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LINFOMA FOLLICOLARE
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Linfoma follicolare: il paradigma di linfoma indolente.
Malattia a lenta crescita, solo raramente caratterizzata da sintomi sistemici.
Elevati tassi di risposta alla terapia standard di prima linea

(chemioimmunoterapia) con tuttavia tendenza alla ricaduta o alla
trasformazione.

Stadio (estensione di malattia limitata/diffusa): determina [I'approccio
Iniziale al paziente (tipo di trattamento/quando trattare).

Malattia sintomatica (taglia di malattia o tumor burden): aspetto su cui
si basa la decisione terapeutica (watch and wait / inizio di una
chemioimmunoterapia).
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ELEMENTI DECISIONALI: APPROCCIO DI PRIMA LINEA
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Asymptomatic cases: Mild symptoms: High tumour burden:
Watch and wait Non-chemotherapy Cherrmmmunntr_mr apy
treatment R-bendamustine

Rituximab R-CHOP
Radioimmunotherapy R-CvP
Consider
rituximab maintenance
(or radioimmunntherapy)

Dreyling M. Ann Oncol, 2016; 27(S5): v83-v90
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Parameter Adverse factor RR 95% ClI
Age =60y 238 204-278
Ann Arbor stage HI-1v 2.00 1.56-2.58
Hemoglobin level < 120 g/L 1.55 1.30-1.88
Serum LDH level = ULN 1.50 127177
Number of nodal sites =>4 1.39 1.18-164

Number Distribution
of of 5-year OS, 10-year OS,

Risk group factors® patients, % % (SE) % (SE) RR 95% CI
Low 0-1 36 906 (1.2) 707 (2.7) 1.0 NA
Intermediate 2 37 776 (1.6) 509 (2.7) 23 1928
High =3 27 E2E (230 355(28) 43 3553
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Time (months)
No. of Events
Low a 12 25 29 46 60 83 95 106 113 125
Intermediate 19 49 79 118 150 192 225 247 255 261
High 54 100 152 202 229 245 260 268 274 278
No. at Risk
Low 641 629 616 612 595 581 450 337 241 157 93
Intermediate 670 651 621 591 552 519 385 263 178 108 68
High 484 430 375 332 282 255 193 139 98 56 33

Solal-Céligny P. Blood, 2004; 104: 1258-1265
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FLIPI2
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S 0240 168 (20%] 3 0.2+
o 12 444(53%) o
35 220 (27%) Log-rank 64.6 P < .0001 Log-rank 49.9 P< .0001
PFS 1 T T 1 T T T T T T OS T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
Cutcome and Relative Risk of Progression According to Risk Group as Defined by FLIPIZ (N = 832]
PFS
3Year E-Year
Risk Group Mo. of Factors Patients (%) % SE % SE HR 95% Cl
Low 0 20 90.9 24 795 E.0 1.00 =
Intermediate 12 53 69.3 24 51.2 57 3.19 2.00105.15
High 35 27 51.3 37 18.8 13 576 35310 9.40
High v intermediate 1.81 14010 2.33

Federico M. J Clin Oncol, 2009; 27: 4555-4562
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TERAPIA DI PRIMA LINEA (stadio iniziale)
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Friedberg JW. J Clin Oncol, 2012; 30: 3368-3375
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TERAPIA DI PRIMA LINEA (stadi avanzati)

STAGE INITIAL MANAGEMENT
Clinical
* H&P and labs every 3-6 mo for 5 y and . ’
then annually or as clinically indicated Proam*s*swe
No Observe 5 il o : disease
Indiu‘in“s fnr treatment: inditatiﬁn {tatﬂgﬁl‘y 1} i ﬂr;:nl ;:Feﬁ;mgén.rgscan whh Pt e L transfﬂrmatlﬂrl
» Candidate for clinical trial no more i‘han every 6 mo
F: ?:m:;:“‘; o +>2 y: CT scan no more than annually
* Threatened end-organ
Stage — | function
i, v * Cytopenia secondary to \
lymphoma
k E:ruI:y disease See Suggested Regimans
« Staad . & or
on s Indication___ EE::;H Clinical trial
present Pt or
Local ISRT (4-30 Gy) (palliation of

locally symptomatic disease)

Tumor burden dictates
the initial strategy
of management
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Time to start of new treatment
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Mo new treatrment (%)
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Rituximab induction vswatch andwait

— Watch and wait
—— Rituximab induction
— Maintenance rituximab

DECISIONI TERAPEUTICHE (ridotta taglia di malattia)

Progression-free survival (%)

Progression-free survival

100+ Rituximab versus a watch-and-wait approach in patients
with advanced-stage, asymptomatic, non-bulky follicular
75 lymphoma: an open-label randomised phase 3 trial
50

Rituximab induction vs watch and wait

25+ 25+
HR 035 {95% €1 0-22-0-58); log-rank p<0-0001 HR 0-55 (95% C10-37-0-83); log-rank p=0-0034
Maintenance rituximab vs riteximab induction Maintenanace rituximab vs rituximab induction
HR 075 (95% €1 0-41-1-34); log-rank p=0-33 HR0.53 (95% C10-32-0-87); lag-rank p=0.011
0 [a]
0 1 3 3 3 ; 6 1 2 3 1 ; 3 7

Overall sureival

Time to histolegical transformation
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2 504 £ 50+
E T
2 z
25 Rituximab induction vswatchandwait E 25| Rituximab induction vswatch and wait
HR 1.04 (95% €1 0-39-2-80); log-rank p=0-93 = HR 0-34 (95% C10-11-1-06); log-rank p=0-052
Maintenance rituirmab vs rituximab induction 2 Maintenanace rituximab vs rituximab induction
HR 112 (95% CI 0-43-2-90); log- rank p=0.82 HR 147 (95% C10-42-5.22); log-rank p=0-55
0 [a]
0 1 3 3 3 5 6 1 i 3 1 ; 3 7
Years from randomisation Years from randomisation Ardeshna KM. Lancet Oncol, 2014; 15: 424-435
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DECISIONI TERAPEUTICHE (elevata taglia di malattia)
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R-CVP 168 136 119 ah 74 A1 36 23 13 B 1 R-CWP 168 1684 136 108 g5 GO 41 27 14 5] 1
R-CHOP 165 147 137 120 83 [l 47 32 19 12 B R-CHOP 165 157 147 128 g9 70 51 36 22 14 G
B-FM 171 160 139 120 a5 63 =10 32 20 12 4 R-FM 171 162 1581 130 11 73 15 36 23 14 5

Federico M. J Clin Oncol, 2013; 31: 1506-1513
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DECISIONI TERAPEUTICHE (elevata taglia di malattia)

Bendamustine plus rituximab versus CHOP plus rituximab
as first-line treatment for patients with indolent and Randomized trial of bendamustine-rituximab or R-CHOP/R-CVP in
. first-line treatment of indolent NHL. or MCL: the BRIGHT study
mantle-cell ymphomas: an open-label, multicentre,
randomised, phase 3 non-inferiority trial
1.0 100

Median (IQR; months)
= BR: not reached (22.1 to not yet reached)
0.8 —— R-CHOP: 40.9 (15.2 to not yet reached)
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Rummel MJ. Lancet, 2013; 381: 1203-1210 Flinn IW. Blood, 2014; 123: 2944-2952
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MANTENIMENTO CON RITUXIMAB

1.0 A

0.9 ~ R-maintenance

¥

10-year PFS

estimates

0.8
»n 0.7- Median 10.5 years
a :
* 0.6
§‘ 05— Observation
E
‘g Ll Median 4.1 years
& 03—
0.2
044 p < 0.0001
’ HR 0.61 (95% Cl 0.52-0.73)
0 | T
0o 1 2 3 4 5 6 7 8 9 10
Years
No. left
Observation 513 415 336 290 251 217 200 155 147 122 41
Rituximab 505 445 406 372 333 309 284 231 208 170 67
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OS at 10 years (from randomization)

S Observation 80%
09+
08 )
2 g7 R-maintenance 80%
g 06—
3 0.5
a 04 10-year OS
8 03 estimates
0.2- Log-rank, p = 0.795
0.1~ HR 1.04(95% CI0.77-1 A40)
0 | 1 T x | | T 1 1
0 1 2 3 4 ] G 7 8 9 10 N 12
A Time (years)
11 12 No. left
Observation 513 501 485 472 460 440 412 319 297 256 N 8 0
Rituximab 505 492 480 464 449 432 407 341 313 261 107 8 0
1 0
4 0

Salles G. Lancet, 2011; 377: 42-51 — Updated ASH 2017
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SIGNIFICATO DELLA PROGRESSIONE PRECOCE

« 20-30% dei pazienti con linfoma follicolare mostra una progressione di
malattia entro 24 mesi dalla terapia di induzione o di mantenimento.
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O == Early POD

Reference
0 12 24 36 48 60 72 84 96
Time From Risk-Defining Events (months)

No. at risk
EarlyPOD 110 82 66 56 50 42 32 14 3
Reference 420 408 387 363 344 253 145 34 0

Casulo C. J Clin Oncol, 2015; 33: 2516-2522
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LINFOMI DELLA ZONA MARGINALE
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CLASSIFICAZIONE CLINICA

Nodal MZL
Peripheral lymph-node
involvement

Leukaemic MZL
Bone-marrow
involvement
Blood involvement

Disseminated MZL
Involvement of:
Peripheral lymph nodes
Bone marrow

Blood extranodal sites
(some cases)

| olvement of spleen
Bone marrow (some case
Blood (some cases)
Hilar splenic lymph node:
me cases)

(some cases)

MALT lymphoma
Involvement of
extranodal sites

Thieblemont C. Lancet Oncol, 2003; 4: 95-103
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= 2020

LINFOMA MALT GASTRICO

PROGETTO EMATOLOGIA - ROMAGNA Faenza, 19 settembre 2020



2020

LINFOMA MALT DELLA CONGIUNTIVA
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LINFOMA MALT CUTANEO
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2020

LINFOMA MALT AD INSORGENZA BRONCHIALE

Zinzani PL. Clin Lymphoma Myeloma Leuk, 2007; 7: 566-572
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2020

LINFOMA MARGINALE SPLENICO
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LINFOCITI VILLOSI

Splenic B cell lymphoma with circulating villous
lymphocytes: differential diagnosis of B cell
leukaemias with large spleens

J VMELO,* UHEGDE,t APARREIRA* [ THOMPSON,} I A LAMPERT.,}
D CATOVSKY*

Melo JV. J Clin Pathol, 1987; 40: 642-651
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LINFOMA MARGINALE NODALE
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TERAPIA DI PRIMA LINEA (stadi avanzati)

STAGE INITIAL MANAGEMENT
Clinical
* H&P and labs every 3-6 mo for 5 y and . ’
then annually or as clinically indicated Proam*s*swe
No Observe 5 il o : disease
Indiu‘in“s fnr treatment: inditatiﬁn {tatﬂgﬁl‘y 1} i ﬂr;:nl ;:Feﬁ;mgén.rgscan whh Pt e L transfﬂrmatlﬂrl
» Candidate for clinical trial no more i‘han every 6 mo
F: ?:m:;:“‘; o +>2 y: CT scan no more than annually
* Threatened end-organ
Stage — | function
i, v * Cytopenia secondary to \
lymphoma
k E:ruI:y disease See Suggested Regimans
« Staad . & or
on s Indication___ EE::;H Clinical trial
present Pt or
Local ISRT (4-30 Gy) (palliation of

locally symptomatic disease)

Tumor burden dictates
the initial strategy
of management
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TERAPIA DI PRIMA LINEA (stadi avanzati)

Terapie convenzionali Nuove strateqgie

Chemioimmunoterapia + mantenimento .
— Rituximab + CHOP

— Rituximab + CVP

— Rituximab + bendamustina

Chemioimmunoterapia + mantenimento
—  Obinutuzumab + CHOP

—  Obinutuzumab + CVP

—  Obinutuzumab + bendamustina

 Farmaci immunomodulanti
— Rituximab + lenalidomide (R?)
—  Obinutuzumab + lenalidomide
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TERAPIA DI PRIMA LINEA (stadi avanzati)

Terapie convenzionali Nuove strateqgie

Chemioimmunoterapia + mantenimento .

— Rituximab + CHOP
— Rituximab + CVP
— Rituximab + bendamustina

Chemioimmunoterapia + mantenimento
— Obinutuzumab + CHOP

— Obinutuzumab + CVP

— Obinutuzumab + bendamustina

 Farmaci immunomodulanti
— Rituximab + lenalidomide (R?)
— Obinutuzumab + lenalidomide
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First-line

iNHL

CD20- —>
positive

Randomize
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OBINUTUZUMAB-CHEMIOTERAPIA (1)

Obinutuzumab for the First-Line Treatment
of Follicular Lymphoma

Induction Maintenance FU 5 years
G+ CHOP,CVP,

R + CHOP, CVP R-maintenance
or bendamustine g2mo X 2 years

MRD assessments during
maintenance and FU

Marcus R. N Engl J Med, 2017; 377: 1331-1344
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OBINUTUZUMAB-CHEMIOTERAPIA (2)

TYPE | BINDING Ti TYPE Il BINDING

qén““f Qt‘ g ‘g

b %J k N ) k-ﬁ»

\»||'1‘ ]l )'L)‘ tH j
\\ Q\*% “ “\ \\)S i\’){i\i\ M\ﬁ //////}, /U////J//} ////) }//J/} M//////}//
CD20 clustering, optimal //,

Fc presentation for effectors Actin signaling, homotypic adhesion
Potent CDC Lysosomal cell death

« Tipo I: legame con tetrameri adiacenti di antigene CD20 occupando tutti i siti disponibili;
ridistribuzione del CD20 in lipid rafts; orientamento ottimale per attivazione del complemento
tramite la via classica (C1q).

 Tipo II: legame allinterno dello stesso tetramero di antigene CD20; minore quota di anticorpo
legato (half-maximal binding capacity); riarrangiamento di molecole di actina, attivazione di
catepsine lisosomiali, generazione di radicali liberi dell’ossigeno (morte cellulare non-apoptotica).

Cragg MS. Blood, 2011; 118: 219-220
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Table 1. Demographic and Disease Characteristics of the Pati

at Baseline {1 "

to-Treat Population).

Characteristic

Age —yr
Median
Range

Weight — kg
Median
Range

Body-surface area — m?
Median
Range

hale sex — no. (36)

Ann Arbor stage at diagnosis— no. (%)

Iissing data
FLIPI risk status — no. (%)
Low risk
Intermeadiata risk
High risk
B symptoms — nojtotal no. (34

Bone marrow imvohiemant — no. ftotal no. (%)

Extranodal involvement — nio. (36)

Bulkdisease — no.jtotal no. (%)

Tirme from initial diagnosis to randomization — mo

edian
Range
Chemetherapy regimen — no. (%6)
Bendamustine
CHOP
ovp

Cbinutuzumab Group

(N=601)

26-88

75.0
35.3-155.0

K
1226
283 (47.1)

10(17)
41(63)
208 (34.6)
339 (56.4)

3(0.5)

128 (21.3)
224 (37.3)
249 (41.4)
2017601 (33.4)
318/592 (53.7)
392 (65.2)
2557600 (42.5)

15
0.1-121.6

345 (57.4)
195 (32.4)
£1(10.1)

Rituximab Group
(N=601)

74.0
32.4-158.0

1.8
1128
280 (46.6)

2(L3)
44 (7.3)
209 (34.5)
336 (55.9)
4(0.7)

125 (20.8)
223 (37.1)
253 (42.1)
206/600 (14.3)
295538 (49.3)
396 (£5.9)
2717600 (45.2)

14
0.0-163.1

341 (56.7)
203 {33.8)
57 (3.5)

Progression-free Survival

Patients with Progression-free
Survival (%)

No. at Risk
Obinutuzumab-based chemotherapy
Rituximab-based chemotherapy

1004
501 Obinutuzumab-based chemotherapy
30+
704
604
50 Rituximab-based chemotherapy
40
304
Hazard ratio for progression, relapse, or death, 0.66 (95% Cl, 0.51-0.85)
204
P=0.001
104
0 T T T T T T T T 1
0 & 12 13 24 30 36 42 43 54
Meonths
401 570 536 502 405 278 168 75 13 0
01 562 505 463 378 266 160 68 10 0

COwerall Survival

Patients Who Survived (%3]

No. at Risk
Obinutuzumab-based chemotherapy
Rituximab-based chemotherapy

100 —Hi-H-HH-Hay Obinutuzumab-based chematherapy
304
50 Rituximab-based chemotherapy
70+
60
504
40
304
20 Hazard ratio for death, 0.75 (35% CI, 0.49-1.17)
P=021
104
a T T T T T T T T T 1
Y] 5] 12 18 24 30 EL 42 43 54 =]
Months
501 584 573 563 4% 416 271 161 55 0 o
601 588 566 549 527 395 265 160 58 2 0
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OBINUTUZUMAB-CHEMIOTERAPIA (4)

n-unTmoe U-Cneime
(N = 601) (N = 601)
Total 1yr 1-yr Hazard Interaction
N N Events KM rate N Events KM rate Favors G-chemo Favors R-chemo ratio (95% CI) p value
i

Al paients 1202 601 144 80.738 801 101 93930 = = 0688 (0.51-0.85)
FLIPI 014

ELIP low 253 125 18 9300 123 22 94357 . S | 117 (083 210)

FLIPI intermediate 447 223 Ll 90.178 224 3 96248 —e+— 0.50 (0.37-0.82)

FLIPI high 502 253 77 87.785 240 48 01.6862 —e— 0.58 (0.41-0384)
Chemotherapy regimen 067

CHOP 308 203 48 23841 1085 35 93.638 —t+o— 0.77 (0.50-1.20)

CvP 118 57 20 78.083 61 16 25.000 k i 0.63 (0.32-1.21)

Bendamustine 686 341 78 80.021 345 50 83028 0.61 (0.43-0.886)
Geographic region o.es

Asia 185 a3 22 93 040 02 n 84212 e 0.48 (0.22-0.95)

Eastern Europe 157 78 21 85041 78 15 02.137 k i 0.71 (0.36-1.37)

North Amenica 152 77 20 92.008 75 15 85730 I { 0.77 (0.38-1.50)

Other 128 66 13 92.188 62 5 98.305 b { 0.40 (0.14-1.12)

Western Europe 580 286 88 88.621 204 55 83.007 —— 0.73 (0.51-1.04)

| LA ] 1 L] T F 7Ty 1 L] L] T VT Ty 1 §
0.05 0.1 0.2 05 1 2 5 10 20

Marcus R. N Engl J Med, 2017; 377: 1331-1344
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OBINUTUZUMAB-CHEMIOTERAPIA (5)

Number of days from cycle 1, Day 1
100 200 300 400 &S00 600 700 8OO QOO 1000 1100 1200 1300 1400 1500

Total Infections

GB
N=337 19(66%) 9(27%) |wolo— —Blo oo —ww—wo—0 -—2 - -

RB  16(44%) 2(06%) ——e—ee 3 - .o .
N=338

G-CHOP
—- - -
N=191 J(1.6%) 1(0.5%)
R-CHOP
- ——. - -
nezoy 420
G-CVP
1(1.6%) -

N=61 { )
R-CVP -

N=56 1(1.8%)

Induction Malntenance Foliow-up
& infectons andinfestabons @ Gengrzldisorders and 8 Cardiac disorgers & Gastrortestinal disorders
adminisiration site conditions
# Neoglasms benign, ® Nervous systemdisorders  # Respiratory, tharadic, and Metadolism and nutrtion
malignart and una pecfied medigstingd disorders disorders

Marcus R. N Engl J Med, 2017; 377: 1331-1344
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RITUXIMAB-LENALIDOMIDE

Rituximab plus Lenalidomide in Advanced
Untreated Follicular Lymphoma

0.24 Hazard ratio for progression or death,

1.10 (95% Cl, 0.85-1.43)

0-19 p-o.48

0.0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66

©

2

2 N

3 084 Rituximab—
$ o chemotherapy ~ R-CHOP, R-Benda, R-CVP
s

& 06 L
@

i} .

En 0.5 Rituximab—
a 0.4+ lenalidomide
e

= group

2 0.3

E

[»:]

D

g

o

Months since Randomization

No. at Risk

Rituximab—lena- 513 435 409 393 364 282 174 107 49 13 0
lidomide group

Rituximab—chemo- 517 474 446 417 387 287 175 109 51 14 1 0
therapy group

Morschhauser F. N Engl J Med, 2018; 379: 934-947
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END-OF-

OPTIONAL

TREATMENT EXTENDED

RESPONSE"

CRor s therapy

PR

Consider
PET/CT
(preferred)
or C/AIP
CT scan
with
contrast

THERAPY

Consolidation
or extended

—

or
Observe

NR — Rebiopsy

TERAPIA NEL PAZIENTE RICADUTO-REFRATTARIO

SECOND-LINE AND

FOLLOW-UP

Clinical

* H&P and labs every
3-6 mo for 5y and
then annually or as
clinically indicated

Surveillance imaging

*Upto 2y post
completion of
treatment: C/A/P CT
scan with contrast
no more than every
6 mo

*>2y:CT scanno

more than annually

-

SUBSEQUENT
THERAPY
* Progressive
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* Threatened end- Suggested
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lymphoma Clinical trial
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» | * Steady present Syt Local RT
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TERAPIA NEL PAZIENTE RICADUTO-REFRATTARIO

Terapie convenzionall Nuove strateqgie
 Rituximab + mantenimento * P|3K 'mb!ton
— idelalisib
« Chemioimmunoterapia + mantenimento — copanlisib
— duvelisib

 Obinutuzumab + bendamustina .. .
« Farmaci immunomodulanti

- Radioimmunoterapia — Rituximab + lenalidomide (R?)

» Trials clinici con nuovi farmaci

« Radioterapia o I
— Radioimmunoconiugati

« Trapianto autologo - Tazemetostat
— Linfociti T-CAR
« Trapianto allogenico —  Anticorpi bispecifici

— Anticorpi anti-eat me
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Characteristic Patlents
(N=72)
Median (range) age, y 62 (33-84)
Men, n. (%) 39 (54.2)
White, n. (%) 64 (88.9)
FL grade, n. (%)
1 21 (20.2)
2 39 (54.2)
Ja 12 (16.7)
Disease burden, n. (%)
Stage Ill or IV 60 (83.3)
Elevated LDH 21(20.2)
Bulky disease? 16 (22.2)
FLIPI risk score at baseline, n. (%)
Low 15 (20.8)
Intermediate 18 (25.0)
High 39 (54.2)
ECOG, n. (%)
0 31 (43.1)
1 35 (48.6)
2 6 (8.3)
Baseline cytopenia, n. (%)*
Neutropenia 8 (1L1)
Anemia 8 (1L1)
Thrombocytopenia 5 (6.9)

Characteristic
(N=72)

IDELALISIB (1)

Patlents

IMedian (range) lines of prior therapy, n. 4(2-12)
Prior therapy.n. (1) -
| Rituximab 72 (100)
Alkvlating agents 72 (100)
Bendamustine 50 (69.4)
Anthracycline 51 (70.8)
Purine analog 17 (23.6)
Autologous stem-cell transplantation 12 (16.7)
Prior therapy to which disease was refractory, n. (%)"
Rituximab 72 (100)
Bendamustine and rituximab 33 (45.8)
Bendamustine 32 (444)
R-CHOP 27 (37.5)
R-CVP 16 (22.2)
Disease refractory to =2 regimens 57 (79.2)
Disease refractory to most recent regimen 62 (86.1)
Treatment disposition at time of data cutoff, n. (%)
Ongoing 7(9.7)
X e
PD 38 (52.8)
AE 15 (20.8)
TIVESTIgAtor TeqUesty T0)
Death 5(6.9)
Withdrew consent 3(42)
Received antibiotic prophylaxis 10 (13.9)

Salles G. Haematologica, 2017; 102: e156-e159
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IDELALISIB (2)

100

[ Patients with baseline and follow-up measurements (n=70)
[ Patients with baseline but no follow-up measurements (n=2)

7% - -

50

Best % Change in SPD

ORR 55,6% -50 =
CR 13,9% s B 1111}

PR 41,7% ) il
SD 31,9% 100 —u

Patient

Salles G. Haematologica, 2017; 102: e156-e159
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Probability of progression-free survival (%
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Probability of progression-free survival (%)
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IDELALISIB (3)
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Salles G. Haematologica, 2017; 102: e156-e159




% progression-free

—L_PD =12 —L_ PD=12-24
Median PFS (mo) 8.0(3.9, 27.0) 13.6-(3.7,19.3)

HR (95%Cl) 1.09 (0.46, 2.60)

P value 0.8392

12 16 20 24 28
Time (months)

—L_PD<12 -l PD>12-24
Median OS (mo) NR(NR,NR)  NR-(16.6, NR)

HR (85%Cl) 0.85 (0.19, 3.79)
P value 0.8275

% surviving

16 20 24 28 32 36 40
Time (months)
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% change in SPD

IDELALISIB (4)

W PD<12
M PD >12-24

Gopal AK. Blood, 2017; 129: 3037-3039




COPANLISIB (1)

Tumor, No. (%)

Best Response FL (n = 104) MZL (n = 23) SLLin=8) LPL/WWM (n = 6) Total (N = 142)*
Complete response 15 (14) 219 0 0 17 (12)
Partial response 45 (44) 14 (61] 6 (75] 1117 67 (47)
Stable disease 35 (34)7 4 (17) 1013) 3 (60 43 (30)7
Progressive disease 212 0 1(13) 0 312
Not evaluable 0 1 (4] 0 0 T{=1)
Mot availahle® G (6) 29 0 2133) 11 (8)
Objective response rate 61 (59) 16 (70) 6 (75) 1017) 84 (59)

95% CI§ 49 to 68 47 to 87 35 to 97 0.4to 64 b1 to 67
Disease control rate| 91 (88 20 (87) 7 (88] 4 (67) 122 (86}
95% CI§ 80 to 93 66 to 97 47 to 100 22 to0 96 791091

Abbreviations: FL, follicular lymphoma; LPLAWM, lymphoplasmacytoid lymphoma/Waldenstrom macroglobulinemia; MZL, marginal zone lymphoma; SLL, small

lymphocytic lymphoma.

*One patient with diffuse large B-cell lymphoma was included because the initial investigator assessment was indolent non-Hodgkin lymphoma, which was later
confirmed by the investigator and central pathology review to be diffuse large B-cell lymphoma.

TIncludes one patient with unconfirmed early stable disease (stable disease was assessed < 7 weeks after start of treatment).

#0f the full analysis set of 142 patients, data for 11 [8%) were nat available for the analysis of the pimary efficacy variable (objective response rate).

§95% Cls by exact hinomial calculation.
[|One patient with unconfirmed stable disease and four with stable disease or partial response recorded = 35 days from the last treatment were excluded from the

calculation.

Dreyling M. J Clin Oncol, 2017; 35: 3898-3905
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COPANLISIB (2)

1.0 © Censored
. 09-
Z 08
3 07
S 0.6
5 05+
T 0.4 "
= 3
g 03+ n =142
® 027 Median PFS (range);  12.5 months (0.03-44.2);

0.1 95% Cl 5.5-276

0.0 T | T T T T | |

0 6 12 18 24 30 36 42 48
Months
_2_5
E
[}
0
[=]
S
T 0.
S 034 n =142
® 02 7] Median OS (range);  42.6 months (0.2-49.9);
’ 95% CI 17.8-censored
0.0 T T T T T 1 T T |
0 6 12 18 24 30 36 42 48 54

Months

Dreyling M. Am J Hematol, 2019; in press
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COPANLISIB (3)
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Median DoR (range); 95% CI

CR + PR (n = 86) 14.1 months (0.03-42.5); 5.5-28.1 ~ o CR+PR
CR (n = 24) 26.0 months (1.9-34.5); 14.9-34.4 = o
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Dreyling M. Am J Hematol, 2019; in press
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COPANLISIB (5)

Hyperglycemia Diarrhea Hypertension Neutropenia Pyrexia Fatigue
60 — m Grade 1
m Grade 2
50 — W Grade 3
m Grade 4
40 —

Patients (%)
(]
o
]

n
o
|

10

Total <6 6-12 =12 Total <6 6-12 >12 Total <6 6-12 >12 Total <6 6-12 =12 Total <6 6-12 =12 Total <6 6-12 >12
Time interval (months)

Dreyling M. Am J Hematol, 2019; in press
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DUVELISIB (1)

Phase 2, Single arm, n=129

Accrual Complete; __ Treatment until
Analysis as of DUVglISItP 25 m? BID pragressfon or
April 2016 oninuous
P y unacceptable
(last pt enrolled toxici
+ 6 mo.) oxicity
100 M Follicular lymphema
B Marginal zone B-cell lymphoma
80 W Small lymphocytic lymphoma
2
» % 60
E w
S @
g a 40
— E
=]
T = 20
2a
@ =
-
s &
B2 20
Sz
— >4
g E 40 ooo-.... oo
O &  fesss==mssssssssssss-s====- Tt teseries
“E 604 00..."._“
@ e e,
= AR S
-80 { =cR --..,_,.,,..“.
+ PR Steeel,
~100 - * SD | NOTE. Six patients who had = 50% reduction in the target lesion did not meet the IRC's assessment ‘e,
« PD _| for response per IWG criteria because of extranodal disease and/or new lesions. *

Patients

Flinn IW. J Clin Oncol, 2019; 37: 912-922
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Response by

Response by

Response by

DUVELISIB (2)

Response by

IRC, Investigator, IRC, Investigator,
Efficacy No. (%) No. (%) Efficacy No. (%) No. (%)
All patients (N = 129) Fallicular lymphoma (n = 83)
ORR (CR + PR) 61 (47.3) 77 (89.7) ORR (CR + PR) 35 (42.2) 44 (53.0)
95% Exact binomial CI  38.4 to 56.3 50.7 to 68.2 95% Exact binomial CI  31.4 to 53.5 41.7to 64.1
Best response Best response
CR 2(1.6) 4 (3.1) CR 1(1.2) 2(24)
PR 59 (45.7) 73 (56.6) PR 34 (41.0) 42 (50.6)
sSD 42 (32.6) 38 (29.5) SD 29 (34.9) 28 (33.7)
PD 18 (14.0) 8 (6.2) PD 14 (16.9) 7(8.4)
Unknown 7 (5.4) 6 (4.7) Unknown 5(6.0) 4(4.8)
No evidence of disease* 1(0.8) 0
Median DOR by IWG, 10.0 10.0
months
95% Cl 6.3 to 10.5 6.5t0 125
Median PFS, months 9.5 10.0
95% Cl 8110118 83to 11.7
Median OS, months 289
95% Cl 214 to NE
Median TTR, months 1.87 1.87
Range 14-11.7 1.0-123

Flinn IW. J Clin Oncol, 2019; 37: 912-922
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DUVELISIB (3)

Median, 9.5 months; 95% ClI,
8.1 to 11.8 months

(probability)

Progression-Free Survival
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Flinn IW. J Clin Oncol, 2019; 37: 912-922
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TERAPIA NEL PAZIENTE RICADUTO-REFRATTARIO

Terapie convenzionall Nuove strateqgie
 Rituximab + mantenimento * P|3K 'mb!ton
— idelalisib
« Chemioimmunoterapia + mantenimento — copanlisib
— duvelisib

 Obinutuzumab + bendamustina . .
e Farmaci immunomodulanti

. Radioimmunoterapia — Rituximab + lenalidomide (R?)

» Trials clinici con nuovi farmaci

« Radioterapia o I
— Radioimmunoconiugati

« Trapianto autologo - Tazemetostat
— Linfociti T-CAR
« Trapianto allogenico —  Anticorpi bispecifici

— Anticorpi anti-eat me
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RITUXIMAB-LENALIDOMIDE (1)

AUGMENT: A Phase lll Randomized Study of
Lenalidomide Plus Rituximab (R2) vs Rituximab/Placebo
in Patients With Relapsed/Refractory Indolent
Non-Hodgkin Lymphoma

<12 cycles or until PD, relapse, or intolerability
I

R-lenalidomide (R?)

5-year follow-up

Relapsedlrefractory Rituximab: 375 mg/m? d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5
Lenalidomide: 20 mg/d*, d1-21/28 (12 cycles) for OS, SPMs,
FL and MZL T —— s subsequent
(N = 358) mg if Cr etween to mL/min. treatment, and
histological
R-placebo transformations
Rituximab: 375 mg/m? d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5

Stratification Placebo: matched capsules (12 cycles)

+ Prior rituximab (yes vs no)

» Time since last therapy (2 vs > 2y) - Prophylactic anticoagulation / antiplatelet Rx recommended for at risk patients
- Histology (FL vs MZL) - Growth factor use was allowed per ASCO/ESMO guidelines!2
Key eligibility criteria
+ MZL or FL (grades 1-3a) in need of . . .
treatment * Primary endpoint: PFS by IRC (2007 IWG criteria w/o PET)

= = 1 prior chemotherapy, immunotherapy
or chemoimmunotherapy
- Not rituximab refractory

Leonard JP. J Clin Oncol, 2019; 37: 1188-1199
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RITUXIMAB-LENALIDOMIDE (2)

R-placebo
Characteristic, n (%) (n =180)
Median age, y (range) 64 (26-86) 62 (35-88)
Age 260y 108 (61) 106 (59)
Age 265y 82 (46) 73 (41)
ECOG PS 1-2* 62 (35) 52 (29)
Positive BM involvement, n involved/performed (%) 33/106 (31) 31/111 (28)
Ann Arbor stage Ill or IV at study entry 137 (77) 124 (69)
Bulky diseaset (27 cmor23cmx 3) 45 (25) 49 (27)
High tumor burden per GELF criteria'? 97 (54) 86 (48)
Histology FL 147 (83) 148 (82)
MZL 31 (17) 32 (18)
LDH > ULN 43 (24) 39 (22)
B-symptoms 16 (9) 12 (7)
FLIPI score* Oor1 52 (29) 67 (37)
2 55 (31) 58 (32)
Jtob 69 (39) 54 (30)

Leonard JP. J Clin Oncol, 2019; 37: 1188-1199
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RITUXIMAB-LENALIDOMIDE (3)

90%

80%

70%

60%

Response

30%

20%

10%

0%

|
ORR

R2

P < 0.0001 | P<0.0001

IRC

ORR
79%

= PR
mCR

R-placebo R? R-placebo
Investigator

Leonard JP. J Clin Oncol, 2019; 37: 1188-1199
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RITUXIMAB-LENALIDOMIDE (4)

1.0 1.0
. R2
0.9 0.9 by
0.8 0.8 1
5 0.7 4 2 07 R-placebo
n —
g 067 39,4 mesi . s 064
0.5 R K] 0.5
S 04 14,1 mesmH & 04-
7]
& gg 4 R-placebo o gg-
0'1 | HR: 0.46 (95% Cl, 0.34-0.62) ) 0'1 | HR: 0.45 (95% Cl, 0.22-0.91)
0.0 P <0.0001 Median follow up: 28.3 months 0.0l P=002 Median follow up: 28.3 months
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48 54
Months since Randomization Months since Randomization

Leonard JP. J Clin Oncol, 2019; 37: 1188-1199
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Idelalisib: approvato in Italia.

Idelalisib 72 56 14 11 N.R. Applicabili dalla 32 linea.
Copanlisib 104 58 14 13 43 Dati su attivita nei pazienti POD24.
Duvelisib 83 44 2 10 29 Risposte limitate. Tossicita rilevante.

Profilassi raccomandate.

Non ancora approvato in Italia (FDA).
Approccio chemo-free.

2
R 178 8 34 39 N-R. Applicabile dalla 22 linea.
Risultati promettenti.
Beta-lutin 57 65 28 — — Risultati preliminari.

Recente approvazione FDA.
Tazemetostat (EZH2M) 45 ~ 60 ~12 14 N.R. Attivita nei pazienti POD24.
Buona tolleranza.

Risultati preliminari.
Axi-cel 80 95 81 24 N.R. CRS 77% (grado = 3: 7%)
Neurotossicita 55% (grado = 3: 15%)
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