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Matur T ve NK Hucrelli Neoplazmlar

A. Matir T hicreli Losemiler

1)
2)

3)

4)
5)

T-hucreli Prolenfositik Lésemi (T-PLL)
T-hucreli buyuk grantler lenfositik
I6semi (T-LGL)

NK hucrelerin Kronik lenfoproliferatif
hastaliklari (CLPD-NK)

Agressif NK-hucreli 16semi

Yetiskin T-hicreli I6semi/lenfoma
(ATL)

B. Nodal Periferik T-Hucreli Lenfomalar (PTHL)

1)

2)

3)

4)

Periferik T-hicreli Lenfoma (PTHL-
NOS)

Angioimmunoblastik T-hucreli
Lenfoma (AITL)

Anaplastik Buyuk Hucreli lenfoma
(ALCL)/anaplastik lenfoma kinaz
(ALK) +

Anaplastik Buyuk Hucreli lenfoma
(ALCL)/ALK -

(WHO siniflandirmasi 2008)

C.Ekstranodal PTCL

1) Ekstranodal NK-/T-hucreli lenfoma,
nazal tip

2) Enteropati ile iliskili lenfomalar
(EATL)

3) Hepatospenik T-hicreli lenfoma
(HSTL)

4) Subkutan6z pannikdulit benzeri T-

hicreli lenfoma (aB) (SPTCL)

D. Kutan0z T-Hucreli Lenfoma

1) Mikosis Fungoides (MF)
2) Sezary sendromu (SS)

3) Primer Kutan6z CD30+ T-hucreli
lenfoproliferatif hastaliklar

a) Primer kutandz ALCL (C-ALCL)

b) Lenfomatoid papulosis (LYP)
4) Primer kutan6z PTCLs

a) yd T-hicreli lenfoma

b) CD8+ agresif epidermotropik
sitotoksik

c) CD4+ kucuk/orta



The International T cell Lyphoma Project (ITLP)
22 merkez, 1314 vaka

PTHL tipi T hucreli NHL % 5 yilik FFS

NK-T-cell %10.4 Nazal %29
Ekstranazal %6
ATLL %9.6 %12

Enteropati ile iligkili %4.7 _

Hepatosplenik %1.4 %0

Subkutan6z pannikulit benzeri %0.9 %24




ANTRASIKLIN BAZLI KT

%30-76 tam remisyon oranlari

Alk (+) anaplastik bayuk htcreli lenfoma en

fazla yarar goren subtiptir.
Diger subtiplerde yarar?

Yiuksek relaps oranlari(>%40)
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60 yas alti ve normal LDH dizeyi olanlarda fayda fazla
60 yas Uzeri icin fazla toksik

Schmitz N,Blood 2010



CHOP BENZERI TEDAVILER

2xCHOP; CR %68,5 vil genel sagkalim %63
IPI ve PIT bagimsiz yanit.
Iriyama N, Oncol Rep 2013

Wang et al. HyperCVAD vs CHOP
PFS ve OS farki yok

HyperCVIDD/MA(liposomal doksorubicin)
TR %57
5 yil Progresyonsuz/genel sagkalim %21 ve %48
Chihara D,BJH 2015

Cok merkezli ABD calismasi
HyperCVAD ile daha iyi TR oranlari
Sagkalim oranlari benzer; sadece erken evre hastalikta iyi sonuclar
Abramson JS, Ann Oncol 2014
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Aldemtuzumab (Campath-1H) and CHOP chemotherapy as first-line
treatment of peripheral T-cell lvimphoma: results of a GITIL (Gruppo
Italiano Terapie Innowvative nei Linfomi) prospective multicenter trial

Andrea Gallamini, Francesco fZaja, Caterima Fath,

Tucci,
lannitto, Walerio Zoli,

Toevaluatzin a prospective multicenter trial
the feasibibty and clinical efficacy of the
combination of alemfuzumab (Campath-1H)
with the cyclophosphamide/doxorubicin/
vincristine/prednisone  (CHOP) regimen
(CHOP-C) as the primary treatment for pa-
tients with peripheral T-cell fymphoma
(PTCL), betwesn January 2003 and Decem-
ber 2005, 24 consecutive patients with PTCL
entered the study and received § CHOP
courses. Alembuzumab was added at 30 mg
subcutaneously at day -1 initially to the
first 4 courses (4 patients), and then fo all 8

(20 patiznts). Complaie refyission
achieved in 17 (M%)
had
progressive disease. ht a median follow-up
of 16 months (range, 542 months), 14 pa-
tients were alive, 3 had died from progres-
sive diseasa and 1 had died from pneumo-
nia at day +198 while in CR. So far, 13 are
disease-ree, with an overall median dura-
tion of response of 11 months. The most
frequent side effects were grade 4 neutrope-
nia and cytomegalovirus (CMV) reactiva-
tion. Major infections were Jacob-Creutzieldt

Atto Billio, Mara Rosana Specchia, Alessandra
Alessandro Levis, Annungata Manna, Wicenzo Secondo, Lol Rigacci,

Aantonelo Finto, Emilo

Pierfedearico Torchio, Stefano Pilen and Corrado Tarella

(J-C) virus reactivation, pulmonary invasive
asperglliosis, Siphylococcus sepsis, and
pneumonia. [is st showsthal CHOP.C:
(1) Is a feasible chemoimmunotherapy regl-
men; E!li effective in PTCL witha hmrate

of CH achievement; and (3) Is associated
with mostly manageable infectious compli-

ST T W e

with the Ossarvatorio Nazionale sulla Speri-
meniazione cinica as (D no. 141202 (Blood.
H07:110:2316-2323)

0 2007 by The American Sociaty of Homatology



GEMSITABIN

e 1,8,15.glinlerde 1200 mg/m2 gemsitabine-28 giinde bir
-%30 TY, %25 KY
Zinzani,ann Oncol 2010

e CHOP+etoposid 100 mg/m(2) (1)+ gemcitabine 600 mg/m(2) (1)
-15/26 TY, 4/26 KY
-1 yil genel sagkalim %69,EFS 7 ay

Arkenau,cancer Chemotherapy 2006



PEGS
(sisplatin/etoposid/gemsitabin/solumedrol

)

e Amac: ATP bagimli P-gp efflux pompasiile ila¢ direncinin
asiimasi

* Yenitani+ relaps/refrakter hastalar

Genel cevap orani:%39 CR/Cru %24 PR %15

e Yenitani hastalar:

Genel cevap orani: %38 CR/Cru %23 PR %15.

e Periferik T hiicreli NOS: %47,%26
Anjioimmunoblastik T hticreli lenfoma:%33, %17
ALK- Anaplastik buylk hicreli lenfoma:%25,%25
Digerleri:%38,%25

Mahedavan,Cancer 2013



KONSOLIDATIF OPKHN

HAZIRLIK | YANIT TAKiP(ay)
REJiMI

Rodriguez BEAM %65 TY 5vyil %80  5vyil %79
%8 PY

Mercadal 41 BEAM/BE %49 TY 38 4yl %30 4 yil %39
AC %10 PY

Nickelsen 33 Mega %49 TY 53 3yil %26 3 yil %45
CHOEP %6 PY

Corradini 62 BEAM/Mit %56 TY 76 12 yil %30 12 yil %34
omel %16 PY

Reimer 83 TBI-Cy %47 TY 33 3yil %36 3yl %48

%24 PY
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Survival rate

Surival rata

ILK REMISYONDA ALLONAKIL

1.0 = 1, c __II_
| 'LL
[ A | a0 H TR
-'| g ' — ; - '
.I 0 -'_""'\-
0.6 — - 2 Y|| 655 f.':‘ B0 A (=29
i J = B{rn=3)
E Cin=T7}
0.4 - = A0
m — ——
oz - Q
oo - Q
Q 20 o B0 an oo 0 24 3G 48 80 2 B4 a5
Time (moenths ¥ Tima (manths 1
o1 O 100 4
I:L
B \ B0 i 1 TR
U6 — ‘l\“- % B0 1 *
- 2 ¥|| 0‘/053 ™ i — A(n=29)
'E i B (n=13)
0.4 — 5 40 C{m=T)
= —iE ————+
a pel i
o - Q
Q 20 o &0 a0 oo Q 24 as 5 &0 72 B4 =13

TRM %8
Akut GVHD yok
Kronik GVHD olanlarda sagkalim avantaji

Loirat ,Ann oncol 2015



ORIGINAL ARTICLE
Intensified chemo-immunotherapy with or without stem cell

transplantation 1n newly diagnosed patients with peripheral
T-cell lymphoma

P Corradini'? U Vitolo®, A Rambaldi®, R Micel?®, F Patriarca®, A Gallamini’, A Olivieri®, F Benedetti®, G Todeschini®, G Rossi'®, F Salvi'’,
B Bruno®, L Baldini'?, A Ferreri'®, C Patti'® C Tarella', S Pileri'® and A Dodero' on behalf of Fondazione Italiana Linfomi

Peripheral T-cell lymphomas (PTCLs) receiving conventional treatment have a poor clinical outcome. We conducted a phase |I
study to evaluate the feasibility and efficacy of chemo-immunotherapy in young (<60 years old, Clin A study) and elderly (>60
and <75 years old, Clin B study) patients with newly diagnosed PTCL. Clin A patients (n=61) received two courses of CHOP
(cyclophosphamide, adriamycin, vincristine, prednisone)-21 with alemtuzumab (AL, 30 mg) followed by two courses of high-dose
chemotherapy. On the basis of donor availability, patients in response received allogeneic (allo) or autologous (auto) stem cell
transplantation (SCT). Clin B patients (n = 25) received six courses of CHOP-21 and AL (10 mg). Clin A responding patients were 38 of
61 (62%) and received alloSCT (n=23) or autoSCT (n = 14); one complete remission (CR) patient was not transplanted. At a median
follow-up of 40 months, the 4-year overall survival (OS), progression-free survival (PFS) and disease-free survival (DFS) rates were 49,
44 and 65%, respectively. In Clin B study, the response rate was 72%. At a median follow-up of 48 months, the 4-year OS, PFS and
DFS rates were 31, 26 and 44%, respectively. In conclusion, front-line alloSCT or autoSCT is effective in prolonging DFS in young
patients; AL in elderly improved response with no survival benefit.

Leukemia (2014) 28, 1885-1891; doi:10.1038/leu.2014.79



ALLO vs OTO

e Betinjaneh ve ark.
47 oto vs 11 allo
BEAM,FuCy,Flu mel

Genel ve progresyonsuz sagkalim benzer.
BBMT 2015

e Memorial Sloan Kettering verileri
Allo= oto > nakil yaplimamasi

Induksiyona yanit,PIT skoru sagkalim belirleyen faktoérler.
Clin myelom Leuk Ly 2013



RELAPS REFRAKTER HASTA

 Hedef; basarili induksiyon ile relapsin
engellenmesi olmali...

* Yeni ajanlar

 Yanit elde edilir ise Nakil



PRALATREKSAT

2009 FDA onayi

Indirgenmis folat tasiyicisina yiksek affiniteli
antifolat.

Preklinik veri;diger antimetabolitlerden Ustln

Faz Il calisma; T hicreli lenfoma da etkilil!!
%54 TR
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Pralatrexate in Patients With Relapsed or Refractory
Peripheral T-Cell Lymphoma: Results From the Pivotal
PROPEL Study

Chwere A O Cornrior, Barbara Pro, Lauren Pinter-Browrn, Wancy Bartlert, Leslie Popplewell, Bertrand Coiffier,
Mary Jo Lechowicz, Kerry I. Savage, Andrei R. Shustov, Christian Gisselbrecht, Eric Jacobser,

Pier Luigi Zinzani, Richard Furmman, Andre Goy, Corinne Haiowun, Michael Crumip, Jasmine M. Zain, Eric Fsi,
Adar Boyvd, and Sreven Horwitz

* Faz 2 c¢alisma

e Cok sayida tedavi verilmis 115 hasta

* Pralatreksat 30 mg/m2/hafta 6 hafta

 Beraberinde folat destegi

e Genel yanit orani %29(%11 tam yanit)

e Yanit hastalarin %69’unda 1.siklusta

e Vakalarin %23’iinde mukozit nedeni ile doz rediiksiyonu



Progression-Free Survival

WO L LR E 29 - NUrRMBER a9 - Mo R 20 2011
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Pralatrexate in Patients With Relapsed or Refractory
Peripheral T-Cell Lymphoma: Results From the Pivotal

PROPEL Study

Chwer: A, O Connor, Barbara Pro, Lauren Pinter-Brown, WNancy Bartlett, Leslie Popplewell, Bertrand Coiffier,
Mary Jo Lechowicz, Kerry I. Savage, Andrei R. Shustov, Christian Gisselbrecht, Eric Jacobser,
Pier Luigi Zinzani, Richard Furmman, Andre Goy, Corinne Haiowun, Michael Crumip, Jasmine M. Zain, Eric Fsi,

Adar Boyvd, and Sreven Horwitz

Pralatrexate 30 mg/m?® (67 weeks)
n = 109; 70 events
Median (months), 3.56; 96% CI, 1.7 to 4.8

Time (months)
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Pralatrexate 30 mg/m® (67 weeks)
n = 1059; 62 events

Median (months), 14.5; 95% CI, 10.6 to 22.5
B-month, 75%; 95% CI, 65.7% to B2.1%
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HISTON DEACILAZ INHIBITORLERI

Vorinostat; CTCL
Romidepsin;CTCL,PTCL
Belinostat;PTCL

Vorinostat ,Belinostat; hidroksiamik asid
derivesi,Class I-1l HDAC inhibe eder

Romidepsin: siklik peptid,Class | HDAC inhibe
eder.



ROMIDEPSIN

1,8,15.glinler 14 mg /m2,28 giinde bir

GENEL YANIT, % 34 25
TY, % 6 15
PY, % 28 11
Yanit stresi, ay 15.0 16.6

Coiffier B, et al. J Clin Oncol. 2012.



ROMIDEPSIN

PTHL,NOS 20/69 (29)
AITL 8/27 (30)
ALCL, ALK— 5/21 (24)
Diger alt gruplar 0/13 (0)

Yanitlarin cogu ilk 2 ayda
Tr elde edilmesi PFS icin 6nemli

Coiffier B, et al. J Clin Oncol. 2012.



ROMIDEPSIN

Faz Il calisma, 45 hasta

Genel yanit orani :%38 Tam yanit %18,
Median yanit :8,9 ay

En sik y.e: bulanti,kusma,myelosupresyon

Piekarz rl,Blood 2011



BELINOSTAT

« 2014 FDA onayi

» BELIEF calismasi;

1000 mg/m2 ,1-5 gun,21 gunde bir

Genel yanit %25, tam yanit %10,parsiyel yanit %15.
%61 yanit ilk doz sonrasi

12 hastaya nakil yapilabilmis

Yan etki;dispne ve myelosupresyon

O Connor 0O,JCO 2015



BELINOSTAT
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BRENTUKSIMAB

e Antikor-ilac konjugati

e Antitubulin ajan olan aurastatin ile konjuge edilmis CD30
hedefli antikor




BRENTUKSIMAB

Faz II, tek kollu, cok merkezli, acik etiketli klinik calisma
58 hasta %50 nuks hastalik %50 refrakter ALCL
Brentuximab 1.8 mg/kg, her 3 hafta bir IV.

Hastalar ortanca 2 tedavi almis ve %26 OKHN
Hastalarin cogu (%72) ALK-negatif

Median tedavi siuiresi 24 hafta.

Pro B,JCO 2012



BRENTUKSIMAB

e Yanit
— ORR= %86, median yanit suresi= 12.6 ay
— TR= %57, median yanit suresi= 13.2 ay
— PR= %29, medyan suresi 2.1 ay

 En yaygin advers olaylar (grade 3-4)
— NOtropeni (% 21), trombositopeni (% 14)
— Periferik duyusal néropati(%012)

Pro B,JCO 2012
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lichelle & Fanale. The University of
exas MDD Aanderson Cancer Center,
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Brentuximab Vedotin in thhe Front-Line Treatment of
Patients With CID30 " Peripheral T-Cell Lymphomas:
Results of a Phase I Study

Michelle A. Farnale, Stever: M. FHormwirtz, Andres Forero-Torres, Warncy L. Barrlerr, Rarnjana . Advarni,

Barbara Pro, Robert W. Chern, Andrew Davies, Tirm Tllidge, Dirk Huebner, Darna A, Kemnnedy,
carid Arndrei R. Shustov

e Fazl,Brentuksimab+CHP veya CHOP
e Cevap alinanlarda 8-10 siklus daha brentuksimab

Ardisik tedavi Kombinasyon tedavisi
ALCL(n:13) ALCL(n:19) | Non ALCL(n:7) | Toplam
Genel yanit | %85 %100 %100 %100
Tam yanit %62 %84 %100 %88
Kismi yanit %23 %16 - %12
Progresif %15 - -
hast.
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Brentuximab Vedotin in the Front-Line Treatimment of
Patients With CID30 " Peripheral T-Cell Lymphomas:
Results of a Phase I Study

Michelle A. Farnale, Stever: M. FHormwirtz, Andres Forero-Torres, Warncy L. Barrlerr, Rarnjana . Advarni,
Barbara Pro, Robert W. Chern, Andrew Davies, Tirm Tllidge, Dirk Huebner, Darna A, Kemnnedy,
artd Arndrei R. Shustov

lichelle A Fanale., The Universi Ty of
exas MDD Aanderson Cancer Center,

2 yil PFS %54
2 yil OS %80

20 - Median 5% C
Mo,  Events {manths] {imanths]
26 1 - 11.7 to NE

Progression-Free Survival (%)

0 3 6 9 12 15 18 21 24 27

Time (months)

Noropatiye dikkat; %77 vs %65



BENDAMUSTIN

20 hasta
TY %10,PY %45
6 ay PFS/GS;%44,%67
Grade 3-4 nétropeni;%25
Takipte 7 hasta progres nedeni ile 6lmus.
Zaja f,ann hematol 2013



ALISERTIB

e Aurora A kinaz inhibitori

e SWOG calismasi;faz Il
50 mg 2x1,7 giin 21 glinde bir,
Genel yanit orani %30
y.etki:myelosupresyon,mukozit
Barr PM,JCO 2015

e Faz lll sonucu bekleniyor
e Romidepsin ile kombinasyon?



LENALIDOMID

e 25 mg/giin,21 giin, tek ajan,kutan6z disi T hc lenfoma

Genel yanit orani %36,tam yanit %8,sagkalim 12 ay

Refrakter hastalarda genel yanit %24, sagkalim 12 ay
Thoumishey E, Cancer 2015

* Lenalidomide/vorinostat/dekzamethazon
Lenalidomide dozu 5 mg /giin
8 hasta ;1 TY/1KY/1 Stabil /4 Progres

Hopfinger G,ann oncol 2014



DIGER YENi AJANLAR

BEVASIZUMAB
BORTEZOMIB
ZANALIMOMAB
SiPLIZUMAB

FORADESIN



Calisma

ECHELON-2

Ro-CHOP

A-CHOP-14

Pralatrexate

PERIFERIK T HUCRELI
LENFOMADA DEVAM EDEN
FAZ 3 CALISMALAR

NCT #

01777152

01796002

00725231

01420679

Calisma Bashgi

CD30+matir T hiicreli lenfomali hastalarin tedavisinde
standart CHOP tedavisi ile Brentuximab Vedotin ve CHP

karsilastirmasi

Daha once tedavi almamis PTHL hastalarda CHOP vs
Romidepsin CHOP (Ro-CHOP) etkinlik ve giivenlik ¢ok

merkezli Faz-111 randomize ¢alismasi

PTHL da immunoterapi- doz dense CHOP’a

alemtuzumab eklenmesinin roli

Daha once tedavi almamis PTHL hastalarda CHOP

tabanli tedavivi takiben Pralatrexate vs gozlem Calismasi

Uvgulama

Induksiyon

Induksiyon

Induksiyon

1dame



KURTARMA TEDAVISi OLARAK OPKHN

2007

2007

2007

2008

2008

2009

2011

2011

2013

Kim [43]

Smith [46]

Feyer [24]

Chen [47]

Lee [48]

Yang [49]

Mak [50]

Nademanes [51]

Czyz [52]

40

1

64 (ASCT)
18 (Allo-5CT)

53
47
64

3821 ASCT/I7
allo-5CT)

67

63

BEAM/BEAC/
BEC/CE

BEC

TBI
BEAM
BC
Flu/Mel

BCNU-CE/
TBI-CE

CVBIMCEC/BEAM
BEAM/CVB

Nodata

Pts <60 TBI+E/C
pts=60 BCNU or
BEAM

BEAM

CBV

TBI-C

Others

50% PTCL-NOS
13% ALCL

25% NKI/T

34% PTCL-NOS
66% ALCL

39% PTCL-NOS
17% ALCL

28% T-cell
leukemia/lymphoma
6% cutaneous
TCL

30% PTCL-NOS
3% ALCL

17% AITL

100% NK/T
100% PTCL-NOS

No data
(ALCL+ALK
incl.}

45% PTCL-NOS
45% ALCL

10% AITL

55% PTCL-NOS
14% AITL

3% ALCL

1% ALK (-)

28% CR
2% PR

No data

48% CRI
% CR2
23% PR
22%PD

89% CR/PR

58% CR
3% CR
58% PR
Nodata

21% CRI/PRI

5% CR
45% PR

16

30

1

17
30

63.8

Nodata

18% (5)

50% (3 )
49% (2y)

CRYPRISD
3% (2y) PD

5% (5y)

0% (5y) at 2 line
No data

4% (3y)

33% (3y) at 2 line
48% (3y)

75% 5y

59.4%

1 1.5 months

34% (5y)

53% (3y)
49% (2y)

CRYPR/SD
34% (2y) PD

48% (5y)

3% (5y)at 2 line
Nodata

53%(3y)

46% (3y) at 2 line
55% (3y)

34%

61.5%




RELAPS REFRAKTER T HC LENFOMA'DA

ALLOJENEIK KOK HUCRE NAKLI

Calisma N Rejim Yanit NRM Sagkalhim
(%)
Corradini P. 17 RIC %12 TY 6 3-yilik PFS: %64
JCO 2004 %70 KY 3-yilik OS: %81
Feyler S. 18 MA - 39 3-yilik PFS %33
JCO 2007 3-yillik OS: %39
3-yullik niiks: %28
Le Quill 77 %74 MA %40 TY 34 5 yil PFS%54
2008 %26 RIC %30 KY 5 yil OS %57
(FARK YOK)
Kyriakou C. 45 %56 MA %27 TY 25 3-yilik PFS: %64
JCO 2009 %44 RIC %22 KY 3-yillik OS: %53
3 yillik niiks: %20
Dodero 52 RIC %75 TY+KY 12 5 Yilhik PFS %40
2012 5 yilik OS %50
Kanakry 44 %0055 RIC %32 TY-KY 8-10 2 yilhik PFS %20
2013 %45 MA 2 yilhik OS %42-44




EBMT ONERILERI

Allojeneik Allojeneik
kardes kardes disi

TR1 co/lii co/lii co/lii

Kemosensitif co/lIl S/l S/l
relaps,>TR2

Refrakter GNR/III co/il co/il

Alternatif
donor

GNR/III

co/i

co/il



PTCL-NOS

BCSH REHBERI

Standard KT in yanitlarinin kotl olmasi nedeni ile mimkinse primer
tedavide klinik calismaya dahil edilmelidir (Grade 1B).

Klinik calisma yoksa CHOP standart terapidir. Konsalidasyon
amaciyla OKHN yapilmalidir (Grade 2B).

Relaps refrakter hastalikta secilmis kombinasyon kemoterapisine
yanit alinirsa OKHN veya AKHN dusunulmeli (Grade 2B) veya yeni
tedavilere dahil edilmelidir.

Gemcitabine, bendamustine, praletrexate ve romidepsin gibi
ajanlarla yanitlar mit verici gortlmekle beraber veriler yetersiz
olmasi nedeni ile rutin kullanimi tavsiye edilmez.

SSS profilaksisi DBBHL deki kriterlere aynidir (Grade 2C).



ANJIOIMMUNOBLASTIK T HUCRELI
LENFOMA

BCSH REHBERI

1.

Klinik prezentasyon ve prognostik bulgulara gore tedavi
zamanlamasi ve segenegi saptanmal.

. Mumkunse hasta Kklinik calismaya dahil edilmeli
. Klinik Calisma yoksa CHOP veya FC standart tedavi kabul edilebilir

(Grade 1B)

. Imunmodiilatdr tedaviler: steroid, siklosporin, thalidomid ve

lenalidomid (Grade 2B)

. Kemosensitif 1.TR veya relaps sonrasi konsalidasyon amacli OKHN

dustndulebilir (Grade 2B)

. Rutin SSS profilaksisi dnerilmemekte



ANAPLASTIK BUYUK HUCRELI LENFOMA

BCSH REHBERI
1. ALCL'de IPI bakilmal ancak ALK+ligi en dnemli prognostik faktdrduir.

2. Erken evre ALCL ve IPI dlsuk ise; 3-4 kir CHOP sonrasi tutulu alan
RT ile tedavi edilebilir.

3. Diger tim hastalar klinik calismaya dahil edilebilir veya 6-8 kiir
CHOP verilebilir (grade 1A).

4. ALK-ALCL PTCL-NOS gibi tedavi edilebilir.

5. Primer kutan6z ALCL (ALK-) de lokal eksizyon+/- RT ve KT sistemik
hastaliga saklanmali

6. NUks hastalarda platin bazli KT veya brentuximab gibi alternatif bir
kurtarma tedavisi sonrasinda yanitl hastalarda transplantasyon
dustnulmeli.



EKSTRANODAL PERIFERIK T HC LENFOMA
ENTEROPATI iLISKILI T HC LENFOMA

BCSH REHBERI

e Tani ve evreleme PTCL-NOS daki yapilmali. Ek olarak deneyimli gastroenterolog

ile isbirligi ile uygun biyopsiler, evreleme ve takip yapilmali. Nutrisyonel
problemler ¢oztlmeli (grade 1C).

e CHOP benzeri KT ve/veya planlanmis OKHN (grade 2B).

e Tum evrelerde tedavi siirecinde ve takibinde hastalara diyetisyen ve
gastroentrolog yardimi ile tam bir destek saglamak (grade 1C).

e Cok nadir gortulmesi nedeni ile yeni ajanlarda klinik calima yapmak cok zor.
e Konvansiyonel KT ye yanitlari ¢cok kotu.

e Malnutrisyon-malabsorbsiyon ve barsak perforasyon riskinin yliksek olmasi
tedaviyi zorlastiran faktorler.



EKSTRANODAL PERIFERIK T HC
LENFOMA
ENTEROPATI ILISKILI T HC LENFOMA

BCSH REHBERI

Cerrahi rezeksiyon mumkuin olan buttin erken evre hastalarda

yapilmalidir.

Ifosfamit-etoposid-epirubisin / orta doz MTX doniisimli
kemoterapisi ve bunu takiben OTOLOG-KHN ile CHOP benzeri
tedavilere kiyasla daha ylksek progresyonsuz ve toplam
sagkalim bildirilmistir.

Agresif beslenme destegi ve gluten enteropatisi olanlarda

glutensiz diyet onerilir.



NCCN

ALCL, ALK+

PTCL,NOS
ALCL,ALK-
AITL
EATL

EVRE

EVRELII @ ———7—> .

EVRE 11,1V

EVRE I-IV ———>

Indiiksiyon kemoterapisi

*Multiajan kemoterapi *x 6
kir+=RT

(30-40 Gy tutulu alan)
*Multiajan kemoterapi *x 3-
4kir=RT

(30-40 Gy tutulu alan)

«Klinik galisma
Veya
*Multiajan KT*
6 kir+= RT
(30-40 Gy lokal
Hastalikta)

Multiajan kemoterapi *x 6 kur

Tam yanit ——>

Parsiyel yanit
Stabil
Progresif hast.

—> Relaps hastalia bak

Klinik calisma

Veya

Yiksek doz KT+

Kok hiicre destegi ileco
Veya

g0Ozlem

Relaps
Hastalik
Tedavi-
Sine bak




Relaps /
Refrakter
hastalik

Transplanta uygun
hasta

Transplanta uygun
olmayan

NCCN

Tam yanit
Veya
Parsiyel yanit
Klnik calisma
Veya

Sekond line KT

yanitsiz

Klinik calisma
veya

———> Sekond line KT
Veya
Palyatif RT

—

KONSALIDASYON

; >2.RELAP
EK TEDAVI >
Klinik calisma
Veya
AKHN (ablatif Veya Klinik

Nonmyeloablatif) = 3j,ema
Veya
OKHN

Klinik calisma

Veya
BSC
Veya
Palyatif RT



ILK BASAMAK TEDAVI
1.Klinik calisma

2 ALCL-ALK+

«CHOP-21

*CHOEP-21

3.DIGER HISTOLOJILER

*CHOEP

CHOP14

CHOP21

*CHOP takiben ICE
*CHOP takiben IVE
*Doz adusted EPOCH
*hyperCVAD

ILK BASAMAK KONSALIDASYON
Yiksek doz kt+ OKH destedi ile

NCCN

IKINCI BASAMAK TEDAVI(transplanta uygun)
1.Klinik calisma

2.Primer kutantz ALCL disindaki
Sistemik ALCL brentuximab
3.Sistemik DC30+ PTCL brentuximab
4.DHAP

5.ESHAP

6.Doz adjusted EPOCH

7.GDP

8.GemOx

9.1CE

10.MINE

11.PRALATREXATE*
12.ROMIDEPSIN

IKINCI BASAMAK TEDAVI(transplanta uygun olmayan)
1.Klinik calisma

2.Alemtuzumab?

3.Bortezomib?

4.Primer kutandz ALCL disindaki
Sistemik ALCL brentuximab
5.Sistemik DC30+ PTCL brentuximab
6.Siklosporin sadece AITL
7.Gemcitabine

8.Pralatrexate*

9.RT

10.Romidepsin

11.Doz adjusted EPOCH



Ekstranodal Periferik T-Hucreli Lenfomalar

1.Ekstranodal NK/T hicreli lenfoma, Nazal tip-ekstranazal

Risk faktoru

evre
yok

Evre | —> Risvk faktc‘jl_'lerini
degerlendir

—

Nazal . -
Risk faktoru S
var
Evre 2 >
evred >

Ekstra nazal

Yas>60
B semp

ECOG PS>2
Artmis LDH
RLN tutulumu

Indiiksiyon tedavisi

«Klinik calisma

Veya

RT

Veya

*Es zamanl Kemoradyasyon
Veya

*Ardisik kemoradyasyon

Klinik calisma
Veya
Es zamanl kemoradyasyon
Veya
Ardisik kemoradyasyon
Klinik calisma
Veya
es zamanl kemoradyasyon
Veya

Kombinasyon KT(pegaspaaginaz
Bazll)) =RT



Ekstranodal Periferik T-Hucreli Lenfomalar
1.Ekstranodal NK/T hicreli lenfoma, Nazal tip-ekstranazal

RT sonrasi
degerlendirme

Evrel

Risk faktori=+

nazal

Tani anindaki gorintileme
Yontemini tekrarla
(MR,BT,PET)

Endoskopik inceleme Evre 11,1V
Ve tekrar biyopsisleri

EBV viral yuk

ekstranazal — Evre LILL.IV

*:uygun donori varsa AKHN

Tedaviye yanit Ek tedavi
R izle
PR KHN*
Kurtarma KT
Refrakter
—>
hastalik Veya

BSC

;g veya 5 KHN* disin

Refrakter Kurtarma KT

>
hastalik Veya
BSC

—> KHN*



Ekstranodal Periferik T-Hucreli Lenfomalar
1.Ekstranodal NK/T hicreli lenfoma, Nazal tip-ekstranazal

1. Kombinasyon KT rejimleri:

l. aspaMetDex
II. SMILE

2. Es zamanh kemoradyasyon (CCRT)

I. CCRT (RT 50 Gy+ 3 kur DeVIC)
II. CCRT(RT 40 dan 52.8 Gy ve sisplatin) takiben 3 kur VIPD

3. Ardisik kemoradyasyon



NATURAL KILLER/T HUCRELI LENFOMA

e SMILE ¢alismasi
Deksamethazone/methotrexate/ifosfamide/
L asparaginaz/Etoposide
43 yeni tani/44 relaps-refrakter
2-3 siklus sonrasi %56 TY/%22 KY
5 yvil genel sagkallm %50
Internasyonel prognostik indeks en onemli faktor.
%67 grade 3-4 myelosupresyon
Kwong y,Blood 2012



SONUC

e Mumbkunse hastalar klinik calismalara alinmal..

e Standart KT + NAKIL=> KT ‘ye yanit elde edilen
hastalarda basarili..

e Relaps/refrakter;yeni ajanlar kullaniimali.
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