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Teras LR, et al. CA Cancer J Clin. 2016;66(6):443-459

Ø Relapsing-remitting course with
progression over several years (1)

Ø Low impact on life expectancy with
exceptions (2)

Ø Can transform into more aggressive
lymphomas (2%-3% per year) (3)

1. Link BK, et al. Br J Haematol. 2019;184(4):660-663. 2. Maurer 
MJ, et al. Am J Hematol. 2016;91(11):1096-1101. 3. Link BK, et al. J 
Clin Oncol. 2013;31(26):3272-3278. 

Features of Follicular Lymphoma



Improving Survival in Patients With Follicular NHL

Molina A. A decade of rituximab: improving
survival outcomes in non-Hodgkin's
lymphoma. Annu Rev Med. 2008;59:237-50.

Median OS 
raised from 11 

to 18 y! 





Why prognosis matters in 
Follicular Lymphoma

Heterogeneous
outcomes

Prognosis as guide 
to timing and 

intensity of therapy

Long survival –
quality of life 

impact 

Indolent disease

Predictable course

Risk of 
histologic
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• At diagnosis – defining risk and disease biology before 
treatment initiation

o Clinical Prognostic Scores
o Biological predictors
o PET-based prognostic factors 

• Beyond diagnosis - monitoring disease during and after 
treatment:

o Response-adapted prognostic factors 

• Conclusions



• At diagnosis – defining risk and disease biology 
before treatment initiation

o Clinical Prognostic Scores
o Biological predictors
o PET-based prognostic factors 



How can I assess prognosis in Follicular Lymphoma?

CLINICAL SCORES INNOVATIVE SCORES
Pablo Picasso - Science and Charity (1897) Pablo Picasso – Ma Jolie  (1911–1912)

At diagnosis

PET-based
prognosticatorsBiological 

predictors



Clinical Prognostic Scores
ü Purpose: population risk stratification

ü Simple, widely available tools

ü Still relevant in daily practice

ü Limitations in individual patient prediction

Feature FLIPI17 FLIPI-27 PRIMA-PI18 FLIPI24 
Developed 

in Early 2000s 2009  2018 (from PRIMA 
trial) 

        2025 

Factors 
included 

1. Age >60 yrs 
2. Stage III–IV 
3. Hb <12 g/dL 
4. >4 nodal sites 
5. Elevated LDH 

1. β2-microglobulin ↑ 
2. LN >6 cm 

3. BM involvement 
4. Hb <12 g/dL 

5. Age >60 

1. β2-microglobulin ↑ 
2. BM involvement 

1. hemoglobin  
2. lactate      

dehydrogenase  
3. beta-2 

microglobulin    
4. WBC count 

Risk 
categories 

- Low (0–1) 
- Int. (2) 

- High (≥3) 

- Low (0–1) 
- Int. (2) 

- High (≥3) 

- Low (0) 
- Int. (1) 

- High (2) 

- Low (0) 
- Int. (1) 

- High (2) 
 



FLIPI: The Historical Cornerstone

ü Three risk categories

ü Developed for overall survival

ü Developed in the pre-rituximab era

Solal-Celigny, Blood 2004



Kaplan–Meier (K–M) survival functions for OS, PFS, and time to next treatment (TTNT) by the FLIPI risk group. (A) Overall survival (OS) by the FL international prognostic index
(FLIPI) risk groups for all treatments. (B) OS by FLIPI risk groups for R-containing regimens. (C) Progression-free survival by FLIPI risk groups for all treatments. (D) Progression-free
survival by FLIPI risk groups for R-containing regimens. (E) Time to next treatment by FLIPI risk groups for all treatments. (F) Time to next treatment by FLIPI risk groups for R-
containing regimens.



ü Improved applicability in the modern era

ü Designed for progression-free survival

ü Ease of use vs prognostic precision

FLIPI-2
(50% rituximab) 

PRIMA-PI

Federico et al. Follicular lymphoma international prognostic index 2: a new prognostic index for follicular lymphoma developed by the international follicular lymphoma prognostic
factor project. J Clin Oncol. 2009 Sep 20;27(27):4555-62.

Bachy E, et al. A simplified scoring system in de novo follicular lymphoma treated initially with
immunochemotherapy. Blood. 2018 Jul 5;132(1):49-58.

1. β2-microglobulin ↑ 
2. LN >6 cm
3. BM involvement
4. Hb <12 g/dL
5. Age >60



Maurer MJ, Prochazka VK, El-Galaly TC, et al. FLIPI24: A Modern
Prognostic Model and Clinical Trial Enrichment Tool for Newly Diagnosed
Follicular Lymphoma. J Clin Oncol. 2025 Dec 2:JCO2500892.

FLIPI-24 
ü The FLIPI24 model robustly stratifies patients

at increased risk of lymphoma-related death



M aurer M J, Prochazka VK, El-Galaly TC, et
al. FLIPI24: A M odern Prognostic M odel
and Clinical Trial Enrichment Tool for
Newly Diagnosed Follicular Lymphoma. J
Clin Oncol. 2025 Dec 2:JCO2500892.



Ø Do not capture tumor biology

Ø Limited discrimination within intermediate-

risk groups

Ø Designed for cohorts, not individuals

Ø Cannot fully inform treatment selection



How can I assess prognosis in Follicular Lymphoma?

INNOVATIVE SCORES
Pablo Picasso – Ma Jolie  (1911–1912)

PET-based
prognosticators

Biological 
predictors



Biological Predictors

ü Genetic landscape of follicular lymphoma

ü Key alterations: EZH2, CREBBP, EP300, etc.

ü Role of the tumor microenvironment

ü Prognosis as a biological phenotype



EZH2 mutations at diagnosis in follicular lymphoma: 
a promising biomarker to guide frontline treatment

Martínez-Laperche, C., et al. EZH2
mutations at diagnosis in follicular
lymphoma: a promising biomarker to
guide frontline treatment. BMC Cancer
22, 982 (2022).



PET-based prognostic factors

ü Baseline FDG-PET/CT 

ü SUVmax – not standardized cut-off value

ü Metabolic tumor burden (TMTV)



Trotman J et al, Blood. 2022 Mar 17;139(11):1631-1641
Impact of the Definition of Peak Standardized Uptake Value on Quantification of Treatment Response. 
M att Vanderhoek, Scott B. Perlman and Robert Jeraj
Journal of Nuclear M edicine January 2012, 53 (1) 4-11

Is hotter more aggressive? Baseline SUVmax in follicular lymphoma







..Proposed SUVmax cutoffs
should not be used to determine
whether a patient has HT or to
decide whether a biopsy should
be obtained.



Michel Meignan et al. JCO doi:10.1200/JCO.2016.66.9440





• Beyond diagnosis - monitoring disease during and 
after treatment:

o Response-adapted prognostic factors 



How can I assess prognosis in Follicular Lymphoma?

CLINICAL SCORES INNOVATIVE SCORES
Pablo Picasso - Science and Charity (1897) Pablo Picasso – Ma Jolie  (1911–1912)

At relapse

PET-based
prognosticators

Minimal
Residual 
Disease (MRD)



POD24: A Major Prognostic Landmark



Ø Binary endpoint that oversimplifies disease biology

Ø Retrospective definition, not available at diagnosis

Ø Influenced by treatment choice and follow-up strategy

Ø Does not capture depth or quality of response

Ø Limited guidance for early risk-adapted interventions



Response-Based Prognostic Tools
ü Dynamic prognostication

ü End-of-treatment matters

ü Metabolic response outperforms anatomic response

ü Identifies high-risk patients early despite therapy

ü Complements FLIPI / FLIPI2 for risk stratification

Pablo Picasso – Ma Jolie  (1911–1912)

Minimal Residual
Disease (MRD)

PET-based
prognosticators



FOLL05 trial

End of induction [18F]FDG PET

Luminari S, et al. The prognostic role of post-induction FDG-PET in patients with follicular lymphoma: a
subset analysis from the FOLL05 trial of the Fondazione Italiana Linfomi (FIL). Ann Oncol. 2014;25:442–7.



End of induction [18F]FDG PET

Guerra L, et al. End of induction [18F]FDG PET is prognostic for progression-free survival and overall
survival in follicular lymphoma patients enrolled in the FOLL12 trial. Eur J Nucl Med Mol Imaging.
2024 Sep;51(11):3311-3321.

FOLL12 trial



FOLL12 trial

Interim [18F]FDG PET

Durmo R, et al. Prognostic role of interim PET in follicular lymphoma: a post hoc study of FOLL12
trial by Fondazione Italiana Linfomi. Blood Adv. 2025 Jun 24;9(12):2927-2934



Masahiko Sato, et al. Minimal residual
disease in canine lymphoma: An
objective marker to assess tumour cell
burden in remission, The Veterinary
Journal, Volume 215, 2016, Pages 38-
42,
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Adapted from Del Giudice I
et al. Does MRD have a
role in the management of
iNHL? Hematology Am Soc
Hematol Educ Program
(2021) 2021 (1): 320–330.





Courtesy of Prof. Ferrero - S. Ferrero et al., ASH 2024 – Article under submission



PET and MRD are confirmed as strong prognostic factors and can be combined
together to increase their prognostic accuracy

PFS 8yr PFS% (95%CI) HR (95%CI) p

A 71 (66-75) 1.00

B 53 (42-63) 1.68 (1.21-2.33) 0.002

C 25 (2-64) 3.68 (1.62-8.38) 0.002

MRD only
RQ PCR for t(14:18) 

MRD + PETPET only
DS 1-3 vs 4-5

MRD, Minimal residual disease: DS, Deauville score: BL baseline molecular marker: EoI, End of induction

Courtesy of Prof. Luminari - S. Luminari et al., ASH 2025 



Key Take-Home Messages
Ø Follicular lymphoma is highly variable in both its clinical presentation and underlying

biology, making each patient’s disease course unique.

Ø Established models like FLIPI, FLIPI2, or PRIMA-PI can still provide useful prognostic

guidance at diagnosis.

Ø PET-CT with Deauville scoring is recommended at the end of systemic therapy to assess

response, providing important prognostic information.

Ø At retreatment, early progression is the strongest predictor of outcome.

Ø No single model can fully capture the complexity of follicular lymphoma. The future of

prognostic assessment lies in combining clinical features, biological markers, and

treatment response to provide a more accurate, dynamic, and personalized prediction of

patient outcomes.
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