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FILOSOFEGGIARE DI SCIENZA

La cura dei linfomi follicolari è spesso un atteggiamento ’fideistico’, 

Tutto quello che facciamo in un linfoma follicolare è sostanzialmente ‘giusto’

Il paziente assume un ruolo determinante nella scelta della terapia

Fermo restando un principio basilare  PRIMUM NON NOCERE 
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• Heterogenous disease

• Varying prognosis (clinical, laboratory and disease parameter)

• Approximately 20% of FL patients have a high risk (HR) 

disease with significant reduction of their life expectancy

(Casulo 2015, Maurer 2017)

• Incurable disease

• Prognosis has improved

• Personalized approach: disease biology

patient characteristics

new therapies



LINFOMA FOLLICOLARE NEL 2020

The varying prognosis could be defined by RISK STRATIFICATION:

➢ POD24

➢ FLIPI

➢ FLIPI2

➢ TMTV (+/- FLIPI2)

➢ M7-FLIPI

➢ 23-gene expression-based

➢ Methabolic response (PET)

TREATMENT DECISION 

CURRENTLY CANNOT BE 

DRIVEN BY AVAILABLE 

PROGNOSTIC MODELS

..........................BUT
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POD within 2 ys after 

RCHOP is associated 

with poor outcome 

(OS@5ys: 50%)

Casulo et al, JCO 2015
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Incurable disease:
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Prognosis has improved: improvements in OS over multiple decades

attribualble to effective new treatment options

OS: overall survival Tan D, et al. Blood 2013; 122:981–987.

Era 4

Era 3

Era 2

Era 1

Time (years)

O
v
e
ra

ll
 s

u
rv

iv
a

l

1.0

0.8

0.6

0.4

0.2

0.0

0 10 20 30 40

P<0.001

Era Year N Median OS (years)

1: Pre-anthracycline 1960–1975 180 11.0

2: Anthracycline 1976–1986 426 11.0

3: Aggressive chemo/purine analogues 1987–1996 471 18.5

4: Rituximab 1997–2003 257 Not reached
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WHICH APPROACH IN 2020 FOR:

- Localized/limited stage disease

- Advanced disease

- Relapsed/refractory disease
- Later and multiple relapsed disease

- Early relapsed disease

- What about new prognostication models

- What about investigational therapies
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LOCALIZED/LIMITED STAGE
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106 patients

32 positive

18 positive 
after IFRT

12 negative 

after IFRT

5/11 positive m+6

1 positive m+12

1 positive m+18

1 PD**

1 PD

1 death

73 negative 1 nv
radiotherapy

After IFRT 18/30 (60%) patients remained MRD positive in BM and/or PB, 

and 12 (40%) became negative; of these, 7 converted positive over time

CLINICAL 

RESPONSE

n %

CR 86 82

PR 18 17

PD 1 1

MIRO’ Study

25 patients treated

22 full treatment

2 MRD 
pos

20 MRD 
neg

3 early
discontinuation

2 MRD 
neg

1 nv

Ofatumumab treatment produced conversion to negative 

MRD in 20/22 (91%) fully treated patients;

Considering also cases with incomplete treatment in 22/24 (92%) 

This result was significantly superior to the expected 50%*
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Take home messagges in localized stages……..in 2020

• Radiotherapy 24 Gy is the standard for the cure

• Immunotherapy in bcl-2 positive patients could improve results

• Radiotherapy 4 Gy in selected cases with palliative/contenitive 

intent

• Watch and wait in highly selected cases
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ADVANCED STAGE
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Low tumor burden High tumor burden
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Low tumor burden

The aivailability of active and minimal toxic therapies it is a relavant issue

Is it Watch and Wait still viable?
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Ardeshna KM, et al. Lancet Oncol 2014; 15:424–435.
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HR 0.23 (95% Cl=0.16, 0.32)

p<0.0001

187 121 92 54 28 6 1 0

192 183 165 138 56 9 1 0

Randomised, Phase III study in previously untreated, advanced-stage, asymptomatic, non-bulky FL (N=463)
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HR 0.73 (95% Cl=0.34, 1.54)
p=0.40

187 181 175 130 68 18 4 0

192 189 186 163 72 16 3 0

Time from randomisation (years)
Number at risk Number at risk

First-line rituximab may delay disease progression compared with ‘watch and wait’
Low tumour burden, Stage III/IV
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High tumor burden

Current standard of care for advanced FL is

chemoimmunotehrapy regimens including anti CD20 antibody
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Study Regimen Follow-up

Overall survival (%)

p-valueControl Rituximab

M390211

(Marcus)

CVP vs

R-CVP
4 years 77 83 0.029

GLSG2,3

(Hiddemann)

CHOP vs

R-CHOP
5 years 84 90 0.0493

M390234,5

(Herold)

MCP vs

R-MCP
4 years 74 86 0.0205

FL20006

(Salles)

CHVP/IFN vs

R-CHVP/IFN
5 years 79 84

0.025

(high-risk 

pts)

1. Marcus R, et al. J Clin Oncol 2008; 26(28): 4579-4586;

2. Hiddemann W, et al. Blood. 2005; 106(12): 3725-3732; 

3. Buske C, et al. Blood. 2008; 112: Abstract 2599;

4. Herold M, et al.J Clin Oncol 2007; 25(15): 1986-1992; 5. Herold M, et al. Ann Oncol 2008; 19(Suppl 4): Abstract 329; 6. Salles G, et al. Blood. 2008; 112(13):4824–4831.
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R-CHEMOTHERAPY VS CHEMOTHERAPY META-

ANALYSIS OF SURVIVAL: FL ONLY

Adapted from Schulz H, et al. J Natl Cancer Inst 2007; 

0.10.2 0.5 2 5 101

Favours R-chemo Favours chemo

Forstpointner 0.38 (0.12–1.18)3.24

Herold 0.45 (0.24–0.85)10.31

Hiddemann 0.60 (0.40–0.92)23.89

Marcus 0.70 (0.40–1.23)13.33

van Oers 0.74 (0.52–1.07)31.82

0.63 (0.51–0.79)82.59Totalp < 0.001

for overall effect
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Sicuramente una immuno-chemioterapia. 

Ma quale chemioterapia e quale immunoterapia?
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Study group indolent Lymphomas (STiL)1

HR 0.61 (95% CI=0.42, 0.87)
p=0.0072

Median (IQR; months)
BR: not reached (22.1 to not yet reached)
R-CHOP: 40.9 (15.2 to not yet reached)

FOLL05 study

Quale chemioterapia
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In presenza di EZH2 mutato la scelta della CHOP sembra ‘vincente’
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Quale immunoterapia

Primary endpoint Secondary endpoints

• PFS (INV-assessed) • PFS (IRC-assessed)

• OS, EFS, DFS, DoR,

TTNALT

• ORR/CR at EOI (+/– FDG-PET)

• Safety

• PROs

INDUCTION MAINTENANCE

Previously untreated 
CD20-positive FL

Aged ≥18 years

FL (grade 1–3a) 

Stage III/IV or stage II 
bulky disease (≥7cm) 
requiring treatment

ECOG PS 0–2

G-chemo arm

G 1000mg IV 
on D1, D8, D15 of C1 and 

D1 of C2–8 (q3w) or 
C2–6 (q4w) + chemotherapy*

R-chemo arm

R 375mg/m2 IV on D1
of C1–8 (q3w) or C1–6 (q4w) + 

chemotherapy*

Ra
n
d.

G arm

G 1000mg IV
q2mo for 2 years or until PD

R arm

R 375mg/m2 IV
q2mo for 2 years or until PD

C
R

 o
r 

P
R

†
at

 E
O

I v
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it

Randomisation was stratified by chemotherapy, 
FLIPI-1 risk group and geographical region

PD: discontinue 
treatment

International, open-label, randomised Phase III study in 1L pts 



LINFOMA FOLLICOLARE NEL 2020

Quale immunoterapia
INV-assessed PFS IRC-assessed PFS

No. of patients at risk 

G-chemo

R-chemo
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601 1

18
25

77
85

149
176

267
291

396
420

438
478

464
505

505
535

561
569

P
ro

b
ab

ili
ty

6660544842363024181260

0.1

0.2

0.4

0.6

0.8

1.0

R-chemo (n=601)

G-chemo (n=601)

Censored+

Time (months)

0.1

0.2

0.4

0.6

0.8

1.0

666054484236302418126
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G-chemo

R-chemo
601
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16
22

73
79

151
179

271
287

394
414

438
476

463
497

502
532

563
571

Time (months)

R-chemo, 

n=601

G-chemo,

n=601

3-yr PFS, % (95% CI)
75.0

(71.0, 78.5)

81.5

(77.9, 84.6)

HR (95% CI), p-value† 0.68 (0.54, 0.87), p=0.0016

R-chemo, 

n=601

G-chemo,

n=601

3-yr PFS, % (95% CI)
78.9

(75.2, 82.1)

83.4

(79.9, 86.3)

HR (95% CI), p-value† 0.72 (0.56, 0.93), p=0.0118
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Quale immunoterapia
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Quale immunoterapia
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Quale immunoterapia

The treatment effect on PFS appeared 

to be different between pts with

FLIPI <2 and FLIPI ≥2 

PFS markedly improved in the FLIPI 

≥2 pts (n=952) treated with G-chemo 

vs R-chemo (HR=0.65 [95% CI: 0.52–

0.82])



LINFOMA FOLLICOLARE NEL 2020

Quale immunoterapia

Fewer POD24 events occurred in FLIPI ≥2 pts treated with G-chemo 

vs pts treated with R-chemo with a 1-HR based risk reduction of 

52.9% (95% CI: 31.9–67.4).

Overall population vs.     pts FLIPI≥2

- 46% - 52.9%

These data suggest that patients with FLIPI ≥2 have a better risk-
benefit profile with G-chemo vs R-chemo, than those with FLIPI<2.
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Pre-upfront treatment 

models

Patient & disease as the 

‘probes’

•Clinical data at presentation

•Genetics/cytogenetics

•Gene Expression Profiling

•Combined models

Post-upfront treatment 

models

• Treatment as the ‘probe’

• Response ‘mode’ 

i. timing, quality & duration

ii. MRD

• Event ‘mode’

i. Disease-related events

ii. Treatment-related events

• Imaging ‘mode’ (EOT)

• Gene Expression Profiling

Defining a Hi-Risk population in Follicular Cell Lymphoma
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Pre-upfront treatment models

FLIPI ci può essere utile nella scelta dell’anticorpo

La genetica del linfoma può esserci utile nella scelta 

della chemioterapia
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RELEVANCE: PHASE III STUDY DESIGN
(RITUXIMAB AND LENALIDOMIDE VERSUS ANY CHEMOTHERAPY, FL-001)

▪ R-Chemo

▪ investigator choice of  R-CHOP, R-CVP, R-B

▪ Lenalidomide

▪ 20 mg × 6 cycles, if CR then 10 mg

R2

International, multicentre, randomized study

1st line 

FL

N = 1,000

R2 maintenance

Rituximab

maintenance
R-Chemo

R

CR, CRu, 

PR

CR, CRu, 

PR

• Co-primary endpoints

• CR/CRu rate at 120 weeks

• PFS

R2 (513) R-Chemo (517)

CR/Cru at 120 W

By IRC/INV 48%/55% 53%/58%

PFS 3 years 77% 78%

OS at 3 years 94% 94%
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MD Anderson  ASH 2019
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Anti-CD20 maintenance
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Follow-up, months

Arm A

Arm B

FOLL12: PFS by ITT (n=777)

3-yr PFS % (95% CI) HR (95% CI)

84 (79-87) 1.00

69 (63-74) 1.84 (1.37-2.49)

p = 0.000061

Median F/U 37 months (95% CI 35-39)

Events for PFS n =183 (53% of the 342 expected)

• A Complete Metabolic Response is good news

• A Complete Molecular Response is good news

• However, not enough to omit a 2 year rituximab maintenance

INDUCT

ION

therapy

Standard

arm

Experimental

arm

R Maintenance

every 2 months x 

2yrs

CR,PR

<PR Salvage

Rituximab
weekly x 4

PET-

PET+

Salvage

Neg

Pos

Observation

(90)Y Ibritumomab Tiuxetan +
R Maintenance

every 2 months x 2yrs

<PR

MRD

Patients with no 

molecular
markers
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Take home messagges in advanced stages……..in 2020

• In low tumor burden WW is still a viable option, even if less

toxic therapy…………

• In high tumor burden immunochemotherapy is the standard

• It is possible to use more effective antibody (Obinutuzumab) 

according to clinical parameters (FLIPI)

• It is possible to chose CHOP according to genetic alteration

(more than clinical behaviours), no more 'fideistic’ attitude

• Chemo-free strategy will come soon (patients’ selection)

• Maintenance can not be omitted
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RELAPSED/REFRACTORY DISEASE
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Post-upfront treatment models

POD24 come indice di ‘aggressività’ della malattia

Risposta alla terapia MDR e Methabolic Response 
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Age >65 years Age <65 years

Early relapse

(POD24)

Late relapse 

(no POD24)

Early relapse

(POD24)

Late relapse

(no POD24)

R2/R-chemotherapy +/–

R maintenance Watch and Wait ASCT Watch and Wait

R2
R2/R-chemotherapy +/– R 

maintenance
R-chemotherapy +/– R 

maintenance

R2/R-chemotherapy +/–

R maintenance

Radioimmunotherapy
R2

R2 Radioimmunotherapy

R monotherapy R monotherapy Radioimmunotherapy R monotherapy

Radioimmunotherapy Allo-transplant

Paradigm of relapsed/refractory
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Obinutuzumab 1,000 mg 
+ bendamustine 
90 mg/m2/day 

x 6 cycles

Bendamustine
120 mg/m2/day

up to 6 cycles

Rituximab refractory 
iNHL

(N = 413)

Obinutuzumab
maintenance 1,000 mg 

every 2 months for 
2 years or until 

progression

complete response,
partial response or

stable disease

Randomise
1:1

the GADOLIN study
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OS in the FL population

The GADOLIN study demonstrates a significant improvement in OS in the G-B 

arm (42% risk reduction in FL patients)
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Diefenbach C.  ASH 2019



INVESTIGATIONAL THERAPIES
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Header
First level bold bullet: text…

First level bold old bullet

Second level bullet
Third level bullet
Third level bullet

Second level bullet

Header
First level bullet: text…

UPPERCASE TEXT…

• References… • …Footnote

Anti CD40 moAb
Dacetuzumab

Surface markers

Anti CD20 moAb
Ofatumumab

GA-101

Anti CD22
Epratuzumab

Inotuzumab Ozogamicin
polatuzumab

Microenvironment

Lenalidomide

Proteosome inhibitors
Bortezomib

Bcl-2 family inhibitors
ABT-263

Survivin inhibitors
YM155

Syk inhibitors
Fostamatinib + others

PKC inhibitors
Enzastaurin

HDAC inhibitors
Vorinostat

Panobinostat

Nedd8-activating 
enzyme inhibitors

MLN4924

Aurora kinase 
inhibitors

mTOR inhibitors
Everolimus

Temsirolimus

Hsp 90 inhibitors
KW 2478

Btk inhibitors
Ibrutinib

ONO/GS-4059
ACP-196

PI3K inhibitors
Idelalisib

Copanlisib
Duvelisib
TGR-1202

Actionable mutations

EZH2
E7438

CD79a/b
AEB071

CD22

CD20

CD80

Pathways

T-cell exhaustion
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We are waiting for………….

• Epigenetic alterations inhibitors: HDAC, EZH2

• Immune checkpoint inhibitors

• Chimeric antigen receptor T cell therapy

• Bispecific antibodies
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Take home messagges in relapsed/refractory……..in 2020

• In high risk young patients (POD24) ASCT is still a viable

option

• New antibody play an important role in Rituximab refractory

patients either in induction or in manteinance

• Immunotherapy without chemotherapy (lenalidomide + anti-

CD20) is a valid option

• New therapy (PI3K inhibitor, anti-bcl2, anti-BTK) as bridge to 

allogeneic transplant (?)  

• We are waiting for new options (ICP, CAR-T, BITEs)
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CONCLUSIONS: PROSPECTS FOR 2020

SELECTING THE MOST APPROPRIATE TREATMENT FOR A PATIENT:

• Identify high risk patient

• Novel therapies

• Identify predicitive biomarkers of progression, response and resistence

AVAILABILITY OF A CLINICAL USEFUL TOOL TO IDENTIFY PATIENTS WITH 

HIGH-RISK DISEASE:

• Integration of molecular, clinical, imaging parameters to define prognosis

SPECIFIC GENETIC AND EPIGENETIC ABERRATION IN AN INDIVIDUAL 

PATIENT ARE NOT CURRENTLY ACCOUNTED FOR MANAGEMENT:

• Better understanding of disease biology may reveal new therapeutic

options to obtain targeted therapies mached to individual disease



Grazie!


