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Agenda

 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:

5-year 
OS rate



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



Yet,  even with our strongest weapon (ASCT), 
the plateau has not been reached...



So, should our goal be postponing relapse?
And how?



So, lets go back in time...pivotal study of R 
in FL!



What distinguished responders from non-
responders?



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



The design of first RCT!

FL* 4xR

R every 2 months 4 doses 
maximum

CR/PR 
(N=151)

No further treatment

Both newly 

diagnosed and R/R FL



Results:

The strategy of prolonged R 
exposure in FL is feasible !



Yet, this trial did not reflect routine clinical 
practice using chemotherapy as backbone of 
treating FL!



R maintenance following 
R-reinduction in r/r FL:

r/r FL or 
MCL

FCM-Rx4
CR/PR 

(N=195)

Rx4 at months 3 and 9

No further treatment



Again, the results were favorable!!



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

r/r FL CHOP ± R*
CR/PR 

(N=334)

R every 3 months for up to 2 
years

No further treatment

*first randomization based on 
R use in reinduction



Outcomes were better regardless  of 
reinduction regimen!

42.2 vs. 11.6 months

51.8 vs. 23 months



R maintenance  has shown OS benefit in 
this setting!

3-year OS rate 85.1% vs 77.1%



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:

Indolent 
NHLs*

CVP
CR/PR/SD

N=311*

4xR weekly every 6 months 
4 cycles maximum

No further treatment



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

Data for FL

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!

FL

R-CVP

R-FCM

R-CHOP

CR/PR
N=1018

R every 2 months up to 2 
years

No further treatment



Results after 3 years follow up:

PFS
Time to next 

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

 Reduction of risk for next antilymphoma treatment

 Reduction of risk for chemotherapy



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

What about 
guidilines?



ESMO and NCCN position:

Grade 1 for first line or 
relapsed setting

I B for first line and 
IA for relapsed setting



But, everything is not as clear as it seems: 
Italian experience!?

Elderly FL 
patients

R-FNDx4 CR/PR 
n=202

R every 2 months  4 doses 
maximum

No further treatment



Results were disappointing?

Different induction 
regimen?

Relatively low 
exposure to R?



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

Low tumor 
burden FL

4xR
CR/PR 

(N=288) 

R every 2 months until PD 

4XR for progression



Both strategies were shown to be equally 
feasible!

4.3 vs. 3.9 
years



But the extrapolation to high burden FL is 
impossible: Gilles Salles, 2015 NYC



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

OS benefit?Toxicity?

Quality of life?

To retreat or 
maintain?

Cost?

New drugs?



Do we harm our patients by 
“overtreatment”?
Toxicity issue!

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



Real world data (N=545)

R maintenance is 
feasible and not 
associated with severe 
AEs



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



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



Does PFS correlate with OS in indolent 
histologies?



What about QoL?

QoL didn’t differ among 
the groups but the 
patients, who progressed, 
were censored



What is true impact of progression on 
QoL?

Relapsed patients 
had the worst QoL
scores



What about costs?



Yet, the greatest “threat” comes 
from new drugs….



Concerning bendamustine, MAINTAIN 
trial is ongoing...

We expect to 
see results in 
2017!



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

Other inhibitors in 
phase I/II trials



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!


