: low risk (median survival not reached after median 32 mos follow-up and 5-year OS rate of 60%), intermediate risk (median survival 51 months) and high risk (median survival 29 months). In addition to the 4 independent prognostic factors included in the model, the cell proliferation index (Ki-67) was also shown to have additional prognostic relevance. When the Ki67 is available, a biologic MIPI can be calculated.[6]
Beta-2 microglobulin is another risk factor in MCL used primarily for transplant patients. Values less than 3 have yielded 95% overall survival to 6 yrs for auto SCT where over 3 yields a median of 44 mos overall survival for auto SCT (Khouri 03). This is not yet fully validated.
Testing for high levels of LDH in NHL patients is useful because LDH is released when body tissues break down for any reason. While it cannot be used as a sole means of diagnosing NHL, it is a surrogate for tracking tumor burden in those diagnosed by other means. The normal range is approximately 100-190.



GIS: MANTLE HUCRELI LENFOMA

Gecen On’lu yillarda Degisen Yagsam Oranlari
GLSG Kohort (1996-2004) & KLG Kohort (1975-1986)

E.K.I.M.

Herrmann et.al. ASH 2006. #2446

Ortanca TY(yil)
GLSG: 4,8y
- KLG: 2,7

P<0,001

5-yil TY(%)
GLSG: % 47
= KLG: % 22
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Presenter
Presentation Notes
The clinical course of MCL is characterized by a very high overall response rate (ORR) to induction treatment with a relatively short time to progression and a poor overall survival (OS) of approximately 3 to 4 years.1,16-19 There is currently no standard therapy for newly diagnosed or relapsed MCL. Patients with massive splenomegaly often benefit from splenectomy to relieve symptoms and improve blood counts.20,21 Many regimens have been demonstrated to be highly active in producing tumor responses, but relapse typically occurs and patients usually die of their disease. New agents and approaches to MCL are needed and indeed are becoming reality as discussed below. This brief review will discuss each major treatment modality and suggest a treatment strategy based on current data. 



GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

» Mide, ince barsak ve kolon tutabilir
» "Lenfomat6z Polipozis”
» Ortalama yas 55, erkeklerde fazla

> Integrin alfa4 beta 7>>>>>MAd-CAM-1
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GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

31 vakalik Prospektif klinikopatolojik calismada
» Mide %57

» Duedenum %52

» Jejunum-ileum % 87

» Kolon %690

» Rectum % 69

» Hem kolon hemde ince barsakta polip 31/ 28
> Kemik Iligi % 52
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GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

» Semptomlar tutulan alan ile iliskilidir.
> Karin agrisi

Dlyare

Hematokezya

Kilo Kaybi

Halsizlik

THD Erciyes 2009 -
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¢ GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

Tanisal Girisimler
» Kolonoskobi

» Endoskobi
(ezofago-gastro-duedenostomi&enteroskobi)

» Kapsul endoskobi
» CT klavuzlu igne biyopsisi
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GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

Proksimal kolonda ¢ok sayida polipoid lezyonlar:
Histoloji MANTLE HUCRELI LENFOMA
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GIS: MANTLE HUCRELI LENFOMA

E.K.I.M.

Klucguk-orta ve kismen duzensiz ¢ekirdekli lenfositlerin yaygin
proliferasyonu ust sol kosede kalinti germinal merkez:
MANTLE HUCRELI LENFOMA
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GIS: BURKITT VE BURKITT
BENZERI LENFOMALAR

E.K.I.M.

» Endemik (African) Burkitt
» Sporadik (Western) Burkitt
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GIS: BURKITT VE BURKITT
BENZERI LENFOMALAR

E.K.I.M.

Sporadik Burkitt ;

» Gastrointestinal semptomlar

> Kemik Iligi tutulumu siktir

Periferik kan yaymasi tanisal olabilir
_aparotomi ve invaziv radyoloji katkisi olur
Kontrast radyografi ve CT

PET CT tedavi cevabi ve takip

THD Erciyes 2009 -
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GIS: BURKITT VE BURKITT
BENZERI LENFOMALAR

E.K.I.M.

Karin agrisi olan hastada lobule ulser cikintilari, biyopsi: BURKITT
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GIS: BURKITT VE BURKITT
BENZERI LENFOMALAR

E.K.I.M.

Sporadik BURKITT: undifferansiye ktcuk htcreler, arada
boyali makrofajlar ( Yildizlh Gokyuzu Patreni)
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ENTEROPATY ILISKILI
T HUCRELI LENFOMA

» Ortalama yas 60

E.K.I.M.

> Karin agrisi, kilo kaybi

» Kanama-obstruksiyon-perforasyon ve peritonitis ile
kendini gosterir.

» Kitle goruntusu olmayabilir.
» Gluten enteropatisi (celiac sprue)

> hikayesi cocukluga kadar gidebilir, yoksa da
arastiriimalidir.
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ENTEROPATY ILISKILI
T HUCRELI LENFOMA

> Intraepitelyal T lenfositlerinin intestinal timoruduir.

E.K.I.M.

» Siklika jejunum ve ileum tutar.

> Kolon, mide ve GIS disi tutulum olsada cok nadirdir.
» COlyak ve mezenterik LAP olabilir.

» Endoskopik Jejunal biyopsi tanisaldir.

» Villus atrofisi ve kript hiperplazisi karekteristiktir.

THD Erciyes 2009 -



ENTEROPATY ILISKILI
T HUCRELI LENFOMA

E.K.I.M.

Immunofenotipik Tip (Tip I EATL) : %80-90
» Pleomorfik buyutk-orta hicreler CD3+, CD56-,CD8+
» Degisik oranlarda CD30+
» Kuzey Avrupada siktir, colyak ile iliskilidir.
Monomorfik Tip (Tip Il EATL) :%10-20
»Kucuk orta boy hucreler. CD3+, CD56+, CD8+,

> Sporadiktir, Asya’da siktir ve colyak ile iliskili degildir.

CD4 ve CD5 her iki tipte (-)
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ENTEROPATY ILISKILI
T HUCRELI LENFOMA

E.K.I.M.

»Tip |: Zeminde reaktif eozinofiller ve histiyositler arasinda buyuk-

anaplastik tumor hucreleri azinlikta olabilir.

>Tip II: Nisbeten orta blyuklikte hiicreler hakimdir. Inflamatuvar zemin

olmaz, nadiren nekrotik alanlar olabilir.

»HLA DQ2 ve DQS8 Tipl ‘de %80-90 iken Tip II'de %30-40 siklikla
rastlanir

»Kromozom 9q33-34 kazanilmasi her iki tipte siktir.

»Her iki tip klinik seyri direncli ¢olyak bulgulari (Tip 1) disinda benzer

THD Erciyes 2009 -
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ENTEROPATY ILISKILI
T HUCRELI LENFOMA

E.K.I.M.

INCE BARSAK : T hicrelerinden olusan intraepitelyal infiltrasyon.

THD Erciyes 2009 -



ENTEROPATY ILISKILI
T HUCRELI LENFOMA

E.K.I.M.

DISTAL DUEDENUM (Cdlyak Hastaligi): intraepitrelyal lenfositler (IEL)
ve kript hiperplazisi. Sagda normal biyopsi ornegi.
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ENTEROPATY ILISKILI
T HUCRELI LENFOMA

E.K.I.M.

INCE BARSAK (EITH Lenfoma): tiim duvar boyunca serozaya
kadar yaygin mukoza replasmani
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ENTEROPATY ILISKILI
T HUCRELI LENFOMA

E.K.I.M.
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EITH Lenfoma: Kuvvetli CD45Ro (+) immunoreaktif T Hlcreleri
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E.K.I.M.

TEDAVI YAKLASIMLARI
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v, Erken Evre Mide MALT Tedavi
Edxd |-Antibiyotik Tedavisi

E.K.I.M.

TABLE 2. S5tudies Treating Low-Crade Gastric MALT Lymphoma With H. pylori Eradication

Author Reference Year Number of Patients Complete Remission Rate
Wotherspoon iz 19493 5] B3
Bayerdorifer i3 1945 33 T0
Roggero 40 1945 25 )
Savio 41 1994 12 92
Fischbach 35 195G 15 o3
Montalban 36 1947 o b
Pinotti i9 1997 49 67
Neubauer a7 1997 50 80
Mobra-Leitao 38 154 17 100
Steinbach 42 15 28 30
Thiede 44 2000 LE &l
Fischbach 34 2000 36 W
Stolte 43 2001 120 il

Helikobakter pilori eradikasyonunun dusuk dereceli MALT
lenfomada yuksek tam cevap orani 20 den fazla
calismada gosterilmistir.
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Sy, Erken Evre Mide MALT Tedavi
Edxl [-Antibiyotik Tedavisi

E.K.I.M.

H. pylori eradikasyon rejimleri

Rejim 1 Rejim 2 Rejim 3
Proton pompa Proton pompa Proton pompa
Inhibitora Inhibitora Inhibitori
2x1caps/gun 2x1caps/gun 2x1caps/gun
Amoksisilin Metranidazol Tetrasiklin
2x1 gr/gin 2x500 mg/gln 4x500 mg/gun
Klaritromisin Klaritromisin Metranidazol
2x500 mg/gun 2x500 mg/gun 4x500 mg/gln
Bizmuth

4x525 mg/gun

Tedavi 10-14 gun arasinda kullanihr. Rutin uygulamada Rejim 1 tercih
edilirken, rejim 2 penisilin alerjisi olan hastalar icin tercih edilmektedir.

THD Erciyes 2009 -



Ny, Erken Evre Mide MALT Tedavi
Edxd |-Antibiyotik Tedavisi

E.K.I.M.

> H. pylori eradikasyonu ile lenfomanin gerilemesi

arasindaki zaman 4 hafta-14 ay arasinda degisir.

» Tedavi sonrasl izlem 3-6 aylik st endoskopi+biyopsi

ile yapilmaktadir.
» Ureaz testi veya C-ure inhalasyon testi ile izlenebilir

> Eger eradikasyon tedavisi basarisiz olursa, ikinci bir

eradikasyon tedavisi dusundulebilir.

THD Erciyes 2009 -



Ny, Erken Evre Mide MALT Tedavi
Edxd |-Antibiyotik Tedavisi

E.K.I.M.

» Eradikasyon tedavisi >%90 basarili
» %50-100 histolojik tam cevap
» %10 nuks?

Endoskobik takip
= Tedavi cevabi?

= Altta yatan bir agresif lenfoma ?

THD Erciyes 2009 -



Erken Evre Mide MALT Tedavi
lI-Antibiyotik Tedavisine direnci veya HP (-)

E.K.I.M.

» Radyasyon tedavisi
= Schecter,1998: PFS: 2y (% 100)
» Tsang,2001: PFS: 5y (% 100)
* Yahalom,2002: PFS: 4y (% 89)

» Optimal RT doz ve teknik?
» Indolen bir fenomen icin bazan kabul edilemez yan etkiler

» Uzun dénem guvenlik ( malignite, gastrik ve renal toksisite, vs)

THD Erciyes 2009 -



¥/, Erken Evre Mide MALT Tedavi
lI-Antibiyotik Tedavisine direnci veya HP (-)

E.K.I.M.

e Nakamura [Cancer 2005;104:532-540]

» Siklofosfamid 100 mg/gun oral tek ila¢c tedavi ile antibiyotik direncli
olgularda % 89 tam cevap elde etti

> Tekli tedavi cevaplari RT ile kiyaslanabilir dlizeyde, ustelik
kullanim kolay ve yan etki azdir.

e Levy M [J Clin Oncol 2005;23:5061-5066]

» Oral alkilleyici Cy ve klorombusil- cevabinda t (11;18) onemlidir.
» 1 (11,;18) negatif olgularda %89, Tam cevap
» 1 (11;18) pozitif olgularda %42, Tam cevap

Alkilleyici ilaclar t (11;18) negatif olgularda secilmelidir.

THD Erciyes 2009 -



¥/, Erken Evre Mide MALT Tedavi
lI-Antibiyotik Tedavisine direnci veya HP (-)

E.K.I.M.

e Jager G [J Clin Oncol 2002;20:3872-3877.]
» Faz II calisma, (n=19)
> Tek ila¢ 2-klorodoeksiadenozin, (Niikleozid Analogu)
> HP(-) veya AB direncli Ilk sira tedavi kemoterapi
» Tum Hastalarada cevap (+)
» %84 tam cevap

e Streubel B [Oncology 2004,;66:476-480]

> t (11;18) varligi ile 2-klorodoeksiadenozin cevap orani
degismedigini gosterdi.

2-klorodoeksiadenozin HP (-) veya eradikasyona direncli
olgularda iyi bir secenek olarak gorilmekte.

THD Erciyes 2009 -



» Erken Evre Mide MALT Tedavi
l[-Antibiyotik Tedavisine direnci veya HP (-)

E.K.I.M.

Martinelli G [J Clin Oncol 2005:23;1979-1983]

N=27 hasta, rituksan

HP(-) veya AB direngli lIk sira tedavi kemoterapi
%46 patolojik ve klinik tam cevap

%31 Kkismi cevap

33 ay takipte 2 hasta nuks

vV V.V V VYV VY

t (11;18) ile cevap iligkisiz.

Rituksimab HP (-) veya eradikasyona direncli olgularda ilk sira tedavide
Iyl bir secenek, ileri vakalarada kombinasyon tedavilerine eklenebilir

THD Erciyes 2009 -



lleri Evre Mide MALT Tedavi

E.K.I.M.

» Diger indolent lenfomalar (orn.FL) kategorisinde

tedavi edilir.
» Kemoterapi (tekli-kombinasyon + Rituksimab)
» Platin analoglari ve nuklezid analoglari umit verici

» Bu konuda calismalara ihtiyag var

THD Erciyes 2009 -



lleri Evre Mide MALT Tedavi

E.K.I.M.

e Aviles A. [Med Oncol 2005; 22:57-62]
> N=241 Uc kola randomize
» Cerrahi (total gastrektomi)

» Radyoterapi (30Gy tim abdomen + 40 Gy Ust abdomen)
» Kemoterapi (3 sira CHOP21 + 4 sira COP14

» Ortanca takip 7.5 il

» Tum kollarda tim hastalar tam cevap (+)

*EFS (5y) *OS (9y)
—C %52 —C %80
“_RT %52 —RT %75
—KT % 87 (p<0.001) —KT % 87 (p=0.4)

THD Erciyes 2009 -



lleri Evre Mide MALT Tedavi

E.K.I.M.

e 18 hasta e RTX: 375 mg/m2

- Ortanca yag 59 e FLD: 25/mgm2Veya 40mg/m2 po

e Evrel, 12

. Evrell, 3 - ORR % 100 15 ay takip
e EvrelV, 3 * CR% 94

. Mide (n=11) - 1y OS %100

 Akciger (n=2) * 1y PFS %93

e Cilt (n=3)

- Paratiroid (n=2)

THD Erciyes 2009 -




Mide MALT Tedavi

Literatlre gore tedavi Onerileri

E.K.I.M.

e Erken Evre HP (+) MALT = Eradikasyon tedavisi
» Eradikasyon (-) ise = tekrar dene

» Bu arada kliniko-patolojik cevabi endoskopi-biyopsi ile
izle (3-6 ay)

» 12 ayda rergesyon yoksa = tekli tedavi [RT veya KT veya
Rituksimab]

» Bu takipte progresyon varsa= erken modifikasyon

» 12 ayda cok iyi makroskobik cevap yaninda rezidu varsa
3 aylik endoskobik takip ile izlenebilir

THD Erciyes 2009 -



Mide MALT Tedavi

Literatlre gore tedavi Onerileri

E.K.I.M.

» HP(-) ve t(11;18) vakalarda eradikasyon Onerenler
olmakla beraber bu durumda cok yakin takip cevapsiz
Ise erkenden kombinasyon KT veya RT protokole

yerlestiriimelidir.
> lleri evre vakalar indolen lenfomalar gibi tedavi edilir.
= Antrasiklili KT + R
= Nuklesid Analogu + R

THD Erciyes 2009 -



Mide DLBCL Tedavi

E.K.I.M.

» Rituximab+Antrasiklin standart
— CHOP (adriyamisin)
— CEOP (epirubisin)
— CNOP (mitoksantron)
» Nodal DLBCL sonuclari aktariimistir, elde veri yoktur.

» HP eradikasyonu 0zellikle dusuk dereceli MALT
histolojik komponenti olanlarda mutlaka tedaviye
eklenmelidir.

THD Erciyes 2009 -



Mide DLBCL Tedavi

Olaysiz yasam oranlari

E.K.I.M.
kil _',_""]' . Kemoterapi
5 |
I f”Cerrahi +Kemoterapi
= 51
L
: I
5 3-- <0.001
(@) 0.5 _L_ \
£ '
2 -
S *_ _ Cerrahi +RT
-1
Cerrahi
0 : |
Yillar 5 10

Kemoterapi ve cerrahi-KT ; cerrahi-RT ve cerrahiden tstln

Agustin A, et.al. Ann Surg. 2004 July; 240(1); 44-50. THD Erciyes 2009 -




Mide DLBCL Tedavi

Toplam yasam oranlari

E.K.I.M.

1.0 — — Kemoterapi

I §

I : S

el o ——II Cerrahi +Kemoterapi

]
_ S i <0.001
S i :
c - = =| Cerrahi
S o5 e Bl 3
© i Cerrahi +RT
£
(S
Un
S
>
0 |
5 10

Yillar

Agustin A, et.al. Ann Surg. 2004 July; 240(1): 44-50.
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Mide DLBCL Tedavi

E.K.I.M.

> Retrospektif ve prospektif calismalarda kombinasyon
KT+RT ile benzer veya Ustin sonuclar saglanmasi
cerrrahi sorgulanir hale getirmistir.

» Cerrahi (gastrektomi) Ozellikle kanama-obstruksiyon-
perforasyonlu erken evre vakalarda etkinligi
gosterilmistir.

» Konsolidasyon RT tartismalidir. Prospektif bir calismada
CHOP14 +IFRT (40Gy) 42 ay %91 yasam bildirilmistir.

THD Erciyes 2009 -



Mide DLBCL Tedavi

E.K.I.M.

» Nuks ve direncli vakalarda hastanin yas ve
performansi uygun ise YDT+OKIT kemosensitif
vakalarda ...

» Yeni Kombinasyonlar, Radyoimmunoterapi
prospektif faz |l calismalarda nuks ve direncli vakalar
test edilmelidir...

THD Erciyes 2009 -



BARSAK LENFOMALARI TEDAVISI
Akdeniz tipi intestinal MALT lenfoma:IPSID

E.K.I.M.

» Cok az bilgi var
» Erken evrede yakalanan vakalarda C Jejuni tedavisi
regresyon saglayabilir. Ampisilin-metranidazol-tetrasiklin

» Radyasyon tedavisi ve/veya kombinasyon KT tedavinin
esasidir.

» Raporlarda sonuclar celiskili olup prognoz kétudur, ancak
KT+tetrasiklin ile % 70 5y yasam bildirilmistir.

THD Erciyes 2009 -



BARSAK LENFOMALARI TEDAVISI
Akdeniz tipi intestinal MALT lenfoma:IPSID

E.K.I.M.

» Tanisal laparotomi en-block resection ve komsu LN
eksplorasyonu oOnerilir.

» Diffuz intestinal tutulum nedeni ile cerrahi reseksiyon
nadiren endikedir.

> Kuratif cerrahi eksizyona ragmen 5 yillik yasam
oranlari Evre IE icin % 45 Evre IIE icin %19.

» Rezeksiyondan 5-10 yil sonra siklikla nuks eder.

THD Erciyes 2009 -



(Y BARSAK LENFOMALARI TEDAVISI
B4l Bat tipi intestinal MALT lenfoma

E.K.I.M.

» Yapilan 3 seri calismada
— LNH-84 (yedi ila¢c kombinasyonu): DFS4y %62, OS 4y % 78
— CHOP (EvrelE ve IIE): DFS 5y %54, OS 5y %59
— CHOP + Reseksiyon OS 2y %94 ve perforasyon ¢ok nadir.

» Radyasyon+cerrrahi tedavi ileri evre vakalarda uygulanmistir.

unresektabl vakalarda RT iyi palyasyon saglar

THD Erciyes 2009 -



Y ENTEROPATY ILISKILI
Eaxd T HUCRELI LENFOMA TEDAVISI

E.K.I.M.

» Antrasiklin iceren rejimlere ragmen 1-yillik DFS yaklasik
%20 ve medyan sagkalim 7,5 aydir.

» Kombine kemoterapi protokolleri daha cok tercih
edilmektedir.

» Tani aninda intestinal perforasyon sikliginin yuksek
olmasi nedeniyle operasyon sirasi ve sonrasinda
komplikasyon orani yuksektir.

» Glutensiz diyet onerilmektedir.

THD Erciyes 2009 -



MCL: Ik sira tedavi Onerileri

E.K.I.M.

O R-CHOP

— Ozellikle yasli daha yogun bit tedaviyi tolere
edemeyenler icin

d R-HyperCVAD
d R-EPOCH

QIlk sira konsolidasyon
— OKIT
— AKIT (klinik calisma)

NCCN Clinical Practice Guidelines , NHLv.3 2008 THD Erciyes 2009 -




MCL: Ikinci sira tedavi Onerileri

E.K.I.M.

d Bortezomib
Kladribin
“CMR+R Idame
-MR

-C £R

PCR

Talidomid +R

I N Ny iy Oy

FCMR: fludarabin-siklofosfamid-mitoksantron-rituksimab:

PCR: Pentostatin-siklofosfamid-rituksimab

NCCN Clinical Practice Guidelines , NHLv.3 2008 THD Erciyes 2009 -




MCL: Tedavi yaklasimi

E.K.I.M.

e Baslangicta indolent (yavas gidisli) olarak tanimlandi

e 3 ayrt SWOG calismasinda dusuk dereceli (low grade)
lenfomalarin geriye dontk analizinde MHL seyrinin hic¢ de
yavas seyirli olmadigi gosterildi.

e 376 hastalik bir seride yapilan analizde 10 yillik yasam
diger gruplarda yaklasik %35 iken 36 MHL hastasinda bu
oran sadece %8 idi.

e Sonuc: MHL kotu prognostik ozelliklere sahip agresif bir
lenfomadir.

Fisher, R.l., Dahlberg, S., et al., Blood, 85(4), 1995, pg.1075 THD Erciyes 2009 -




Baslangic (Indiiksiyon) Tedavileri

E.K.I.M.

e CHOP + Rituxan .
— 40 hasta (yeni tani)
— %048 TC, % 48 KC
— %36 PCR ile molekuler
remisyon (siklinD1)
— Ortanca progresyonsuz
yasam 16.6 ay
e 36 ayda tum hastalar nuksetti T EREE

Months

0.8

0.6

Probability
0.4

0.2

0.0

Klinik ve molekuler TC progresyonsuz yasam uzerine etkisiz.
Akut [6semi gibi postremisyon tedavi ??

Howard, O., Gribben, J., et al., JCO, 20 (5), 2002, pg. 1288 THD Erciyes 2009 -




Akut lI6semi tedavisi :R-hyperCVAD

E.K.I.M.

Yas,B2MG,LDH,IPI>2 FFS de anlamli idi

R-hyper-CVAD tedavisi alanlarda 65
yastan daha genc hastalar ileri yas

P =0.009
e =65 32 pts

mdian follow up 40 months vakalara gore daha uzun remisyonda
kalmaktadir.
Klinik cevap (n=9 Hastalar (20)
TOPLAM CEVAP 97 o :
Diger kemoterapi

> TC-TYC 87 protokollerine gore
> KC _ 10 daha uzun remisyon
3-yil TY (ortanca takip: 40 ay) 82 elde edilmig ancak
3-yil PY (ortanca takip: 40 ay) 64 ,

hala plato yok..

(Romaguera JE, et al. J Clin Oncol. 2005;23:7013-7023) THD Erciyes 2009 -




. SWOG 0213:
Exx3 Yeni tani MCL'da R-hyperCVAD

E.K.I.M.

1 Cok merkezli prospektif

randomize calisma
d N=49 [ ekim 2002 &eylul 2006]
8 kir hyperCVAD-R [21 gun]
d Evre HH/1V %49

Epner EM, et al. ASH 2007. Abstract 387. THD Erciyes 2009 -



Presenter
Presentation Notes
G-CSF, granulocyte colony-stimulating factor; MCL, mantle cell lymphoma; SWOG, Southwest Oncology Group.

An important study from SWOG evaluated the efficacy of rituximab plus fractionated cyclophosphamide, vincristine, doxorubicin, and dexamethasone (hyperCVAD) in newly diagnosed patients with mantle cell lymphoma. A previous study by Romaguera and colleagues demonstrated that the use of rituximab plus hyperCVAD was associated with excellent results in this patient population. However, it was important to determine if such positive results could be reproduced in the community setting through a multicenter clinical trial.
In this trial, 49 patients with newly diagnosed mantle cell lymphoma were recruited between October 2002 and September 2006. The majority of these patients had mantle zone or diffuse type mantle cell lymphoma, whereas a few patients had blastic or nodular disease. All of the patients presented with advanced‑stage disease, as is typical with this patient population, and most of them had a fairly good Zubrod performance status. 
Patients received 8 cycles of rituximab plus hyperCVAD, as has been previously defined, and they were all prophylaxed with anti-infectious agents and G‑CSF.
For more information, please go online to:
http://www.clinicaloptions.com/Oncology/Conference%20Coverage/Hematology%202007/Tracks/NHL/Capsules/387.aspx


SWOG 02 13 Epner EM, et al. ASH 2007. Abstract 387.
Yeni tanit MCL'da R-hyperCVAD

E.K.I.M.

e Toplam cevap orani %88
(degerlendirmeye alinan 40 hastada)

60
Cevap Oranlari
o 40
S 40
ks
S
< 18
G
- 20
5 3
0
Tam Cevap  Kismi Cevap  Dogrulanmamisg Stabil Yetersiz
(n = 16) (n =12) (n=7) Hastalik Sonug
= n =3
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Presenter
Presentation Notes
hyperCVAD, fractionated cyclophosphamide, vincristine, doxorubicin, dexamethasone; MCL, mantle cell lymphoma; ORR, overall response rate; SWOG, Southwest Oncology Group.

The overall response rate for the 40 evaluable patients in this study was 88%. The complete response rate was 40%, which was lower than previously reported, and the partial response rate was 30%. 



. SWOG 0213:
Exx3 Yeni tani MCL'da R-hyperCVAD

E.K.I.M.

100 '_'L‘—I'I'I'L‘_LI_U_MLLI_ Yagam
80 - Ll | Ll
—t—l—L Toplam yagam
60"~ Progresyonsuz yasam
x
5 401
G
1%
S 20-
Yillar
0 : : . : .
0) 1 2 3 4 5

2y progresyonsuz yasam % 63
MDACC 2y progresyonsuz yasam % 64, 3y TY % 80 idi.

Epner EM, et al. ASH 2007. Abstract 387. THD Erciyes 2009 -



Presenter
Presentation Notes
hyperCVAD, fractionated cyclophosphamide, vincristine, doxorubicin, dexamethasone; MCL, mantle cell lymphoma; SWOG, southwest oncology group.

Figure used with permission from Elliot Epner, MD, PhD.

The next slide shows the overall survival and progression‑free survival for the 49 patients who participated in this study. The 1‑year estimates were 89% for progression‑free survival and 91% for overall survival. Unfortunately, the curves continue to fall over time, and by Year 3, the progression-free survival was approximately 60%.




SWOG 0213:

Yeni tani MCL'da R-hyperCVAD

E.K.I.M.
Yan Etki Derece 3, % | Derece 4, %
e Lokopeni 2 83
e Notropeni/granulositopeni 11 74
e Trombositopeni 19 68
e Anemi 60 13
e Infeksiyon (+nétropeni) 32 2
e Hiperglisemi 15 2
e Ataksi 4 2
e Miyalji/artralji 0 2

Cogu yaslilar olmak tUzere 46 vakanin 22 (%48) toksisite
sonucu tedavi planini tamamlayamadi..

Epner EM, et al. ASH 2007. Abstract 387.

THD Erciyes 2009 -



Presenter
Presentation Notes
hyperCVAD, fractionated cyclophosphamide, vincristine, doxorubicin, dexamethasone; MCL, mantle cell lymphoma; SWOG, Southwest Oncology Group.

The next slide shows some of the toxicity that were reported in this trial. As expected, patients experienced a high rate of grade 3/4 hematologic toxicity, with the majority of the patients having leukopenia, neutropenia, and thrombocytopenia. Nonhematologic toxicity was less common.
In summary, this study demonstrated that the administration of hyperCVAD plus rituximab was more difficult in a community‑type setting. Unfortunately, it appears that although there was a fairly high overall response rate, a number of the patients relapsed over time, perhaps requiring additional treatments.


R-hyperCVAD (Ozet)

E.K.I.M.

e R-HyperCVAD-MTX-AraC ilk sira tedavide
oldukca etkili

e Bu etki <65y hastalarda daha lyi
e Toksisite yonetilebilir ve cogunlukla hematolojik

>065 yas hastalarda toksisite ve yuksek nuks hala onemli bir
sorun olmaktadir.

THD Erciyes 2009 -



MCL: postremisyon tedavi
MCL-2 calismasi : Intensif Immiinokemoterapi + OKIT

E.K.I.M.

e MCL-2: Randomize faz II calismanin final sonuclari

e 6 kUr doz-intens iImmunokemoterapi +4 kir konsolidasyon
— Indiksiyon: R+maxi-CHOP
— Konsollidasyon: YD-ara-C

 Cevap veren hastalara OKIT [invivo ayiklamall (purging)
BEAM veya BEAC]

Sonuclar MCL-1 ile karsilastirildi.
MCL-1: (4 kiir maxi-CHOP)

BEAM (carmustine, etoposide, cytarabine, melphalan)

BEAC (carmustine, etoposide, cytarabine, cyclophosphamide)

THD Erciyes 2009 -

Geisler CH, et al. ASH 2007. Abstract LB1.


Presenter
Presentation Notes
ASCT, autologous stem cell transplantation; MCL, mantle cell lymphoma.

The next study I would like to discuss involved the use of intensive immunochemotherapy and autologous stem cell transplantation for mantle cell lymphoma. This treatment has been used for a number of years in different patient populations and studies. This presentation by Geisler and colleagues involved a set of nonrandomized phase II trials that were sequentially conducted over time. The treatment regimen consisted of a 6‑cycle induction of dose‑intensive immunochemotherapy, with a maximum high‑dose cyclophosphamide, doxorubicin, vincristine, prednisone (CHOP)–type regimen plus rituximab followed by high‑dose cytarabine. Responding patients received an autologous stem cell transplantation with an in vivo purged product using the carmustine, etoposide, cytarabine, melphalan (BEAM) or carmustine, etoposide, cytarabine, cyclophosphamide (BEAC)  protocols. The results of this study, MCL-2, were compared with a previous study, MCL-1, where patients received 4 cycles of maximum CHOP without rituximab and did not undergo transplantation.

For more information, please go online to:
http://www.clinicaloptions.com/Oncology/Conference%20Coverage/Hematology%202007/Tracks/NHL/Capsules/LB1.aspx


MCL: postremisyon tedavi

% MCL-2 calismasi : Intensif Imminokemoterapi + OKIT

100 5-yillik yasam sonucglari
75%
80- Wt Ll | —— MCL-2 TY (n = 160)
o [NTNN T TN Tl | - MCL-Z OY (n = 160)
S, 601 63% MCL-1 OY (n = 41)
@
IS
g 40-
T
15%
20 -
OY, MCL 1 vs MCL 2: P < .0001 Yillar
O | | | | | | 1
0.0 2.5 50 7.5 10.0

Postremisyon tedavisi ile MCL hastalarda yasam analizlerinde plato elde edildi

Geisler CH, et al. ASH 2007. Abstract LB1. THD Erciyes 2009 -



Presenter
Presentation Notes
EFS, event-free survival; MCL, mantle cell lymphoma.

Figure used with permission from Christian Geisler, MD, DMSc.

This slide shows the results of both the MCL-1 and MCL-2 trials. Patients in the MCL‑1 study, who served as the historical control, received the maximum CHOP without rituximab and without transplantation.  The event‑free survival among this group of patients was only 15% at Year 5. In the more recent study which included the addition of rituximab and autologous stem cell transplantation, the event‑free survival was 63% and the overall survival was 75%, both at Year 5. These results are comparable to those from other smaller phase II studies using the rituximab/hyperCVAD regimen followed by transplantation.



MCL: Yeni postremisyon stratejiler

ECOG 1499: Ibritumomab Konsalidasyon (R-CHOP --> RIT)

E.K.I.M.
Rituximab Rituximab Rituximab
375 mg/m? ) 250 mg/m?
N TC,KC  3-7hf. 250 mg/m 1 hf i
— — + — .
CHOP veyaSH L 0Y-ibritumomab
. 1 n-ibritumomab :
21 ginde x Tiuxetan Tiuxetan
4 kor 0.3-0.4 mCi/kg

Yeni tani almis evre II-1V 56 MCL hasta
RCHOP+ ibritumimab konsolidasyon

THD Erciyes 2009 -

Smith M, et al. ASH 2007. Abstract 389



Presenter
Presentation Notes
CR, complete response; ECOG, Eastern Cooperative Oncology Group; MCL, mantle cell lymphoma; PFS, progression-free survival; PR, partial response; R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, prednisone combination; RIT, radioimmunotherapy; SD, stable disease.
Smith and colleagues presented data from Eastern Cooperative Oncology Group 1499, a phase II trial that included patients of all ages with MCL. Patients received induction therapy with 4 four cycles of R‑CHOP, and patients who did not progress and had > 25% bone marrow involvement continued to consolidation therapy with 90Y‑ibritumomab tiuxetan and rituximab. The primary endpoint of this study was 1.5‑year PFS, and secondary endpoints were the response after R‑CHOP and the incremental response after adding radioimmunotherapy.


MCL: Yeni postremisyon stratejileri

ECOG 1499: |Ibritumomab Konsalidasyon (R-CHOP --> RIT)
ECOG 1499: faz Il calisma R-CHPO>>RIT

E.K.I.M.

ini 0 . :
Klinik cevap Hastalar,% ibritumimab ile:
4 R-CHOP sonunda TpC 72 .
e 14 29 hastadan 12;
KC 58 KC>>>TC,
Ibritimomab sonrasi TpC 84 3 stabil hastalik; >>2
Te 45 KC:>>>1TC
KC 39

Febril atak gozlenmedi, Ortanca Hastaliksiz yagsam 27 ay :%71
lleri takip sonuglari bekleniyor.................

THD Erciyes 2009 -

Smith M, et al. ASH 2007. Abstract 389




MCL: Yeni postremisyon stratejileri
Rituksimab Idame tedavi

E.K.I.M.
176 hasta degerlendirildi Rtxb te_dgvisinder\lhs,.on_ra
139 hasta idame 6ncesi Rtxb almig TpYda iyilesme egilimi....

Progresyonsuz yasamda anlamli diizelme Rtxb idame iyi tolere edildi.,,,,,

R-FCM den sonra cevap suresi R-FCM den sonra toplam yagam
1. 1.
0. 0.
0. 0. R- Idame
2 P = .0489 0. | —
0. 0.
0. : 0. ,
0. R- Idame 0. Gozlem
N g 0.
: 0. -
0.1 Gozlem 0.1 F=0%62
0 ' . 0
0 1 2 3 - 5 6 7 0 1 2 3 - 5 6 7
Baglangic Tedaviden sonra (yillar) Baglangic Tedaviden sonra (yillar)
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Direncli-Nuks MCL:
Yiksek doz RIT+OKIT

E.K.I.M.

Direncli-nuks 16 hasta 100 N

i - Toplam yasam
>Tositumomab 80 P yas

1.7mg/kg. 131 ile 20-25 Gy 60 -
40 -

Progresyonsuz yasam

10.gln 204  TpY: %93 ve Progresyonsuz yasam%61; 3yil

>YD Etoposid-siklofosfan 0

. 0 1 2 3 4 5 6
>OKIT

Transplant sonrasi (yillar)

TpC: %100 ve TC: %91, TIM gézlenmedi
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E.K.I.M.

MDACC
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Khour IF, etal. J Clin Oncol.
2003:4407-4412
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Maris MB, et al. Blood.
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» MCL Tedavisinde Yeni Stratejiler..

E.K.I.M.

Yeni sitostatikler

Biyolojik Ajanlar
Hedef tedaviler

THD Erciyes 2009 -




/., Yeni Stratejiler:
~ |Indolen MCL llk sira tedavi:Bendamustine-R & CHOP-R

E.K.I.LM.
) _ N B+R CHOP +R
Faz lll- cok merkezli randomize: Ozellikler, % (n=166) | (n=149)
Ortanca 18 aylik gozlem
yas
B + R e >70yrs 23 25
Bendamustine 90 mg/m? Days 1, 2 e >60yrs 61 64
~ every 28days +
Rituximab 375 mg/gm on Day 1 Stage IV disease 70 77
CD20(+) Maximum 6 cycles

Lenfoma. (n = 166) FLIPI score
CHOP + R: e 2 37 30
\ CHOP standard on Day 1 e >3 50 58

every 21 days +
Rituximab 375 mg/gm on Day 1 LDH > 240 U/L 36 31
Maximum 6 cycles
n =149

( ) Bone marrow 2 -0

involvement
Bulky disease 25 30

Rummel MJ, et al. ASH 2007. Abstract 385. THD Erciyes 2009 -



Presenter
Presentation Notes
CHOP, cyclophosphamide, doxorubicin, vincristine, prednisone; FLIPI, Follicular Lymphoma International Prognostic Index; LDH, lactate dehydrogenase.

We will now discuss an important randomized trial that was presented by Rummel and colleagues that included patients with indolent mantle cell lymphoma who were randomized to receive either bendamustine plus rituximab or CHOP plus rituximab as first‑line treatment. A total of 315 CD20-positive patients participated in the trial. The age, disease stage, FLIPI score, lactate dehydrogenase, bone‑marrow involvement, and bulky disease were well balanced between the 2 arms.

For more information, please go online to:
http://www.clinicaloptions.com/Oncology/Conference%20Coverage/Hematology%202007/Tracks/NHL/Capsules/385.aspx


V), Yeni Stratejiler:
~ |Indolen MCL llk sira tedavi:Bendamustine-R & CHOP-R

E.K.I.M.

Mantle Cell Lymphoma

100 _ 96
88 []B+R (n=33)
80 - JCHOP + R (n/N = 27/147)
60 .
42 41 41
40
24
20
O 1 ‘ ‘ | P
TC KC llerleme

Rummel MJ, et al. ASH 2007. Abstract 385. THD Erciyes 2009 -



Presenter
Presentation Notes
B + R, bendamustine plus rituximab; CHOP, cyclophosphamide, doxorubicin, vincristine, prednisone; CR, complete response; ORR, overall response rate.

The next slide illustrates the outcome of the trial according to different types of lymphomas. The response rate among patients with follicular lymphoma was fairly similar between the 2 arms. In addition, there was a fairly high complete response rate in both treatment groups. This occurred also among patients with mantle cell lymphoma and marginal mantle cell lymphoma. However, the CHOP plus rituximab arm had a slightly decreased complete response rate and overall response rate among the patients with immunocytoma/small lymphocytic lymphoma.


V), Yeni Stratejiler:
~ |Indolen MCL llk sira tedavi:Bendamustine-R & CHOP-R

E.K.I.M.
1.0 Toplam: PFS Mantle Cell: PFS
I VO
.8 .8
o 1.0
€6 B+R .6
gn B+R
g A cHoP+R 4
CHOP + R
2 P=.11 2
0 0
0 12 24 36 48 0 12 24 36 48
Aylar Aylar
Yan Etki, % B+ R CHOP + R
(n = 166) (n = 149)
Sac¢ Dokulmesi 0 94
Grade 3/4 |0kositopeni 16 41
Infeksiyon 23 41

Rummel MJ, et al. ASH 2007. Abstract 385. THD Erciyes 2009 -



Presenter
Presentation Notes
B + R, bendamustine plus rituximab; CHOP, cyclophosphamide, doxorubicin, vincristine, prednisone; PFS, progression-free survival. 

Figures used with permission from Mathias Rummel, MD, PhD.

This slide shows the overall progression‑free survival as well as the progression‑free survival for those patients with mantle cell lymphoma, in both of which there was no statistical difference between the 2 treatment arms (P value for the overall progression‑free survival = .11). 
Toxicity is also demonstrated in this slide. Hair loss occurred in none of the patients receiving bendamustine plus rituximab as opposed to 94% of the patients who received CHOP plus rituximab. In addition, there was an increased risk of grade 3/4 cytopenias, specifically neutropenia, in patients receiving CHOP plus rituximab compared with those who received bendamustine plus rituximab (41% vs 16%, respectively). This difference translated into an increased infection rate in those patients in the CHOP plus rituximab arm as well.  
Bendamustine plus rituximab seemed to be fairly well tolerated with equivalent outcomes. Therefore, although the combination of bendamustine plus rituximab has not often been used in the United States, future studies are planned with this combination which may affect clinical practice in the future.  



Yeni Stratejiler:
PINNACLE:Relaps/Refrakter MCL’da Bortezomib

E.K.I.M.

Bortezomib 1,3 mg/m2 Faz Il prospektif galisma,
1,4,8,11 gunler/ 21 ginde

49 merkez ABD,BK, Almanya

1,4, 8, 11.

Evreleme: Ik 6 kiirde her 2 kirde bir,
sonra her 4 kirde bir; progresyon
olursa alternatif tedavi

THD Erciyes 2009 -
Fisher et al, Clin Oncol. 2006 Oct 20;24(30)4867-74.




Yeni Stratejiler:
PINNACLE:Relaps/Refrakter MCL’da Bortezomib

E.K.I.M.
Ozellikler Hastalar
(N = 155)
Ortanca yas, vil ( 426_?39)
Teshisden sonra gecen 2.3
ortanca sure, il (0.2-11.2)
Ortanca Onceki tedaviler 1
Evre IV MCL, % 77
IP1 skor = 3, % 44
KPS < 90%, % 29
LDH > normalden fazla, % 36
Kemik Iligi tutulumu, % 55

THD Erciyes 2009 -

Goy A, et al. ASH 2007. Abstract 125.


Presenter
Presentation Notes
CR, complete response; CRu, unconfirmed complete response; IPI, international prognostic index; KPS, Kanjorski performance score; MCL, mantle cell lymphoma.

Next, we will discuss long-term results from the PINNACLE study, an open‑label, international, multicenter phase II trial conducted in patients with relapsed mantle cell lymphoma receiving bortezomib, which were presented at the meeting. Patients received bortezomib 1.3 mg/m2 on Days 1, 4, 8 and 11 of a 21‑day cycle. Participants who achieved a complete remission continued treatment for 4 additional cycles, whereas those who did not achieve a complete remission continued treatment for up to a maximum of 17 cycles or until disease progression or toxicity.
A total of 155 patients, with a median age of 65 years (range: 42-89), were included in this trial. The median time from diagnosis was 2.3 years, but there was a wide range from less than 1 year to 11 years. Patients had a median of 1 previous therapy, and most of the participants had advanced‑stage disease with otherwise typical characteristics for relapsed mantle cell lymphoma.
For more information, please go online to:
http://www.clinicaloptions.com/Oncology/Conference%20Coverage/Hematology%202007/Tracks/NHL/Capsules/125.aspx



Yeni Stratejiler:
PINNACLE:Relaps/Refrakter MCL'da Bortezomib

E.K.I.LM.
Hasta gruplarinda cevaplar

100 - [ Toplam cevap [ TC/TC dogrulanmamis
- 80+
A
= 601
z 40
ke 32 29 25

20 - 3 6 10
0 — .
Toplam Refrakter MCL Once OKIT
(n = 141) (n =51) (n =52)
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Presenter
Presentation Notes
AE, adverse event; CR, complete response; CRu, unconfirmed complete response; MCL, mantle cell lymphoma.

The next slide shows both the overall response rate and the complete response rate of patients enrolled in this trial. Of the 141 evaluable patients, the overall response rate was 32%, which is similar to what has been previously reported, whereas the complete response rate was 8%. This slide also illustrates the response rates among the patients with refractory mantle cell lymphoma and among those who had previous high‑dose therapy and autologous stem cell transplantation. Even among these difficult-to-treat patients, the overall response rate was 29% for the refractory patients and 25% for those who failed previous therapy.  


Yeni Stratejiler:
PINNACLE:Relaps/Refrakter MCL’da Bortezomib

E.K.I.M.
100 - Toplam yasam (1 yillik)

80+ 91

8 60- 69

8

g 40+

T

20 -
Cevapli Hastalar ' TUum Hastalar
(n =45) (N = 155)

e En yaygin yan etki : periferal néropati derece = 3
— Hastalarin % 13'de
— Derece 4: Ortanca 4 siklus veya ~ 12 hafta da.
— Derece 3: ~ 4-30 hafta da ortaya cikiyor.
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Goy A, et al. ASH 2007. Abstract 125.


Presenter
Presentation Notes
AE, adverse event; MCL, mantle cell lymphoma.

The next slide shows the 1‑year overall survival rate, which was 91% among the responding patients. The intent-to-treat analysis of 155 participants revealed a 1‑year overall survival rate of 69%. The most common grade 3 or higher toxicity in this trial was peripheral neuropathy, occurring in 13% of patients. The median time to onset of peripheral neuropathy of any grade was 4 cycles or approximately 12 weeks. The median time to grade 3 peripheral neuropathy ranged from 4 to 30 weeks. Therefore, bortezomib appeared to be fairly well tolerated in this patient population and approximately two thirds of the patients responded to therapy.


Yeni Stratejiler:
PINNACLE:Relaps/Refrakter MCL'da Bortezomib

E.K.I.LM.
1.0 - Progresyon Sdresi
i Ortanca Progresyon Zamani
0.8 4 o — TC/.TCu: ulasiimadi
— KC: 9.1 ay
X TUm Hastalar: 6.7ay
£ 0.6- oo o—o
H
©
>
N
o» 0.4-
>
°
(@)
0.2+
O 1 1 T T | T i I !
0 3 6 9 12 15 18 21 24 27

Aylar
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Presenter
Presentation Notes
CR, complete response; CRu, unconfirmed complete response; MCL, mantle cell lymphoma; PR, partial response.

Figure used with permission from Andre Goy, MD.

The next slide illustrates the time to progression among all patients and among those who had a complete remission or a partial response. The time to progression had not been reached yet in those patients who did achieve a complete remission. However, among patients who achieved a partial remission, the time to progression was approximately 9 months. The intent-to-treat analysis revealed a time to progression of 6.7 months for all patients. Therefore, an excellent outcome was demonstrated in those patients who had a complete response.




Yeni stratejiler Modifiye
HyperCVAD+Bortezomib >idame RTX

Histolojik olarak gosterilmis ve tedavi edilmemis MCL
PS:0-2; yeterli son organ fonksiyonu

E.K.I.M.

Rituximab
375 mg/m2 ,1.gun
Siklofosfamid DEGERLENDIR

: 300 mg/m?, 12 saatte bir, 1- : :
Yenl tan| J 3 gun CR R'tUkS|mab
375 mg/m?

MCL — > Doksorubisin +— | CRu )
50mg/m?2, 48 saat (di), 1-2 Haftada bir -X- 4
(=22) S PR 6 ay -X- 4
Vincristin
2mg, 3. Gun MTX ve AraC yok
Deksametazon
40mg 1-4 gun

Bortezomib 1,5mg/m? 1 ve 4 gun; 21 glinde bir; ndropati varsa
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- > Yenli stratejiler
Exad Modifiye HyperCVAD+Bortezomib >idame RTX

E.K.I.M.
15 hasta, ort yas 64 (49-73) . Hematolejik toksisite
13/15 evre IV beklendigi gibi
. Ve e 1-2.derece PN zamanla
e Ik 7 hasta cozildii
Bortezomib@1,5mg/m? e (Cesaret verici TC
kalanlar oranlari

Bortezomib@1,3mg/m?

3-4. derece PN 13 hasta degerlendirildi

1 hasta ilerleyici hastalik
12 hasta TC(%92)
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MCL: Yeni stratejiler
BORID calismasi

E.K.I.M.
e 16 hasta, e Standart doz Bortezomib
e ortanca yas 66 1,4,8,11
e Onceki tedaviler e Rituximab 375 mg/m? 1 gin
ortanca 3 (1-7) e Deksametazon 1-4 gun 40
e Toksisite: mg

noropati, trombositopeni = 21 glndex6 kir

TpC % 81> 22 TC
Ortanca progresyonsuz yasam 12 ay
Yuksek TC orani
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Ilac (Hedef)

MCL: Hedef tedaviler

Protokol

Sonuc¢/yorumlar

GX15 070 (Bortezomib 12 d/n hasta; 3 TC, 3 SD,4? Goy 2007
(Pan BCL2 inh) +GX15070) | Belirgin aktivite mevcut, tolere edildi ASH #2569
Flavopridol Flavopridol d/n vakalarda aktivite var, 6zellikle Grant 2005
(siklin/CDK) fludarabin ile kombinasyon lizise yol ASH#1102
acglyor
CCI1779:temsirolimus | temsirolimus | d/n hasta; TpC %38 (13/34), 1TCve 12 | Witzig 2005
(P13k/mTOR yolu) KC, cevaba kadar gecen sire lay JCO 23;5356
RADOO1: everolimus everolimus Faz I MDACC calismasi, 10m iyi tolere Rizzieri 2005
(P13k/mTOR yolu) ediliyor, aktivitesi gosterildi. ASH #2546
AP23573: Deferolimus | Deferolimus Hematolojik malinitelerde etkinligi Yee 2006
(P13k/mTOR yolu) gosterildi, calismalar devam ediyor. CCR 12:5165
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Test edilen stratejiler
Bortezomib konsolidasyon>Bortezomib idame

E.K.I.M.

CALG -B 50403 KONSOLIDASYON

— } Bortezomib 1,3mg/m?
Rituximab: 375 mg/m? ,1.glin 1,4,8,11 giin-
Metotraxate: 300 mg/m2, 2 guin 3 hafta da bir x 4kdir
Siklofosfamid :2000 mg/m?, 3 glin Ara-C "

Doksorubisin 50mg/m?, 3 giin * Etoposid
Vincristin 2mg, 3. Giin Rituximab .
i 2
Prednisolon 100mg/m2, 3-7gln Bortezomib 1,6mg/m
_ Haftada bir 4 hf. 4 hf
21gunde bir x2 kur ara x 10Kkiir

IDAME
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Test edilen stratejiler

Bl Bortezomib induksiyon>Bortezomib idame
E.K.I.M.

SWOG 0601

Bortezomib 1,5mg/m? 1 ve 4 gln

Rituximab: 375 mg/m? ,1.giin IDAME
: L 5 .
Siklofosfamid : 750 mg/m?2, 1 giin - Bortezomib
Doksorubisin 50mg/m?, 1 gin - 1,3mg/m?
L ) CRu — 1,4,8,11 gin-
Vincristin 2mg, 1. Gun PR 3 AYx 8Kiir

Deksametazon 40mg 1-4 gln

21 gunde bir

THD Erciyes 2009 -




MCL Tedavisi (Ozetle)

E.K.I.M.

e Guncel Tedaviler

— Mevcut tedaviler ile yasam egrileri hala diismekte , kalici platodan
uzak...

— R-CHOP induksiyon cevabi kalici degil, transplant ile konsolidasyon
— HyperCVAD indiksiyonda etkili fakat toksik

— R-HyperCVAD dan sonra gdzlenen erken-geg relapslar konsolidasyon
tedavisini gerekli kilmakta (OKIT, AKIT)

— R-Kemo takiben Allo-KHN bazi serilerde yiz gildirmekle beraber
ileri calismalara ihtiyag var..

— Yiiksek doz Ara-C + OKIT ile daha uzun siireli kalici remisyon elde
edilebilmekte...

THD Erciyes 2009 -


Presenter
Presentation Notes
FU, follow-up; HyperCVAD, hyperfractionated cyclophosphamide, vincristine, doxorubicin, dexamethasone; MCL, mantle cell lymphoma; OS, overall survival; PFS, progression-free survival; RIT, radioimmunotherapy.
In conclusion, for primary treatment of MCL, data from a multi‑institutional study showed that hyperCVAD regimen is effective but quite toxic. The high‑dose Ara‑C regimens plus transplantation result in longer remissions and the most durable remissions seen to date, but in the assessment of new treatments, OS and PFS must be considered. Strategies for older patients are clearly needed, and the current direction of MCL therapy appears to be approaching an induction-consolidation regimen and perhaps maintenance. Preliminary data from radioimmunotherapy studies are of interest, but longer follow‑up is needed.
For secondary treatment of MCL, bortezomib elicited a long remission in a subset of patients, thereby supporting data from clinical trials demonstrating the efficacy of bortezomib as part of primary therapy.


MCL Tedavisi (0zetle)

E.K.I.M.

e GUncel Tedaviler
— Yash hastalarda yeni stratejilere ihtiyac var..

— Idame tedavisi konusunda yeni calismalar gerekli

— RIT erken sonuclari ilging ileri takip ve yeni
denemelere ihtiyag var

— Yeni ilaclar; ozellikle bortezomib, Bendamustin ve
MTOR inhibitorleri Umit vadetmektedir

THD Erciyes 2009 -


Presenter
Presentation Notes
FU, follow-up; HyperCVAD, hyperfractionated cyclophosphamide, vincristine, doxorubicin, dexamethasone; MCL, mantle cell lymphoma; OS, overall survival; PFS, progression-free survival; RIT, radioimmunotherapy.
In conclusion, for primary treatment of MCL, data from a multi‑institutional study showed that hyperCVAD regimen is effective but quite toxic. The high‑dose Ara‑C regimens plus transplantation result in longer remissions and the most durable remissions seen to date, but in the assessment of new treatments, OS and PFS must be considered. Strategies for older patients are clearly needed, and the current direction of MCL therapy appears to be approaching an induction-consolidation regimen and perhaps maintenance. Preliminary data from radioimmunotherapy studies are of interest, but longer follow‑up is needed.
For secondary treatment of MCL, bortezomib elicited a long remission in a subset of patients, thereby supporting data from clinical trials demonstrating the efficacy of bortezomib as part of primary therapy.


(Y BURKITT VE BURKITT BENZERI
Euxd INTESTINAL LENFOMA TEDAVISI

E.K.I.M.

» Genellikle kombine kemoterapi
kullaniimakla birlikte kemoterapi
sirasinda perforasyonu onlemek veya
palyatif amacli cerrahi yapilabilmektedir.

» Kotu prognozlu hastalarda OKHT ile
olumlu sonuclar alinmaktadir

THD Erciyes 2009 -



ERCIYES HEMATOLOJI DENEYIMI

E.K.I.M.

Clinicopathologic Characteristics and Therapeutic QOutcomes
of Primary Gastrointestinal Non-Hodgkin's Lymphomas in
Central Anatolia, in Turkey

Bulent EHEI'I, Bunyamin E,aplanz, Ali UIIﬂll, Ozlem Cannz"', Fevzi Altuntaﬂl, H. Ismail Saril, Ozlem Erl,
Metin Ozluml, Can Km‘:ukﬂ Makbule Arar"’, Sehnem Gursnf., and Mustafa Cetin'

y I g f i i o
Departments of “Hematology-Uncology, "Radiation Oneology, “Fathology, “Surgery, and “Gastroenterology, Ercives University,
School of Medicine, Kayseri, Turke.
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Hastalar:
Klinikopatolojik Karakterleri

Table 1. Characteristics of 71 Patients with Gostrointestinal Mon-Hedgkin's Lymphoma

Patients’ characteristica Mumber of assessable patients Number of patients (%)
A 74
= &l 24 (32.4)
= ) 50 (67.6)
Sex Ti
F 31 (42)
™ 43 (58)
Main syimptoms 74
Gastrointestinal symplones &1 (86.4)
(Nauseae, vormiting and for abdeminal pain)
Haemorrhage 4 {5.4)
Perforation 3 (4
leus 1 (1.4}
[arrhea 1 (1.4)
Jaundice 1 (1.4}
B symploms 74
Present 34 (46)
Mot present 40 (54)
Site of dizease 74
Stomach 51 (GH.9)
Small bowel 17 (23
Large bowel 2 (2.7
Multiple site 4 {5.4)
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Hastalar:
Klinikopatolojik Karakterleri

Endoscopicy/ surgical findings 50
Vegetating mass 12 (24)
Ulceration 14 (28]
Ulcero-vegetating mass 21 (42)
Polyposis 3 (6)
Bulky disease (= 10cm) 13 (17.6)
Histopathologic grade 74
Low grade & (81)
Intermediate grade 54 (73)
High grade 14 (18.9)
Histopathology 66
T cell 8 (12.1)
B cell 58 (87.0)
Lugano staging 74
Stage | 4 (5.4)
Stage Il 19 (25.7)
Stage 112 15 (20.3)
Stage 1IE 16 (21.6)
Stage IV 20 (27)
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Hastalar: Tedavi secenekleri

E.K.I.M.

Tablo 2 Treatment Modahties of All Pabents

Treatment Modalities Faients (n) Patients (%)
Radical Surgery Alone : 240
Surgery * Chemothirapy H 2949
Surgery + Chemotherapy + Radiotherapy 2 17
Chemotherapy + Palliafive Surgery 5 675
Chemotherapy + Radiotherapy | 136
Chemotherapy Alone 16 2162
Supportive Care Only . 270
Total 4 10000

THD Erciyes 2009 -
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Toplam yasam
Histolojik grade & yasam
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Evre B semptom toplam yasam 1ligkisi

E.K.I.M.
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Toplam yasam
Multivaryant analiz

E.K.I.M.

Table 3, Cox Multivariate Analysis for Overall Survival

Parameters Odds Ratio %% p value
Sex 11147 (41 - 305 NS
Localisation 1.5955 026 - 429 NS
Stage 24309 120 - 492 {1
(rade 20839 184 - 517 NS
Age (<60 or z &) 8770 032 - 240 NS
Surgery 10741 (41 - 281 NS
b symptoms positivitiy 21900 .77 - 6.4 N5
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Progresyonsuz yasam
Multivaryant analiz

E.K.I.M.

Table 4, Cox Multivariate Analysis for Progression Free Survival

Parameters Udds Katio %% U p valug
Sex 11927 0.49 - 291 NS
Localisation 20 0.34 - 238 N5
Stage 20050 1.12 - 3.60 02
Grade 15532 0.68 - 3.4 NS
Age (=60 or = o) 9430 0.40 - 2.2 NG
Surgery 1.2313 0.53 - 285 NS
B symptoms positivitiy 26535 1.06 - 6.61 (M4
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