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» The biological and clinical rationale for R maintenance in
FL

» The data from randomised clinical trials (RCT)
» Controversies surrounding R maintenance strategy in FL



FL outcomes in modern day hematology:

Survival for haematological malignancies in Europe between
1997 and 2008 by region and age: results of
-5, a population-based study
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Key Steps in Improving Treatment for
Follicular Lymphoma
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OS rate

since mid 1990ies
Palliation MoAbs
of Symptomes

until mid 1990ies
Cytostatic Drugs
Radiation
1997-99
58-9% (57-3-60-6) 64-1% (62-5-65-5) 59-0% (67-5-70-3) 74-3% (72-9-75-5)




Outcomes have dramatically improved but
the cure is elusive...

T, O R, (O Ey Bendamustine plus rituximab versus CHOP plus rituximab
as first-line treatment for patients with indolent and

mantle-cell ymphomas: an open-label, multicentre,
randomised, phase 3 non-inferiority trial

Lancer 2017; 381 1203-10
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Yet, even with our strongest weapon (ASCT),
the plateau has not been reached...

Long-term follow-up of high-dose treatment with autologous haematopoietic progenitor
cell support in 693 patients with follicular lymphoma: an EBMT registry study

5 |"-.-‘|{Jnt{JI:{J_[. C Canals®, AZS Rohatiner’, G Tu{_—},hi;mur". A Sureda®, N Schmitz®, C Ibrecht®, L Fouillard®, N |"-.-‘|i|piE[l"_'.
C Haioun® § Slavin®, E Conde'®, C Fruchart'', A Ferrant™, V Leblond™®, H Tilly™, TA Lister’ and AH Goldstone'?,
for the EBMT Lymphoma Working Party

Leukemia (2007) 21, 2324-233
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So, lets go back in time...pivotal study of R

Rituximab Chimeric Anti-CD20 Monoclonal Antibody
Therapy for Relapsed Indolent Lymphoma: Half of Patients
Respond to a Four-Dose Treatment Program

By Peter McLaughlin, Antonio ). Grillo-lopez, Brian K. Link, Ronald Levy, Myron S, Czuczman, Michael E. Williams,
Meyer R. Heyman, Isabelle Bence-Bruckler, Christine A. ‘White, Fernande Cabanillas, Vinay Jain,
An?huny D. Ho, John Llister, Ken Wey, David Shen, and Brian K. Dallaire

J Clin Oncol 16:2825-2833. - 1998
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Menths to Progression

Fig 1. Tieme bo progression [TTF) for all 151 assessoble pafients and TIF for 76 responders (CR or PR]. Koplon-Maier projeced overall medion TTP is 9.0
manths [#5% confidence interval ICIL, 8.7 to 11.4]; projected TIP for responders is 12.5 months (#5% €1, 11.0 ta 16.0),




What distinguished responders from non-
responders?

Rituximab Chimeric Anti-CD20 Monoclonal Antibody
Therapy for Relapsed Indolent Lymphoma: Half of Patients
Respond to a Four-Dose Treatment Program

By Peter McLaughlin, Antonio ). Grillo-lépez, Brian K. Link, Ronald Levy, Myron 5. Czuczman, Michael E. Williams,
Meyer R. Heyman, lsabelle Bence-Bruckler, Christine A. White, Fernando Cobanillas, Vinay Jein,
Anthony D. Ho, John Lister, Ken Wey, David Shen, and Brian K. Dallaire

J Clin Oncol 16:2825-2833. - 1998

Table 4. Serum Anfibody Concentrations Preinfusion and Postinfusion
for Responders and Nonresponders

Preinfusion Penslirhusion

Pateant Mo, of  Concenbrafion Concantration
Infusion Responsa Patiants [p_g_ﬂ'ml.:l I:u:;.-"rr'l.:
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Responders 0.0 2498
Monresponders 0.0 2295

Responders 71.3 004 3244
Meonresponders 7 579 ’ I04.4

Respanders 128.3 161 85
Menresponders 120.0 o Jg2.é

Respondars &7 205.4 007 5028
Maomrespanders 183.5 e 4124

-3

IDEG-C2B8 Sarum Levels (pgmi)
IDEC-C2BE Serum Levels (pg/ml)
u

E.
E
E.
&
g .
2
8

o
LSO Hours Irﬁﬂ{w

Figd. Patients with |A] CR or (B] PR show accumulation of anfibedy, whereas (C] nonresponder shows rapid dearance.

MOTE. Serum concentrations of IDEC-CZB8 were higher in responding
petients, Serum anfibody levels were olwe higher for responders ot 1, 4, and 13
woeks postinfusion (data net shewn),




Which led to hypothesis that prolonged
exposure to R may influence the
outcomes...




The design of first RCT!

FL* 4xR

Both newly
diagnosed and R/R FL

CR/PR
(N=151)

enificantly mereases event-free survival and response duration compared
with the standard wee 4 schedule

ergio B. Cogliatti, Gabriella Pich W artin F. Fey,
Peccatori, Urs Hess, Emanuel udine Helg,
obiof, and Thomas Cemy, for the Swiss G ese AKK)

BLOOD, 15 JUNE 2004 « VOLUME 103, NUMBER 12

R every 2 months 4 doses
maximum

No further treatment



nphoma

ponse duration compared
schedule

(]
i Ghi i, Shu-Fang i gio B. Cogliatti, Gabriella Pichert, Jérg Hummerjohann, Ursula Waltzer, Martin F. Fey,
L el C i, Fedro Peccatori, Urs Hess, Emanuele Zucca, Roger Stupp, Tibor Kovacsovics, Claudine Helg,

Andreas Lohri, Mario Bargetzi, Daniel Vorobiof, and Thomas Cemy, for the Swiss Group for Clinical Cancer Research (SAKK)

Prolonged: median 23,2 manths The S'I'r'a'l'egy Of pr'0|0nged R
exposure in FL is feasible |

atandard- mesdian 11.8 months

. . . . .

& 12 1B 24 30 38
Months since slarl of realment

Figure 3. EFS of all randomized patients according to study arm. The curves are
parallel, suggesiing that the gain acguired during the 2 months of prolonged
treatment is maintained over time.




Yet, this trial did not reflect routine clinical
practice using chemotherapy as backbone of
treating FL!
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Maintenance therapy with rituximab leads to a significant prolongation of
m a l n e n G n < e O O W l n response duration after salvage therapy with a combination of rituximab,
fludarabine, cyclophosphamide, and mitoxantrone (R-FCM) in patients with

recurring and refractory follicular and mantle cell lymphomas: results of a

prospective randomized study of the German Low Grade Lymphoma

[ ] [ ] (]
R -reinauc 1- ion in r/r F L . Study Group (GLSG)
° b aintrer, Michasl Unterhalt, Martin Dreyling, Hane-Peter Back, Roland Repp, Hannes Wandt, Christians Pott,

, Bemd Metzner, Annette Hanel, Tanja Lehmann, Frank Hartmann, Hermann Einsels, and Wolfigang Hiddemann

BLOOD, 15 DECEMBER 2006 - VOLUME 108, NUMBER 13

Rx4 at months 3 and 9

r/r FL or CR/PR

No further treatment



Again, the results were favorable!l

Maintenance therapy with rituximab leads to a significant prolongation of
response duration after salvage therapy with a combination of rituximab,
fludarabine, cyclophosphamide, and mitoxantrone (R-FCM) in patients with
recurring and refractory follicular and mantle cell lymphomas: results of a
prospective randomized study of the German Low Grade Lymphoma

Study Group (GLSG)

Roswitha ointmer, Michasl Unterhalt, Martin Dreyling, Hans-Peter Back, Roland Repp, Hannes Wandt, Christiane Pott,
Johin F. Sa , Bemd Metzner, Annette Hanel, Tanja Lehmann, Frank Hartmann, Hermann Einsels, and Wolfigang Hiddemann

BLOOD, 15 DECEMBER 2006« VOLUME 108, NUMBER 13
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comparad with an estimaiod median of 17 months. for paiants recsiving no further wis -:b'..-:r-.'?d |F = .035), with Ih:. median not being reachad in this ovaluation,
treaimant. oomparad with an esimated median of 26 months.




Yet, we had to wait for RCTs with larger
sample; the design: L

Rituximab maintenance improves clinical outcome of relapsed/resistant follicular
non-Hodgkin lymphoma in patients both with and without ri
zed phase 3

R every 3 months for up to 2
years

CR/PR
r/r FL CHOP + R* (N=334)

No further treatment

*first randomization based on
R use in reinduction



Outcomes were better regardless of
reinduction regimen! T —————

non-Hodgkin lymphoma in patients both with and without rituximab during
induction: results of a prospective andomized phase 3 intergroup trial

Marinus H | wen Cars, Richard Klass, Robori £. WMarous, R Wol, Eva Kimiy, Randy 0. Gesooyne, SAndrow Jack, Mors van' War,
Ancira) Veanowsky, Haraid Haolla, Marting van Giabboka, kana Teodomovic, Cymhia FAozowics, 2nd Anon Haganbook

), 15 NOWVEMBER oo

42.2 vs. 11.6 months
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Flgure 3. Effect of A {riuximab) malnienance trextment on progression-irea
surstval afier remission Induciion with eithoer CHOP or R-CHOP. Haplan-Meior
piois of prograssion-froa sunvival fom seoond mndomizaion. (A) Frogrssion-Irea
=urvival after CHOF mmission indudion [n = 145 [H) Progression-res sunival
afier A-CHOP remission Induction (n = 188).




R maintenance has shown OS benefit in
this setting!

106
[
74 4
B 4
x4
& 4
a

3-year OS rate 85.1% vs 77.1%

E
1n

[ = == [
4
b
=
*
¥
0

O M Fumbar o pafents at risk ;
48 167 1dd ] S
23 187 155 112 Bl




So, R maintenance has established its role
in relapse setting of FL, but..

What about first
line?
It seems as an
attractive option!



Design of ECOG trial:

Eastern Cooperative
Oncology Group

4xR weekly every 6 months
4 cycles maximum

CR/PR/SD
fndolent cVP N=311%

No further treatment



In this setting R maintenance remained
beneficial in terms of PFS:

VOLUME 27 NUMBER 10 - APRIL 1 2000

bata for FL

Maintenance Rituximab After Cyclophosphamide,
Vincristine, and Prednisone Prolongs Progression-Free
Survival in Advanced Indolent Lymphoma: Results of the
Randomized Phase III ECOG1496 Study

Leo I. Gordon,
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HR 0.6, one-sided log-rank F= .08
4
Time (years)

HE 0.4, one-sided log-rank = 107
4
Time (years)

4.3 vs. 1.3 years 3-year OS rate 91% vs. 86% NS



Yet we need the data on maintenance in the era
of R based induction regimens: PRIMA design!

R every 2 months up to 2
R-CVP years

CR/PR

it R-FCM N=1018

R-CHOP No further treatment



Results after 3 years follow up:

(@ Rituximab maintenance for 2 years in patients with high
tumour burden follicular lymphoma responding to
rituximab plus chemotherapy (PRIMA): a phase 3,
randomised controlled trial

—— Riwi=ab malsienanoe
—— Dseration

Hi 055 (05 O 044 D58 pecl

Time | mantie)
Mhowmiber 2% rek ! '

Rifuximab 505
Dibserration 513
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15 367 334 Xy 1.1 T
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Time to next
PFS treatment OS NS



Long-term follow-up of PRIMA:

Salles et al., 2013

Median follow-up 6 years

6-year PFS rate 59.2% vs. 42.7%, p<0.0001 |
6-year OS rate 87.4% vs.88.7%, p=NS Riuximts maintonance
Reduction of risk for next antilymphoma treatment | -

PROGRESSION FREE SURVIVAL

vV v v vV VvV Vv

Reduction of risk for chemotherapy




So, R maintenance in first line setting was
endorsed by regulatory agencies!

What about
guidilines?



ESMO and NCCN position:

National Grade 1 for first line or
(:l.ﬂ‘l'll“lﬂ;""tt;‘]‘h-;i‘n't relapsed setting
NCCN ge

imncer

CTWOrk:

I B for first line and
IA for relapsed setting




But, everything is not as clear as it seems:
I'talian experiencel?

R every 2 months 4 doses
maximum

Elder'ly FL R-FNDx4 CR/PR
patients n=202

No further treatment



E 31 - NUMBER 27 - SEFTEMEER 20 2013

Rituximab Maintenance Compared With Observation After

Results were disappointing?

Brief First-Line R-FND Chemoimmunotherapy With
Rituximab Consolidation in Patients Age Older Than 60
Years With Advanced Follicular Lymphoma: A Phase III
Randomized Study by the Fondazione Italiana Linfomi

Different induction
regimen?

Survival (proportion)

Armi &, I-yuar FFE B1S
——— Armi B, I-year FFE 8%

20 34

MNO. 3 risk
Aurrm A 86
& 8

Relatively low

Fig 3. Eftect of rMudmab maintenance freatment on progr free surviva 2
[PFS). Kaplan-Maler piot of PFS after ruxdmab mainienanc A;n =101 oe exposure to R:
obsenvation (am B; n = 101). Median follow-up period 34 months from
randiomization. Etratified hazamd ratio of 0.74 {86% C|, D46 fo 121 F = 236




Yet, maintenance strategy was challenged
by retreatment option..RESORT design!

R every 2 months until PD

CR/PR
(L)

Low tumor

burden FL xR

4XR for progression



Both strategies were shown to be equally
feasiblel e

Rituximab Extended Schedule or Re-Treatment Trial for
Low—Tumor Burden Follicular Lymphoma: Eastern

ook g sk F = 54 meemtnre Oncology L:mup Protocol E4402

43 VS. 39 In sommary, the RESORT trial demonstrates that single-:
nrn.urrul:- J-:Irnuuita:ru:l in an RR strategy, is a5 -ﬂ]' Ciones s "1F' in
Mxian LI, 45 yars year‘s
A FEL Falloe F¥aar %) 5-Year %

Fe beatrent TG 1] ] 2
= Mirierarce 14 . | L] |

Treatment Failure=Fraa

benefis. This trial hexss imypdi caiticenss for both ‘in.'h and prm:Liu.'-:.".‘r"Llh
regard to research, it wonkd be highly interesting to determine if an BR
trategy |.'|:-1.1]|:| pr-'u:luu-: .:'ul-'n:-rnﬁ -:-:'-mp;]r;ﬂ:llc io rJ'n-.r..-_ -11' an ."1F:

1 z 3 L] 5
Tima Since Random Assignment {years}

Pwresidad iog ranic P - (2

varden FL, a strabegy of re-treatment at disease progression is recom-
meemded ower a siratepy of contimeons maintenance therapy.

E‘U raval ) I:u ; 1

Macia n FLI, 43 yoars

AlFEX Cyloiowic 3%aar(%) 5Year (%)
Fe beatrent TG -] 2] &
= Mirierarce 14 i 55 o

Cytotos o Therapy-Frae

1 z 3 L] 5 E
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But the extrapolation to high burden FL is
impossible: Gilles Salles, 2015 NYC

The major differences between
PRIMA and RESORT

Tumor burden
Chemotherapy

Depth of

response after

induction

Median F-up 4 years 6 years

Treatment at Rituximab, chemo (80%)
progression then chemo

&llles A. : Al

Professor of Hemate




So, as we see, there are some questions using
maintenance strategy in FL treatment in 2016:

Toxicity? OS benefit?

Cost?
Quality of life?

To retreat or

e New drugs?
maintain? g



Do we harm our patients by
’ O Ve r'T r‘ea.r menT"? (W Rituximab maintenance for 2 years in patients with high

tumour burden follicular lymphoma responding to

TOX i C iTy iSS u e! rituximab plus chemotherapy (PRIMA): a phase 3,

randomised controlled trial

muo, Diavid B

Observation {n=508)
Easeline {rardomizaticn) After 1 year [Erd of maintenance phase

Alladkerse erents Obsereation Mainterance  Observabion Maintemance  Obseraation
Heoplasa
Niutropenia BEq
Febrile newtropenia
Infections

CNE disorders
Lardiac disorders

Pregnancy ) (<1%)

Cata are ember (%) & =not applicble. "Safety during maintenance was assesed for patents who underiook at
ieast one vistt [baimab treatment orotsesation) after andomisition. AN adverse events, defined asamy sdneme
drange from the patient’s baseline condition, whether considered rdated to treatment or nol, wese ¢
gaded accoeding bo the Comeon Teminology Criteria forA dnerse By grading sybem.™ Al grade 3 and

! infectio s wene reconded Indetal du ohservation and & monts teseafter.

064 [0-52) 1 5] L5 [ ] 055 (0-31)

Immunogiobulin conoen tratio s ane given a5 mean | SE1UM condentrations of Immunogiobulins wese xsessed
onlly In 2 subset of patkents Inome partid pating oownks

.S Table 3: Serum concentrations of Immuroglobudins at mndomisation, after 1y ear of malnterancs, and
Table 2- Grade 3and 4 adverse avents” expenenced by 2% cr more of patierts and adverse events lading at the end of the maintenance phase

totreatment discontiruation, after mndomisation to dtudmab malntenance orobser ation

No additional safety signal in longer follow-up, Salles et al., 2013



Maintenance with rituximab is safe and not associated with severe
or uncommon infections in patients with follicular lvmphoma:

Rea l WO r' I d dGTG (N - 54 5 ) results from the phase I11b MAXIMA study

Mathias Witzens-Harig - Robin Fod - Alice Di Rocco - Guy van Hazd -
Dalion F. A. Chamone - Jacob M. Rowe « Luca Arcaini - Irina Poddubnaya -
Anthony D). Ho - Valentina Ivanova - Andrej Veanovsky - Dan Thurley - Stephan Oertel

Ann Hemaiel (2004) 95:1717-1724

Table 3 Most common AEs and TRRs
Event Overall, W= 534 Treatment-related
Any grade Girade 3 Crrade 4 Any grade

Patients, m (%) Ewvens,n Paiens, a{%) Eventa Patients, n{%) Patients, n{%) Evenls &

All hems 35 {6.6) ; 1 2.1y : 7(13) ; 3 {1.5) R mGIn'I'enGnce IS
o T S feasible and not

[.-u'.1.|.|-.-:':|:-|'.1|.':.'1

e associated with severe

15 and infestations
varyngtis IR(TA) ] O {0.0) ) 0 1:2) A E S
Branchitis 2504.T) £ 0 {0.0) | | | | 2 1 .
SinusEtis 23 {4.3) 3 2{04) 5
Any TRE 31 (5.8) %) 2{4)

plenson 5 5 {0
0 {010

1]

Vi venls, intfus ion-ne iE 4

Total AEs, SAEs, and trestment- e lated AEs include one epi




The fact: first line R maintenance does not
provide OS benefit!?

Study or Subgroup log[HR
Maintenance in first remission
Ardashna 2010 014
Hochster 2007 1.5067

Hochster 2009 =0.51
Martinelli 2010 0.073
Salles 2010 -0.14
Subtetal (95% CI)

Heterogeneity: Chi* = 3.55, df = 4 (P = .47); F = 0%

Test for overall effect- £ = 0.78 (

SE Weight HR (95% C

0.61
1.1585
0.5775
0.27

21 (0.37 to 4.00)
4.51(0.47 to 43.40)

0.60 (0.30 to 1.20)

1.08 (0.35 to 3.34)

0.87 (0.51 to 1.48)
28.4%  0.86 (0.60 to 1.25)

HR (95% Cl

Rituximab Maintenance for the Treatment
of Patients With Follicular Lymphoma: An
Updated Systematic Review and Meta-
analysis of Randomized Trials

Liat Vidal, Anat Gafter-Gvili, Gilles Salles, Martin H. Dreyling,
Michele Ghielmini, Shu-Fang Hsu Schmitz, Ruth Pettengell,
Mathias Witzens-Harig, Ofer Shpilberg

J Matl Cancer Inst 2011;103:1799-1806




But, let me ask you when was the last time
we saw OS benefit in FL first line setting?

VOLUMGE 26 WUKEBER I DCTOHER 1 200
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Phase 11 Study of R-CVP Compared With Cy osphamide,
e Alone in Patients With Previously
cular Lymphoma
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Frontline therapy with rituximab added to the combination of cyclo
doxombicin, vincristine, and prednisone (CHOP C
outcome fior patients with a d-stage follic
with therapy with CHOP alone: resulis of a prospe
of the German Low-Grade Lymphoma Study Group
'Woligang Hiddomans, Michaal Knoba, Marfin Dngyling, MNorber! Bchmitr, Eva Longiidar, Feda! Sdumis,
501, Hamd Mebmer, Hamel Hador, Busansa Hogawtsch-Backer, Thom cher, Waris Koof],
Hars-Edgar Rais, Mahias Fround, Bashand Wornanm, Roland Fuochs, Marrinad Plaskor, Jorg Schimics
Hartmed Emermmacied, Lorgrs Tromper, Al sidacud, Fom Farwarss, and Mchaal Uinlasal

JLUME 108, NUMEER 12

a

yaars

3. 05 aflor start of tharapy for CHOP and R-CHOP. Modlan OF hes not

& In eifhar group. Aler S years, € pabicnis In tha A-CHOF arm have disd
with 17 padenis in tha CHOF am (P = 01E]




Does PFS correlate with OS in indolent

h 'STO I 09 | 65? Identification of potential surrogate end points in

randomized clinical trials of aggressive and indolent
non-Hodgkin’s lymphoma: correlation of complete

response, time-to-event and overall survival end points

L. Lee’, L. Wang® & M. Crump™*

CR and 3-year time-to-event and OS5 end points
CR and 3-year EFS LEE 0.5741.97 00003 035 to 0.97 00059
CR and 3-year FES (LGS 02148 .05 —{1.52 to (LES .35

CR and 3-year PFS/EFS .70 0,42, B <0 0001 )7 0410492 00007

CR and 3-year 05 .58 0. 294). 77 0,004 —.1 to 074 0HE

Potential surropate end points and 5-year 05

CR and 5-year OF .50 0.2340.7 0.m 1.2 —0.34 to 0.5 0,44

3-year EF5 or PF5 and 5-year .90 0.734). 96 <0 0001 —.38 to .72 .41
05




(@ Rituximab maintenance for 2 years in patients with high

tumour burden follicular lymphoma responding to
W h GT 0 b O U T QO L? rituximab plus chemotherapy (PRIMA): a phase 3,

randomised controlled trial

Armando

130— —§— Rmolmab mameance

-l Oteemation
§ QoL didn't differ among
: the groups but the
Humber of patients .
R ; 7 m patients, who progressed,
5 were censored

-3
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Induxtion

TEriine After Induction
Humber of patients i
RtuxiTal maintenance ELL 134

Dbseration 5 131




What is true impact of progression on

QO L? The impact of follicular lymphoma on health-related
quality of life

R. Pettengell’", C. Donatti®, P. Hoskin®, C. Poynton®, P. J. Kettle®, B. Hancock®, S. Johnson’,
M. J. S. Dver®, S. Rule®, M. Walker'® & D. Wild®

Annals of Oncology 19: 570-578, 2008

Thus, it is the patient’s disease status that had the greatest
impact on these scores. It is arguable that prolonging a patient’s Relapsed patients
status quo as disease free (1.e. prolonging the time to treatment had the worst QoL
failure is benehcial either by more intense induction or by scores
maintenance treatment) is important in terms of improving
HROoL.




Wha'r abou-r COSTS') ReviEw wTicLE

Rituximab for the First-Line Maintenance Treatment of Follicular
Non-Hodgkin’s Lymphoma

A NICE Single Technology Appraisal
Janette Greenhalgh - Adrian Bagust - Angela Boland -

Michaela Blundell © James Ovee - Sophic Beale © Yenal Dundar -
Juliet Hockenhull + Chris Prowdlove - Patrick Chuo

In s final dehbemtions, the AC noted that the manu-
facturer’s ICERS for RTX munienance thempy compared
with observation were less than £30,000 per QALY gained
for most scenarios and the ERG ICERs ranged from

conversion rate of PES 10 08). The AC also noted that the

mode] did not include the wility associated with delaying
CTX, and that 1f 1t were mcluded 1t would decrease the
ICER 10 an estmate that would be comsidersd as a cosi-
effective use of NHS msources. The AC therefore recom-
mended the use of ETX in this indication.




Yet, the greatest "threat” comes
from new drugs....

Chemical Formula: O H, ClM,0,
Exact Mass: 357.10
Molecular Weight: 35826




Concerning bendamustine, MAINTAIN
trial is ongoing...

2 wears rituximakb g
2 & ntuximab —— @i

4 wears rituximaly g2m We CXPZCT to
see results in
pservation only 2017!

sears rituximak: g2m




And with BCR pathway inhibitors we have
experienced a setback...

Other inhibitors in
phase I/IT trials

HCMV Human Cytomegalovirus




Key points:

» R maintenance in first line setting prolongs PFS in high tumor burden
FL

» R maintenance in second line setting prolongs OS in high tumor burden
FL ineligible for ASCT

» R maintenance has manageable toxicity profile
» R maintenance doesn't interfere with QoL
» R maintenance is cost-effective

»so, the answer is...



Yes, R maintenance is a standard of care
of high tumor burden FL in 2016!

HOW TO MANAGE...
How we manage follicular lymphoma
W Hiddemann' and BD Cheson®

Leukermia (2014) 28, 1388-1395;

Current Strategiesin
Follicular Ly mphomas with High Tumor Burden

Induction Therapy in Remission

goooon

Chamotherapy plus Rituxinmakb

== Lymphoma Reducon == Lymphoma CGonrol

Figure 2. The current strategy of therapy in follicular lymphomas
with a high tumour burden comprises initial immunochemotherapy
for achieving a complete or partial remission, followed by 2 years of
rituximab maintenance.




