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Genel Bakis

* Diffuz buyuk B-hucreli lenfoma
e Folliktler lenfoma
e Mantle hiicreli lenfoma



DiffGz Buyuk B-Hucreli Lenfoma

En sik gorulen NHL
Insidans: 60’li yaslarda en sik

Lenf nodu folliktler yapisini silen
diffuz biyuk hicre infiltrasyonu “

Ekstranodal hastalik siktir
(mide, SSS, testis, cilt)

Hastalarin >50% ‘sinde kuratif

Tedavisiz sagkalim haftalar-aylar




Comparison of a Standard
Regimen (CHOP) With 3 Intensive
Chemotherapy Regimens for Advanced Non-
Hodgkin’s Lymphoma

Results of the National High Priority Lymphoma Study

Fisher RI, Gaynor ER, Dahlberg S, et al.
N Engl J Med. 1993;328:1002-1006.



Genel Sagkalim, S8516
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International Prognostic Index

e KoOtu risk faktorleri

— > 60 yas — Performans skoru > 2
— Evre lll - IV — LDH > normal
— > 2 ekstranodal bdlge
* Risk kategorisi * Risk faktorleri
— Dusuk ~0,1
— Dusuk orta o)
— Yuksek orta _ 3
— Yuksek — 4,5

N Engl J Med. 1993;329:987-994.



IPI (BUtln hastalar)
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N Engl J Med. 1993;329:987-994. 7



Agresif Lenfomalarin 3 Kategorisi

Diffiiz Buiylik B
Hiicreli Lenfoma

Germinal center B-cell—
like diffuse large B-cell
lymphoma

Genler

Lenfoma Biyopsileri



Farkli Genetik Gruplarda Sagkalim
Oranlari

Diffiiz Bliyiik B
Hiicreli Lenfoma
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Molekuler ve Klinik Farkli Altgruplar

Diffiiz Bliyiik B
Hiicreli Lenfoma

c-rel Amplifikasyonu

BCL-2 Translokasyonu
Kromozom 3q kazanimi
Kazanim/amp kromozom 9p24

Siirekli NF-kB Aktivasyonu
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DBBHL GCB ve ABC Alttipleri Arasindaki

CHOP-Rituximab

Farklar

CHOP-Rituximab

0s PFS
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Lenz G, et al. N Engl J Med. 2008;359:2313-2323
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Faz Ill Calisma: Yasli DBBHL:

e DBBHL CD20+
e Yash hastalar (> 60 yr)
e N=399

Primer sonlanim noktasi; EFS

CHOP % Rituksimab

e CHOP d1
e Rituksimab 375 mg/m? d1
e g21d x 8 kiir

e CHOP d1
e g21d x 8 kiir
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Coiffier B, et al. N Engl ] Med 2002;346:235-43
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LNH-98.5: Olaysiz Sagkalim

Olaysiz sagkalim
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07-2000: Ara analiz (ASH 2000)
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LNH-98.5: Olaysiz Sagkalim

Olaysiz sagkalim
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05-2001: Ara analiz (EHA 2001)
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LNH-98.5: Olaysiz Sagkalim

Olaysiz sagkalim

1.0
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09-2001: Calisma sonu degerlendirme (ASH 2001)
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Olaysiz sagkalim

1.0

0.8 - 07-2000
05-2001
. | 09-2001
o — 12-2002
By ="
0-4 " T a—
e I
07-2000: Ara analiz (ASH 2000)
0.2 - 05-2001: Ara analiz (EHA 2001)
) 09-2001: GCalisma sonu degerlendirme (ASH 2001)
12-2002: Takip analizi
0.0 Y Y Y ' '
0 1 2 3 4
Yillar

16



Olaysiz sagkalim

07-2000

05-2001

09-2001

= a2 12-2004

07-2000: Ara analiz (ASH 2000)

05-2001: Ara analiz (EHA 2001)

09-2001: Calisma sonu degerlendirme (ASH 2001)
12-2002: Takip analizi

12-2004: 5 yillik analiz (Feugier JCO)

1 p. 3 4 5 6 7
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10 yillik Olaysiz Sagkalim

— Arm A: CHOP
— Arm B: R-CHOP

=
7
Q
o
=
g
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3
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Logrank p<0.0001
6
EFS (years)

7 vilhik gozlemde: olaysiz sagkalim
CHOP kolunda %25
R-CHOP kolunda %42

Coiffier et al. ASH 2009 Abst.3741
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10 yilhk Genel Sagkalim

Arm A: CHOP
Arm B: R-CHOP

oo}
[ ]

[}
[ ]

Survival probability

Logrank p<0.0001

OS (years)

Medyan genel sagkalim
CHOP kolunda 37 ay
R-CHOP kolunda 7 yil 9 ay

Coiffier et al. ASH 2009 Abst.3741
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e PS: 0-2
e Stage: -1V
e Age: > 60 yr
e No prior Rx
e N=632

Rituksimab + CHOP:
DBBHL birinci basamak tedavisinde Intergroup

calismasi
CHOP
e g21d x 6-8 CR/PR
Rituximab* —
* 375 mg/m? x 6—8

CHOP
e q21d x 6-8
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Habermann TM, et al. JCO 2006,;24:3121-3127.
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Rituximab
maintenance

® 375 mg/m? x 4
e gbmo for 2 yrs

No maintenance
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Maintenance Rituximab vs Observation
After R-CHOP or CHOP in Older DLBCL

Patients
An Intergroup E4494/C9793 Update

Morrison VA, Weller EA, Habermann TM, et al.
ASCO 2007. Abstract 8011.



Probability

Dort kollu analiz: TTF
Degerlendirilebilen CR/PR hastalari (n = 352)

1.0 0)
0.8 - 0.8 -
Maintenance Observation
0.6 4 0.6 -
Maintenance
0.4 - 0.4 -
Observation
0.2 - 0.2 -
HR = 0.45 HR = 0.93
P =0.0004 P=0.81
0'0 1 | | 1 1 0-0 1 | 1 1 |
0) 1 p. 3 4 5 0 1 p. 3 4 5
Years from induction Years from induction
randomization randomization

Morrison VA, et al. Proc ASCO 2007; 25: 8011 -



Probability

IndUksiyon tedavisi: TTF
Degerlendirilebilen hastalar (n = 546)

1.0 -
0.8 -
0.6 - R-CHOP (+/- MR)
0.4 - L
0.2 - CHOP (+/- MR)
HR=0.78
P=0.04
0.0 1 | | 1
0 2 3 4 5

Years from study entry

Morrison VA, et al. Proc ASCO 2007; 25: 8011
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1.05

Agresif NHL'da CHOP * R:

genel sagkalim (indtksiyon tedavisi)

MabThera + CHOP

< 0.8-
; (£ maintenance MabThera)
2 0.6-
S CHOP
> .
= (£ maintenance MabThera)
S 0.4-
©
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o
o 0.27
p=0.288
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Years from study entry

Morrison VA, et al. Proc ASCO 2007; 25: 8011 24



The MabThera International Trial

Dusuk Riskli DBBHL Gencg Hastalarda
R-Kemoterapi

25



The MabThera International Trial
(MINT)

CD20+ DLBCL
18—-60 yas
IPI0=43%
IPI1=57%
Evre lI-1V

6 x CHOP-benzeri*
+ 30-40 Gy (bulk, E)

6 x rituksimab
+ CHOP-benzeri*
+ 30-40 Gy (bulk, E)

Bulky evre |
N =823

R
A
N
D
O
M
I
V4
A
S
Y
O
N

CHOP benzeri kemoterapi: CHOP (%48), CHOEP (%44)

Pfreundschuh M, et al. Lancet Oncology 2006;7:379-91 26



MInT: EFS ve PFS

R-chemotherapy

-

Chemotherapy alon

Log-rank p<0.0001

12 24 36
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Pfreundschuh M, et al. Lancet Oncology 2006;7:379-91
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R-CHOP vs CHOP &
R-CHOEP vs CHOEP: EFS

R-CHOP-21

CHOP-21

Log-rank p<0.0001

|
12 24 36
Time (months)

438

100 =7

Log-rank p=0.003

12 24 36 48 60
Time (months)

Pfreundschuh M, et al. Lancet Oncology 2006;7:379-91
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CHOP vs CHOEP &
R-CHOP vs R-CHOEP: EFS

CHOP-21

Log-rank p=0.03

|
12 24 £19)
Time (months)

438

100

Y R-CHOP-21

Log-rank p=0.52

12 24 36 48 60

Time (months)

Pfreundschuh M, et al. Lancet Oncology 2006;7:379-91
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CHOP-Rituksimab lleri Evre Diffiiz
Bliylik B Huicreli Lenfomali Butlin

Hastalarin Tedavisinde Standart
Tedavidir



DBBHLda Doz intensifikasyonunun
Rolui Var Midir?



Yasli DBBHL Hastalarinda kemoterapi
(Alman Calismasi)

R
A
Yasli ve tedavi N | |

edilmemis DBBHL D
hastalari O
M

(N =689) | S R
Z
E

Pfreundschuh M, et al. Blood. 2004;104:634-641.

D
E
G
E
R
L
E
N
D
i
R
M
E

33



Yasli DBBHL Hastalarinda kemoterapi
(Alman Calismasi): Genel Sagkalim

. 5-Yil OS
—— CHOP-21 (n = 178) 40.6%
80 -
CHOP-14 (n=172) 53.3%
S 60-
©
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S 40 .
-
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0 T T T T T T T T 1
30 40 50 60 70 80 90

0 10 20
Aylar

Pfreundschuh M, et al. Blood. 2004;104:634-641 34



RICOVER 60
Yasli DBBHL Hastalarinda R £+ CHOP-14

8 x rituksimab
kemoterapi kiiriinden bagimsiz

CD20* DBBHL 8 x CHOP-14
Evre -1V Random + 36 Gy (Bulk, E)
2x2
61-80yas Faktorial 6 x CHOP-14
(n=1330) + 36 Gy (Bulk, E)
+ 8 x rituksimab
8 x CHOP-14
+ 36 Gy (Bulk, E)

+ 8 x rituksimab

Pfreundschuh M, et al. Lancet Oncol 2008



Prefaz tedavi

* Prefaz tedavi zorunlu
— Vinkristin -7. gun
— Prednizon 100 mg -7 ile -1. guinler arasi

* G-CSF takvimine mutlaka uyulacak

* Doz azaltmasi yok (>7 gunden fazla gecikme

olmaksizin)

36



Failure-free (%)

RICOVER 60: TTF

6 x CHOP-14 vs 8 x CHOP-14 6 x R-CHOP-14 vs 8 x R-CHOP-14
100- : 100 :
p=0.125 ' :
80 : 80 :
] 1 70%
: &\i - 1
60 : g 60- E 70% I—l
' 53% ¢
40 ; 2  40- :
: L — 6/8 x R-CHOP-14 '
: (n=203) -
204 : 20- :
— 6 x CHOP-14 ; — 6/8 x R-CHOP-14
(n=204) : (n=211) :
0 | | 1 1 1 | | . 1 1 1 1 0 I 1 1 1 | | 2 1 1 1 1
0 5 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 4
Months Months
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Failure-free survival (%)
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RICOVER 60: survival

Median FU 34 m

== ]1:6x CHOP-14

Proportion

2: 8 x CHOP-14

CHOP-14 vs R-CHOP-14

3:6 x CHOP-14 + 8 xR P = 0.018

4:8 x CHOP-14 +8x R
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% hayatta

Yaslilarda DBBHL: Sagkalim

Historik Perspektif: Evre -1V

100 -
90 -

80 - 74%

70 -

60 - 55%*

a 6/8 x R-CHOP-14

40- n=414

30 -

20 -

104 —— 8 x CHOP-21*
o T ——

0 5 10 15 20 25 30 35 40 45 S0 S5 60

Months
Feugier et al., JCO 2005 41



R-CHOP-14 Compared to R-CHOP-21 in
Elderly Patients With Diffuse Large B-Cell

Lymphoma: Results of the Interim Analysis
of the LNHO3-6B GELA Study

Delarue R, Tilly H, MD, Salles G, et al. ASH 2009. Abstract 406.



LNHO3-6B GELA Calismasi: Sema

R-CHOP 14 giinde bir x 8
kar +

ITMTX x4 kur

DBBHL hastalari / (n=103)
60-80 yas

(N =202) \ R-CHOP 21giinde bir x 8
kir +
ITMTX x4 kiir
(n=99)

* Birincil sonlanim noktasi: EFS
* ikincil sonlanim noktalari: CR veya CRu, ORR, PFS, DFS, OS, doz yogunlugu, toksisite

Delarue R, et al. ASH 2009. Abstract 406. 43



LNHO3-6B GELA Calismasi: Sonuclar

2-yIl EFS, % 61
OrtancaEFS, mos ulasilamadi
2-yil PFS, % 63
Ortanca PFS, mos ulasilamadi
2-yiIl DFS, % 70
Ortanca 2-yr OS, % 70
Tedavi sonu cevap oranlari
= CR+ CRu 75
= PR 9
= ORR 84

Delarue R, et al. ASH 2009. Abstract 406.




LNHO3-6B GELA Calismasi: Toksisiteler

 Hematolojik toksisiteler R-CHOP14 kolunda daha fazla

100 A
901 83 83 R-CHOP14
80 = ¥ R-CHOP21
g 70
E
E 40 A
30 - - zz 21 22
20 - 15 11
10
. , d TN
Grade 3/4 Grade 3/4 Grade 3/4 RBC Grade 3/4 Platelet
Leukocytes Neutrophiles Hemoglobin Transfusion Platelets Transfusion

 R-CHOP14 hastalarinda daha sik febril nétropeni, hospitalizasyon ve toksik
olum goruldi

Delarue R, et al. ASH 2009. Abstract 406. 45



LNHO3-6B GELA Calismasi: Sonuclar

e Ortanca takip suresi: 24 ay
 R-CHOP21 hastalari planlanan doz yogunlugunu
alabilmis
— ortanca siklofosfamid doz yogunlugu
* 96% (R-CHOP21) vs 84% (R-CHOP14)
— ortanca doksorubisin doz yogunlugu
e 95% (R-CHOP21) vs 83% (R-CHOP14)

e G-CSF destegi
— 90% (R-CHOP14) vs 68% (R-CHOP21)

Delarue R, et al. ASH 2009. Abstract 406.
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A Phase lll Trial Comparing
R-CHOP-14 and R-CHOP-21 for the
Treatment of Newly Diagnosed DLBCL

Results from a UK NCRI Lymphoma Group Study

Cunningham D, Smith P, Mouncey P, et al. ASCO 2009. Abstract 8506.



NCRI trial;: R-CHOP 14 vs 21

Uygun

N=540

hastalar

Katmanlama

IPI (0 veya 1 vs. 2 vs. 3 vs.

4 veyab)
Yas <60 vs. =60
Tedavi merkezi

Z 0 <u>X>N-——Z00Z2>rm>

N=540

R-CHOP 21
CHOP 21 x 8
Rituksimab x 8

R-CHOP 14
CHOP 14 x 6
rituksimab x 8
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Genel Yanit Oranlari

249 hasta degerlendirilemedi, data eksik

Cunningham D, et al. ASCO 2009. Abstract 8506. 49



Yasl DBBHL Hastalarina R-CHOP-14
Tedavisi Verilmeli Mi?

Cevap: simdi degil



Erken Evre DBBHL Tedavisinde Birinci
Sira Tedavi nasil Olmalidir?



Chemotherapy Alone Compared With
Chemotherapy Plus Radiotherapy for
Localized Intermediate- and High-Grade
Non-Hodgkin’s Lymphoma
(SWOG 8736 study)

Miller TP, Dahlberg S, Cassady R, et al. N EnglJ Med. 1998;339:21-26.



S8736: OS for DLBCL

100
80 -
—~ 607
X
(7]
O 40
5-Yr
50 - N  Death, n Estimate, %
CHOP 149 61 71
O 1 1 1 1
0] 3 6 9 12

Yrs After Registration

Miller TP, et al. N Engl J Med. 1998;339:21-26. 53



Effect of Adding Rituximab to Three Cycles
of CHOP, Plus Involved-Field Radiotherapy
for Limited-Stage Aggressive Diffuse B-Cell

Lymphoma
Southwest Oncology Group Study 0014

Persky DO, Unger J, Spier CM, et al. J Clin Oncol. 2008;26:2258-2263.

Persky D, et al. J Clin Oncol. 2008;26:2258-2263.
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SWOG 0014 ve SWOG 8736 karsilastirmasi

2-ear Estimate 4-Year Estimate
At Risk  195% CI) [GR% Cl)
50014 &0 0-
SE73E BB BRW(TT%
1 2

Time From Registration (years)

Persky D, et al. J Clin Oncol. 2008;26:2258-2263.

Surviving (%)

m— 50014
58736

Tt

2-Y¥ear Estimate  4-Year Estimate
At Risk (95% Cl) (95% Cl)
S0014 RO g ; 05-899%)
58736 BB ] B 181%:-959%)
1 2

Time From Registration (years)
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R-CHOP x3 + IF-XRT: Sonuclar

* Calismalarin karsilastiriilmasinda kotu-risk
hastalarda R eklenmesinin PES ve OS faydasi var

* Prospektif randomize ¢calisma olmamasina
ragmen, R-CHOP bu hastalarda standart
olmustur.

Persky D, et al. J Clin Oncol. 2008;26:2258-2263. o



DBBHL Tedavisinde Yeni Ajanlar

* Proteosome inhibitorleri
— Bortezomib
— Carfilzomib
* IMiDs
— Lenalidomide
— Pomalidomide
* Antikorlar
— RO5072759— humanized anti CD20
— Blinatumomab—anti-CD19
— Inotuzumab ozogamicin—anti-CD2 + calicheamicin
— Milatuzumab—anti-CD74
— Galiximab—anti-CD80
— Dacetuzumab—anti-CD40



DBBHL Tedavisinde Yeni Ajanlar

Histone deacetylase
inhibitorleri

— Vorinostat

— LBH589

— MS-275

— Romidespin
Apoptosis protein
inhibitorleri

— YM155—survivin protein
inhibitor

Kicuk molekil inhibitorleri
— BI2536— Polo-like kinase-1
— PS1145—kappaB kinase

inhibitord
— PX478— HIF1la inhibitoru
— TW-37—Bcl-2 inhibitor

Heat shock protein

inhibitorleri

— |PI-504
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Lenalidomide

* Lenalidomide: oral immunomodulatuar ajan

— Antiangiogenic, thalidomid’in daha az toksik turevi
— NCCN kilavuzuna girdit!

« Relaps/refrakter agresif NHL'da Faz Il calisma (N = 49)!2]
— ORR: %35 (%12 CR/Cru)

— DBBHL, MCL ve FLl'da cevap var o0, g °
— Primer grade 3/4 toksisite: S 75-
myelosupresyon "
© 50f-——-—--=-—--—-—mmmmmm e
<
% 25-
Median PFS: 4 mos
O L] L] | |
0) 5.0 10.0 15.0
Mos

1. NCCN practice guidelines in oncology: non-Hodgkin’s lymphomas. V.1.2010.
2. Wiernik PH, et al. J Clin Oncol. 2008;26:4952-4957.



Lenalidomide: Toksisiteler

Relaps/refrakter agresif NHL’da Faz Il Calisma: Lenalidomide

Patients (%)
RPNWDSOIO
eolololoNoleNe)
1 1 1 1 1 1 ]

%32 hastada toksisite nedeniyle doz azaltilmasi gerekti

Wiernik PH, et al. J Clin Oncol. 2008;26:4952-4957.



Erken'®Fluorodeoxyglucose PET:
Prognostik belirtec

R-KT tedavisi verilen hastalarda PET prognostik degerini
arastiran prospektif calisma

112 yeni hasta R-antrasiklin KT tedavisi
* R-CHOP14 (n = 24)
 R-CHOP21 (n =57)
* R-ACVBP (n=31)

2 kur R-KT sonrasi erken PET bulgulari gorsel olarak pozitif-
negatif olarak yorumlanmis

SafarV, et al. ASH 2009. Abstract 98.
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Erken'®Fluorodeoxyglucose PET:
Sonuclar

e Ortanca takip: 38 ay

Progresyon, n (%) 10 (14) 22 (52)

Oliimler, n (%) 9 (13) 42 (36)

*Log rank test, P <.0001

* Erken PET’in PFS icin dose-dense KT (P = .0056) veya R-CHOP21 (P = .0006)
verilen hastalarda prognostik degeri var

 Erken PET’in OS icin R-CHOP21 (P =.0225) verilen hastalarda prognostik
degeri var

SafarV, et al. ASH 2009. Abstract 98. 62



DLBCL: Risk Adapted Therapy
MSKCC 01-142 aalIPI 1-3 factors

R-C4g00HOP-14 x 4

+ PET -

Repeat Bx Bx -

Bx +
ICEX 3 ICEX3
followed followed
by by

HDT/ASCT OBS

Mockowitz CH, et al. J Clin Oncol 2010, published ahead of print



MSKCC 01-142: Risk-Adapted Tedavi
Yuksek yanlis pozitiflik

R-CHOP-14 x 4 (87)

Interim PET (86)

PET-Positive (31) PET-Negative (55)

 Yanli pozittl
Biopsy + (4)  Biopsy - (27)

AHCT R-ICE R-ICE

Mockowitz CH, et al. J Clin Oncol 2010, published ahead of print



FDG-PET: Risk-Ayarli Strateji
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Follikuler
Lenfoma
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Follikiler Lenfoma

Indolent

Tum lenfomalarin ~¥%22’s1 (Turkiye'de %5-8)
Genellikle ilk tanida yaygin hastalik
Genellikle asemptomatik

Kiarabl degil
Bcl-2 onkogeni, t(14;18)

Germinal merkez B hucresinden kaynaklanir
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FLIPI prognostik skoru

(Blood. 2004;104:1258-1265)

Yas > 60

Ann Arbor evre lll — IV
Hemoglobin level < 12 g/dL
Nodal alan sayisi > 4

Serum LDH > normal

FLIPI Risk Group Adverse Patients, 3-yr OS5, 10-yr OF, 95%
Factors, %o e Confidence
) Interval
Good 0-1

Imermediata 2

Faar =3

OS5, overall sunaval, KA, response rate



Figure 4. Survival of the 1795 patients according to risk group as defined by the Follicular
Lymphoma International Prognostic Index

1.0

0.8

blood

- termediate
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SOCIETY OF
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Survival Probability

0.2f

0 12 24 36 48 60 72 84 96 108 120

Time (months)

No. of Events

Low . 12 25 29 46 60 83 95 106 113 125
Intermediate . 19 49 79 118 150 192 225 247 255 261
High . 54 109 152 202 229 245 260 268 274 278

No. at Risk

Low 629 616 612 595 581 450 337 241 157 93
Intermediate 670 651 621 591 552 519 385 263 178 108 68
High 484 430 375 332 282 255 193 139 98 56 33

Solal-Celigny, P. et al. Blood 2004;104:1258-1265

Copyright ©2004 American Society of Hematology. Copyright restrictions may apply.



FolliklUler Lenfoma: R-KT

Median R-KT v KT
takip (ay) CR/CRu (%) ORR (%) Etkinlik
CVP £R 30 41 vs 10 81vs57 TTP:32 movs 15 mo
CHOP £ R 24 20vs 17 96vs 90  2-yr PFS: 84% vs 63%
MCP £ R 30 49 vs 25 92vs75 2-yr EFS: 83% vs 43%
CHVP £ R 31 73 vs 44 94 vs 86  2.5-yr EFS: 78% vs 63%
R-FND 30 ) 98 3.0-yr FFS: 69%

Bltln karsilastirmalarda < p 0.001. 70



FL birinci basamak tedavi:
R-CVP vs CVP

e Follikliler NHL
(IWF B, C, D)

® Evre llI-IV CR, PR
® 18 yas

MabThera + CVP x
4 kar

MabThera + CVP

® Daha dnceden % 4 Kilr

tedavi edilmemis

(3 haftada bir) ( 3 haftada bir)

2
MabThera 375mg/m i.v. 1.g{,]n
Cyclophosphamide 7250mg/m i.v. 1.gln

Vincristine 1.4mg/m,i.v. 1.gln
Prednisone 40mg/m p.o. 1-5glinler

SH, PH tedavi disi

71
Marcus R, et al. Blood 2005; 105:1417-1423.



R-CVP: 53 aylik takip sonuclari: PFS

FLIPI1 FLIPI 2
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R-CVP: 53 aylik takip sonuclari: OS
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d-year overall survival estimatas:
R-CVP, &3%; CVP, 77%

18 24 30 36 42 48
Study Month

Marcus R et al. J Clin Oncol. 2008 Jul 28.
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FL birinci basamak tedavi:

CHOP = R: TTF

1.0
R-CHOP
0.8 =
- L.
S
2 0.6 -
>
=
=
0 0.4 =
c
2
& CHOP
0.2 -
P < 0.0001
0 T T T T 1
0 1 2 3 4 5

Years

Hiddemann W, et al. Blood 2005; 106: 3725-32. 74



Patients surviving (%)

FL birinci basamak tedavi:
CHOP £ R: OS

1.0 T —— —
I R-CHOP (217/223)
0.8 -
CHOP (188/205)
0.6 =
—
0.4 -
0.2 -
P=0.016
0 | | | | | | | |
0 1 ) 3 4
Years

Hiddemann W, et al. Blood 2005; 106: 3725-32.
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STiL: FL, Indolent, ve MCL birinci basamak
tedavisinde Bendamustin + Rituksimab

Bendamustine-Rituksimab
Bendamustine 90 mg/m? 1, 2 glnler
+ Rituksimab 375 mg/m? 1. gin

Maksimum 6 kir, 4 haftada bir
Evre IlI-IV CD20+ (n=260)
lenfoma

(N = 549)

R-CHOP
Maksimum 6 kir, 3 haftada bir
(n=253)

* Primer sonlanim noktasi: noninferiority (bendamustine-rituksimab vs R-CHOP)

 ikincil sonlanim noktalari: Cevap oranlari, 2. basamak tedaviye kadar gecen zaman,
EFS, OS, yan etkiler, infeksiyonlar

Rummel MJ, et al. ASH 2009. Abstract 405. 76



STiL: Sonuclar

* Primer sonlanim: bendamustine-rituksimab > R-CHOP

— PFS:54.9vs 34.8 ay (P =.00012)
* Altgrup analizleri: B-R > R-CHOP

e FL(P=.0281), MCL (P =.0146), ve Waldenstrom’s (P = .0024)
* Sekonder sonlanim: B-R > R-CHOP

— CR (39.6% vs 30.0%, P =0.26)

— Bir sonraki tedaviye kadar gecen zaman (ulasilamadi vs 37.5
ay, P =.001)
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STiL: Yan etkiler

140 - B-R (n = 260) 127
1204 M R-CHOP (n = 253)
100~ 22
[ =
—~ 804 73
% 60 - 47
= 42
= 40
204 18 16 I 15 1 8
O o || > || > | \. ] 5 ] .9-|
. A\ . N
A ‘-}l'\o R &
‘;{9 O(Q &' (‘\ \\(? 9
& 9 S
] P ®
‘-\g \oo")
N\ [ox
S

Rummel MJ, et al. ASH 2009. Abstract 405.

Myelosupresyon grade 3/4;
B-R vs R-CHOP (%), P < .0001
— Notropeni: 10.7% vs 46.5%
— Lokositopeni: 12.1% vs 38.2%
— G-CSF kullanimi: 4.0% vs 20.0%
Diger BR yan etkileri
— Daha az alopesi (P <.001)
— Paresthesia (P <.001)
— Infeksiyonlar (P =.0025)
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VERTICAL: Rel/Ref FL Tedavisinde Bortezomib +
Bendamustine + Rituximab (VBR)

* Faz 2 acik etiketli, multicenter ¢alisma; doz-eskalasyonu yapilmis

— Bendamustine 50, 70, and 90 mg/m2/glin Bortezomib 1.6 mg/m?
— Fazll: 90 mg/m? Rituximab 375 mg/m?

* Bitun hastalar 5 kur tedavi almis

Cycle 1
Days 1 2 8 15 22 35
Cycles 2-5
1 T
Days 1 2 8 15 22 35

Fowler N, et al. ASH 2009. Abstract 933.



0

ORR
Fowler N, et al. ASH 2009. Abstract 933.

80



VERTICAL: Yan etkiler

e Tedaviye bagli: 100%
— >grade 3: 60%
* Notropenia: 27%
* Trombosipeni: 6%
* Anemi: 3%

* Periferik n6ropati,
> grade 3: 10%

— Olim: 2%

Fowler N, et al. ASH 2009. Abstract 933.

e Ciddi yan etkiler: 32%

— Tedavi kesilmesine sebep
olan noropati: 3%

e Kumdulatif hematolojik
toksisite yok

81



VERTICAL: Sonuc

* VBR relaps/refrakter FL tedavisinde etkilidir

— VBR cevap oranlarini ve tam cevap oranlarini
artirmistir

* VBR iyi tolere edilmistir
— Tedaviye bagli yan etkiler genellikle grade %
* PFS ve OS bekleniyor

Fowler N, et al. ASH 2009. Abstract 933.
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Ofatumumab

* insan anti-CD20 monoklonal antikoru
— In vitro rituksimab dan daha etkili
* Fludarabin-refrakter KLL hastalarinda Faz IIl calismalt!

— %58 ORR - alemtuzumab refrakter hastalar (DR)
— %47 ORR — alemtuzumab bulky LAP nedeni ile kullanilamayan hastalar (BFR)

100 DR Group 100+ BFR Group
5 & 807 - & 807
(] (]
% 2 607 T 2 607
E 5 . EX>S
gg ¥ g3 4
E 20- LO - 98 MOosS E 20- 4 10 2
g rank P =.0424 Log rank P = .0001 .« MOS
0 T T T T T T T T 1 0 T T T T T T T T 1
2 4 6 8 10 12 14 16 18 2 2 4 6 8 10 12 14 16 18 20
Mos From Start of Treatment Mos From Start of Treatment
Responder (n = 31) Responder (n = 30)
— Nonresponder (n = 22) ~— Nonresponder (n = 45)

Osterborg A, et al. ASH 2008. Abstract 328.



Galiximab

* Anti-CD80 IgG; MAb

— CD80 immun costimulatuar molektl — FL hiicrelerinde bulunur

* Relapse/refrakter FL hastalarinda Faz Il:

Galiximab (500 mg/m?) + rituximab (N = 64)

ORR: %64

Median PFS: 12.2 ay (%20 > 2 yil)

Ek tedavi 2 2 yil boyunca gerektirmeyenler: %37

Bir dahaki tedaviye kadar gecen zaman > 3 yil: %28

. DLT yok

Friedberg JW, et al. ASH 2008. Abstract 1004.



Epratuzumab

* HUmanize anti-CD22
— ORR: epratuzumab + rituximab: %47-67!1]

* Faz /Il doz artirimi calismalari [23]; DLT yok
— En sik toksisite: Bulanti (22%) ve fatigue (23%)

1. Strauss SJ, et al. J Clin Oncol. 2006;24:3880-3886.
2. Leonard JP, et al. J Clin Oncol. 2003;21:3051-3059.
3. Leonard JP, et al. Clin Cancer Res. 2004:10:5327-5334.



Radyoimmuinoterapi: *°Y-lbritumomab

» Relaps refrakter FL ve transforme NHL icin onaylanan ilk
radyoimmunokonjugat

— ORR: %74-84!1]
* Sitopeniler MDS'’ye yol agabiliyor (%2.5) 12!

1. Cheson B, et al. Blood. 2003;101:391-398.
2. 2.Czuczman MS, et al. J Clin Oncol. 2007:25:4285-4292.



FL'da ®°Y-lbritumomab Konsolidasyonu

Phase lll Trial of Consolidation Therapy With Yttrium-90-lbritumomab Tiuxetan
Compared With No Additional Therapy After First Remission in Advanced
Follicular Lymphoma

Induction Start of Study Consoldeton
Complete Rituximab 250 mgim’ IV
FESpONSE day -7 and day 0 +
First-line therapy with = -lbritumomab Huxatan

chiorambucl, CVE, CHOP, Unconfirmed 148 MBgiyg
CHOP-llke, fludarsbine complete imax 1,143 MBg/kqg) cay 0

comblnstions, or FESpONSE _
rtuximab combinston ' Cantrol

F]
| il Partial No additional treatment
FESONSE
Mot

reached =~ disease

"l___q ..I"
Mo Incluslon

Morschhauser F, et al. J Clin Oncol 2008; 26:5156-64.



WY-lbritumomab
Konsolidasyonu

Tum hastalar

Birinci basamak tedavide PR =————>

N

Birinci basamak tedavide CR/CRu

Morschhauser F, et al. J Clin Oncol 2008; 26:5156-64.
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Rituksimab Idamesi

Calisma grubu Dizayn Basamak Indiksiyon Rituksimab idame
SAKK 35/981 Ph 1l 1st/2nd Rituksimab  EFS 1t ~ 190%
ECOG 14962 Ph Il = CVP PFS 1 ~ 280%
EORTC 209813 Ph Il 2nd CHOP £ R PFS 1 ~ 250%
GLSG# Ph Il 2nd FCM £ R RD 1 ~ 200%

* MCL hastalari da var

1. Ghielmini M, et al. Blood 2004; 103:4416—4423.
2. Hochster HS, et al. Proc Am Soc Clin Oncol 2004; 22:Abstract 6502.
3. van Oers M, et al. Blood 2006; 108: 3295-301.
4. Forstpointner R, et al. Blood 2006;108: 4003-8. 90



Event-free survival (%)

100

(o]
o

(o))
o

S
o

N
o

SAKK 35/98:
Event-free survival

Prolonged: median 23.2 months

Observation: median 11.8 months LI—

6 12 18 pL 30 36 42 48 54

Months from randomization

Ghielmini M, et al. Blood 2004; 103:4416-4423. 91



Probability

1.0

0.8

0.6

0.4

0.2

ECOG 1496: PFS

 74%

‘_\_Ll, Rituximab maintenance (n = 157)

| I

Observation (n = 148)

Median: 4.2 years vs 1.55years
P =0.00003 : —I_
HR = 0.5 (0.3-0.7)

1 2 3 4 5

Years from maintenance randomization

J Clin Oncol. 2009 Apr 1;27(10):1607-14
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Progression-free survival (%)

100 7

80 -

60 -

40

20 -

EORTC 20981: PFS

Maintenance: median 51.5 months

Observation: median 15 months
P < 0.0001

van Oers MHJ, et al. Blood 2006;108:3295-301. 93



Probability

1.0

0.8 —

0.6 —

0.4 -

0.2 -

GLSG: Yanit suresi

Rituximab maintenance (42/67)

N =138

P =0.001 Observation (30/75)

1 2 3 4 5
Time after end of initial therapy (R-FCM) (years)

Forstpointner R, et al. Blood 2006;108: 4003-8. 94



Indolent NHL
stages IlI-1V,

untreated

Calisma kapatildi

PRIMA Calismasi

PD/SD

Off Study
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Mantle Hucreli Lenfoma

96

Agresif
Tum lenfomalarin ~%6’si

Mantle zone B hiicresinden
kaynaklanir

Geleneksel tedavilerle inktrabl
CD19+, CD5+, CD23-
t(11;14) translokasyonu

— Siklin D1 (bcl1) gen
ekspresyonu

— Hucre siklusu kontroll
bozulur



Mantle Hucreli Lenfoma: Birinci Basamak

Standart Kemoterapi
R-CHOP CHOP/R-CHOP FCM/R-FCM
R-CHOP 1
R-FCM
CHOP -
FCM
PFS PFS PFS
Howard et al. J Clin Oncol. 2002. Lenz et al. J Clin Oncol. 2005. Forstpointner et al. Blood. 2004.

Yiiksek-doz veya doz dense tedaviler

CHOP-DHAP/ASCT ASCT > CHOP-IFN R-HDS R-HyperCVAD MTX/ARAC
I <65
I ASCT R-HDS
PFS PFS PFS PFS
Lefrére et al. Dreyling et al. Gianni et al. Romaguera et al.

Leukemia. 2002. Blood. 2005. Blood. 2003. J Clin Oncol. 20057



R-CHOP ve R-DHAP = OKIT:
Birinci basamak

60 hasta (2000-2003) < 66 yas, MCL evre llI-IV
Med yas 57 ++ 3 CHOP-R alterne 3 R-DHAP
49/60 OKIT Mobilizasyon
2 hasta disinda hastalar OKIT OKIT hazirlik: TAMG6 (TBI 10Gy, Ara-C
sirasinda CR 6g/m?, Mel 140) veya BEAM
Med takip 67 ay: EFS 83%
5-yil OS: 75%
Cevap, % Post R-CHOP Post R-DHAP

orr [ T T

R ve Ara-C faydasi gosterildi: CR %12 post R/ %61 R-DHAP
%?20 hastaya OKIT yapilamadi

Delarue R, et al. ASH 2008. Abstract 581. 98



Nordic Grubu: MCL OKIT calismalari
(MCL-1, MCL-2)

/ N

Tedavi OKIT ___,

ed'l'\;l"gl_m's’ MCL2: 6 X BEAM/BEAC
MCL1 + R alterne /in vivo purging
Ara-C 3 g/m? BID 1-2 glnler +
Rituximab 375 mg/m? 1, 9 gunler
+ BEAM/BEAC + OKIT

+ Relaps halinde R konsolidasyonu

Geisler CH, et al. ASH 2007. Abstract LB1.
Geilser CH, et al. Blood. 2008;112:2687-2693.
Anderson NS, et al. ASH 2007. Abstract 1281.
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Nordic Lenfoma Grubu: MCL OKIT calismalari
(MCL-1, MCL-2)

100 - 5-Yil sonug

30 ~——— MCL-2 EFS (n = 160)
S ] MCL-1 EFS (n = 41)
w o8 63%
C
2 40"
©
al 15%

20 1

EFS, P < .0001
O 1 T T 1
0.0 2.5 5.0 7.5 10.0
Yrs

Induksiyon: R-hyperCVAD benzeri (methotrexate yok) x 6 kiir + OKIT

Preemptif rituksimab (molektler monitorizasyon ile) (34 hasta, 13 > 1 yil)
Median takip: sadece 3 yil

Geisler CH, et al. Blood. 2008;112:2687-2693.
100



NLG MCL-3: 2%Y-lbritumomab Tiuxetan +
Yiksek-Doz BEAM/BEAC

e NLG MCL-1 (1996-2000) maxi-CHOP - BEAM/C ve OKIT!
— CRiken OKIT yapilan hastalarda sonuclar PR olanlara gore aha diyi
— Yuksek ralps orani
* NLG MCL-2 (2000-2006) 12!
— Yiksek doz ARA-C ve rituksimab eklendi(+ maxi-CHOP)
— MCL-1 calismasina gore cok daha iyi sagkalim

1. Andersen NS, et al. Eur J Haematol. 2003;71:73-80. 2. Geisler CH, et al. Blood. 2008;112:2687-2693. 101



NLG MCL-3: 2%Y-lbritumomab Tiuxetan +
Yiksek-Doz BEAM/BEAC

* Induksiyon MCL-2 aynisi:

— 6 x Rituximab + alterne maxi-CHOP ve YD Ara-C
e CR hastalar MCL-2 OKIT tedavisine devamn

* CRuveya PR hastalari *°Y-ibritumomab tiuxetan
(0.4 mCi/kg) + rituximab 250 mg/m?2 ve BEAM/C-destekli OKIT

Kolstad A, et al. ASH 2009. Abstract 932. 102



NLG MCL-3: Cevap oranlari

* Pre- ve posttransplant ORR MCL-3 = MCL-2
e >%90 hasta OKiT’e gidebilmis

Pretransplant Posttransplant

Kolstad A, et al. ASH 2009. Abstract 932. 103



Birinci basamakta R-HyperCVAD:
Uzun Donem Sonuclar

MDACC, 99 hasta, 6-8 kiir, 6 kir sonrasi CR ise OKIT yok

Prognostik faktorler:
yas, beta-2, LDH, IPI ve MIPI

\IEGIERREL U KL - VAVAY)

Yas grubu \[e} CR, % PR, %

FFS o 0S
<65yas (n = 65; 30 basarisiz)

<65 yas (n = 65; 20 ex)

Proportion
o
(0]
Proportion
o
(6}
']

> 65 yas (n = 32; 23 basarisiz) > 65 yas (n = 32; 18 ex)

02+ P=.01
Median takip: 84 ay (7 yil)

0.1 0.1 7 Median takip: 84 ay (7 yil)
(0 | T T T T T 1 (0] T T T T T 1
(0] 20 40 60 80 100 120 0] 20 40 60 80 100 120
Months Months

Romaguera JE, et al. ASH 2008. Abstract 833.

Romaguera JE, et al. ASH 2008. Abstract 3051. -



Dose Dense ve Yuksek Doz
Tedavilerin Karsilastirilmasi

Ara-C—iceren induksiyonlar

Calisma Tedavi n Yas siniri, 5-Yil 5-Yil Takip,
Yil EFS, % OS, % aylar

Nordic MCL-2

ASHO7 | R+ Ara-C) 0 =% “
GITL (R) HDS-ASCT*

ASH 07 - <ol

R-hyperCVAD <80
DAt - ws>es) | T

[ | | <es e | 76 | s

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

Cortelazzo S. ASH 2007. Abstract 1282.

Romaguera JE, et al. J Clin Oncol. 2005;23:7013-7023.

Fayad L, et al. Clin Lymphoma Myeloma. 2007;8(suppl 2):S57-S62. 105



MCL: Tartismali konular

Median OS: 7.1 yil Takip vs Erken tedavi
OS (N = 111)
1.00 A 1.00 H Takip grubu
O = Erken tedavi grubu
— 0.75 n e 0_75 -
) c
< © L}
g 0.50 - S 0.50 -
S 3
o 0.25 1 0.25 - . . ,
(3]
7))
OOO | | | | 1 0.00 | | | | | | 1
0] 5 10 15 0] 50 100 150 200
Tanidan itibaren stre Tanidan itibaren sitre

Oyrs:n=111;5yrs: n=41; 10yrs: n=5

Heterojen hastalik, tek merkez sonucu

Martin P, et al. J Clin Oncol. 2009:27:1209-1213.
Martin P, et al. Ann Oncol. 2008;19:1327-1330.
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MCL: Induksiyon tedavisi—Ozet

Standart veya konsensus tedavi yok
Median OS: 3-5 yil (son 20 yilda artti)

Bastan yogun tedavi (hyperCVAD veya OKITASCT) + rituksimab
genc hastalarda faydali gortintyor

MCL indolent alt grubunda bekle ve gor politikasi izlenebilir
Relaps hastalarda prognoz hala koti
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MCL: Rituksimab Idame

4 kir FCM vs R-FCM
Relaps indolent lenfoma

— ®©—
17+ PFS (FL) 1- PFS (MCL)
75 - 75 -
i:‘ idame(32/41) é :
8 =N & 27 idame (11/22)
O 25- O o5-
0 Gozlem (21/40) 0 Gozlem (2/25)
0 1 2 3N B 4 5 5
Yrs Yrs

Rituximab idame faydasi FL kadar degil

Forstpointner R, et al. Blood. 2006;108:4003-4008. 108



Calisma

Tositumomab
+ CHOP
MSKCC[1]

R-CHOP +
ibritumomab
tiuxetan
ECOG 1499

2]

HDT RIT/
ASCT
Hutch

[3]

MCL'de

Dizayn

Tositumomab
- 6 CHOP
No rituximab

R-CHOP x 4
- ibritumomab
tiuxetan

Tositumomab
+ HDT
cyclophosph +
etoposide +
ASCT

Radyoimmunoterapi

Sonuglar

Uygun

1/3 hasta had mol CR post
RIT

Post CHOP sonrasi fayda?

56 hasta/med yas 61 yil
CR orani 3 misli: %45
(R-CHOP sonrasi %1

5-yr PFS: 42%

Yasayanlar

Olasilik

100 1

01-029: RIT = CHOP
EFS ve OS

OS (n = 24, censored 21)

EFS (n = 24, censored 11

1.0 -
0.8 4
0.6 1

0S, 1-131 (n = 34)

041 PFS, 1-131

0.2 -

0.0 | I N N B B S E
01 2 3 4 5 6 7 8 9 10

Transplant suresi

1. Zelenetz A, et al. ASCO 2006. Abstract 7560. 2. Smith M, et al. ASH 2007. Abstract 389.
3. Gopal AK, et al. Blood. 2002;99:3158-3162.
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Kumulatif
yasayanlarin orani

MCL: Allojeneik Transplantasyon

MDACC EBMT
801 801, LGNHL (n = 52)
60 - CPFS g 604 LL\'\__HD (n = 52)
40 - & 40~ HGNHL (n = 62)
207 = MCL (n = 22)
O | ] | ] L] L] L} 0 n | | n | | | ] | |
0O 10 20 30 40 5 0 1 2 3 4 5 6

Khouri IF, et al. J Clin Oncol.

Posttransplant sure

2003;21:4407-4412.

Yil

2002;100:4310-4316.

Potansiyel kdratif modalite

Robinson SP, et al. Blood.

FHCRC
1001
8\0/ 80.
N LLI\_L‘ Unrelated (n = 17)
# 601 - —
§ 40- Related (nI\;F;LS)
D 204
o = - URD
O L] L} n n n | |
0O 6 12 18 24 30 3

Posttransplant sure

Maris MB, et al. Blood.
2004:;104:3535-3542.

Problem: median yas ve cGVH > 50%
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MCL'de Temsirolimus

250 mg haftahk 25 mg haftalik
%38 ORR (13/34) ORR %41 (11/27)
1 CR; 12 PRs 1 CR (%3.7) ve 10 PRs (%37)
Median cevaba kadar gecen sure: 1 ay Median 4 tedavi sonrasi
Toksisite Hematolojik toksisite
Grade 3 -4 %91 %50 grade 3, %4 grade 4
Trombositopeni (%100), anemi (%66) Thrombositopeni en sik

notropeni (%77)
Gl, mucositis, fatigue, hiperglisemi,

neuropath < !
. S 199 Med TTP: 6.5 ay
3 801 Med DOR: 6.9 ay
Cevap oranlari, stiresi ve TTP benzer '-'C- 60 -
S 40+
@ 20-
Witzig T, et al. J Clin Oncol. 2005;23:5347-5356. > 0 - . : ‘ : . :
BRGSO 10 15 18 21

Aylar



Relaps/refrakter MCL

onceden
rituksimab
anthracycline
alkilleyici kullanmis
hastalar

Temsirolimus teday

Hess G, et al. ASCO 2008. Abstract 8513.

R
A
N
D
O
M
|
Z
E

Temsirolimus 175 mg QW x 3
sonra 75 mg QW

Temsirolimus 175 mg QW x 3
sonra 25 mg QW

Arastirci tercihi
tek ajan

eye kadar devam




CCI-779 (Temsirolimus) in MCL

Cevap Temsirolimus 175/75 Temsirolimus 175/25  Arastirici Tercihi

(n = 54) (n =54) (n =54)
ORR, %
DOR, ay

Median PFS, ay

o Median PFS
; Temsirolimus 175/75 mg: 4.8 ay
o Temsirolimus 175/25 mg: 3.4 ay
WAE Arastirici tercihi: 1.9 ay
n P=0.009
L  0.50H
o
0.25+
= L .
0.00 | | | | |
0] 5 10 15 20 25
\Y[o]S;
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Lenalidomide (NHL-002 ve NHL-003)

Tek basina 25 mg PO 21/28-gun siklus — PD veya toksisiteye kadar
Notropeni, trombositopeni (%20 grade 3-4), fatigue

Parametre NHL-002 NHL-003
(N = 15) (N =22%)

CR, n (%)
Cru, n (%)
PR, n (5)

Bortezomib alan hastalarda
+
ORR, n/N (%) 2/5 (40) 3t/6 (50)
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Bortezomib: MCLde etkinlik ozeti

| Calisma N CR/CRu PR ORR
™ 15 relaps 1 47%

Total 259 24 (9%) 70 (27%) 94 (36%)

O’Connor OA, et al. J Clin Oncol. 2005;23:676-684.
Goy A, et al. J Clin Oncol. 2005;23:667-675.
Strauss SJ, et al. J Clin Oncol. 2006;13:2105-2112.
Belch A, et al. Ann Oncol. 2007;18:116-121.
Fisher RI, et al. J Clin Oncol. 2006;24:4867-4874. 115

Calismalarda benzer ORR



PINNACLE Calismasi Update

Cevap/altgrup analizi

Parameter Cevap: Refrakter MCL* Onceden yiiksek
degerlendirilebilen( (n =51) doz tedavi
n=141) (n =52)

Goy A, et al. Ann Oncol. 2009;20:520-525.
O’Connor OA, et al. Br J Haematol. 2009;145:34-39. 116



PINNACLE Calismasi Update

TTP DOR
Median TTP Median DOR
Tum hastalar: 6.7 ay Tum cevap verenler: 9.2 ay
= CR/CRu: ulasilamadi —= CR/CRu: ulagilamadi
PR: 9.1 ay
1.0~ 1.0 —
0.9-_\—9" 0.9+
0.8+ = 0.8 1 —]_L_
§ 8;- II o 0.71
r 0.61 |I 0.6 1 - ~—s
E 0.51 E 0.5+
© 0.4+ o 0.44
w 0.3+ W 0.31
0.2 0.2
0.1 0.1+
OO 1 ] ] ] ] ] ] ] 1 OO ] ] ] ] ] 1 1 1 |
0O 90 180 270 360 450 540 630 720 81 0O 90 180 270 360 450 540 630 720 810
gunler gunler

Goy A, et al. Ann Oncol. 2009;20:520-525.

Median takip 26.5 mos
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Ikinci kusak Proteasome
Inhibitorleri

PR-171 (Carfilzomib) DL D5 D14
Keto-epoxide tetrapeptide

Daha selektif/irreversible i |
i 2

MM aktivite var
D1 D2 D8 D9 D15 D16 D28
< neuropathy, Gl, thrombocytopenia,
fatigue, renal
NPI-0052 : 1 B .
WWEES

3 proteolitik bolgeyi inhibe eder

B-subunit ring

Faz | devam ediyor (renal toksisite)

Immiinoproteasome inhibitorleri/
ligaz specific inhibitorleri
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MCLde Diger Novel Ajanlar

ilag Mekanizma/Galisma

Diger antiangiogenesis ajanlari Thalidomide/rituximab/bevacizumab/VEGF Trap

Anti-TRAIL antikorlari TRAIL reseptor 1 agonistleri
(TRM-1) apoptosis/ekstrinsik yolak aktivasyonu

HSP inhibitorleri 17AAG bortezomib resistansi geri dontsumu
(geldamycin)

IKK inhibitorleri NFB stabilizasyonu

Raf/MEK signal inhibitorleri Sorafenib

Kuguk molekul sinyal transduksiyon inhibitora
HDAC inhibitorleri (SAHA,
depsipeptide)

Farnesyl transferase inhibitorleri Tipifarnib

BL22 immunotoxin Calicheamycin/CD22 (CMC-544)
Digerleri Bcl-2 inhibitorleri
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