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i T Follicular Lymphoma Overview

The most frequent indolent lymphoma Median age =64 y
40
Although still considered incurable, most patients can reach 35
a normal life expectancy 2 30 28.4%
O 26.4%
z 25
. Zz
In general: < 2 710
. *GEJ 15 14.9%
v' Median PFS of 6-7 years 5
o
6.5%
v Median survival 15-20 years 5 8% 4.5%

0.4%

: . =20 20-34 35-44
15-20% will have a worse prognosis

What about FL in Brazil?
« Scarce epidemiological data

« Private versus Public — access issues
« Sicker patients with high-risk features are not uncommon

45-54 55-64 65-74 75-04 =64
Age

Maurer MJ et al. Am J Hematol 2016
Magnano L et al. Br J Haematol 2019
Tan D et al. Blood 2013

Bruna R et al. Haematologica 2019
Seer Cancer 2026
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Considerations in FL Treatment

Disease-related

Disease extent and possible biological

markers of tumor behavior o Achieve and maintain a good quality of life

Risk of POD24, transformation, or early death o What to do if the patient relapses?

Therapy-related Patient-related

Patient’s characteristics and

Toxicity profile
personal beliefs

Available drugs

Maures MJ et al. Am J Hematol 2016 / Magnano L et al. Br J Haematol 2019 / Tan D et al. Blood 2013



(>§!H Important Questions for Daily

Clinical Practice

e Low tumor burden folicular lymphoma — Active monitoring or rituximab?

e How do | decide to start a treatment — adhere strictly to GELF Criteria? Consider other high-
risk features?

e Can we predict POD24 or HT and modify the 1L treatment strategy?
e How do | choose the 1L treatment: CHOP x Benda x Lenalidomide-based?
e How do | choose the Mab: Rituxi or Obinu?

e IS maintenance treatment necessary?
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Early rituximab monotherapy versus watchful waiting for
advanced stage, asymptomatic, low tumour burden
follicular ymphoma: long-term results of a randomised,
phase 3 trial

Michael Northend, William Wilson, Kushani Ediriwickrema, Laura Clifton-Hadley, Wendi Qian, Zaynab Rana, Tanya-Louise Martin,
William Townsend, Moya Young, Fiona Miall, David Cunningham, Jan Walewski, Burhan Ferhanoglu, Kim Linton, Amanda fohnston,
John F Seymour, David C Linch, Kirit M Ardeshna

Low Tumor Burden FL
Watch or Treat?

Median FUP
15 years

% of treatment-free patients at 15 years:
v R-Maintenance: 65% (95% CI 56-72)

v R-induction: 48% (36—60)

v WW: 34% (27-42)

No diferences in OS: 68-73%
No diferences in time to second new treatment

No differences in the risk of high-grade transformation

Low toxicity

A Time to new treatment
Watchful waiting
—— Rituximab induction
—— Rituximab maintenance
100
et 75— -
A N \\_?—\_L NR
= e,
= = = H—‘ﬂ—
g o° ~—— 14,8y
E 25 516 y
- HR 0-36 [0-26-0-50], p<0-0001
0 T T T |
0 5 10 15 20
Mumber at risk
(number censored)
Watchful waiting 183 30 g 18 0
(0) (18) (26) (56) (74)
Rituximab induction 82 53 36 22 0
(0) (10} (15) (24) (46)
Rituximab maintenance 190 130 99 24 0
(0) (27) (43) (110) (132)

Northend M, et al. Lancet Hematol 2025




oM High Tumor Burden Criteria in FL

GELF Criteria

—

« Presence of B-symptoms

= 3 or more nodal areas, each >3cm

= Largest lymph node or extranodal lesion = 7cm

- Symptomatic splenomegaly

« Compression syndrome

= Serous effusion (pleural/peritoneal/pericardial)

= Lymphocytosis = 5.000/mm3

« Cytopenias (platelets <100.000/mm3, neutrophils <1.000/mm3)

Brice P, et al. J Clin Oncol 1997 / Penalver FJ, et al. Cancers 2026 / Clare Grieve MPH, et al. ASH 2025 Abstr 1008

N =2.222
Characteristic HR 95% ClI -value -value'
| Bsymptoms 1.45 1.02, 2.07 0.046 0.12 |

>3x3 nodes 0.94 0.68, 1.30 0.70 0.75
>7cm mass 1.08 0.81, 1.44 0.60 0.75
Splenomegaly 0.94 0.72,1.24 0.67 0.75
Lymphocytosis 0.90 0.46, 1.76 0.75 0.75
Cytopenia 2.16 1.45, 3.24 <0.001 0.002
Serous Effusion 2.06 1.49, 2.83 <0.001 <0.001
Study Group 0.51 0.75

Observation - -

Treatment 1.10 0.83, 1.45

« 3 GELF criteria were associated with a significantly
increased hazard of death

* They were defined as “HARD” GELF
* The remaining = “SOFT” GELF
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Impact of GELF Criteria on Survival

Observation Patients Treatment Patlents
100% 100%
No GELF e e
" No GELF
2 75% 75% e
=
s
=
nl & PP p—
m
e Although GELF criteria provide Aard GELF
g:r; Tast HR (95% Cl} p-value g p value
E Elc_-bal Loll_g-rar'k " 0,001 0.001
a1 alfvisa c-g-ran n ] [
= vl | N Soft 013 ] 408
5 25 [ fNowsson oz guidance, treatment decisions should =1
Soft vs Hard 0.001 0.001
Cox PH - - - - -
| Soft 1,33 (0.9 951 0,142 |
SOl TR T be tailored to the individual patient ]
0%L— E . . 0% ,
0 5 10 15 0 5 10 15
Time (Years) Time (Years)
At Risk At Risk
No GELF 944 646 349 163 No GELF 195 128 72 36
205 135 64 19 481 328 174 72
Hard GELF 57 a5 16 T Hard GELF 340 201 104 a9

- Patients with “soft” GELF criteria had similar survival outcomes to those with no GELF at baseline in both groups

- Patients with “hard” GELF criteria at baseline had significantly shorter overall survival

Clare Grieve MPH, et al. ASH 2025 Abstr 1008



siNTomz2é FLIPI24 — A New Prognostic Model
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for Newly Diagnosed FL

= N = 3.577 from observational cohorts: 3 RCT + LEO and MER cohort for external validation
= Primary endpoint = EFS24 / Co-primary endpoitn = OS

o FLIPI24 Risk Group: HIGH
T 5-year overall survival: 75%
S =
E ;?, Priority population for clinical trials of novel Q
FLIPI24 FLIPI PRIMA-PI = agents and first-line regimens. o
B High Intermediate M Low B High Intermediate M Low B High Intermediate M Low %‘3‘ 9]
LEO (IC) . —— — . = _ %
GALLIUM om N . —.— * FLIPI24 Risk Group: Z
I - nily .- & 5-year overall survival: @
RELEVANCE (IC) - ' o o = : Y . 8
S . - 2 < Patients can expect good outcomes with current 2
PRIMA = o = § o standard of care.
—_—.— —a e =
RELEVANCE (R2) _ " " = Ew Clinical trials should weigh the balance of efficacy
LEO (Obs/Rmono) ' ki ' m ' . ' = . 5 g improvement vs exposure to toxicity. Consider other =
MER (Obs/Rmono) — ol = = — high-risk features for trial enrichment.
LEO (Any 1L) —a— - —— " = o = = @
. " = . ol AT —
MER (Any 1L) g - - - H by FLIPI24 Risk Group: L ;
' . ) ) . : ' ' ' ' : ' ' ' ' T 5-year overall survival: 98 =
0.6 0.7 0.8 0.9 1 0.6 0.7 0.8 0.9 1 0.6 0.7 0.8 0.9 1 = ) ) @
5-year Overall Survival 5-year Overall Survival 5—year Overall Survival [ Council patients on expected excellent =
ﬁ outcomes with current standard of care. Z
[
> 8
e Clinical trials should focus on limiting toxicity 2
and improving QOL while maintaining efficacy. L

- Age, LDH, B2M, Hb and WBC
- A numerical output is the probability of an event in the first 24 months

https://gxmd.com/calculate/calculator_865/flipi24
Maurer MJ, et al. J Clin Oncol 2026
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Imuno-Chemotherapy in 1L FL

StiL Study
Non-inferiority trial of R-Benda versus R-CHOP

1.0+ Median (IQR; months)
0.9 — B-R 695 (26-1 to not yet reached)
\.‘\ R-CHOF  31-2 (15-2-65.7)
0.8 = gy hﬂ‘-"“‘“-g.‘_\
07 NN
& 06 .\“"\\ L T
% I:IG_ .\"‘.J.“{ k-.-“-'\-..i- iia LEAL HLn
E 04- L\tu L“"Lu\ L U-L.lum U - 1
Dg_ L"'ll.l.ll.: |.|_|
024
01 HR 0-58 (95% C10-44-0-74)
p<0-0001
0 T T T T T T T 1
0 12 24 36 48 60 72 B4 06
Mumber at risk Time {morts)
B-R 207 169 125 7l 35 19
R-CHOP 185 123 83 G4 24 9

= No differences in OS (at 10y = 93% vs 91%)
« BR less toxic than R-CHOP (Heme-tox, alopecia, infections)

BRIGHT Study
R-CHOP/R-CVP versus R-Benda

1.0 4 T VR
= 0.9
;E:‘ 0.8
2 0.7 4
S 061
S 051
j=1 0.4—_
o 037
w 024 —FBR HR of 0.61 (95% CI, 0.45 to 0.85); P = .0025
Q- 0.1 { —— R-CHOPR-CVP
1 T I T T 1 T I T T 1 1 I T 1 T
0 2 4 6 8 0 12 18 24 30 36 42 48 54 60 66 72
Time (months)
No. at risk:
BR 224 218 210 202 197 194 191 183 177 160 154 146 139 131 122 37 0
R-CHOP/ 223 205 201 194 191 183 179 162 147 134 126 114 105 100 94 11 0
R-CVP

= No differences in OS (at 5y = 82% vs 85%)
= Slightly increased rates of 2nd malignancies with BR
= Higher rates of serious infections with BR
Rummel MJ et al. Lancet 2013

Flinn IW, et al. Blood 2014
Flinn IW, et al. J Clin Oncol 2019



oM Chemo-free: RELEVANCE Trial

R2 versus R-Chemo + R-maintenance (10-year follow-up)

A
1.0 4

£ o8 N = 1030 patients

B 0.6 R

o

E_ 0.4 4 R-chemo

L

oo 0.2 1 HR {95% Cl) = 1.03 (0.84 t0 1.27), P= .78 R_chemo R2

0 12 24 36 48 60 72 84 96 108 n o
Time Since First Dose (months) CR/CRu 53 A) 48 A)

MNo. at risk:

F‘I'chcmo 517 446 390 333 277 243 146 56 3 o 1 Oy-TTN LT 62-2% 66-3%
10y-0OS 81.1% 82.4%

B
1.0 .
. R-chemao
Z 08 el
r— R*
=
0.6 H 1
3 No differences in POD24
a 0.4
> Only 9 HT
o 0.2 4
B-year OS = 89% in both groups
0 1I2 2:‘-1- 3I6 4I3 BIO '.r'IZ Sld QIG 1 (IJB
Time Since First Dose (months)
No. at risk:
R-chemo 517 487 471 481 435 424 330 130 13 0 Morchhauser F et al. N Eng J Med 2018
R? 513 490 479 a1 447 5 343 137 13 o Morchhauser F et al. J Clin Oncol 2022

Gower N, et al. Blood 2026



SINTOMA26 R-Benda May Not Be Enough to

Vi Mitigate the Risk of tFL

Post hoc analysis of the FOLL12 trial Retrospective data from British Columbia

N 1.00 - B ) .
- : :‘EH{}F BR REFERENCE GROUP
E -
T 08 - 0.75 -
g =
= =
S .06 £
E o
3 =.0.50
- 2 BR + POD24
E .04 ‘2 I Ll L1 L
2 &
p 0.25 -
S 02-
T
=

0- 0.00 4

0 B 12 18 24 30 36 42 48 54 &0 0 1 2 3 4 5 6
Time, months Time from risk defining event(years)
at risk (fall} Number at risk
RCHOP 445 (D) 441 {3) 431 [4) 422 (0} B (1) 408 356 (1) 348 (1) 312 278 (1) 226
RE 341 54: z29 }E::: 14 Esﬂ 298 Ez{ 289 }1; 277 E?; 244 H 202 :u: 151 % 13 En} 74 BRref 198 135 52 1 3 3 1
POD24 37 20 10 6 2 1 1

37% of BR-treated patients with POD24
76% had transformed disease
Elevated LDH at diagnosis was the only identifiable factor

Higher risk of tFL with R-Benda compared with R-CHOP
(non-randomized comparison)

Nizzoli ME, et al. Hematol Oncol 2023 / Freeman CE, et al. Blood 2019



SINTOMA26 Driving Decisions for 1L Choice iIn
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“Agressive” FL

Clinical and lab findings
Good-quality diagnostic biopsy

- Preferably driven by PET findings

- FL behavior = “kinetics”

B-symptoms
Elevated LDH
Extranodal disease
FLIPI =3

- > 1 site of biopsy if needed

- Experienced hematopathologist

Potential biomarkers

- Genetic profile — not yet available for routine use
- ctDNA — not yet available for routine use

- TMTV / SUVmax — potential role, but still controversial results

Prefer anthracycline-based treatment in patients perceived to have an increased risk of occult transformation

Mir F, et al. Blood 2020
Strati P, et al. Haematologica 2020
Mondello & Casulo. Hematology 2024
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The Monoclonal Antibody Dilemma:

Rituximab or Obinutuzumab?

GALLIUM Study — Final Analysis with 8-year follow-up

A

'I.ﬂ‘ﬁc\__ﬁh\___‘_‘_

~——
D o8 “““mi‘::_—-mm O-chemo R-chemo
o S
s e (N=601) (N=601)
-él-. -
T (.44~ Rituximab plus chemotherapy (n = S{H_} 9 9 HR 0,77
x : g;nsusgdumah plus chemotherapy (n = 601) 7 year PFS 63,4 /0 55,7 /O (95%C| 0,64-0,93, p=0,006)
£ o2 HR, 0.77; 95% CI, 0.64-0.93
P = 0.006 HR 0,86
o1 F 3 & 5 & 1 8§ etk SERET 87.2% (95%Cl 0,63-1,18, p=0,36)
Time (years)

Mo of patients at risk
—_— B01 563 512 471 447 430 405 375 351 333 314 290 266 239 167 28 5 3 1
—_— 801 574 541 514 453 469 449 433 409 375 349 322 297 284 167 27T &5 1
D Obinutuzumab Arm:

1'0_%——“"——-—--— e o o o o
o o e S = Higher incidence of neutropenia
@ 0
S 06 = Higher incidence of Grade 3-5 febrile neutropenia
% 044~ Rituximab plus chemotherapy (n = 601)
8 | Consorea o plus chemotherapy (n =601 - Higher incidence of SAEs (48,9% x 43,4%)
& 029 4R, 0.86; 95% CI, 0.63-1.18

Y = More deaths with Benda-Obinu

0 1 2 3 4 5 & 7 8 g 10

Time (years)
Ma. of patients at risk
601 588 566 550 533 527 517 510 504 495 489 479 473 468 452 375 260 163 B0 20
601 584 573 564 551 542 533 524 518 504 495 489 482 474 444 372 257 146 64 13

Marcus R et al. N Eng J Med 2017 / Townsend W et al. Hemasphere 2023



14416 o2 MAIO B e ]

<>SINTOMA’26

Maintenance Treatment
The PRIMA Trial

Final Analysis with 9-year follow-up

— 100
==

80
i :

S 60 - e
= e, .
= 40 Observation il -
C: - === el
o —— Rituximab maintenance B
CI.E 204 + Censored
(a1 HR, 0.61; 95% Cl, 0.52 to 0.73; P < .001
T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 8 10 11 12
Time (years)
MNo. at risk:

- B13 415 336 290 251 217 200 155 147 122 41 1 ]
—— 505 445 406 372 333 309 284 231 208 170 &7 4 ]
== 100 A
£ 80+
=
_g 60
o . e
I'J‘: 40 - . Observation
— Rituximab maintenance
2 204 + Censored
E HR, 0.71; 95% Cl, 0.59 to 0.86; P< .001
= T T T T T T T T T T T T

0 1 2 3 4 5 86 7 8 9 10 11 12
Time (years)
MNo. at risk:

- 513 460 402 357 3256 290 274 216 198 165 62 2 0

— bB05 459 432 401 369 341 320 265 241 192 76 5 0

=2 100

£ 80 -

=

@ 60 1 -

=} i TP

2 40 4 -~ Observation --“I__.'”“"""“ﬂ‘-

o - . ™
—— Rituximab maintenance

Z 204 + Censored

E HR, 0.66; 95% CI, 0.55 to 0.78; F < .001

= T T T T T T T T T T T T

0 1 2 3 4 5 6 7 8 9
Time (years)

MNo. at risk:
- 513 453 385 324 291 253 234 181 167 138 49 2 ]
— 505 455 417 384 349 323 300 247 221 174 68 5 ]

D
. 100
=2
3— ; --‘x\w‘
Z
= 60 -
o .
2 4p4 --- Observation
E —— Rituximab maintenance
; 204 + Censored
o HR, 1.04; 95% CI, 0.77 to 1.40; P = .7948
T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12
Time (years)
Mo. at risk:

- 513 5071 485 472 460 440 412 319 297 256 91 3 0
—— 505 482 480 4564 44% 432 407 341 313 261 107 8 0

« Rituximab 375mg/m? every 8 weeks for 2y
« mPFS: 10.5 years vs. 4.1 years; p < 0.0001
* No OS improvement

» Higher rates of infections and G3/4 AE

 Controversial after BR induction, with a
higher risk of infections

* PRIMA results should be interpreted
according to each country’s reality/system

Consider when:

* Longer time of disease control is important
» Limited access to further lines of therapy

* But carefully weigh the risk of infection

Bachy E, et al. J Clin Oncol 2019
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The Brazilian Dual Scenario

® NO (or LIMITED) access: ® NO access:

- Bendamustine (off-label for FL) - Bendamustine

- Lenalidomide in 1L - Lenalidomide

<\/) Full access:

- Obinutuzumab

- Maintenance therapy

- Rituximab (1L and beyond) \/ Full access:

- Obinutuzumab - Rituximab (1L and beyond)
- (Lhiot - CHOP

- CVP Timely access to diagnostic tools _CVP

- Maintenance therapy Broad PET-CT availability

Educational level
Social / Economic status

Mir F, et al. Blood 2020
Strati P, et al. Haematologica 2020
Mondello & Casulo. Hematology 2024
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<>smro ESMO 2025 Guidelines for Newly

Diagnosed FL

Newly diagnosed FL

v ! )
FDG-PET-CT and BM-staged Asymptomatic Symptomatic non-contiguous
limited-stage | or contiguous non-contiguous stage -1V stage I1-1V with high tumour
stage I with low tumour burden burden (meeting GELF criteria)
I I
v ‘L ‘l’ J’ ‘l
. Single-agent :
Active ImmunoChT: , .
ISRT 24 Gy £ R : RtR R- or O-bendamustine R-lenalidomide
observation . Single-agent R +
maintenance R- or O-CHOP gl€-ag *
R- or O-CVP R maintenance

T
|
¥

2 years of SC or IV
R or O maintenance

Eyre TA, et al. Ann Oncol 2025



Guiding 1L Treatment Choice in FL

If Benda is the choice:

<70 Years R-CHOP .
“usual” clinical presentation R-Benda > [P Elel e #esiiElr Pleilene
- Monitor CD4 every 3 months until =2 200
R-CVP - R-mini-CHORP if aggressive presentation
=270 Years . - Avoid Benda or consider dose reduction (70mg/m?)
R-(mini)-CHOP : e .
- Consider R-mono if frail
<75 Years

: : R-CHOP - Consider R-mini-CHOP according to PS
Aggressive behavior

Preferably rituximab
Obinu can be considered in younger patients, when a PFS gain is the main goal
Be careful if combined with Benda (use only in young and fit patients)

Monoclonal antibody
R or O?

Rarely indicated

Not approved in Brazil as 1L

Higher cost, similar efficacy to R-chemo

Could be considered if the patient is not suitable for chemo

R2 in first line
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