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Geéneralités

* Le second lymphome le plus fréquent dans les pays européens
(Lymphome = 6 cause de cancer en France)

* Incidence en augmentation: de 2—3/100 000 il y a 50 ans a 5/100 000
recently

* Une pathologie mais plusieurs grades:
* LF grade 1, 2 et 3A = lymphomes indolents

e LF grade 3B = lymphome de haut grade (relecture par des experts conseillés)
Table 1. Grading of follicular lymphoma (FL)

Description

<5 blasts/high- power field

6-15 blasts/high-power field

>15 blasts/high-power field, centroblasts with intermingled

centrocytes

>15 blasts/high-power field, pure sheets of blasts




Le Bilan initial et la question du FDG-TEP

* Biologie classique de lymphome: hemogramme, biochimie standard (évaluation
fonction renale et hépatique, lonnogramme..), lactate dehydrogenase (LDH), 32
microglobuline, ac urique, sérologie HIV, HVB et HVC

* I[magerie:
* Scanner cou/thorax/abdo/pelvis

 FDG/TEP recommandé pour le bilan initial (ESMO 2016) car permet une meilleure
évaluation du bilan d’extension:

- « This is particularly important to confirm localised stage I/Il before
involved-field radiotherapy. »

~ -doute sur une transformation (SUVmax, Bodet-Milin Haematologica) pour
guider une biopsie




Classification et facteurs pronostics

e Classification selon Ann Arbor
e Bulky si masse > 7cm

* Score FLIPI et FLIPI2: intérét prédictif de la PFS MAIS pas la référence
pour décider ou non de traiter un patient (critere GELF)

Table 4. ‘Follicular Lymphoma-specific Inte rnational Prognostic
Index” (FLIPT) risk factors = Table 5. High tumour burden criteria in FL [Groupe d’Etude des
Lymphomes Folliculaires (GELF)

Parameter De finition of risk factors
FLIPI 1 FLIPI 2

Parameter High tumour burden criteria

ESM O 2016 Nodal sites >4 lymph node regions Long diameter of largest
(definition in [5]) lymph node >6cm Lymph nodes Bulk (>7 c¢m) or 3 lymph nodes in distinct areas

Age >60 years >60 years >3 cm

Serom marker  Hewated LD Elcvated 2 Spleen Symptomatic splenic enlargement
microglobulin
Stage Advanced (III_TV according (Potential) Organ compression by tumour, pleural or
to Ann Arbor i complication peritoneal effusion
classification) Serum markers Elevated LDH or elevated B.-microglobuline

e oglobi <12 g .o 2
Haemoglobin 12 gl Clinical presentation B symptoms (see Table 2)

O0-1 risk factors, low risk; 2 risk factors, intermediate risk; 3-5 risk
factors, high risk .

LDH, lactate dehydrogenase.
IDH, lactate dehydrogenase. » lactate Y Be €



Démarche au diagnostic de LF relativement
simple .....

* Assurer le diagnostic sur la base d’une biopsie ganglionnaire
 Diagnostic selon la classification WHO (grade ++)

* Bilan clinique, biologique et iconographique (FGD-TEP a discuter):
* Retentissement clinique et biologique du LF
e Stade Ann Arbor

* Score FLIPI (pronostic)
* Critere GELF (pronostic et « decision-making »)
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Mais un choix thérapeutique parfois plus
compliqué ....

 Cas évident en faveur d’une traitement: forte masse, symptome(s) en
lien avec la pathologie influencant la qualité de vie ...

e Cas évident en faveur d’une surveillance: exérese complete de la
tumeur sur la biopsie, patient sans symptomes

° Et pour tous les autres cas, on peut se poser la question:
* « To treat or not to treat »




Restons simple et pratique en gardant en téte que
la médiane de survie des LF est de plus de 10 ans:

« Prima non nuocere! »
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High tumor burden FL
PRIMA 6 years follow-up

Progression free survival from randomization

PFS according to maintenance (ITT patients)
With Number of Subjects at Risk and 95% Confidence Limits

1: OBSERVATION + Censored
2: RITUXIMAB Logrank p <.0001

6 years = 59.2%
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P<0001

513 438 361 302 273 240 210 140 36 0

505 456 413 387 351 328 293 188 50 0
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PFS delay

No. of Subjects Event Censored Median Survival (95%CL)
OBSERVATION 513 56.5 % (290) 43.5% (223) 48.5(41.2;59.4)
RITUXIMAB 505 39 % (197) 61 % (308) MNA (82.6 ; NA)




Les problematiques dans le LF en 2107

Facteurs
théranostiques




How to improve on current results in FL?

Optimizing the mAb itself

1 Affinity

1 PCD

Target a different
epitope

+ ADCC

1 CDC
FCcRn
Conjugates

Rituximab’ s

Optimization of
efficacy }

Stimulating immune effector cells

@S




GAZYVA is a novel type Il anti-CD20 mAb

Type ll

anti-CD20 antibody

 GAZYVA (obinutuzumab) is a

glycoengineered type Il anti-CD20 @ @

mAb with enhanced

direct cell killing, antibody-

dependent cellular phagocytosis \

and antibody-dependent cellular 0

cytotoxicity compared with

rituximab?®2 Wi

— Type Il character an

1. Mossner E, et al. Blood 2010;115:4393-402;

Ossner E,
mAb, monoclonal antibody 2. Herter S, et al. Mol Cancer Ther 2013;12:2031-42



The functional activity of GAZYVA differs from MabThera

ADCC/ADCP Direct cell death

Type | antibody
(MabThera)

Glycoengineered
Type Il antibody
(CTVARY/AY|

Glyco-

engineering Type I,II

As a Type Il antibody, GAZYVA binds differently than Type | mAbs, leading to distinct modes of
cytotoxic activity against B-cell malignancies'~’

IHerter S, et al. Blood 2010;116:Abstract 3925; 2Lim SH, et al. Haematologica 2010;95:135—43
3Beers SA, et al. Semin Hematol 2010;47;110—4; *Mossner E, et al. Blood 2010;115:4393-402
3|llidge TM. Expert Opin Biol Ther 2012;12:543-5

5Niederfellner G, et al. Blood 2011;118:358-67
CDC, complement-dependent cytotoxicity; mAb, monoclonal antibody ’Golay J, et al. Blood 2013;122:3482-91

ADCC, antibody-dependent cellular cytotoxicity;
ADCP, antibody-dependent cellular phagocytosis;




Ameéliorer la chimiothérapie en premiere

ligne: étude GALLIUM

Obinutuzumab-based induction and maintenance
prolongs progression-free survival (PFS) in patients
with previously untreated follicular lymphoma: primary
results of the randomized Phase lll GALLIUM study

Robert Marcus,’ Andrew Davies,? Kiyoshi Ando,? Wolfram Klapper,* Stephen Opat,> Carolyn Owen,®
Elizabeth Phillips,” Randeep Sangha,® Rudolf Schlag,® John F Seymour,19 William Townsend,”
Marek Trnény,"Michael Wenger,12 Glinter Fingerle-Rowson, '3 Kaspar Rufibach,3
Tom Moore, ' Michael Herold,'* Wolfgang Hiddemann'®

'Kings College Hospital, London, United Kingdom; *Cancer Research UK Centre, University of Southampton, Southampton, United Kingdom; 3Tokai University School of Medicine, Isehara,
Kanagawa, Japan; “University of Kiel, Kiel, Germany; SMonash Health and Monash University, Melboume, Australia; ®Foothills Medical Centre and Tom Baker Cancer Centre, Calgary, AB,
Canada; "Cancer Research UK and UCL Cancer Trials Centre, London, United Kingdom; ®°Cross Cancer Institute, Edmonton, AB, Canada; “Gemeinschaftspraxis Dr. Rudolf Schiag/Dr. Bjérn
Schéttker, Wiirzburg, Germany; "%Peter MacCallum Cancer Centre, Melboumne, Australia; "Charles University, Prague, Czech Republic; ?Genentech Inc, South San Francisco, CA, USA;
13F. Hoffmann-La Roche Ltd, Basel, Switzerland; **HELIOS-Klinikum, Erfurf, Germany; **Ludwig-Maximilians-University, Munich, Germany
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GALLIUM (BO21223) Phase llI:

Study design 4 B
Previously untreated -
advanced indolent i CR/PR

NHL (n=1400)

*FL: Each site to choose 1 of 3 chemotherapy regimens (CHOP, CVP, or bendamustine)

which will; then be administered to all patients
Non-FL: CHOP, CVP, or bendamustine selected on a patient-by-patient basis

* Primary Endpoint: PFS; HR 0,74; { median PFS from 72m to 97m
+ Secondary Endpoints: OS, EFS, ORR, CR, TNLT, safety and other
* One futility analysis based on 33% PFS events; one IA based on 67% of

PFS events




Baseline patient and disease characteristics (FL)

Characteristic R-chemo, n=601 G-chemo, n=601
Median age, years (range) 58 (23-85) 60 (26-88)
Male, % (n) 46.6% (280) 47 1% (283)
Ann Arbor stage at diagnosis, % (n)
I 1.3% (8)* 1.7% (10)t
! 74% (44)* 6.9% (41)t
I 35.0% (209)* 34 8% (208)t
A% 56.3% (336)* 56.7% (339)t
FLIPI nsk group, % (n)
Low (0-1) 20.8% (125) 21.3% (128)
Intermediate (2 37.1% (223 37.3% (224
High (=3 42 1% (253 41.4% (249
B symptoms, % (n) 34.3% (206)* 33.4% (201)
Bone marrow involvement, % (n) 49.3% (295)t 53.7% (318)5
Extranodal involvement, % (n) 65.9% (396) 65.2% (392)
Bulky disease (=7cm), % (n) 452% (271) 42 5% (255)

Median (range) time from diagnosis to randomization, months 1.4 (0-168.1 1.5(0.1-121.6)1

"n=597: Tn=508; *n=600; $n=502; 'n=508, value not determined in three pts



Response rates at end of induction (FL)*

% (n); 95% ClI
ORR

CR
PR
SD
PD

Not evaluable / missing

CT (by investigator)
R-chemo, n=601 G-chemo, n=601

86.9% (522); 83.9, 89.5 88.5% (532); 85.7,91.0

23.8% (143): 20.4, 27.4 19.5% (117); 16.4, 22.9

63.1% (379) 69.1% (415)
1.3% (8) 0.5% (3)
4.0% (24) 2.3% (14)

3.5% (21)/ 4.3% (26) 4.0% (24)/ 4.7% (28)

*INV-assessed using the Revised Response Criteria for Malignant Lymphoma (Cheson BD, et al. J Clin Oncol 2007)

INV, investigator



IRC-assessed PFS (FL)

1.0 =
R-chemo, G-chemo,
n=601 n=601
0.8 =
Pts with event, 125 93
n (%) (20.8) (15.5)
Z 06—
g 3-yr PES, 779 819
o % (95% CI) (73.8,81.4) (779, 85.2)
o 04 =
HR (95% CI), 0.71(0.54, 0.93),
— R-chemo (N=601) . -
02-] — G-chemo (N=601) p-value p=0.0138
+ Censored
0 Median follow-up: 34.5 months
T I I 1 1 1 rrrThi
0 6 12 18 24 30 36 42 48 54

No. of patients at risk Time (months)

R-chemo 601 563 500 460 372 263 160 66 10 O
G-chemo 601 569 528 491 385 270 162 73 10 O

*Stratified analysis; stratification factors: chemotherapy regimen, FLIPI risk group, geographic region




TTNT (FL)

1.0=

R-chemo, G-chemo,
n=601 n=601
0.8 =
Pts with event, 111 80
n (%) (18.5) (13.3)
Z 06—
g 3-yr TTNT, 812 871
‘é % (95% CI) (77 .6, 84.2) (84.0, 89.6)
a 04 -—
_ HR (95% ClI), 0.68 (0.51, 0.91),
== R-chemo (N=601 .
02 — G-chemo §N=601; p-value p=0.0094
+ Censored
Median follow-up: 34.5 months

e I D O O S O
0 6 12 18 24 30 36 42 48 54 60

Time (month
No. of patients at risk e( ont S)

R-chemo 601 565 525 503 475 352 231 131 47 2 0
G-chemo 601 574 551 539 519 385 249 145 51 0 O

*Stratified analysis; stratification factors: chemotherapy regimen, FLIPI risk group. geographic region



OS (FL)

1.0 =
““%m R-chemo, G-chemo,
n=601 n=601
0.8 =
Pts with event, 46 35
n (%) (7.7) (5.8)
2 06=
g 3-yr OS, 92.1 94.0
o % (95% CI) (89.5,94.1) (91.6, 95.7)
o 04 =
S=E-ciemn (=o01) HR (95% Cl), 0.75 (0.49, 1.17),
0.2 = - G-chemo (N=601) p-value* p=0.21
+ Censored
0 Median follow-up: 34.5 months
I I O O I I I L
0 6 12 18 24 30 36 42 48 54 60
Pts ot isk Time (months)

R-chemo 601 588 566 549 527 399 265 160 S8 2
G-chemo 601 584 573 563 549 416 271 161 55

*Stratified analysis; stratification factors: chemotherapy regimen, FLIPI risk group, geographic region -



Grade 5 (fatal) AEs by treatment (FL)*

Number of days from Cycle 1, Day 1

0 100 200 300 400 500 600 700 800 200 1000 1100 1200 1300 1400 1500
Total Infections
GB 19 (5.6%) 9(2.7% e e — - '
N=337 (5.6%) 1%) —o>-—-®—» 8 o | o @ oo -3 Pt -
R-B o fans
15 (4.4%) 2 (0.6%) - e eoe® ol S o e-o S
N=338
Sy 3016%  105% e = =
R-CHOP R - -
Ne201  4(2:0%)
G-CVP —~
N-g1  1(1:6%)
R-CVP -
“sp  10(1.8%)
Induction Maintenance Follow-up
® Infections and infestations ® General disorders and ® Cardiac disorders ® Gastrointestinal disorders
administration site conditions
® Neoplasms benign, ® Nervous system disorders ® Respiratory, thoracic, and Metabolism and nutrition
malignant, and unspecified mediastinal disorders disorders

*Includes only pts who died before clinical cut-off date; this patient (G-B group) was initially assigned three causes of death (Clostridium difficile colitis, prostate cancer, and myelodysplastic syndrome);
Clostridium difficile colitis was the most acute, so the patient has been assigned to the ‘Infections and infestations’ category and the number of fatal AEs in G-B pts in neoplasms SOC reduced from 5to 3



Conclusions

« G-chemo + maintenance superior to R-chemo + maintenance in untreated
advanced FL patients at interim efficacy analysis

— Clinically meaningful improvement in PFS: 34% reduction in risk; HR=0.66
— PFS result supported by other time-to-event endpoints

« Non-fatal AEs were higher in the G arm
— IRRs, cytopenias, and infection

+ Fatal AEs more common in patients on bendamustine in both arms

» G-based therapy significantly improves outcome compared with
R-based therapy and should now be considered as a first-line treatment for FL



Le défi du LF « réfractaire »

Obinutuzumab plus bendamustine followed by
obinutuzumab maintenance prolongs overall survival
compared with bendamustine alone in patients with
rituximab-refractory indolent non-Hodgkin lymphoma:
updated results of the GADOLIN study

Bruce D Cheson,’ Marek Trnény,? Kamal Bouabdallah,?® Greg Dueck,* John Gribben,®
Pieternella J Lugtenburg,® Oliver Press,’” Gilles Salles,® Glinter Fingerle-Rowson,?
Federico Mattiello,® Elisabeth Wassner-Fritsch,® Laurie H Sehn'®

1Georgetown University Hospital, Washington, DC, USA; 2Charles University, Prague, Czech Republic; 3University Hospital of Bordeaux,
CHU Haut-Leveque, Bordeaux, France; 4British Columbia Cancer Agency, Kelowna, BC, Canada; >Queen Mary University of London, London,
United Kingdom; 6Erasmus MC Cancer Institute, Rotterdam, The Netherlands; "Fred Hutchinson Cancer Research Center, Seattle, WA, USA;
SHospices Civils de Lyon, Université Claude Bernard Lyon-1, Lyon, France; F. Hoffmann-La Roche Ltd, Basel, Switzerland; "9British Columbia
Cancer Agency and the University of British Columbia, Vancouver, BC, Canada




Study design

Open-label, multicenter, randomized, Phase Il study in rituximab-refractory iINHL patients

Induction

G-B

CD20-positive
B 90mg/m?1V (D1, D2, C1-C6)

rituximab-refractory iNHL

Maintenance*

G

—>1 G 1000mg IV every 2 months

Target enrolment: 410

Patients were aged 218 yrs andCG; 18(1)&33_% (2218?12y?15 for 2 years
with documented rituximab- Randomized 1:1 — -
refractory iNHL and an '
ECOG performance status of B Data cut-off:
0-2 B 120mg/m21V (D1, D2, C1-C6), . :
428 days 1 April 2016

+ Rituximab-refractory definition: Failure to respond to, or progression during any prior rituximab-
containing regimen (monotherapy or combined with chemotherapy), or progression within 6 months of

the last rituximab dose, in the induction or maintenance settings

+ Endpoints considered in current analysis: PFS (INV), OS, TTNT, safety



INV-assessed PFS in the FL population

Kaplan-Meier plot of INV-assessed PFS by
treatment arm (FL)

1.0 =

0.8 =

0.6 =

Probability

04 =-

—— B (n=171)
02 = —— G-B (n=164)
+ Censored

0 [ [ I [ [ [ [ [
0 6 12 18 24 30 36 42 48

_ ) Time (months)
No. of patients at risk

B 171 141 84 45 32 18 15 9 -
G-B 164 138 107 86 67 49 40 26 15

*Stratified analysis; stratification factors: prior therapies, refractory type, geographical region

o

G-B, B,
n=164 n=171

Pts with event, 93 (56.7) 125 (73.1)

n (%)

Median PFS i 14.0
(95% CI), mo (174,36.0) (11.3,15.3)
HR (95% CI), 0.52 (0.39, 0.69),
p-value* p<0.0001

Median follow-up (FL): 31.2 months

(vs 21.1 months in primary analysis)




.
OS in the FL population

Kaplan-Meier plot of OS by
treatment arm (FL)

1.0 = G-B, B,
n=164 n=171
0.8 = :
ey THR THR T TN TRTT Ly Pts WIth event, 39 (238) 64 (374)
2> n (%)
= 06=-
E L u 4. Median OS NR 53.9
09_ 0.4 = (95% CI), mo (NR, NR) (40.9, NR)
— B (n=171) HR (95% ClI), 0.58 (0.39, 0.86),
0.2 = = G-B (n=164) p-value* p=0.0061
+ Censored
or——TTTT T T T T T T 1 .
0 6 12 18 24 30 36 42 48 54 60 66 Median fO//OW-Up (FL).‘ 31.2 months
Time (months) (vs 21.1 months in primary analysis)

No. of patients at risk
B 171 159 137 122 103 84 65 49 32 13 7 0
G-B 164 147 141 129 111 90 71 56 38 20 12 0

NR, not reached
*Stratified analysis; stratification factors: prior therapies, refractory type, geographical region



* GALLIUM montre que G-chimio > R-chimio
MAIS montre aussi:
- absence de benefice en OS
- Toxicite inattendue de la bendamustine ++

La Questions actuelle:
fin de la chimiothérapie en premiere ligne?




R2 as Frontline Combination for Follicular Lymphoma:
Clinical Response

BY GELF CRITERIA N=45

21(95%) 18 (78%)

BULKY N=13 (29%) NON-BULKY N=32 (71%)
PR CR/CRu PR CR/CRu

1(8%) 12(92%) = 100% 1(3%) a(13%) A




R2 as Frontline therapy in FL:
PFS

1
N=46

36 mo PFS: 81%
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PFS (months)

Fowler, N. et al. ASH 2012.



SAKK 35/10 Trial design
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Response at week 23 —ITT

Rituximab Rituximab + Lenalidomide
(N=77) (N=77)
Response n (%) [95% CI] n (%) [95% CI]
19 (25%) [16-36%)] 28 (36%) [26-48%]*
28 (36%) [26-48%] 35 (45%) [34-57%)]
IRR 28 (36%) [26-48%)] 47 (61%) [49-72%]*
Assessment 16 (21%) [12-32%] 13 (17%) [9-27%]

ORR:
289 ve 57 7 (9%) [4-18%] 2 (3%) [0.3-9%]

3 (4%) [0.8-11%] 1(1%) [0-7%]
23 (30%) [20-41%] 14 (18%) [10-29%]

* Statistically significant ** Patients not evaluable at week 23 including those with early PD
or not achieving a minimal response at week 10

L' Kimby et al.

33 Emanuele Zucca — June 17, 2015 i &£ SAKK (’ NLG
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The “RELEVANCE” Trial

o _
e _

6 mos. 24 mos.
R-Chemo: Investigator choice of R-CHOP, R-CVP, or R-B

Eligibility: Patients who need treatment (GELF criteria)
a'grt;?tiﬁcation: FLIPI (0-1 v 2 v 3-5), Age (>60 v < 60), diameter of largest node (>6v <6

Endpoints: PFS, CR/CRu? At 30 months
R2 Regimen:




Final Recruitment Status




Study schema — Phase |I- GALEN

GA101 1000mg; GA101

C1: D8 _l‘)‘l-"
. y V49 1000 P
pyr) _.JJJlﬂj

From C2: only . g
D1 €13, C15, C1.

C7, C9, C11

Nt t e )




New treatment targeted modalities
1 — Antibodies and

Immu nOmOd u Iatlon- New anti CD20 (obinutuzumab,

ublituximab)
* Enhance antiCD20 MoAb with
B cell lenalidomide

cD19 CD268

BAFE-H) * Immunomodulating antibodies:,
> 5 anti-CD136, CD40, PD1, PDL1

; * ADC or radioconjugates: MMAE
(CD79,CD22), MMAF (CD19A),

co7o A Lutetium (CD37)

T 4 * BITE (anti CD19-CD3)

CD20

CcD22

24

D40 CD57 |

CD45R/B220



Targeting PD1 or PD-L17

Anti-PDL1 Anti-PD1

|
| |

acrophage acrophage

1. Chen, et al. 2012; 2. Paterson, et al. 2011
3. Yang, et al. 2011; 4. Brahmer, et al. 2012



Cibler les voies de transduction intracellulaire

BCR signature:
—SYK inh
— PI3K inh
— PKC-B inh
— BTK: ibrutinib
—mTOR inh
Apoptosis:
* BH3 mimetic
Epigenetic
 HDAC inhibitors
e EZH2 inhibitors

Courtesy F Jordin




ABT et chimio Gr 1-3a

Chemotherapy < é
Free

Cohort Choice
(Investigator’s Discretion)

CONTRALTO: ( R/IR FL Patients J

Chemotherapy
Containing

ArmA
(n=50)

> Venetoclax (1 year)
— 800 mg (daily)

> Rituximab
(Cycles 1, 4, 6, 8, 10, 12)

Arm B
(n=50)

> Venetoclax (1 year)
— Defined Dose (daily)
> Rituximab (Cycles 1-6)
> Bendamustine (Cycles 1-6)



&CHOP Study design: IDELA+ chimio

Study evaluations

I 1 3

Idelalisib E

Doxorubicin 50 mg/m? D1 Level O : idelalisib 100 mg qd PO
Vincristine 1.4 mg/m? (max 2 mg) D1 Level 1 : idelalisib 100 mg bid PO
Prednisone 100 mg D1-5 Level 2 : idelalisib 150mg bid PO

Level R (reduced) : same dosing
as above D1 to D14

RIDE&CHOP



BCR signature:
— SYK inh
— PI13K inh
— PKC-B inh
— BTK: ibrutinib
— mTOR inh

Apoptosis:
* BH3 mimetic

* Immunomodulating
antibodies:, anti-CD136,
CD40, PD1, PDL1

*ADC or radioconjugates:

Epigenetic
e HDAC inhibitors
e EZH2 inhibitors

Nuclear export
e Selinexor




OUTILS pour batir un traitement personnalisé dans le LF

* Caractérisation moléculaire, génomique, épigénomique: identification de cibles
thérapeutigues potentielles pour éventuellement combiner les nouvelles molécules
avec ou sans chimiothérapie

e Evaluation de la MRD: FDG-TEP, MRD biologique




Preliminary Biomarker Results

DLBCL Follicular Lymphoma Marginal Zone Lymphoma

Biomarker (n=2) (n=6) (n=3)

Best Response PR PD CR CR CR CR PR PR

Best%Change
i Tumor Size -98.7 471 947 969 972 974 -89.2

Bcl-2 IHC
Bel-XLIHC [N
Mcl-1 IHC Neg ND Neg Neg Neg
cMYCIHC | Pos | Pos [NGEEEECCEN Pos Neg  Neg
LR ND EGEEE ND ND Neg

BCL-2 Amp
FISH

c-MYC trans
FISH

‘ Pos Neg Pos Pos Pos Neg Pos

Pos Pos Neg Pos Neg Neg

ND Neg ND ND Pos Neg Neg

ND Neg Neg Neg Neg

Cell of Origin [a\=]# GCB

109 34 934+ 990+ 444+ 472+ 097+ 60 297+ 661 206

Bcl-2 family IHC: (Pos) =2 50% tumor cell staining 2 2+ intensity; Myc IHC: (Pos) = 40% positive nuclear staining of any intensity; (ND) not
determined; (GCB) Germinal Center B-cell-like; (ABC) Activated B-cell-like

Adapted fromthe de Vos presentation atICML on 20 June 2015



FDG-TEP-driven strategy in FL ?

Postinduction PET status
(n = 240)

PET results at the end of induction therapy

68 (28%) PET+ with cut-off >3 (uptake >
mediastinum)

41 (17%) PET+ with cut-off 24
(uptake moderately > liver)




Both PET cut-offs predictive of PFS

Score =23 Score 24

Logrank p <.0001 ; Logrank p <.0001
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N°® of Subjects Event Censored Median Survival )
PET negative 178 39% (70) 61%(108) 74 FISUGEEIE Al ol il palflad)) o

PET positive 68 62% (42) 38%(26) 29 FEVpEEE < vaualEhl) erealilt) iy




Postinduction PET status (cut-off 24)
and Overall Survival

W)
O
N
o
z
2
4]
0
o
[ .
o

—— 1. PET negative
Logrank p <.0001 ——— 2. PET positive
36 48 60 72 84 96

Time (months)
N° of Subjects Event Censored Median Survival

PET negative 205 3% (7) 97%(198) NR
PET positive 41 20%(8) 81%(33) 79




CONCLUSION (1): enthousiasme et prudence

* Nombre impressionnant de nouvelles molécules ciblées
 Développement sans précédent des outils de caractérisation tumorales et
d’evaluation de la MRD

MAIS

e Garder en téte que LF = lymphome indolent

* Patients ont une longue durée de vie: efficacité et tolérance +++

* Les nouvelles molécules ne sont pas sans toxicité

* Les combinaisons des nouvelles molécules encore moins

* Alinverse les toxicités (court, moyen et long) de la chimiothérapie sont




CONCLUSION (2): les fondamentaux = les AMM




Nouvelles
molécules

Economie

Chimiothérapie

Outils de caractérisation
moléculaire

Qualité de vie

Présentation
Clinique




¢
o

CENTRE HOSPITALIER
UNIVERSITAIRE DE NANTES

MERCI

Pr Le Gouill Steven
CHU de Nantes
France
Maroc, Mai 2017

\

UNIVERSITE DE NANTES




