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PMLBCL _

CLL/SLL

FOLLICULAR
LYMPHOMA

Diffuse large B-cell 37%
= Follicular 29%
MALT lymphoma 9%
Mantle cell ymphoma 7%
m CLL/SLL 12%
m Primary med large B-cell 3%
® High Grade B, NOS 2.5%
Burkitt 0.8%
m Splenic marginal zone 0.9%
= Nodal marginal zone 2%

| Lymphoplasmacytic 1.4%

- Second most frequent subtype of lymphoid

malignancy in Western Europe.
- 1950: 2-3/100.000 => 2020: 5/100.000

Lymphoid malignancies: incidence by subtype and age-group,
Belgium 2004-2012
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Source: Belgian Cancer Registry JH—
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Translocation
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|- First step: t(14-18)
; ; }J - /I\: not always present
~ —f - /I\: not sufficient
e - Later: addition of different genomic alterations
hain — 1 1 1
q , q dean 1 => dissemination
Vio Toidniee e - 0
antibody H overexpresson o he <2 |- Transformation rate: 30% @ 10 years
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TREATMENT TREATMENT

Grade Description

<5 centroblasts/HPF
2 6-15 centroblasts/HPF

> 15 centroblasts/HPF; centroblasts with
intermingled centro
> 15 blasts/HPF; pure sheets of centroblasts
i

e
at,
"
o

Grade 1-2: indolent course

Grade 3a: can progress more

rapidly '
Grade 3b: faster growing, more
aggressive

o >

o
<

Grade 1: AbGrade sl T Granes:
Mostly Centrocytes Mixed Mostly Centroblasts
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Survival improvement of survival over time

Survival probability

024  pP<0.001

Era11960-75 11.0years
Era21976-86 11.0 years
Era31987-96 18.5 years
X Era4 | Rituximab | Era4 1997-2003 not reached

b |
“LEra3

Median 0S

ASCT

Time (years)

Era 1

——y—

30 40
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Table 3. Diagnostic work-up

History
Physical examination
Laboratory work-up

Serology
Imaging

Bone marrowb

Toxicity

B symptoms (see Table 2)

Peripheral LNs, liver, spleen

Blood and differential count

Optional: immunophenotyping of peripheral blood
Coombs test (DAT)

LDH, uric acid

Electrophoresis (optional: immune fixation)

B2M (FLIPI 2)

Hepatitis B, C and HIV serology

CT neck, chest, abdomen

Optional: PET-CT"

Optional: abdominal ultrasound

Histology

Cytology

Optional: immunophenotyping

Creatinine clearance

Electrocardiogram, cardiac ultrasound

(before anthracyclines), pulmonary function (ASCT)
Reproductive counselling in young patients
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Table 3. Diagnostic work-up

History B symptoms (see Table 2)
Physical examination Peripheral LNs, liver, spleen | (1) To confirmlocalized
Laboratory work-up  Blood and differential count{ disease or (2)in case of
Optional: immunophenotypil suspected transformation
Coombs test (DAT)
LDH, uric acid
Electrophoresis (optional: immune fixation)
B2M (FLIPI 2)
Serology Hepatitis B, C g#hd HIV serology

Imaging CT nec , abdomen
tional: PET-CT

Optional: abdominal ultrasound

Bone marrow” Histology

Cytology

Optional: immunophenotyping
Toxicity Creatinine clearance

Electrocardiogram, cardiac ultrasound
(before anthracyclines), pulmonary function (ASCT)
Reproductive counselling in young patients
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Table 3. Diagnostic work-up

History B symptoms (see Table 2)
Physical examination Peripheral LNs, liver, spleen
Laboratory work-up Blood and differential count

Optional: immunophenotyping of peripheral blood
Coombs test (DAT)

LDH, uric acid
Electrophoresis (optional: immune fixation)
B2M (FLIPI 2)

Serology Hepatitis B, C and HIV serology

Imaging CT neck, chest, abdomen

Optional: PET-CT"
Optional: abdominal ultrasound

<‘Bone marrow”’ Histology
Cytolo
ytology . In case of advanced
Op ~immunophen ) :
_ o disease, in
Toxicity Creatinine clearance i .
. particular clinical
Electrocardiogram, car i i
situation

(before anthracyclines)
Reproductive counselling in young patients

ASCT)
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FLIPI « one »
. 1.0
Follicular
Lymphoma S 0.8 : Good (0-1)
International Z
Prognostic E 0.6
o . - —
Index > 04
E
S 0.2 .
s 1985 — 1992: 4167 patients P < 0.0001
o
0
0 12 24 36 48 60 72 84
Months
Five-points Scale e cor
—Age <60 vs. =60 — = *%?%ﬁ -
— Hemoglobin level = 12g/dL vs. < 12g/dL bl ol l = _
— Serum LDH level < ULN vs. > ULN |srocnen f - = ‘

—Ann Arbor stage | = Il vs. Il = IV

— Number of nodal sites involved £ 4 vs. > 4

INGUINAL
INGUINAL

FEMORAL

I




P i FIRST LINE SECOND LINE
a® BHS| [ INTRODUCTION | WORK-UP || PROGNOSIS TREATMENT RELAPSE TREATMENT FOLLOW-UP || PERSPECTIVES
10 FLIPI « two »
Follicular
Lymphoma E 0.8 -
International E
Prognostic © 0.6-
o
Index ©
2 ‘= 947 2003 - 2005: 1093 patients
g Score N
= 02 0 168 (20%)
b | 142 444 (53%)
3-5 220 (27%) Log-rank 64.6 P < .0001
0 6 12 18 24 30 36 42 48 54 60

Five-points Scale

- Age<60vs=60
- Hemoglobin level > 12g/dL vs. < 12g/dL

Bone Marrow involved / not involved

Diameter of the largest adenopathy > 6 cm

B2-microglobulin 2 ULN vs. < ULN

Time (months)

Advantagesover FLIPI 1:

» Prospective;

» Treatment with rituximab

» PFSinstead OS

» New parameters (B2 microglobulin)
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B2-microglobulin ——
<3
Bone marrow invalvement >3
No Yes
Lov: risk Int :isk Higr:Frisk
| PRIMA-PI o FLIP | FLIPI2
> ™
= N i W .
«_E 8 = . as e i 0 S 4,
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FE ] 04 o4
E i} az
3
Wy oo an >
PES (months)

Emmanuel BACHY Blood 2018
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More accurate, but not (yet) availablein clinical routine

M7 - FLIPI

10

GLSG training cohort

m7-FLIPI p < 0-0001
FLIPI p = 00034

[

04

= |low—risk m7-FLIPI (33/108)
w—— high—risk m7-FLIPI (30/43)

low/intermediate FLIPI (24/74)
- w— high-—risk FLIPI (39/77)

0 > 4 & 8 10 12
fallure free survival in years

00

high-risk

—-0-8

PFS proportion

low-risk

m7-FLIPI

individual coefficients

E: 3

clinical gene mutations

Pastore et al. Lancet Oncol 2015 16:1111-1121

1.0

08

06

04

02

00

23 - gene score

All validation cohorts
P =22e-10

Median 10.8 y

ow

ne 207 w0

Median 3.1 y

v

f T T T T v y Y ]
o 20 40 60 80 100 120 140 160 180 200

Time (months)

Huet et al. Lancet Onoclogy 2018 19:549-561
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In 2023, clinical and biological features still guide treatment indications

and treatment choice

- Ann Arbor stage, symptoms, LDH and B2microglobulin

- FLIPI and FLIPIZ indexes

- Tumor burden criteria

GELF criteria

v High tumor bulk defined by either:
-atumor > 7 cm
- 3 nodes in 3 distinct areas
each > 3 cm
- symptomatic splenic enlargement
- organ compression
- ascites or pleural effusion

v Presence of systemic symptoms

v'Serum LDH or B2-microglobulin above normal values
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No GELF criteria
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No GELF criteria

A Time to start of new treatment B Progression-free survival

100 . —— Watch and wait 100
e —— Rituximab induction
:\'1""‘ ! —— Maintenance rituximab
— g
F /51 = /59
%
Watch & Wait E ;
i 50- 2 o4
g 76 Rituximab induction vs watch and wait E. 26 Rituximalb induction vs watch and wait
HR 0-35 (95% (1 0-22-0-56); log-rank p-0-0001 L HR 0-55 (95% C1 0-37-0-83); log-rank p=0-0034
Maintenance rituximab vs rituximab induction Maintenance rituximab vs ritimab induction
o HR 0-75 (95% C10-41-1-34); kog-rank p=0-33 o HR 0-53 (95% C10.32-0-87); log-rank p=0-011
o 1 I T T T S 0 1 2 R
Mumber at risk
. . . . Watch and wait 83 6b 52 36 29 [ 1 0 83 59 44 29 25 [ 1 0
Rituximab x 4 Rituximab x 4 Riximab 84 80 69 61 44 13 5 0 84 77 59 48 3% 1 4 0
Induction
Maintenance 85 81 76 70 49 10 1 0 85 80 72 67 48 9 1 ]
rituximab
. o C Overall survival D Time to histological transformation
» Ritux improve PFS 00— — o
£ M_\__‘—H—
» Ritux improve TTNT _ § -
£ £
= - £
S 50- E 50
I g
& g
25 Rituxdmab induction vs watch and wait g 25 Rituximab induction vs watch and wait
u 00 HR 1-04 (95% C1 0-39-2-80); log-rank p=0-93 = HR 034 (95% (1 0-11-1.06); log-rank p=0-052
Maintenance rituximab vs rituximab induction 5 Maintenance rituximab vs rituximab induction
o HR 1-12 (95% C1 0-43-2.90); log-rank p=0-82 o HR 1-47 (95% C10-42-5-22); log-rank p=0.55
T T T T T T 1 T T T T T T 1
1 2 3 4 5 [ 7 1 2 3 4 5 6 7
Number at risk Years from randomisation Years from randomisation
> N 0 OS a dva nta e Watchandwait 83 83 8 79 6 18 4 0 B3 & 9 A 8 15 4 0
g Rituximab 84 82 78 I 61 16 5 0 84 82 79 75 59 15 5 ]
induction
Maintenance BS 83 82 Bl 61 16 3 0 8L 83 ] 79 59 16 3 ]

> No transformation-rate decrease

P e

Ardeshna KM Lancet Oncology 2014
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No GELF criteria

For patients with good prognosis characteristics, in the
rituximab era, watch & wait remains a good option

1.04w__,
- -
0.8 -
=
= 0.6-
=
18]
=
2 04
o-
0.2 -
=05
TLT
0 12
No. at risk
0s 107 102
TLT 107 83

24 36 48

60 72 84

Time (months)

100 95 85
61 54 45

72 28 2
30 n 2

Fig 1. Time to initiation of a lymphoma treatment (TLT) and overall survival (OS)
of the 107 patients with no initial treatment (watch and wait).

Freedom from treatment failure

1'0 i
e,
_______
D.B . --‘ - -
".-
l-
= *ae
= 06 (8
=
B 0 |ocemcccceeeccmmeccceeseeemeeeeemeemeemm e —m——— - - e - ————————
=
2 04-
o
0.2 Treated with rituximab
= WaW
P=.103
0 12 24 36 48 60 72 84
Time (months)
No. at risk
Treated 242 220 176 105 27 0 0
Wwaw 107 102 a4 86 77 61 19

Fig 3. Freedom from treatment failure of the watch and wait (W&W) cohort
(n = 107) and the subgroup of initially treated patients with good prognosis
characteristics (n = 242).

Philippe Solal-Celigny, JCO 2012
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High Tumor Burden
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High Tumor Burden R'Chemo - the Standard
HR (955-Cl)
Forstpointer 2005 - O -
Herold 2005 - (R)-MCP
Marcus 2005 O (R)-cVP
Hiddemann 2005 {1} (R)-CHOP
R
Total events: 451525 771490
Heterogeneity: (P = 0.65), ¥ = 0% 8.5% 15.7%
l ] |
I | |
0.2 0.5 1 2

Favors R + Chemo Favors Chemo




f.) BHS

INTRODUCTION

FIRST LINE SECOND LINE

WORK-UP || PROGNOSIS RELAPSE FOLLOW-UP

TREATMENT TREATMENT

PERSPECTIVES

High Tumor Burden

Probability

TTF: R-CHOP & R-FM superiors

1.00
ITT HR *(95Cl) P
R-CVP 1.00
R-CHOP 0.73(0.55-0.98) 0.033
0.75 R-FM 0.70 (0.52-0.93) 0.016
. )
ey,
0.50
0.25 ITT [TTF%, 95CI)]
R-CVP R-CHOP R-FM Total
8-yr 38 (30-45) 45 (37-53) 49 (41-57) 44 (40-49)
0.00 T | | | | I I |
0 2 3 4 5 6 7 8 9
Years

e R-CVP === R-CHOP

* Adjusted by FLIPI2

Luminarn S et al. JCO 2018
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High Tumor Burden 1 00 O—S' NO dlfference
0.75
> ITT [0S%, 95Cl)]
E R-CVP R-CHOP R-FM Total
T 0.5045yr 95 (91-98) 90 (85-94) 87 (81-91) 91 (88-93)
E_Q 8-yr 85 (77-91) 83 (75-89) 79 (71-85) 83 (78-86)
0.254 Log rank , p=0.243
Log rank stratified FLIPI2, p =0.385
000 I | [ I [ [ I | |
0 1 2 3 4 5 6 7 8 9
Years

m= R-CVP === R-CHOP === R-FM

Luminari 8 et al. JCO 2018
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High Tumor Burden

R-Bendamustine

Bendamustine-Rituximab/28d x 6

-Follicular Lymphoma
-Waldenstrom Macroglobulinemia 8%

-Small Lymphocytic Lymphoma 4%
-Marginal Zone Lymphoma 13%

CHOP-Rituximab/21d x 6

Stil

L e B

Rummel & al. The LANCET 2013
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High Tumor Burden B-R: better TTNT, less toxic
1 months salvage
TTNT (median) (events)
— B-R n. y. r. 77

0,75

0.5

Probabilty

0,25

26.0 109

F-up 117 months
Hazard ratio, 0.55 (95% Cl| 0.41 - 0.73)

p < 0.0001

. ﬂ 1 1 ]
tl o 1z 24 35 45 ad TZ 54 = 1= 108 120 132 144 155 158
. Time [maonths)

. e AT e

Rummel & al. The LANCET 2013
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PRIMA study: advantage of maintenance

High Tumor Burden

INDUCTION MAINTENANCE

Registration

/

Immunochemotherapy
8 x Rituximab
+ CR/CRu i
8 x CVP or » " or Random 1:1
6 Xx CHOP or .
6 x FCM \
v
PD/SD Observationt
off study

* Stratified by response after induction, regimen of chemo, and geographic region
T Frequency of clinical, biological and CT-scan assessments identical in both arms

Five additional years of follow-up Salles G L 2011
alles 5, Lancet
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High Tumor Burden

— 100 1
X
_é. 80 -
o 60 -
a8
© 40 - --- Observation _L"""—-----....--».__
rJL: Rituximab maintenance e
E 204 + Censored
o HR, 0.61; 95% Cl, 0.52 to 0.73; P < .001
I | 1 I | 1 | | 1 | | 1
0 1 2 3 4 b5 6 7 8 9 10 11 12
Time (years)
No. at risk:

---=- b13 415 336 290 251 217 200 155 147 122 41 1 0
——— 505 445 406 372 333 309 284 231 208 170 67 4 0

PRIMA study: PFS advantage, same OS

O

100 dmceme 10y-0S > 80%

e
< go-
=
= 60
E 40 4 --- Observation
E Rituximab maintenance
; 20 4 + Censored
o HR, 1.04; 95% CI, 0.77 to 1.40; P =.7948
I 1 I I 1 I I 1 I II 1 1
0 1 2 3 4 5 6 7 8 9 10 11 12
Time (years)
No. at risk:

---- b13 501 485 472 460 440 412 319 297 256 91 8 0
—— b05 492 480 464 449 432 407 341 313 261 107 8 0

BachyE. et al.JCO 2019
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High Tumor Burden

Rituximab — Lenalidomide (Revlimid ©), «R?*»

CR, CRu, PR
R2 RZ maintenance
(lenalidomide 1 yr + rituximab 2 yrs)
1st line
FL R
- CR, CRu, PR
=t R-Chemo .‘ Rituximab maintenance
(2 yrs)
(CHOP, CVP, Benda) "
P |

6 mos. 24 mos.

,-h;\
~RELEVANCE
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High Tumor Burden

Rituximab — Lenalidomide (Revlimid®), «R*»
Primary end-points:

=> CR rate @ 120 weeks: R? 72%

=> PFS rate: R>: mPFS 108 months
R? not inferiorin terms of CR rate & PFS
but not reimbursed in Belgium

A Progression-free Survival B Overall Survival
1.0+ - Rituximab-chemotherapy group
3 0.9 -
E Rituximab-
a 0.8+ lenalidomide
= c
8 3 064
4 s
E‘ 3 2 05
=
& [ E 0.4
s € 03
£ 2 o
4 0.2 Hazard ratio for progression or death, 0.2+ Hazard ratio for death, 1.16 (95% CI, 0.72-1.86)
£ 1.10 (95% CI, 0.85-1,43)
a 0.14 P~0.48 0.14
0. 04+—rrrrT1TTTT 0T T T T T T T
0 6 12 18 24 30 36 42 43 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months since Randomization Months since Randomizati
No. at Risk No. at Risk
Rituximab—lena- 513 435 409 393 364 282 174 107 49 13 0 Rituximab—lena- 513 499 491 486 479 459 312 194 105 24 O
lidomide group lidomide group
Rituximab—chemo- 517 474 446 417 337 287 175 109 51 14 1 0 Rituximab-chemo- 517 496 487 481 470 453 298 193 115 32 2 0
therapy group therapy group
Morschhauser et al. NEJM, 2018
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High Tumor Burden

Obinutuzumab first line? The GALLIUM® study

Previously untreated CD20-
positive iINHL
*  Agezl8years

* FL(grade 1-3a) or
splenic/nodal/extranodal MZL

« Stagelll/IV or stage |l bulky disease
(=7cm) requiring treatment

* ECOGP50-2
* Target FL enrolment: 1200

—>

Randomized
1:1*

Maintenance

Induction
G-chemo
G 1000mg I‘u‘ on D1, D8, D15 of C1 and
DlofC dw) plus

CHOP, C'v‘P or bendamustlne

—>

R-chemo

R 375mg/m? IV on D1 of C1-8 (g3w) or
C1-6 (g4w) plus CHOP, CVP,

CRor
PR?
at EOI
visit

G

G 1000mg IV
q2mo for 2 years or until PD

or bendamustine®

-Primary End-Point: PFS

R

R 375mg/m? IV
g2mo for 2 years or until PD

-Secondary End-Points: OS, EFS, DFS, DoR, TTNT, Safety

Marcus R et al, NEJM 2017
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High Tumor Burden
® . 1
The GALLIUM® study: PFS improvement
10 — INV-assessed PFS 10— IRC-assessed PFS
0.8 - 0.8 -
£ 06 - £ 0.6
g 0.4 | — R-chemo (N=601) 8 0.4 | — R-chemo (N=601)
o — G-chemo (N=601) a — G-chemo (N=601)
0.2 4 + censored 02+ + Censored
01 | 1 | | 1 | | 1 | I | 0.1 1 | | 1 | 1 | I | | 1
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
No. of patients at risk Time months No. of patients at risk Time months
G-chemo 601 561 505 464 438 396 267 194 77 18 G-chemo 601 563 502 463 438 394 271 151 73 16
R-chemo 601 569 535 505 478 420 291 176 85 25 1 R-chemo 601 571 532 497 476 414 287 179 79 22
R-chemo, G-chemo, R-chemo, G-chemo,
n=601 n=601 n=601 n=601
- 75.0 81.5 o ‘a0 78.9 83.4
3-yrPES, % (95% Cl) (71.0, 78.5) (7.9, 84.6) 3-yrPFS, % (95% Cl) (752, 82.1) (79.9, 86.3)

HR (95% Cl), p-valuet

0.68 (0.54, 0.87), p=0.0016

HR (95% Cl), p-value 0.72 (0.56, 0.93), p=0.0118

*ITT population; Stratified analysis; strafification factors: FLIP1, chemotherapy regimen

Marcus R et al, NEJM 2017
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High Tumor Burden

The GALLIUM® study: identical OS

1.0 —
w“%%w R-chemo, G-chemo,
n=601 n=601
0.8 —
Pts with event, 46 35
n (%) (7.7) (5.8)
0.6 —
3-yr OS, 92.1 94.0
% (95% CI) (89.5,94.1) (91.6, 95.7)
0.4 —
—_ R-chemo (N=601) o
G-chemo (N=601) HR (95;'5 Cl), 0.75 (0.49, 1.17),
= 02—-  Censored p—value p=0-21
E Median follow-up: 34.5 months
0
(T 1rr b1 117 11
0 6 12 18 24 30 36 42 48 54 60
Pts at risk, n Time (months)
EE:Z:Z co1 568 566 549 527 399 265 160 58 2

601 584 573 563 549 416 271 161 55

*Stratified analysis: stratification factors: chemotherapy reqimen, FLIPI risk aroup. geoaraphic region Marcus R et al, NEJM 2017
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The GALLIUMZ® study: higher toxicity

Number of days from Cycle 1, Day 1

High Tumor Burden

0 100 200 300 400 500 600 700 800 900 1000 1100 1200 1300 1400 1500

L - - -
L -
o 9

G-CHOP
No19q 3 (1:6%) 1(0.5%)

R-EHOP 4(2.0%)

Induction Maintenance Follow-up
@ Infections and infestations @ General disorders and ® Cardiac disorders ® Gastrointestinal disorders
administration site
conditions
Grade 5 AEs . . | | . N
@ Neoplasms benign, ® Nervous system disorders @ Respiratory, thoracic, and @ Metabolism and nutrition
malignant, and unspecified mediastinal disorders disorders

Marcus R et al, NEJM 2017
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High Tumor Burden

 Obinutuzumab is more active in front line FL when combined with
chemotherapy (Benda, CHOP, CVP)

* No advantage in OS

* Obinutuzumab responsible for an increase of infections when

combined with CHOP or CVP

e Bendamustine seems associated with more toxic deaths in both arms

Marcus R et al, NEJM 2017
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v - -

\/ N hd

Prognosis Symptoms Patient priority
Stage® No symptoms Long remission
FLIPI 1-2 Mild symptoms Better quality of life
Grade Life-/organ-threatening

Choose among

~ .

'

Mild symptoms:
MNon-ChT treatment [lll, C]

High tumour burden:

Asymptomatic cases:

Watch-and-wait [l, A] ImmunoChT

(G/R-B, G/R-CHOP, G/R-CVP) [, A]

Consider:
Antibody maintenance (or radicimmunotherapy) [l, B]

Rituximab [ll, B]

In selected cases:
Rituximab-lenalidomide® [I, C]

Figure 1. Therapeutic treatment algorithm for FL.
B, bendamustine; CHOP, cyclophosphamide, doxorubicin, vincristine, prednisolone; ChT, chemotherapy; CVP, cyclophosphamide, vincristine, prednisoclone; FL, follicular
lymphoma; FLIPI 1-2, Follicular Lymphoma International Prognostic Index 1-2; G, obinutuzumab; R, rituximab.
* According to the Ann Arbor classification system (Table 2).
b Off-label. )
Dreyling, M et al, Annals of Oncology 2021
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General considerations

 When progression is suspected, biopsy is highly recommended,;

* Localized symptomatic: ISRT (2 x 2 Gys);

* Early systemic relapse: non cross-resistant regimen;

* Systemic low tumor burden relapse: rituximab monotherapy;

e Rituximab if relapse later than 6-12 months;

e Obinutuzumab if early relapse (< 6 months);
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GADOLIN® Study: GA101-bendamustine vs bendamustine

(rituximab refractory pattients)

1.0 -
IRF-assessed PFS G-B (n=194) B (n=202)
Events, n 71 (37%) 104 (51%)
Median PFS, months (95% CI) NR (22.5-NR) 14.9 (12.8-16.6)
0.8 1 Stratified HR (95% CI) 0.55(0.40-074)
Log-rank p-value p=0.0001
)]
L
o
S 0.6 -
=
5 .
E 1
E D.4 N :
o 1
Median follow-up: '
21 months X
0.2 ] G-B : . JI_ + .
B |
+  Censored X
14.9
D.O 1 L | L | 1 L] L | L L] L L] | |
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
G-B 194 157 106 75 47 27 7 2 1
B 202 149 86 42 26 13 4 1

IRF-assessed PFS

IRF, independent radiclogy facility; HR, hazard ratio; Cl, confidence interval; NR, not reached

Sehn et al., Lancet Oncol 2016




ﬁ‘ BHS

INTRODUCTION

WORK-UP

PROGNOSIS

FIRST LINE
TREATMENT

RELAPSE

SECOND LINE
TREATMENT

FOLLOW-UP

PERSPECTIVES

General considerations

* When progression is suspected, biopsy is highly recommended;

* Localized symptomatic: ISRT (2 x 2 Gys);

e Early systemic relapse: non cross-resistant regimen;

* Systemic low tumor burden relapse: rituximab monotherapy;

* Rituximab if relapse later than 6-12 months;

e Obinutuzumab if early relapse (< 6 months);
e ASCT if remission duration < 24 months (« POD 24 »);

* «R*»: option for later relapse;
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Augment study?®: rituximab-lenalidomide versus rituximab

1.0
09
i
'g g 0.8 1
E 9 074
" R?
£4 259 Median (95% Cl) = 39.4 (22.9 - NE)
§§ 0.5- ———_
g;. 0.4 1
E3 0.3-
P w
= E 0.2+ Rituximab + Placebo
014 P<00001 Median (95% CI) = 14.1 (11.4 - 16.7)
00 HR(98%Cl)=046(0.34-062)
. 1 1 I 1 I | I 1 1
0 6 12 18 24 30 36 42 48

Months from Randomization

Number of Patients at Risk
Rz 178 148 124 91 59 39 20 T 0
Rituximab + Placebo 180 132 92 58 40 26 10 4 0

Leonard JP JCO 2019
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General considerations

* When progression is suspected, biopsy is highly recommended;

* Localized symptomatic: ISRT (2 x 2 Gys);

e Early systemic relapse: non cross-resistant regimen;

* Systemic low tumor burden relapse: rituximab monotherapy;

* Rituximab if relapse later than 6-12 months;

e Obinutuzumab if early relapse (< 6 months);
* ASCT if remission duration < 24 months (« POD 24 »);

* «R%»: option for later relapse;

» Selected young fit patients with later relapse after ASCT: alloSCT?




FIRST LINE

BHS | | INTRODUCTION || WORK-UP || PROGNOSIS TREATMENT

RELAPSE

SECOND LINE
TREATMENT

FOLLOW-UP || PERSPECTIVES

Allogenic stem cells transplantation

Allogeneic SCT can be curative, but should only be
proposed to relapsed fit and motivated patients, due to
the high incidence of severe side effects and mortality.

s o
N @

o
@

Cumulative Proportion Surviving
» & B . .
- o - o> w

Patients still alive :

4 years after !
allotranspiant are '
cured (plateau)
Allcgenaic
Ay
Half of patients .
die early from the Auciogous '
consequences of |
allotransplant !
2; 4‘0 &0 :0 100 120 140
Monihs aMer Transplantation

ESMO essential for clinicians 2015
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In practice (1)

= Check

for histological
transformation

Patient non previously exposed to
immunochemotherapy

/

High tumor burden
Early progression
Fit patient

U

Immuno-chemotherapy
R/O Benda or R-CHOP
R2 ?

Low tumor burden
Late relapses
Frail patient

v

b

WEaW
Rituximab single agent
Radiation therapy

.

See next slide

Repeat previous therapy ?
New agents ?

If yes, see appropriate

management of patients with
histological transformation

e e e — — — — — — — — — —

G. SALLES ASH 2020
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In practice (2)

for histological
transformation

= Check

Patient previously exposed to
immunochemotherapy

'

Previously received

|
Previously received

If yes, see appropriate

management of patients with
histological transformation

Bendamustine/CVP CHOP/CVP
Low tumor burden
u or late relapse
or frail patient
R-CHOP ? Consider
Repeat O/R-Benda? R-Len (R2) 0/R-Benda g
[ ‘ If early relapse.. . T T e _— Watchful waiting
consider ASCT consolidation (/’ ( If not used in first line, 'Ri¢‘uximab single agent
~. | consider anti-CD20 maintenance S  R2
Ny " -1~ Radiation therapy
. ] r=====9 P T 1
PI3k Tazemetostat R?2 if not Clinical trial | | Alternative I I ASCT? |
inhibitors EZH2mut: higher ORR | |previously used +++ I R-chemo : j Allotransplant 22 |
b o o o ) me - 4

G. SALLES ASH 2020
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Guidelines of the Belgian Hematological

Society for newly diagnosed and FOLLOW-UP

relapsed follicular lymphoma anno 2019

M. Clauwaert, MD*1V. Galle, MD*'2, M. Maerevoet, MD3, A. Janssens, MD, PhD*, K. Saevels, MD®,
S. Snauwaert, MD, PhD¢, C. Springael, MD3, V. Van Hende, MDY, G. Verhoef, MD, PhD*, F. Offner, MD, PhD!

v

m e ANNALS ¢
TTTTTTTTTTT
ONCOLOGY

Newly diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up'*

M. Dreylingl, M. Ghielmini?, S. Rule®, G. Salles™®, M. Ladetto®, S. H. Tonino’, K. Herfarth®, J. F. Seymour® & M. Jerkeman®’,
on behalf of the ESMO Guidelines Committee”

v

History, physical examination and blood examination: every

six months. This is based on expert opinion since there is

lack of evidence. 19!

Medical imaging: only when clinically indicated. The routine

use of PET/CT is not recommended."

e Minimal adequate radiological or other examinations
every 6 months for 2 years and optionally annually up
to 5 years. Regular CT scans are not mandatory outside
of clinical trials, and PET-CT should not be used for surveil-
lance [V, D].
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New agents 1. MONOCONAL ANTIBODIES

-New anti-CD20 (ofatumumab...)
-Antibody drug conjugates
-Bi-specific Abs (epcoritumab)

2. KINASE INHIBITORS
- Idelalisib, copalinisib,
- Ibrutinib

3. IMPROVING RITUXIMAB EFFICACY WITH OTHERS DRUGS
- Imids,
-><PD1

4. NEW TARGETED AGENTS
-Venetoclax
-Tamezetostat

5. CAR-T cells
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Axicabtagene ciloleucel in relapsed or refractory indolent non-Hodgkin
lymphoma (ZUMA-5): a single-arm, multicentre, phase 2 trial

R/R FL (Grade 1 — 3a) or MZL
> 2 Prior lines (with rituximab & alkylatingagent)

Caron A Jacobson, MD 2 « Julio C Chavez, MD « Alison R Sehgal, MD « Basem M William, MD « Javier Munoz, MD &
Prof Gilles Salles, MD « Pashna N Munshi, MD e Carla Casulo, MD « Prof David G Maloney, MD e Sven de Vos, MD «

Ran Reshef, MD e« Lori A Leslie, MD « Prof Ibrahim Yakoub-Agha, MD e Olalekan O Oluwole, MD o

Prof Henry Chi Hang Fung, MD « Joseph Rosenblatt, MD « John M Rossi, MS « Lovely Goyal, PhD « Vicki Plaks; PhD. s

Yin Yang, MD « Remus Vezan, MD « Mauro P Avanzi, MD e Prof Sattva S Neelapu, MD « Show less

Progression-Free Survival*

1009~ e T e Patients with follicular lymphoma
’ f\’ — Patients with marginal zone lymphoma
- ‘ _\-‘h All patients
Z 80 R
= | >
$ - R - e ++
§ 60 + e +
g
‘3 40~ L -
£
§. Patients with follicular  Patientswithmarginal Al patients
& 204 lymphoma (n=86) zone lymphoma (n=23)  (n=109)
Median progression-free survival (95% CI), months  NR (235-NE) 120 (91-NE) NR (23.5-NE)
G T T T T Ll T T T ' T T T T ' T L]
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Number at risk
(number censored)
Patientswith follicular ymphoma  86(0) 82(2) 73(3) 68(4) 64(6) 61(8) 59(8) 54(9) 49(12) 40(21) 24(36) 24(36) 12(47) 0(59)
Patientswithmarginal  23(0) 19(3) 16(4) 15(5) 11(8) 9(8) 7(8) 6(8) 3(1) 3(11) 0(19)
zone lymphoma
Allpatients 109(0) 101(5) 89(7) 83(9) 75(14) 70(16) 66(16) 60(17) 52(23) 43(32) 24(50) 24(50) 12(61) 0(F73)
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1. Despite progress in understanding FL biology, clinical features
still guide treatment decision
2. For asymptomatic low tumor burden, watch and wait still valid in
2023 & the clinical benefit of prolonged rituximab treatment in
asymptomatic FL patients is not established;
3. For high tumor burden: R-Chemo is the backbone & has
improved overall survival.
— R maintenance prolongs PFS
— Obinutuzumab-chemo prolongs PFS but add toxicity
4. ASCT, R? or G/R-chemo are options in relapse
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Thank you for your attention




	Slide 1: Follicular Lymphoma
	Slide 2: FOLLOW-UP
	Slide 3: FOLLOW-UP
	Slide 4: FOLLOW-UP
	Slide 5: FOLLOW-UP
	Slide 6: FOLLOW-UP
	Slide 7: FOLLOW-UP
	Slide 8: FOLLOW-UP
	Slide 9: FOLLOW-UP
	Slide 10: FOLLOW-UP
	Slide 11: FOLLOW-UP
	Slide 12: FOLLOW-UP
	Slide 13: FOLLOW-UP
	Slide 14: FOLLOW-UP
	Slide 15: FOLLOW-UP
	Slide 16: FOLLOW-UP
	Slide 17: FOLLOW-UP
	Slide 18: FOLLOW-UP
	Slide 19: FOLLOW-UP
	Slide 20: FOLLOW-UP
	Slide 21: FOLLOW-UP
	Slide 22: FOLLOW-UP
	Slide 23: FOLLOW-UP
	Slide 24: FOLLOW-UP
	Slide 25: FOLLOW-UP
	Slide 26: FOLLOW-UP
	Slide 27: FOLLOW-UP
	Slide 28: FOLLOW-UP
	Slide 29: FOLLOW-UP
	Slide 30: FOLLOW-UP
	Slide 31: FOLLOW-UP
	Slide 32: FOLLOW-UP
	Slide 33: FOLLOW-UP
	Slide 34: FOLLOW-UP
	Slide 35: FOLLOW-UP
	Slide 36: FOLLOW-UP
	Slide 37: FOLLOW-UP
	Slide 38: FOLLOW-UP
	Slide 39: FOLLOW-UP
	Slide 40: FOLLOW-UP
	Slide 41: FOLLOW-UP
	Slide 42: FOLLOW-UP
	Slide 43: FOLLOW-UP
	Slide 44: FOLLOW-UP
	Slide 45: FOLLOW-UP
	Slide 46: FOLLOW-UP

