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Features of Follicular Lymphoma

Total mature NHL = 112,380 _
Marginal zone lymphoma, 7460 (7%)

i & 0,
Follicular Peripheral T-cell lymphoma, 3950 (4%)

lymphoma Mantle cell lymphoma, 3320 (3%)
13,960

CLUSLL (12%)

20,980 Lymphoplasmacytic lymphoma*

(19%) v B 2330 (2%)

Hairy cell leukemia,
1910 (2%)

Mycosis fungoides, 1620 (1%)

Plasma cell neoplasms ‘f‘ -
25,980 (23%) | Burkitt lymphoma/leukemia,
j DLBCL 1480 (1%)
27,650 (25%) Others
1710 (1%)

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

» Relapsing-remitting course with
progression over several years

» Low impact on life expectancy with
exceptions 2

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

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.
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Improving Survival in Patients With Follicular NHL

Median OS

1.0 5 (O1]

Era 1: 11.0 years; pre-anthracycline (1960-1975)
Era 2: 11.0 years; anthracycline (1976-1986)

0.8 Era 3: 18.5 years; aggressive chemotherapy/purine analogs (1987-1996)
Era 4: Not reached; rituximab (1997-2003)
Overall: 13.6 years

0.6 P<0.001

04— Median OS
raised from 11
0.2 to 18 y!

Survival Probability

0.0 T T T T
0 10 20 30 40

Molina A. A decade of rituximab: improving

H survival outcomes in non-Hodgkin's
Tlme (years) lymphoma. Annu Rev Med. 2008;59:237-50.
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Cause of Death in Follicular Lymphoma in the First Decade

of the Rituximab Era: A Pooled Analysis of French and US
Cohorts

Authors: Clémentine Sarkozy, MD, Matthew J. Maurer, MS, Brian K. Link, MD, Hervé Ghesquieres, MD, PhD, Emmanuelle Nicolas, MD, Carrie A. Thompson,

MD, Alexandra Traverse-Glehen, ... SHOW ALL ..., and Gilles Salles, MD, PhD 8 AUTHORS INFO & AFFILIATIONS

TABLE 2. Causes of Death

J Clin Oncol 37, 144-152(2019) e Volume 37, Number 2 « DOI: 10.1200/JC0.18.00400

Cohort
French us Pooled
A B Cause (n=113) (n=170) (N =283)
05 0.20 A Lymphoma 70 (65.4) 70 (49.6) 140 (56.5)
= === Lymphoma = === Lymphoma
=] = Treatment-related death 2 = Treatment-related death Transformed 42 35 77
g 044 — Other maligancy g 0.154 = Other maligancy
S | — Other causes S | == Other causes Treatment related 177 ({i5.8)) 25 (L7477) 42 (16.9)
% 0.3 { === Unknown % === Unknown MDS/AML 6 r 12
c c
2 021 2 Therapy, infection 6 14 20
w w
;i i ; Therapy, cardiac 2 4 6
« = Therapy, other 3 1 4
001 2 3 4 5 6 7 8 9 0 M 12 01 2 3 4 5 6 7 8 9 10 11 12 Other cancer 13 (12.1) 20 (14.2) 33 (13.3)
Time Since Diagnosis (years) Time Since Diagnosis (years) Other causes* 7 (6.5) 26 (18.4) 33 (13.3)
No. at risk: No. at risk:
1654 1591 1532 1422 1275 1099 930 759 607 472 348 233 147 1654 1591 1532 1422 1275 1099 930 759 607 472 348 233 147 Missingt 6 29 35

NOTE. Data are given as No. (%) unless otherwise indicated.

Abbreviations: AML, acute myeloid leukemia; MDS, myelodysplastic
syndrome.

*Other causes listed in Appendix Table Al.

TMissing categorv is not included in the percentages.
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Heterogeneous Risk of

outcomes histologic
Indolent disease transformation

Why prognosis matters in
Follicular Lymphoma

Long survival —
quality of life
impact

Prognosis as guide
to timing and
intensity of therapy

Predictable course
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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

e Conclusions
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e At diagnosis — defining risk and disease biology
before treatment initiation

o  Clinical Prognostic Scores
o  Biological predictors
o  PET-based prognostic factors
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How can | assess prognosis in Follicular Lymphoma?

PET-based
Biological prognosticators
At diagnosis predictors

Pablo Picasso - Science and Charity (1897) Pablo Picasso — Ma Jolie (1911-1912)

INNOVATIVE SCORES
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Clinical Prognostic Scores

v’ Purpose: population risk stratification
v’ Simple, widely available tools
v’ Still relevant in daily practice
v' Limitations in individual patient prediction
Feature FLIPI" FLIPI-2’ PRIMA-PI'® FLIPI24
Dew?loped Early 2000s 2009 2018 (frqm PRIMA 2025
in trial)
1. Age >60 yrs |[1. B2-microglobulin 1 1. hemoglobin
2. lactate
2. Stage M-IV 2. LN >6 cm . .
Factors . 1. p2-microglobulin 1| dehydrogenase
included 3.Hb<12 g/dL || 3. BM involvement > BM inval ¢ 3 betad
nctuded | 4 >4 nodal sites 4. Hb <12 g/dL ' involvemen micfogeljl-)ulin
5. Elevated LDH 5. Age >60 4 WBC count
Risk -Low (0-1) -Low (0-1) - Low (0) - Low (0)
. S ~Int. (2) ~Int. (2) ~Int. (1) - Int. (1)
categories || _High (>3) - High (3) - High (2) _ High (2)
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FLIPI: The Historical Cornerstone

4 Three risk categories
v’ Developed for overall survival

v Developed in the pre-rituximab era

1.0

0.9

0.8

0-1 factor

0.7
2
= 06 \\\ “‘~m‘g[{r}?diate

S N 2 factors

0.5 \\\
3 ~AGE <60 vs. > 60 T Peor 3.5 fact
= 0.4 — - ac OI'S
5 —HEMOGLOBIN > 12g/dL vs. < 12g/dL

0.3 ~SERUM LDH LEVEL < ULN vs. > ULN

0.2 —ANN ARBOR STAGE I - II vs. III - IV

0.1 _NUMBER OF NODAL SITES INVOLVED <4 ys. > 4

0.0 - . . . . . . .

o 12 24 36 48 60 72 84

Months

Solal-Celigny, Blood 2004
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M

ORIGINAL ARTICLES | HEMATOLOGIC MALIGNANCIES - Volume 24, Issue 2, P441-448, February 2013 + Open Archive S Wm = ""‘\T:-\:w...._.w....“___—-_\:.
Examination of the follicular lymphoma international prognostic index (FLIPI) in the

National LymphoCare study (NLCS): a prospective US patient cohort treated H
predominantly in community practices wl & ] ]

Survival Probability
8 P
- -
/
:

Survival Probability

- F

> -~
2

AK.Nooka & & - C. Nabhan?+ X. Zhou .. K. Dawson ¢ - J.H. Hirata - CR. Flowers™ ... Show more e S S T e T i TR TR T SN S Y= T -
Time from Disgnosis (Moaths) Timme from Diagnosis (Months)
C 0 D 104
o e ] ST
S —— —_—
770 (100) 666 (100) 756 (100) 2192 (100) 7w e iy 3 oo \
. ] s T
Watch and wait 170 (22.1) 129 (19.4) 74 (98) 373 (17.0)
R/R-containing regimen
R-Mono 95(123) 88(132)  113(149) 296 (13.5) NN S o % o s O B e
R-Chemo 304 (39.5) 348 (523) 480 (63.5) 1132 (51.6) T T e e
(:Dmbined 42 (55) 7 (l.l) 4 (05) 53 (2‘4) Time from Diagnosas (Months) Time from Diagnosss (Months)
modality-XRT E F

Any of the above 442 (57.4) 443 (66.5) 598 (79.1) 1483 (67.7)

Combined 1(0.1) 1(0.1) 2(0.1) \ \%‘\
modality-BMT Pl \N\.‘“ - w": smmm
% : | ——E T

Survival Probability
B
‘
Suevival Probability
-
ES
i
3

Non-R-containing regimens L ki
Chemo 18 (2.3) 21(3.2) 23 (3.0) 62 (2.8) 02
XRT 99 (12.9) 9(1.4) 6 (0.8) 114 (5.2) a0 004
Combined 2(03) 2(0.) e - e o B O S O
modality—XRT e n» 3 d * © n L] tad e " M % - L ” u %
Time from btiation of the Furst Treatment (Months) Tume from Imtiation of the First Treatment (Months)
Investigational 31 (4.0) 61 (9.2) 52 (6.9) 144 (6.6)
Other 8 (1.0) 3(0.5) 3(04) 14 (0.6) ——— 1:0-1 (Good) ——— 2:2 (Intermediate) — - — 3 3-5 (Poor)
A.l'ly Of the above 158 (20_5) 94 (14 l) 84 (1 l.l) 336 (15'3) 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. (8) 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 FLIP! 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.
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FLIPI-2

(50% rituximab)

1. B2-microglobulin T
2.LN>6cm

3. BM involvement

4. Hb <12 g/dL

5. Age >60

A o
gOB—
o
©
a8
2 0.6
o
[
>
= 044
=
g
S 024 0 168 (20%)
o 12 444 (53%)
35 220(27%) Log-rank 64.6 P < 0001
0 6 12 18 24 30 36 42 48 54 €0
Time (months)
C o
=
= 084
o
©
o
2 06
a
@
e
E 0.4
3
£ Score N
3 0240 42 (18%)
o 12 143 (62%)
35 46 (20%) Log-rank P=.0005
0 6 12 18 24 30 36 42 48 54 60

Time (months)

o
L

—

o o o
kS o o
! L L

Cumulative Probability
o

Log-rank 49.9 P <.0001

0 6 12 18 24 30 36 42 48 54 60

Time (months)

g
= o8-
-]
©
2
2 06
a
@
u>
g 044
3
£
3 021
Log-rank P =.0003
0 6 12 18 24 30 36 42 48 54 60

Time (months)

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.

survival probability

4 Improved applicability in the modern era
4 Designed for progression-free survival
4 Ease of use vs prognostic precision

PRIMA-PI

32-microglobulin

<3 mg/L

Bone marrow involvement

>3 mg/L
|
Yes
v v
Int risk High risk

o
[

=
o

o
IS
|

o
N
|
|
|

0 - . 2l
Progression-free survival

v

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.
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PONTS T T T T T T T T T 1
o w om om e % e m % m w
B2M [ T T T T T T 1
' 2 s i s . B 10
Ae T T T 1
@ © s »
Normalized LDH
s 1 H s . H
We T T T T 1
v w  onm ow s
WBC
s ¢ 1w
TOTALPOINTS [ T T T T T 1
o x w 10 i
LOW RISK INTERMEDIATE RISK HIGH RISK
%Risk Early Failure T T T T 1
(<24m) 5 1 5 » S
LEOIC: OS by FLIPI24
= Low - Intermediate == High
1.00-
R POV
e
0.75-
2
<
T 0.50-
@
(o]
0.25-
0.00-
0 1 2 4 5 6
Years since Diagnosis
Number at risk (number censored)
Low 160(0) ~ 157(3)  149(8)  130(26) 98(58) 66 (89)
Intermediate 226 (0) 218 (6) 200 (20) 170 (45) 129 (82) 88 (121) 5 (16
High 179(0) ~ 165(7) 152(13) 120(37) 96(56)  63(83)  37(105)

Maurer M), 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:JC02500892.

FLIPI-24

08 according to FLIPI24 - PRIMA

v' The FLIPI24 model robustly stratifies patients

at increased risk of lymphoma-related death

0S according to FLIPI24 - RELEVANCE

1 14
5 o7 2 0754
H ]
H g
g 05 § 057
: i
& g
025+ 0.25
— Low
— Intermediate
— Hign
T T T T T T T ,
L S T S S N T S S R ! : PR — ‘ ’ ‘
# at risk (censored) ars from Enrollment
#atrisk (censored) Years from Enrolment ow 6(0)  286(0)  284(10) 276(16)  269(20) 261(27) 204(8) 72(213)  6(279)
Low 204 (0) 290 (4) 288 (6) 282 (10) 279 (12) 268 (17) 256 (27) 210 (69) 193 (81)156 (117)60 (212) 7 (265) 0(272) Intermediate425 (0) 402 (16)  388(23)  371(32)  360(36)  352(40) 284 (105) 119(268) 10 (375)
Intermediate406 (0) 397 (5) 390 (7) 379 (10) 364 (17) 349 (25) 332 (33) 272 (86) 257 (94)219 (130)83 (263) 3 (342) 0 (345) High 271(0) 254 (6) 245(7) 232 (8) 219(10) 205 (19) 165 (53) 71(145) 9(205)
242(0) 231(4) 215(8) 204 (11) 198 (13) 185 (18) 167 (27) 124 (60) 114 (68) 96 (82) 31 (140) 3 (167) 0(170) LEO (a”) OS by FL|P|24
0S according to FLIPI24 - GALLIUM 5 Low 5= intermediate BB High
14
1001 WMWW
2 075 0.75-
g o
& T
s T 0.50-
2 05 @
M O
E 0.25-
&
025-]
— Low 0.00-
—— Intermediate ; 5 i 2 - i
g 1 2 3 4 5 6
1 3 3 } 3 5 13 i Years since Diagnosis
#atrisk (censored) Years from Enrollment Number at risk (number censored)
Low 281(0) 276 (4) 268 (8) 260 (15) 259 (16) 250 (22) 201 (70) 80 (191) 2(268)
Infermediate389 (0)  372(11)  360(19)  347(24)  337(27) 325(32) 264(99) 116(240)  4(361) Low 547 (0) 530 (17)  496(47) 424(116) 313(226) 229(309) 126 (410
i 26(0)  24(8) 212012  205(15) 194(18)  179(26) 139(60) 62(138)  4(Minermediate 558 (0) 527 (26)  481(63) 407 (131) 298 (231) 203 (322) 105 (414
High 340 (0)  313(13)  285(27) 219 (75) 162 (123) 109 (165) 61 (206)
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PRIMA-PI
B High & Intermediate M Low

LEO (Any 1L) & —
MER (Any 1L) —— —a— g
I T T T 1
0.6 0.7 0.8 0.9 1

5-year Overall Survival

0.6 0.7 0.8 0.9

5-year Overall Survival

0.6 0.7 0.8 0.9

5-year Overall Survival

Figure S7. Lymphoma-related death by FLIP124, FLIPI, and PRIMA-PI in Validation Datasets
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» Do not capture tumor biology

»  Limited discrimination within intermediate-
risk groups

»  Designed for cohorts, not individuals

Cannot fully inform treatment selection
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How can | assess prognosis in Follicular Lymphoma?

PET-based
prognosticators

Biological
predictors

Pablo Picasso — Ma Jolie (1911-1912)

INNOVATIVE SCORES
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Biological Predictors

Genetic landscape of follicular lymphoma

Key alterations: EZH2, CREBBP, EP300, etc.

v
v
v Role of the tumor microenvironment
v

Prognosis as a biological phenotype
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EZH2 mutations at diagnosis in follicular lymphoma:
a promising biomarker to guide frontline treatment

Patients received R-CHOP (n=64)

1,0
4 EZH?2 mutated (n=18)
i EZH2 mutated (n=18)
e ‘

L‘; -, | _[EZH2 unmutated (n=46)
EZH2 unmutated (n=46)

°

»
o
%

=
o
B

Overall survival

4
S

Progression free survival

°
~
°

A OR:0.3(0.07-1.3) p=0.1 OR: 0.3 (0.04-2.4) p=0.25

0 2000 4000 6000 o 2000 4000 6000
Time (days) Time (days)
Patients received R-Bendamustine (n=30)
1,0 —O—O—Q«—o——L 1,0 —v—:
‘ EZH2 unmutated (n=23) | EZH2 unmutated (n=23)
s 08 EZH2 mutated (n=7)
2 = 8 +
2 2
06 2 os
g 3
5 EZH2 mutated (n=7) ®
0o S D o4
0 >
o o}
g
nl:O,Z 0.2
Martinez-Laperche, C., et al. EZH2
B OR:5.4 (0.8-39) p=0.09 3 - mutations at diagnosis in follicular
00 ( )p OR:14 (0'1'13) p_0'75 lymphoma: a promising biomarker to
e guide frontline treatment. BMC Cancer
2 s00 200 1300 2000 200 0 500 1000 1500 2000 2500 22,982 (2022).
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PET-based prognostic factors

v' Baseline FDG-PET/CT

v' SUVmax — not standardized cut-off value

v' Metabolic tumor burden (TMTV)
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Is hotter more aggressive? Baseline SUVmax in follicular lymphoma

Highest-
uptake
region

Table 1. Key studies relating baseline SUVmax with outcome in FL

Reference

Patients, n

Median baseline
SUVmax (range)

Impact of the Definition of Peak Standardized Uptake Value on Quantification of Treatment Response.
Matt Vanderhoek, Scott B. Perlman and Robert Jeraj
Journal of Nuclear Medicine January 2012, 53 (1) 4-11

PET in PRIMA 58 11.7 (4.6-35.6) No patients with HT No association of
(retrospective)‘" bSUVmax with PFS
(P = 0.53). ROC
analysis did not identify
an optimal
pretreatment SUVmax
cutoff with a significant
impact on PFS
FOLLCOLL 181 10 (3-35; IQR 7-14). 2 patients with HT SUVmax > 9.4: 5-y PFS
(retrospective)28 No correlation with 62%, median PFS 78.7
histologic grade, P = mo. SUVmax <9.4: 5.y
0.66. Best cutoff on PFS 47%, median PFS
ROC and X-tile analysis 48.7 mo. P = 0.0318.
SUVmax 9.4 No difference in OS,
93.7% vs 88.4%;
P= .15
GALLIUM (prospective)31 549 Range, 3-64; median, 12.4 | 15 patients (2.7%) with HT | No association of
(8.1-28.0) in HT; atSy bSUVmax with PFS, Q1
median 11.8 (3.1-64.4) vs Q4; HR, 1.14 (95%
in non-HT Cl, 0.72-1.81), P = 0.58
Strati et al 346 11 (1.5-42) HT excluded from study No effect on PFS if
(retrospective)*® 52 patients (15%) with population treated with R-CHOP or
SUVmax >18 other CIT. Inferior 8-y

OS if SUVmax =18
(65% vs. 89%;
P = 0.001)

Trotman J et al, Blood. 2022 Mar 17;139(11):1631-1641
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Pre-treatment maximum standardized @ I
uptake value predicts outcome after baen)atologlca
frontline therapy in patients with

advanced stage follicular lymphoma

Open access journal of the Ferrata-Storti Foundation, a non-profit organization

Paolo Strati, Mohamed Amin Ahmed, Nathan H. Fowler, Loretta J. Nastoupil, Felipe Samaniego, Luis E. Fayad,
Fredrick B. ister, Jorge E. R Alma i Michael Wang, Jason R. Westin, Chan Cheah, Mansoor Noorani,
Lei Feng, Richard E. Davis, Sattva S. Neelapu

Vol. 105 No. 7 (2020): July, 2020 https://doi.org/10.3324/haematol.2019.230649
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Table 1. Baseline characteristics and demographics of
patients with PET data, with or without HT

Milano, Best Western Hotel Madison 26-27 gennaio 2026

» Blood. 2020 Jan 21;135(15):1214-1218. doi: 10.1182/blood.2019001091 &%

Baseline SUVmax did not predict histological transformation in follicular
lymphoma in the phase 3 GALLIUM study

Trotman ©

. SUVmax <10 . SUVmax =210

Characteristic

A HT (n=15)

No HT (n=534)

Age, median, y 60 56
Males 7 (46.7) 238 (44.6)
ECOG PS
0-1 13 (86.7) 519 (97.2)
2 2(13.3) 15 (2.8)
FLIPI
Low (0-1) 2(13.3) 108 (20.2)
Intermediate (2) 5(33.3) 212 (39.7)
High (=3) 8(53.3) 214 (40.1)
Extranodal involvement 13 (86.7) 363 (68.0)
FLIPI2 n = 522
Low (0-1) 16.7) 53 (102)
Intermediate (2) 4(26.7) 263 (50.4)
High (=3) 10 (66.7) 206 (39.5)
Bone marrow involvement n = 531
Positive 12 (80.0) 281 (52.9)
Negative 3(20.0) 245 (46.1)
Indeterminate 0 (0) 5(0.9)
LDH n = 532
High 10 (66.7) 148 (27.8)
Normal/low 5(33.3) 384 (72.2)
Hemoglobin n = 533
Low 8 (53.3) 150 (28.1)
Normal/high 7 (46.7) 383 (71.9)
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Figure 1. Distribution and probability plot of bSUVmax and bSUVrange by HT status. (A) bSUVmax. (B) bSUVrange.
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PET scan for the detection of histological transformation of follicular
lymphoma: A systematic review of diagnostic performance

Marc Sorigue “ , Milos Miljkovic ", Pablo Mozas ‘
Table 3
PET results and diagnostic performance in the studies included in this systematic review.
Study SUVmaxiniNHL ~ SUVrangein  SUVmax in HT SUVrangein  SUVmax SUVrange SUVmax cutoffs SUVrange
/FL FL HT AUROCC AUROCC cutoffs
Schoderetal. - - Rangesfrom4.8t0 - - SUVmax >10 in 5/8
[ 298 patients with HT (sens
0.63)
Bodet-Milin Median 9.3 (IQR  Median: 6.4  Median 18.1 (IQR  Median: 15.2  0.95 (95% CI 0.86(95%  Youden index: 14.6 Youden index:
etal. [8] 8-12.6)" (QR3-82)  17-24)" (IQR 0.85-1) C10.70-1) (sens 0.89, spec 0.92)".  10.6 (sens 0.67,
8.6-20.4) For PPV =117 spec 0.91)
For NPV =1 - 11.7 ForPPV =1 -
15
For NPV =1 —
6.1
Noyetal [12) - - Median 16.4 (IQR Median 9.1 - SUVmax >10 in 15/21:
9.7-22.5)" (IQrR sens 0.71
5.9-13.4) SUVmax >13 in 12/21:
sens 0.57
Wondergem Median 10.9 Median 4.6 Median 22.0 Median 15 0.97 (95 % CI: 0.97 (95 % For sens =1 — 145 Forsens =1 —
etal. (13] (range: 5.3-21)  (0-7.9) (14.7-42.2) (6-37.5) 0.91-1) CL:0.9-1) (spec 0.82) 5.8 (spec 0.71).
Shichijo et al. First cohort: - First cohort: - First cohort: - SUVmax >10 (sens -
(14] Median 9.2 Median 16.7 0.83 (95 % CI: 0.86-1, spec 0.37-0.57,
(range 2.1-16.7) (range 4.9-33.3) 0.72-0.95) PPV: 0.43-0.61, NPV:
Second cohort: Second cohort: Second cohort: 0.84-1)
Median 12.2 Median 27.5 0.81 (95% CI SUVmax >16 (sens
(range 2.6-20.3) (range 10.4-46.6) 0.62-1) 0.59-0.67, spec
0.79-0.96, PPV:
0.6-0.93, NPV:
0.75-0.83)
SUVmax >20 (sens
0.22-0.67, spec 0.95-1,
PPV: 0.86-1, NPV:
0.62-0.86)
Rajamakietal.  Median 13.6 - Median 27.1 - 0.95 (95 % CI - Youden index: 26.5 -
(15] (range: (range: 10.5-34.9) 0.86-1) (sens 0.86, spec 1)
10-24.4)
Waietal. [16]  Median 10.7 - Median 13.7 (IQR - 0.68 - Youden index: 12 (sens -
(IQR 7.1-15.3) 10.6-26.3) 0.71, spec 0.61, PPV 0.7,

NPV 0.65).
SUVmax >25 (sens 0.26,
spec 0.96, PPV 0.8, NPV
0.69)

Abbreviations: PET: positron emission tomography; SUV: standardized uptake value; iNHL: indolent non-Hodgkin lymphoma; FL: follicular lymphoma; HT: histo-

logical transformation; AUROCC: area under the receiver istic curve; CI: interval; sens:

range: PPV: positive predictive value: NPV: negative predictive value.

spec: ity; IQR: i

..Proposed SUVmax  cutoffs
should not be used to determine
whether a patient has HT or to
decide whether a biopsy should
be obtained.
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Baseline Metabolic Tumor Volume Predicts Outcome in
High—Tumor-Burden Follicular Lymphoma: A Pooled

Analysis of Three Multicenter Studies

Michel Meignan, Anne Ségoléne Cottereau, Annibale Versari, Loic Chartier, Jehan Dupuis, Sami Boussetta,
llaria Grassi, René-Olivier Casasnovas, Corinne Haioun, Hervé Tilly, Vittoria Tarantino, Julien Dubreuil,
Massimo Federico, Gilles Salles, Stefano Luminari, and Judith Trotman
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29% at high risk 1
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0 12 24 36 48 80 72 84 96 0 12 24 36 a8 60 72 84 96
Time (months) Time (months)
No. at risk No. at risk
<510cm® 128 123 107 89 74 45 17 2 0 <610em® 128 127 121 10 % 67 2 3 0
>510cm® 53 2 3 2 18 10 5 0 >510cm’ 63 53 50 as «“ 6 10 0
No. of Patients Event C Median ival (95% CI) No. of Patients Event Censored Median Survival {95% CI)
<510em’ 128 33.6% (43) 66.4% (85) NR (74 10 NR) <510 c’": 128 5.5% (7) 94.5% (121) NR
>510em® 53 66% (35) 34% (18) 348(17.41052.2) >510cm 53 17% (9) 83% (44) 78.7 (78.7 to NR)

Michel Meignan et al. JCO doi:10.1200/JC0.2016.66.9440
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American Journal of Hematology
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Total Metabolic Tumor Volume Is a Strong Independent
Prognostic Factor in Follicular Lymphomas: Results

| RESEARCH ARTICLE

From a Sub-Study of the FOLL12 Trial sl
- <180
Rexhep Durmo' @ | Stephane Chauvie? ® | Carla Minoia® | Fabrizio Bergesio® | Federico Fallanca* | Simona Peano® | o 5180
Luigi Marcheselli® | Antonella Anastasia’ | Carola Boccomini® | Paolo Corradini® | Jacopo Olivieri'® | Luca Arcaini'! | s
Federica Cavallo'? | Adalberto Ibatici** | Luca Nassi** | Vittoria Tarantino'* | Antonello Pinto'® @ | Caterina Stelitano"” | 0 v v v T v J T v
Alessandro Pulsoni®® @ | Francesca Ricci'® | Salvatrice Mancuso?® | Emanuele Cencini?! | Nicola Di Renzo® | 0 12 24 36 48 60 72 84 96
Clara Mannarella®® | Angelo Palmas® | Pierluigi Zinzani*>** @ | Caterina Bocci®” | Francesca Rossi®* | Time, months
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TABLE1 | Univariable and multivariable Cox PH regression of progression-free survival (n =692, fail 231). B
STD Arm EXP Arm
n (%) Univariable Multivariable g 14
Covariate HR (95% CI) P HR (95% CI) P HR (95% CI) p 754 % 754 &
5 5
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follicular lymphoma i prog! ic index; Hb, LoDLIN, longest diameter of the largest involved node; R-B, rituximab plus bendamustine; ULN, >180193 183 154 138 106 82 54 31 10 >180130 117 98 78 59 40 24 4 O

upper limit of normality.

Time, months




one I “LI N FOMI IN DO LE NTI" Milano, Best Western Hotel Madison 26-27 gennaio 2026

 Beyond diagnosis - monitoring disease during and
after treatment:

o  Response-adapted prognostic factors




I “LI N FOMI IN DO LE NTI” Milano, Best Western Hotel Madison 26-27 gennaio 2026

How can | assess prognosis in Follicular Lymphoma?

PET-based
prognosticators

Minimal
At relapse Residual
Disease (MRD)

Pablo Picasso - Science and Charity (1897) Pablo Picasso — Ma Jolie (1911-1912)

INNOVATIVE SCORES
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YV V V V V

Binary endpoint that oversimplifies disease biology
Retrospective definition, not available at diagnosis
Influenced by treatment choice and follow-up strategy
Does not capture depth or quality of response

Limited guidance for early risk-adapted interventions
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Response-Based Prognostic Tools

v Dynamic prognostication
End-of-treatment matters
Metabolic response outperforms anatomic response

Identifies high-risk patients early despite therapy

v
v
v
v

Complements FLIPI / FLIPI2 for risk stratification

PET-based
prognosticators

Minimal Residual
Disease (MRD)

?
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End of induction [1S8F]FDG PET

FOLLOS trial
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Luminari S, et al. The prognostic role of post-induction FDG-PET in patients with follicular lymphoma: a
subset analysis from the FOLLOS trial of the Fondazione Italiana Linfomi (FIL). Ann Oncol. 2014;25:442-7.
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End of induction [1S8F]FDG PET

FOLL12 trial
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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.
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Interim [1SF]FDG PET

FOLL12 trial
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— Tumour cell burden (number of cells) e

Clinicall
Clinical detectable
remission Clinical disease
F 4 relapse
4 \
’
Molecular Minimal
remission residual
’ disease
,' (MRD)

Chemotherapy >

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-
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MRD status by treatment arm at end of induction
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Impact of Minimal Residual Disease Analysis in the Era of Rituximab Maintenance in
Follicular Lymphoma: Data from “FOLL12" Phase Il Trial of the Fondazione Italiana
Linfomi

Simone Ferrero, llaria Del Giudice, Sara Galimberti, Valter Gattei, Luigi Marcheselli, Elisa Genuardi, Daniela Drandi, Mariapia Pironti,
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PET and MRD are confirmed as strong prognostic factors and can be combined
together to increase their prognostic accuracy
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At risk a)268 225 190 108 32 2 a)465 400 339 220 78 2
13570 479 408 266 97 3 b249 220 183 126 47 0 s & B & 1 1
4/5 43 30 22 14 2 0 c)106 76 64 4 17 1 c)
PFS 8yr PFS% (95%Cl) HR (95%Cl) p
MRD, Minimal residual disease: DS, Deauville score: BL baseline molecular marker: Eol, End of induction 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

Courtesy of Prof. Luminari - S. Luminari et al., ASH 2025
S
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Key Take-Home Messages

»  Follicular lymphoma is highly variable in both its clinical presentation and underlying
biology, making each patient’s disease course unique.

»  Established models like FLIPI, FLIPI2, or PRIMA-PI can still provide useful prognostic
guidance at diagnosis.

»  PET-CT with Deauville scoring is recommended at the end of systemic therapy to assess
response, providing important prognostic information.

»  Atretreatment, early progression is the strongest predictor of outcome.

»  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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