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El LDCG-B, curable

ADVANCED DIFFUSE HISTIOCYTIC
LYMPHOMA, A POTENTIALLY CURABLE
DISEASE

RESULTS WITH COMBINATION CHEMOTHERAPY
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LDCG-B con R-CHOP
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El LF en Stanford
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El LF en Barts
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¢ Culpable?

One 500 mg vial NDC 50242-053-0
50 mL vial (10 mgimL)

Rituximab
RITUXAN™
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¢Y ahora que?

* Nuevos farmacos

* Mejores anti-CD20



Otras vias: ‘terapia dirigida’

Figure 2 - Signaling Pathways in Malignant Lymphoma

GCPR GFR BCr

cytokine R
THRIAY AR iRy g TN Wiy y

(RN
1““““

W 1\‘: i\ I\

paae

wpant @ %
@ w. FosD
’-_—-"‘_'
SB1518 ,,@

Enzastaurin @ - @ <«— Tipifarnib
@ Perifosine

Mcl-1 @ @ <«— Sorafenib
Bcl-X ok RADOO1

Bortezomib

Bcl-2 4@ @
ABT-263 —»
( VAPK ]

Cell proliferation, growth, and survival

Reeder CB & Ansell SM, Blood, 2011

gy ity iy




Otras vias: ‘terapia
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‘Nuevos’ farmacos

* Bortezomib
* Bendamustina

* Lenalidomida



Bortezomib en LDCG-B: fundamento
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Staudt LM & Dave S, Advances in immunology, 2005



Bortezomib en LDCG-B
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Bortezomib en LDCG-B: REMoDL-B

Trial Outline:

| Patient with DLBCL requiring full course chemoimmunotherapy I

/ Consent |

Biopsy material
forwarded to HMDS for ‘ R-CHOP 1 cycle !
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Bortezomib en LCM: RiPAD + C

* 65-80 anos
* Primeralinea
e Rituximab, doxorubicina, DXM, CB

* Bortezomib bisemanal

l

* RR:74%, RC/RCi: 59%
 Mediana de SLP: 26 meses
* Neuropatia periférica °3: 18%




Bortezomib en LF: BR-CVP

Table 3. Incidence of Neurotoxicity (n = 94)*
Grade (CTCAE v3)
1 2 3 4
Meuropathy MNo. % MNo. %o No. % No. %
After four cycles
Maotor neuropathy 1 1 3 3 0 0 0 0
Sensory neuropathy 45 48 12 13 3 + 0 0
MNeuropathic pain 8 9 6 5] 0 0 0 0
After eight cycles
Motor neuropathy 4 4 b b 0 0 0 0
sSensory neuropathy 41 44 24 26 b @ 0 0
MNeuropathic pain 15 16 11 12 1 1 0 0
Response Mo. of Patients % 95% CI
L~
Overall response 78 83 75410 90.6
Complete response (CR/CRu) 46 49 38.810 59.0
Partial response 32 34 24510436
Stable disease 5 b 081099
Progressive disease 8 9 291t014.2
Unevaluable 3 3 —

Sehn L et al, J Clin Oncol, 2011



Bortezomib en MW: BDR

Median Serum IgM Levels {mg/dL)
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Bortezomib en MW: estudio R2W

e Estudio randomizado, fase Il
* Primera linea
* Bortezomib SC, semanal

[ FCR ]
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Informacion disponible sobre

bendamustina

e PubMed: ‘Bendamustine, indolent
lymphoma’—> 62 resultados

revisiones




Bendamustina en LDCG-B
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Bendamustina en LDCG-B
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Lenalidomida-R en linfoma indolente

Response Rates

Histology CR/CRu PR ORR
FL (n =30) 83% 10% 93%
SLL/CLL (n =5) 40% 40% 80%
Marginal zone

lymphoma 46% 16% 62%
(n=13)

Total (n = 48) 69% 14% 83%

Fowler NH et al, Proc ASCO, 2010



Lenalidomida-R en LF

Combined Rituximab and Lenalidomide Treatment for Untreated Patients
With Follicular Lymphoma (RELEVANCE)

[ Lena-R ]
LF grado 1, 2 o 33,
Estadio II-IV
LF sintomatico
Edad >18 years \
ECOG: 0-2
[ CHOP-R ]
CVP-R

Bendamustina-R




Lenalidomida en LDCG-B

e Fasell
e 23 pacientes (>65 a) con LDCG-B en recaida
* Lenalidomida-rituximab x 4= mantenimiento lenalidomida 8 meses

* Respuesta global: 7RC + 1RP (35%) - 10 mantenimiento: 8 RC

Previous Treatments Status at Enrolment Dlé?st;z':}stg’ lﬁ::g:;te
VNCOP-B-R: Ibritumomab tiuxetan Relapsed 18
MACOP-B-R; IEV; ASCT; Ibritumomab tiuxetan Refractory 18
VNCOP-B-R; Rituximab Relapsed 17
R-CHOP; Ibritumomab tiuxetan; Gemcitabine Relapsed 16
R-CHOP; IEV; Radiotherapy Refractory 17
R-CHOP; IEV; ASCT Relapsed 16
VNCOP-B-R; Rituximab; Gemcitabine Relapsed 16
R-CHOP: Vincristine; Rituximab Relapsed 14

Zinzani PL et al, Clin Lymphoma Myeloma Leuk, 2011



Lenalidomida en LDCG-B

REMARC: 1a linea, LDCG-B, 60-80 a

/ [ Lenalidomida 24 m ]

| cHOP-R |—{ Resre ]@

[ Placebo 24 m ]




O en combinacion...

Induction cyclas 1-3,
g 28 days

Induction cycles 4-5,
g 28 days

Mairtenance
2 years, q 3 months

Study Phase Il

FL 218 yr, max 3 prior regimens

Arm A Arm B
Lenalidomide po: 20 myg, day 1-21 Lenalidomide po: ROL (10-20 mag), day 3-21
Rrituedimat v IT5 mgim”, day 1 Rituximaty i 375 mgim’®, day 1
Bendamustine iv: RDL (70 or 80 mgim?), day 1-2

F‘E‘J/ PD

off treatment SD/IPRICR off treatment
3 ¥
Lenalidomide po: 20 myg, day 1-21 Lenalidomide po: ROL {10-20 ma), day 3-21
Rituximaky iv: 375 mgfm®, day 1 RitLeeirnaky iv: 375 mgin®, day 1
Bendamustine iv: RDL (70 or 80 mgim?), day 1-2

smpl:i/ PR/CR \Asmpm

off treatment off treatment

Rituximab iv: 375 mgém?®, day 1




Mejores anti-CD20: resistencia a rituximab

(2) CR3 polymorphism

(3) KIR expression

(1) FCyRIlla polymorphism

% (5) CD20 expression
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‘Nuevos’ anti-CD20

Murino:
tositumOmab (B1) Quimeérico: rituXimab
ibritumOmab tiuxetan <\‘{> {?
-0- -Xi-
-ZU- -XiZUu- -U-

Humanizado:
veltuZUmab (2a generacién)

obinutuZUmab: GA101 (3a generacién) Humano: ofatumUmab (2a generacion)



Nuevos anti-CD20: ofatumumab
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Nuevos anti-CD20: obinutuzumab
(GA-101)

| R — bendamustine

R - CHOP R-CVP
(6 xCHOP+ 8xR) (8xCVWP+ 8xR) (6xbenda+ 6xR)
Vs Vs Vs
G - CHOP G- CVP G - bendamustine
(6xCHOP+ 8xG (BxCVWP+ 8xG (6xbenda+ 6xG
and on days 8 + 15 of and on days 8+ 15 of and on days 8+ 15 of
Cycle 1) Cycle 1) Cycle 1)

Response evaluation

CRor PR SD
v
_ No further protocol Mo further protocol
Rituwxamab or GA101 PD specified treatment PD specified treatment
monotherapy, every == Follow for next anti- €——— 0. for progression
2 months for 2 years lymphoma Tx and every 2 months for 2 years
survival until the

official end of the trial
PD during FU or
completion of FU without PD 5 years of FU



Algo mas que un AcMo

“u 1 " Biotimylated 3
*.  Naked MAb v radicactive ligand Multistep Targeting
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Radio-inmunoterapia

radio-labeled
antibody




Morschhauser et al, J Clin Oncol, 2008
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RIT en LDCG-B

progression-free survival
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RIT en LDCG-B: SWOG 51001

R-CHOP x1

/7

*PET negative - Step 2 Reqgistration
Step 1 Registration®. ———s» R-CHOP x3 ———»

*PET positive - Step 2 Registration

S

IFRT followed by Yttrium-90 ibritumomab tiuxetan (Zevalin®)



¢Y para el futuro?

e Mas AcMo
— CMC-544

— Blinatumomab
* Mas ‘terapia dirigida’
— Inhibidores de BTK

— Inhibidores de PI3K (CAL101)
— Anti-BCL2



Conclusiones

* Impacto de rituximab en el prondstico de
los pacientes con linfomas B

* Bendamustina, primera linea en LF

* ¢Bortezomib y lenalidomida, los siguientes
en incorporarse a la 1a linea?



