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Funcién de supervivencia

e Larga Historia Natural: Serie GOTEL >
1000 pacientes; SG > 20 anos

e Comportamiento clinico inicialmente
iIndolente

= Buena respuesta a los tratamientos -
oncoldgicos e

e Curvas de supervivencia decayentes, s/
aparentes curaciones a largo plazo.

e Un 15-30 % de los enfermos tienen
remisiones espontaneas

e La transformacion histoldgica hacia formas
agresivas (1,4-4,4% anual), ocurre con
igual frecuencia, independientemente del
tratamiento o no tratamiento administrado
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Impreved Survival of Tellicular Lymphoma Patients in
the Unitad States
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GConclusion
The survival of patients with FL in the United 5

improved supportive care.

J Clin Oneol 23:5018-6026. @ 2006 by American Society of Clinical Oncalogy
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Joinpoint analysis of adjusted death hazard ratios by diagnosis GOTEQ
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e Variable y heterogéneo

* Influyen el grado histologico vy el indice
pronostico internacional
— Los grados | y Il se consideran de curso indolente

— El grado llla tiene un comportamiento intermedio
entre L. folicular y LDCGB

— El grado lllb se considera un linfoma agresivo
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Edad <60 vs > 60
Hb >12 vs<12g/dL
Ann Arbor I -1V
LDH No
N2 areas ganglionares 4 vs >4
Ovs1

Rigk group ‘ Number of nisk factors | Percentage of pabents | SyearOSrate | 104year OF rate

Lew 01 36% % %

Solal-Celigny, et
Intermediate 2 3% 78% 51% al. Blood 2004;
104: 1258-1265

High £ 2% 53% W
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FLIPI 2
Edad <60 vs > 60
Hb >12 vs<12g/dL
Afectacion MO NO vs Si
Beta-2-Microglobulina No

Diametro del area ganglionar |<6vs>b6cm
de mayor tamano

Ovs1

Rigk group | Number of nek factors | Percentage of pabents | Jyear PFSrate | Soyear PFS rate

Low i 3% B8, 8% ngerico M, etal. J
Clin Oncol 2009;

i 2 53% 60% 51% 27: 4555-4562.

High 35 2% 51% 1%
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Immune-Response 1 Signatura
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Dave SS, et al. N Engl J Med. 2004,;351:2159-21609.
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*%* El objetivo a conseguir con el tratamiento, debe ser
diferente en cada caso, en funcidn de las caracteristicas del
mismo:

** Pacientes sin factores adversos: Superv. mediana > 10 afios

- Mayores: Calidad de Vida
- Jovenes: ;Cantidad de Vida?; ¢¢Curacion??

% Pacientes con factores adversos: Superv. mediana 3-4 afios

- Mayores/Fragiles: Paliativo
- Jovenes: Supervivencia (calidad de la respuesta)
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FeN"T" A MNEL MO ERNITEAAL AL 0
COITADIVOS ITINIUIALEDS
v Los estadios I y Il sin masas abultadas y sin factores adversos
son el grupo menos numeroso: < 20 %

... existen pocos estudios de calidad

“Puede valorarse la abstencion terapéutica en casos seleccionados”
Soubeyran P. Ann Oncol 1996; 7: 713
Advani R. J Clin Oncol 2004; 22: 1454-1459

v" El mejor tratamiento es la RADIOTERAPIA
- Campos afectos y adyacentes (o /rradiacion nodal total)
- RC =80 % y > 50 %0 de curaciones a largo plazo
McManus MP et al. JCO 1996; 14: 1282-90
Wilder RB et al. Int J Radiat Oncol Biol Phys 2001; 51: 1219-27

v No esta aclarado el papel de la QUIMIOTERAPIA
- COP o CHOP parecen mejorar los resultados al
ASOCIARSE a RT
- Acudir a la experiencia previa
- La QT nunca debe sustituir a la RT

Seymour JF et al. JCO 2003; 21: 2115-22



Wanals of Oncolegy T: 713-T18, 1996,
© 1996 Kluwwer Acodemic Publishers. Printed in the Netherlands.

Original article —

Is there any place for a wait-and-see policy in stage I, follicular lymphoma?
A study of 43 consecutive patients in a single center

P. Soubeyran, H. Eghbali, M. Trojani, E Bonichon, P. Richaud & B. Heerm
Insiitut Bergonié, Regional Cancer Center, Bordeaur, France

WOLUME 2z - MUMEBER = - APRIL 15 2004

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Stage T and II Follicular Non-Hodgkin's Lymphoma:
Long-Term Follow-Up of No Initial Therapy

Ianjarae Advend, Saul A Rossibery, axd Sandra [ Horning

N=43

26 seguimientoy 17 RT

Tiempo medio seguimiento 6.3
anos

Recaida 13/26 (50%)y 7/17
(40%)

De los 13, 7 presentaron recaida
local rescatada con RT

N=43, retrospectivo

Decisidon del oncdlogo, gran
campo de irradiacion, riesgo de
xerostomia, rechazo del paciente

Seguimiento 86 meses
SLP 63%

SG similar a tratamiento de
entrada
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ESTADIOS AVANZADOS
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Son el grupo mas numeroso (15 %o Estadio 111 y 65 % Estadio V)
Existe una gran heterogeneidad: Edad, carga tumoral, f. pronostico
Hay una enorme dispersion bibliografica y hay pocas guias de consenso
(“Guia de Practica Clinica para el Tratamiento del Linfoma Folicular”
GEL-TAMO/GOTEL)

v ASPECTOS A CONSIDERAR

v Tratamiento de 12 linea:
v T. Inicial vs. "Watch and Wait“

‘/ Tratamiantn NT
ITTacLalliiicil ity \(l

v Inmunoterapia con AcMo y Quimio-Inmunoterapia
v Radio-Inmunoterapia
v' Consolidacion y Mantenimiento en Linfoma Folicular

v Tratamiento de la Enfermedad Recidivante
* De intencién Paliativa
* De intencion ¢Curativa?
= QT Intensiva con soporte de p.h.
Tratamiento de la recaida con transformacioén histoldgica
Nuevas formas de tratamiento

RN
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LINFOMA FOLICULAR:
OPCIONES TERAPEUTICAS

High-dose therapy

|

Treatment

—_—_—
modalities

/ \ " Chlorambucil or

cyclophosphamide

Watchful
waiting

BENDA-R

MabThera CHOP

CHOP +
MabThera

CHVP +
IFNx
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OPCIONES TERAPEUTICAS

High-dose therapy

N

modalities

/ \ " Chlorambucil or

cyclophosphamide

ASCQ-2005
Watchful

waiting CVP

BENDA-R

MabThera CHOP

CHOP +
MabThera

CHVP +
IFNx




OPTIMAL INITIAL TREATMENT

= Significantly improves PFS (... and OS5 7)
2 Without significant toxicity

» Immediate
= Cardiac sequelae
= Secondary cancers

= Does not compromise subsequent treatment

possibilities

ASCC

Grupa Oncolégico para el

-2005




LINFOMA FOLICULAR coTEk
ENFERMEDAD AVANZADA

Indicaciones para iniciar tratamiento (Criterios
GELF):
e Sintomatologia general (Sintomas B)

e Enfermedad voluminosa:
e Cualquier masa > 7 cm
* Mas de 3 masas > 3 cm
e Esplenomegalia > 16 cm

- Presencia de derrames serosos

e Compromiso visceral por compresion o infiltracion
e Citopenias por infiltracion medular/Leucemizacion
e Rapida progresion tumoral

e Transformacion histologica

e (Preferencia/Insistencia/Ansiedad del paciente)

Brice P, et al. J Clin Oncol 1997; 15: 1110-1117
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TRATAMIENTO INICIAL versus "WATCH and WAIT"
Una polémica que deberia estar superada...con matices

v'  Existen 4 estudios aleatorizados: U. Stanford (portiock cs. Ann Intern Med 1979: 90: 10-13)
NCI (voung RC. Semin Hematol 1988; 25 (Supl.2): 11-16)
GELF (Brice P. J Clin Oncol 1997; 15: 1110-1117)
BNLI (Ardeshna KM. Lancet 2003; 362: 516-22)

v' CONCLUSION: En los pacientes por sus factores de buen
pronostico (enfermedad indolente), la supervivencia global es la misma
tanto si se tratan desde el diagndstico cOmo si se demora el tratamiento
hasta que éste es imperativo por la progresion o las complicaciones
derivadas de la misma.

v’ COMENTARIOS:
v' Todos los estudios son de la era pre-Rituximab
No conocemos cual es la utilidad de la QT-R en este grupo de pacientes

El n® de pacientes en que esto es posible es escaso

NN

Los pacientes no tratados presentan otros problemas

v'  COROLARIO: La ABSTENCION TERAPEUTICA puede estar indicada
en pacientes sin factores prondstico adversos



Rituximab (anti-CID20 monoclonal antibody) as single first-line therapy
for patients with follicular lymphoma with a low tumor burden:
clinical and molecular evaluation

Philippe Caolombat, Gilles Salles, Micole Brousse, Fitahey Eftekhari, Fiere Soubeyran, Vincent Delwail, Eric Deconinck, Carinne Haioun,
Charles Foussard, Catherine Sebban, Astasia Stamatoullas, Moél Milpied, Frangois BEoue, Eruno Taillan, Pierre Lederlin, Albert Majman,
Catherine Thiehlermont, Frangois Montestruc, Anne Mathieu-Boug, Aziz Benzaohra, and Philippe Salal-Celigny

The clinical activity of rituximab, a chi-
meric monoclonal antibody which binds
to the CD20 antigen, was evaluated as a
single first-line therapy for patients with
follicular non-Hodgkin lymphoma {(NHL}).
Fifty patients with follicular CD20+ NHL
and a low tum or burden were analyzed for
clinical and molecular responses. They
received 4 weekly infusions of rituximab
atadose of 375 mgim2. The response rate
a month after treatm ent (day 50) was 36 of
49 (73%), with 10 patients in complete
remission, 3 patients ih complete remis-
sionfuncenfirmed, and 23 patients in par-

* N=50

tial remission. Ten patients had stable
disease, and the disease progressed in 3
patients. One of 13 {8%) patients in com-
plete remission, 9 of 23 (39%) patients in
partial remission, and $ of 10 (50%) patients
with stable disease exhibited disease pro-
gression during the first year. Within the
study population, 32 patients were initially
informative for polymerase chain reaction
{PCR) data on bcl-2-Jy rearrangement. On
day 50, 17 of 30 patients (57%) were nega-
tive for bel-2—Jy rearrangement in peripheral
blood, and 9 of 29 @31%) were negative in
bone marrow; a significant association was

e 4 infusiones
e Tasa de respuestas objetivas: 73%

observed between melecular and clinical
responses (P < 0001). At month 12, 16 of 26
patients (62%) were PCR negative in petiph-
eral blood. These results indicate that early
molecular responses can he sustainesd for
up to 12 months and that this response is
highly correlated with progression-free sur-
vival. Rituximab has a high clinical activity
and a low toxicity and induces a high com-
plete meolecular response rate in patients
with follicular lymphoma and a low tumor
burden. {(Blood. 2001;97:101-106)

© 2001 by The American Society of Hematology




[Ardeshna et al . ASH 2010 (#6)] GOTEQM

THE LANCET Oncology

Home | Journals | Content Collections | Multimedia | Conferences | Information for | Subm

The Lancet Oncology, Volume 15, Issue 4, Pages 424 - 435, April 2014 < Previous Article | Next Article >
doi:10.1016/51470-2045(14)70027-0 ® Cite or Link Using DOI

This article can be found in the follovsing collections: Oncology (Haematological cancer)
Published Online: 04 March 2014

Copyright © 2014 Elsevier Ltd All rights reserved.

Rituximab versus a watch-and-wait approach in patients with
advanced-stage, asymptomatic, non-bulky follicular lymphoma: an
open-label randomised phase 3 trial

Dr Kirit M Ardeshna FRCP 2 B v/endi Qian PhD b, Paul Smith MSc g, Nivette Braganca MSc €, Lisa Lowry FRCPath 4, Pip Patrick
PhD ¢, June Warden MSc &, Lindsey Stevens 9, Christopher F E Pocock PhD f, Fiona Miall MD &, Prof David Cunningham FMedSci b,
John Davies FRCP i, Andrew Jack FRCP i, Richard Stephens MA K, Jan Walewsski MD !, Prof Burhan Ferhanoglu MD @, Prof Ken
Bradstock PhD 0, Prof David C Linch FMedSci &

Follicular lymphoma: watch and wait is watch and worry

Stephen M Ansell 3B The Lancet Oncology, Volume 15, Issue 4, Pages 368 - 369, April 2014
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Progression-free survival °2&

3yr PFS
W+W=33%
==='"R4=60%

= = R4+RM=81%

0.2 Events Totals
108 181
o1l-—- ki 3B 83
— = R4+ M 33 189
0.0 | | | [ |
0 1 2 3 4 5

HR (Rituximab vs W+W) = 0.46, 95%CI = 0.33, 0.65, p<0.001
HR (Rituximab + M vs W+W) = 0.21, 95%CI = 0.15, 0.29, p<0.001
HR (Rituximab + M vs Rituximab) = 0.43, 95%CI = 0.24, 0.72, p=0.001

Ardeshna et al . ASH 2010 (#6)
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I Events Totals
0.11==== W+W 9 187
' 4 84

—~ Ri+wm 8§ 102
0.0 , | | | |

0 1 2 3 4 5

HR (Rituximab vs W+W) = 0.63, 95%CI = 0.21, 1.92, p=0.42
HR (Rituximab + M vs W+W) = 0.84, 95%CI = 0.32, 2.18, p=0.72
HR (Rituximab + M vs Rituximab) = 1.21, 95%CI = 0.37, 3.97, p=0.75
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“La abstencion terapéutica y la
espera vigilante es una opcion
perfectamente valida”

) \Is there a role for “watch and wait” in follicular lymphoma in
% the rituximab era?

ucation Book December

W Brad a2
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« La mayor parte de los pacientes en estadios avanzados,
debe ser tratado desde el momento del diagnostico

e Enellos, la QUIMIOTERAPIA es el arma fundamental; la
RADIOTERAPIA puede ser util.

e MonoQT: CLORAMBUCILO (Galton jjjj 1955 i)

« Poliguimioterapia
v’ COP/CVP
v’ CHOP
v BENDAMUSTINA
v (Analogos de las Purinas y Combinaciones)

« RESUMEN: La PoliQT produce mayor n® de respuestas,
de modo mas rapido
consigue una mayor s.l.e., pero
la supervivencia global es similar

" El objetivo a conseqguir con el tratamiento es crucial
para la toma de decisiones“Homing SJ. JCO 2003; 21: 1-2
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Grupa Oncolégico para el

OS
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Cyclophosphamide
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Peterson BA, et al. J Clin Oncol 2003;21:5-15
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QUIMIO-INMUNOTERAPIA
(AcMo) en los LINFOMAS
FOLICULARES

“Estandar actual de
tratamiento”



Rituximab mas quimioterapia en el tratamiento de sz
primera linea del linfoma folicular avanzado

Autor Regimen p
Hiddemann et al CHOP (n=205) R-CHOP (n=223)
Respuestas 90% 96% 0,011
Mediana al fallo 31 meses No alcanzada <0,0001
Marcus et al CVP (n=159) R-CVP (n=162)
Respuestas S57% 81% <0,0001
Mediana al fallo 7 meses 27 meses <0,0001
Herold et al MCP (n=96) R-MCP (n=105)
Respuestas 75% 92% <0,001
Mediana al fallo 19 meses No alcanzada <0,0001
Salles et al CHVP (n=175) R-CHVP (n=184)
Respuestas 85% 94% <0,0001
Mediana al fallo No alcanzada No alcanzada <0,001
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CVP: median not reached

0.0553

p:

Ageqoud aalj-1uang

Patients at risk:

CVP

(iS5 151 141 136 132 122 72 38

159
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N=CUINIvr vo Clhivir \l1—4420)
Tiempo al fallo del tratamiento Supervivencia global
1 _u':' 96% R-CHOP (31T033)
CHOP (1B8r205)
R-CHOP {195/73) "8 90%
Q.7
0.6
.I:-l'l_:'l'l’ [ 1800 | 0.5
0.4 0.4 e
0.3 0.3
0.2 020
p<0,001 p=0,011
0.1 0.t
ucﬂ 1 a 5 4 u'uﬂ 1 2 K| 4
years years

Hiddemann W. et al. Blood 2005; 106: 3725-3732



Figure 3. Overall Survival: Meta-Analysis of Subgroups

Study Peto ORR (95% Cl) Weight [%] Peto ORR (95% Cl)
Follicular Lymphoma
Forstpointner® = 4.76 0.38
Herold"? 15.13 0.45
Marcus® 19.55 0.70
Hiddemann' — 35.04 0.60
Cubdatal (AEDS 1L ..‘-L T4 A7 ne?MmAa_N7TMN
allyivial ll'ﬂd /0 UI] T d9.70 Ui ||U."I'|J u.ri)
Test for overall effect: Z=3.79 (P=.0002)
Heterogeneity: 4° = 1.64, df =3 (P= 65), I = 0%
Total events: 45/525 (R-chemo), 77/490 (chemo)
Mantle Cell Lymphoma
Forstpointner® ‘ 4.79 0.19
Lenz® 8.38 0.96
Herold" 12.37 0.68
Subtotal (95% Cl) -~ 29.53 0.60 [0.37-0.98]
Test for overall effect: Z = 2.04 (P=.04) | | |
Heterogeneity: y=5.21, df =2 (P=.07), 1= 61.6% 9 05 1 n

Total events: 32/130 (R-chemo), 46/130 (chemo)

Favors R - Chemo  Favors Chemo

M SchulzH,etal.J Natl Cancer Inst 2007; 99: 706-14




Pharmacokinetics and safety of subcutaneous rituximab in 9"} Q
follicular lymphoma (SABRINA): stage 1 analysis of a
randomised phase 3 study

Andrew Davies, Francesco Merli, Biljana Mihaljevic, Noppadol Siritanaratku |, Phillippe Sof al-Céligny, Martin Barrett, Clavde Berge, Beate Bittner,
Axel Boehnke, Christine Mdntyre, David MacDonald

Summary

Background Intravenous rituximab is a mainstay of treatment for follicular lymphoma. A subcutaneous formulation 1 ancet Oncol 2014
that achieves equivalent rituximab serum concentrations might improve convenience and save health-care resources  pyyjished oniine
without sacrificing clinical activity. We aimed to assess pharmacokinetic non-inferiority of 3 week cycles of fixed-dose Febouary 10, 2004

subcutaneous rinimab versus standard intravenous rinximab. bt/ e dhoi 0rg/ 101016/
51470- 2045147 0005-1



Pharmacokinetics and safety of subcutaneous rituximab in

follicular lymphoma (SABRINA): stage 1 analysis of a

randomised phase 3 study
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CradsMatk

Intrareenous ritus imab phes Suboutaneous rucdmab:
Andrew Davies, Francesco Merli, Biljana Mihaljevic, Noppadol Siritanaratku |, Phillippe 5 chemotherapy (-4} chemaotherapy n-63)
Axel Boehnke, Christine Mdntyre, David MacDonald Investigator Independent Irwvestigator Independent
amEEment review FESESETREL review
Summary Orerall reporse 54(B4%) 56 (B8%) 7 (90%) 54 (B6%)
Background Intravenous rituximab is a mainstay of treatment for foll e s 196 e il e T
. . P . . . Fl 35(55%) 44 (69%) B 44%) 3755
that achieves equivalent rituximab serum concentrations might impr| ., . - %) 2 %) 6%
without sacrificing clinical activity. We aimed to assess pharmacokine!| pragesive dsmse 107%) o o 203%)
subcutaneous rituximab versus standard intravenous rituximab. Missing o imvalid® 6 (%) 701% 4(6%) 3[5%

Dotz are n[%). CE=comphebe resporse. CRU=unoonfinmes complete nesponse. PR=pastial respomee. "Fatentswith
nom avsesser, invalid, or missing resp & non- sesponders; a resporse was dassiied as
Invalid If the nesponse assessment was =565 days after the bist sStuodmab intake, after the first it mab intaioe of the
mainienance phase,. of after the start of new antiymphoma treat ment.

Tiabie 5 Tumour response at end of Induction

Diseno del estudio

Ovenll rsponse (R, (hu, PR Complete repomse (R or (Ru)
. V(375 mg/m?) IntzeEnous Subourtaneous Intraeenous: Subortaneous
I I ll I l Maintenance rituirrab phes rituovireh ples rituscirnab phe rituscirmaky phes
q2Zmo x 2 years 5C (1,400 mg) chemotherapy chemotherapy chemothergy chemoitherapy
ol B 8 x R-CHOP/R-CVP*  CR/CRu/PR Overall 5464 (B4%) 63 (30%) 19764 (30%) 293 (46%)
Lovar BSA" 1516 (94%) 22776 (B5%) 5716 31%) L4726 [55%)
—_ Mediom EA" 20726 T} 15726 (94%) TG (3w 86 [mo)
High B34~ 18721 (B6%) YT (5%} T2 () T[N
«  Estadiol, N =127 (IV, n = 64; SC, n = 63) Male I () 25776 (36%) 7RIS 1126 (47%)
+  Estratificado por FLIPI, QT y region: 40 pacientes en cada rama (63%) Female 31 (BT} 337 (B6%) L3 3%) 187 (45°%}
recibieron R-CHOP CHOP I4ra0 (E5%) 3740 {93%) 13740 (33%) 740 (43%)
* Estadio| Parametro primario PK: no-inferioridad del cociente de SC:IV C;, en el ciclo 7 de la orp 20724 (B3%) Y33 (B 6724 (25%) 1223 (52%)

induccion (limite para no-inferioridad fue cociente SC:IV C,, > 0.8)
*  Parametros secundarios: otros parametros PK, seguridad y eficacia. Dot ave o [%). CRecomplete nesporme. CRusunconfimmed complebe resparse. PR=partial response. B3 =body surface
area CHOF-clophomphamide, doxorubicin vincristine, and prednbone. OvP-cpciophosphamide, vinossting, and
pedniscne. "Fatkents were geouped Imtobow [ 33nd percenisle), mecium ety sen 33m [1.7 =7 and GEG[1-9 m*)
|pescentile], and high (sEEth pescentiie): one patient ineach tnestment geowp fad a mising BS54 neading.

* 8% R con un méximo de 8 x CHOP/CVP.
RC = respuesta completa; RCnc = RCno confirmada;
Conin = G ion pl ica minima; PK = Farmacocinética;

RP = respuesta par:ia;: g2mo = cada 2 meses.

F T T, Tabie & Exploratory araly sis of Inv estigator-assessed tumour resporsesat end of Induction




QT + RITUXIMAB en 12 Linea de coTE®
Linfomas Foliculares

e Todos los estudios son positivos
e Elindice de respuestas aumenta un 10-40%
 Elindice de RC aumenta un 20—-400%

e La SLP aumenta un 20-100%

e Aiimanta la Qiin
M\UlIIICIILAd 1A JUP

e La Toxicidad no aumenta de modo significativo

e ¢QUE ESQUEMA DE QT EMPLEAR?
I



National LymphoCare Study:
Resultados

 La edad, sexo, grado LF y

localizacion geografica influyeron =§-8\H/FQP
en la eleccion del tratamiento B R-Flu
inicial P<.05P< .05 P<.05

* Respuestas significativamente S 107 94 95
mas altas con R-CHOP 0 R-Fluvs ¢ 0
R-CVP (P < .05 para cada s 807
comparacion) en el grupo total 2 -
de pacientes con estadio III/IV &
— Entre los pacientes con FLIPI de riesgo @ 40+
alto, respuestas significativamente 2
mejores con R-CHOP vs R-CVP (P < O 201
.05) =
= 523 1224 109 214 1118 35
Todos los Pacientes con
pacientes FLIPI de alto
Nastoupil L, et al. ASH 2011. Abstract 97. riesgo
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Study design
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R-CVP versus R-CHOP versus R-FM as first-line [LN
therapy for advanced-stage follicular ymphoma.
Federico M. J Clin Oncol 2013, 31: 1506-1513

e 534 pacientes

 Mayor toxicidad (hematoldgica y 2as neoplasias) con R-FM

e TTF mejor para R-CHOP y R-FM: a 3 anos, 45-63-59%

* Fludarabina “is dead”

e CHOP-R mejor relacién eficacia/toxicidad

e CVP-R, valido en pacientes “unfit”

TTF by arm (N=504) =gl : Overall Survival




StiL: Bendamustina + Rituximab vs  ¢oTE@&
CHOP-R en primera linea de LNHI

CHOP-R g3w x 6
/ (n = 253)
12 linea de

pacientes con (n = 513 pacientes evaluables)

LNHio LM
~

(N = 549)

Rituximab 375 mg/m? dia 1; (bendamustina 90 mg/m? dias 1-2 g28 dias)
0 (CHOP estandar g21 dias) x 6

Rummel MJ et al. Lancet 2013; 381: 1203-1210




Rummel. NHL 12 linea: BR vs CHOP-R. GoTEQ

— - = __ A __

Respuest

Seguimiento (mediana) B-R CHOP-R

i (n=260) (n=253)

RG 92,7 % 91,3 %

RC 39,6 % 30,0 % =0.023
EE 2,7 % 3,6 %

Prog. / recaida n =178 n =11

Exitus n =35 n=33

Rummel MJ et al. Lancet 2013; 381: 1203-1210



Objetivo principal

Probabilidad

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Grupa Oncolégico para el

SLP
(meses, mediana)

B-R: 54,8 (NA)meses
CHOP-R:34,8 (40,9) m

P<o0,002

M . BR

S CHOP-R

12

24

] T 1 !
36 48 60 72 Meses

Rummel MJ et al. Lancet 2013; 381: 1203-1210




¢DEBE CAMBIAR EL ESTANDAR DE 12
LINEA EN L. FOLICULAR?

* Discusor, Williams MW (ASCO-2012):
— Resultados pobres para CHOP-R
— No datos/beneficio en SG
— (Falta publicacion definitiva *)
— Hay en marcha estudios confirmatorios

 Mezcla de histologias en estudio de Rummel (L.
Folicular 54%)

* Probablemente cambiara el estandar, pero de
momento.....PRUDENCIA!!!



RADIOINMUNOTERAPIA EN LINFOMAS GOTEQ

ZEVALIN ® BEXXAR®




Ventajas potenciales de la core@
radioimmunoterapia (RIT)

¢ Las células de los linfomas son
sensibles a la irradiacion

¢ RIT libera una dosis baja pero
continua de irradiaciéon a las
células tumorales

¢ RIT tambien destruye células
vecinas mediante el efecto
“fuego cruzado”

la irradiacion.

¢ Pueden tratarse varias
localizaciones al mismo tiempo

Press. Semin Hematol 2000;37(suppl 7):2-8
Krasner & Joyce. Curr Pharma Biotech 2001;2:341-349
Zelenetz. Curr Opin Oncol 1999;11:375-380



Cortesia del Dr. E. Conde GOTEQ
Efecto terapéutico de un AcMo nativo
frente a un Radioconjugado
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121 -Tositumomab Therapy as Initial Treatment
for Follicular Lymphoma
flarle =, [Karminski, b0, Welizza Tucl, FLA, Judith Estes, WS 8L, RLP, Arne Kalstad, #.D., PhD.,

Charles . Ross, b.D., Kenneth Zasadny, Ph.Dy, Denise Regan, B.5., Paul [Kzon, BL5.,
Su=zan Fizher, BoA., Steweart Knall, mi o4, and Richard L. “Wahl, mi Do

Worm—~—. ., 76 pacientes no
. “‘\,L | . L..“‘*—-‘. tratados con L Folicular
F verall surviva
£ « R SNSRI Dosis Unica en
E 40 F‘r{:-gres.:i_-::ﬁ_e:‘:,'l;:al mon Ote rap 1a
. 95 96 Respuestas
Globales
A S R S S S S S
Years after Dosimetric Dose 75 % ReSpUEStaS
gx?‘eraatili:frsival 75 73 71 67 a0 25 7 Completas
Progressicn- 54 51 45 44 13 16 7
free survival




Progression-Free Survival =

o

Overall Survival
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ORIGINAL REPORT

*U¥ttrium-Ibritumomab-Tiuxetan as First-Line Treatment
for Follicular Lymphoma: 30 Months of Follow-Up Data
From an International Multicenter Phase II Clinical Trial

Chrisetan W, Scholz, Antonello Pinto, Werner Linkesch, Ola Lindén, Andreas Viardos, Ukich Eeller,
Georg Hess, Secondo Lastoria, Kristing Lerch, Ferdinando Frigeri, Manuele Avcamone, Andrea Stroux,
Eernd Frevicks, Christiane Pogg and Antonio Perzutto

Results
Six months after treatment with 2°YIT, 56% of the patients showed a CR or CRu and 31%

achieved a PR. After a median follow-up of 306 months, the progression-free survival (PFS) was
26 months. There was a trend for shorter PES in patients with increased lactate dehydrogenase
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Phase 111 Randomized Intergroup Trial of CHOP Plus
Rituximab Compared With CHOP Chemotherapy Plus
“!Todine-Tositumomab for Previously Untreated Follicular
Non-Hodgkin Lymphoma: SWOG S0016

Obver W, Press, Joseph M, Unger, Lisa M. Réismsza, Jonathan W, Friedberg, Michael LeBlanc,
NFyron S Czuczeean, Mark Kaminski, Rita M, Bragiel Catherine Spier, Afay . Gopal David G Maloney,
Brice I Cheson, Shaker B, Dakhil Thowas P Miller, and Richard I Fisher

A ooy CHOPRIT
— CHOP-R
o =]
fs . e  CHOP-R x 6 versus CHOP x 6
£ a4
=y R TTRRTTE
g% Median FU: 4 9 years Sm— .
o5 a0 Pebpse 2Year S¥ear
sz ARk orDewth Estinate Estimite
& CHOP-RT 56 )
20 e CHOP-R ) 106 w6
Zsided, mubberive 0= 11

=

—— 5w * NODIFERENCIAS EN SLPY

Time Since Registration (years)

BB‘E 1:::%—‘“"“‘\—%?:8&2” SG (86 VS 92 a 5 anOS)

Bal W * Toxicidad similar (mas

N Trombocitopenia con
0 é2-sic|ed,multi:::riame.l'-'=st :3 é 1|0 Bexxa r)

Time Since Registration (years)
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Tratamiento de la Enfermedad
Minima Residual

¢ Es valida esta estrategia en
LINFOMAS FOLICULARES?



Grupo Oncolégico para el

|

| Consolidation/
: Maintenance
|

Induction

Immuno-chemotherapy !,

|
=> tumor reduction => MRD



ESTRATEGIAS DE CONSOLIDACION Y
MANTENIMIENTO

e CONSOLIDACION:
— QT INTENSIVA CON TASP
— RADIOINMUNOTERAPIA

« MANTENIMIENTO

— INTERFERON
—~ RITUXIMAB

Organizado por
Grupo Oncolégico para el
Tratomiento y Estudio de los Linfomas
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I Tratomiento y Estudio Linfomos
V o ' af | II r linfam

A pesar de los centenares de trabajos publicados...... no
conocemos su utilidad real

 Problemas Metodologicos

— Sesgos de seleccion (edad y comorbilidad)

— Series heterogéneas

— Tiempo de seguimiento corto

— Estudios aleatorizados contradictorios

(Schouten HC, et al. CUP Trial. J Clin Oncol 2003; 21: 3918-3927)
e Resultados variables

— No se observa meseta en la supervivencia

— Puede aumentar el ILP y Utilizada como parte de la estrategia de

rescate (22 linea), parece ser superior al tratamiento convencional
(CUP Trial)



QT Intensiva en LNH de Bajo Grado: coTEQ
Dudoso impacto sobre la supervivencia

100 100
c Freedom from recurrence Survival after diagnosis
o —
g 80 - .g 80
: =
= 60 - Transplantation o 60
R (0]
& T Transplantation
c 40+ Chemotherapy c  40- : e
3 historical controls) Q&
&) O]
o 20 - 1 L1 1 o 20—
o Chemotherapy

p<0.001 p=0.8  (historical controls)
0 | | | | 1 1 O | 1 | | 1 1
0 4 8 12 16 20 24 0 2 4 6 8 10 12
Time (years) Time (years)

Rohatiner A, et al. J Clin Oncol 1994;12:1177-84 Apostolidis J, et al. J Clin Oncol 1999;17:216-21



Foliculares: Ensayos Fase 111

Autor Induccion QT Intensiva Control EFS (EXP.) EFS SG (EXP.) SG
Lenz CHOP/MCP TBI/Cy IFN-a 64.7% 33.3% NA NA
(GLGSG) (n= 153) (n= 154

Deconinck VCAP/CHVP-IFN TBI/Cy IFN-a 60 % 48 % 78 % 84 %
(GOELAM) (n= 86) (n=80)

Sebban CHOP/CHVP-IFN TBI/Cy IFN-a 40 % 33 % 76 % 71 %
(GELA) (n=192) (n=209)

Lenz G, et al. Blood 2004; 104: 2667-2674
Deconinck E, et al. Blood 2005; 105: 3817-3823
Sebban C, et al. Blood 2006; 108: 2540-2544



Conclusiones QT Intensiva coTER
en 12 Linea L. Foliculares

 La QT intensiva en 12 linea puede prolongar la
SLE

* El impacto sobre la SG es cuestionable
(x Contradictorio)

* No hay estudios con rama control que incluya QT-
AcMo

« Alta incidencia de 22 neoplasias (srown Jr, et al. JCO
2005; 23: 2208-2214)

 No puede ser considerado un tratamiento
estandar

» Trasplante alogénico y Mini-Alo: Experimentales



RIT as consolidation treatment In GOTEQ
Indolent lymphoma

Morschhauser F. Phase 111 trial of consolidation therapy with yttrium-90-ibritumomab tiuxetan
compared with no additional therapy after first remission in advanced follicular lymphoma. J Clin
Oncol 2008; 26: 5156-5164

FIT Study Schema

Start of study ZEVALIN
(n = 208)
Rituximab 250 mg/m?
IV day -7 and day 0 +
Zevalin 14.8 MBqg/kg
(max 1184 MBaq/kg)
day 0

First-line therapy with
CVP, CHOP/-like,

fludarabine
combinations, or PR
chlorambucil, or
rituximab combination

INDUCTION

No further
treatment
(n = 206)

Z20—-4>P»N=-S5S002>»%

CONTROL




FIT Primary End Point:
Median PFS in All Patients™

Log rank
P < 0.0001
HR 0.463

Contro.: median 13.5 mo
n =206

o S s T S

0 6 12 18 24 30 36 42 48

)
c X
e
T o
i =
g e
e 0
0
=
t o
OI—
o O
o 9
a o

PFS time from randomization (months)

~ Morschhauser F. J Clin Oncol 2008; 26: 5156-5164




IFN y LNH de Bajo Grado:

Rohantiner AZS, et al. Meta-analysis to evaluate the role of interferon in ., G 9 TE Q

follicular lymphoma. J Clin Oncol 2005; 23: 2215-2223 .

pa
d! L\Fm

100 - 100 -
2
1% (ADJ) = 8.22 xf (ADJ) = 29.76
80 & P=.0042 =
= g 80 + P < .001
- [ =
2 E 5 @
2 60 IFN, n = 865 2 w0l
3 [
@ o
2 I
T 40+ 2
E E 40 +
8 No IFN, n = 1057 E IFN n=1057
=
20 + o
20 +
No IFN n =865
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SUP. GLOBAL DURACION RESP.

METAANALISIS SG MSG QT > AGRESIVA MSG QT < AGRESIVA

Study QOdds Ratio QOdds Reduction Study Qdds Ratio QOdds Reduction . .
Description (+ SD) Description (+ SD) gt;lsrjc&:iplion Odds Ratio ((idgg )F[educlmn
Mexican L 3 ;
NHLSG (| - Mexican - NHLSG
EORTC _ EORTC J_
UK (1) Mitozantrone
.-
UK (2) arm of GLSG UKy I
GLSG UK (2) e
(E;EBS ECOG CVP arm of GLSG S
Intergroup (1) Intergroup (1)
Intergroup (2) GELA Intergroup (2) I
LNH-PRO (1) LNH-PRO (1)
LNH-PRO (2) b g
SWOG ..
SWOG | LNH-PRO (2) US| B
Total: iﬂjﬁzt;;/; — > Total: 35% + 9% Total: 1% + 10%
L z=404, P<.001 z=.09,P=93
¢ £ ; i 5 o . 0 2 4 6 8 0 2 4 6 8
Typical Odds Ratio Typical Odds Ratio Typical Odds Ratio




Estrategias de Mantenimiento con
Rituximab

e Tras Induccidon con Rituximab
e Tras Induccidn con Quimioterapia

e Tras QT-Inmunoterapia

Organizado por

GOT

nnnnnnnnnnnnnnnnnnnnn
Tratomiento y Estudio de los Linfomos



Salles G. Lancet 2011; 377: 42-51 i, MSaiH e 1

PRIMA: study design MAINTENANCE

INDUCTION
Registration
Immunochemotherapy /
8 X Rituximab
+ CR/CRu .
8 x CVP or > PR Random 1:1
6 x CHOP or :
6 X FCM Y \
PD/SD Observation#
off study

* Stratified by response after induction, regimen of chemo, and geographic region
* Frequency of clinical, biological and CT-scan assessments identical in both arms
Five additional years of follow-u
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Primary endpoint: PFS corEd

Rituximab maintenance significantly reduced the risk of
progression by 50%

1.0-
R_mo\l_
0.8- Rituximab maintenance
N=505

g
© |
o |
g 0.6 :
5 1 66%
@ 044 stratified HR=0.50 I
< 95% CI 0.39; 0.64 :
E 0.2- P<.UUUL :
I
O n ] | | : L] ]
0 6 12 18 24 30 36

Patients at risk Time (months)

505 472 443 336 230 103 18

Salles G. Lancet 2011; 377: 42-51
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Grupo Oncolégico para el
Tratomiento y Estudio de los Linfomos

PRIMA: Actualizacion a 6 anos. salles G et al. ASH 2013: Abstract 509.

Survival Probability

PFS according te maintenance (ITT patients)

With Mumber of Subjects at Risk and 95% Confidence Limits

104 1: OBSERVATION
— — — 2IRITUXIMAB Logrank p =.0001
0.8 4
0.6
i
0.4 4
0.2
0.0
1| s4z 438 364 302 273 240 210 140 36 a
2| sos 456 418 387 351 328 208 188 50 0
T T T T T T T T T T
0 10 20 30 40 50 ] 70 80 a0
PFS delay
Mo. of Subjects Event Censored Median Survival (85%CL)
OBSERVATION 513 56.5 % (290) 43.5 % (223) 48.5 (41.2,;59.4)
RITUXIMAB 505 39 % (187) 61 % (308) MA [B2.6; NA)

Survival Probability

OS according to maintenance (ITT patients)
With Number of Subjects at Risk and 95% Confidence Limits

1.0 4
0.8 4
0.6 o
0.4
0.2+
+ Censored 1: OBSERVATION
0.0 -{[Logrank 8846 — — — 2'RITUXIMAB
1 513 503 491 Eris 468 456 431 291 72 il
2| 505 40z gz 471 458 447 423 288 20 i
T T T T T T T T T T
0 10 20 30 40 50 60 70 80 a0
0S delay
MNo. of Subjects Event Censored Median Survival (95%CL)
OBSERVATION 513 11.3 % (58) 88.7 % (455) A (A MA)
RITUXIMAB 505 11.7 % (59) 88.3 % (446) NA (NA ; NA)




Algoritmo de Tratamiento de los Linfomas
Foliculares en Estadios Avanzados ()

AVANZADO: Indicacion de

tratamiento

T Criterios GELF?
Rituximab +

Quimioterapia
R-CHOP
R-CVP
R-BENDA

ESPERA VIGILANTE

: Mantenimiento con Rituximab
T. 22 Linea




NUEVOS FARMACOS en LF:

e Oblimersen ( ®) —oligonucledtido antisentido anti-
bcl-2-

e Bortezomib (Velcade®)—inhibidor del proteasoma
e Lenalidomida (Revlimid®)

e Temsirolimus, Everolimus —Inhibidor m-TOR-

e Dinileukin-Diftitox (Ontak ®)

e Inhibidores de PI3K (ldelalisib; Copanlisib...)

e |brutinib

e Autovacunacion con HSPP-96

e Nuevas moléculas: PCI-32765, CAL-101, navitoclax,
obatoclax...

e Nuevos Anticuerpos Monoclonales: Ofatumomab,
Obinotuzumab (GA101), veltuzumab, inotuzumab ozogamicin,
epratuzumab...



Grupo Oncalégico para el

Tratamiento de los L. Foliculares
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“Patiente Is not a virtue but a necessity in the

clinical investigation of the Follicular Lymphomas”
Sandra J Horning, 1993

“The art of the practice of medicine (as opposed

[o quasi-science) comes into play here...”
Ama Z. Rohatiner, 2006



