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S-year 10-year

Observation survival Survival
period Probability Probability
(SD) (SD)

1992-1994 | 70.7 (1.3) | 52.2 (1.6)

2002-2004 | 84.9 (0.9) | 71.5 (1.4)
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Criteria for commencing therapy in FL
low vs high tumor burden

LYSA BNLI

“GELF” criteria

e Life threatening organ
Bulky disease : nodal/ 9019

Involvement
extranodal mass > 7cm
B symptoms ¢ “B” symptoms
Raised B2-microglobulin
/LDH e Bone marrow failure
Involvement of 3 nodal
sites (>3 cm) « Rapidly progressive disease

Splenic enlargement over any 3—6 month period

Compression syndrome
Pleural/peritoneal effusion



Premiere ligne
dans les lymphomes folliculaires

Dans les stages localisés
Dans les failbles masses tumorales

Dans les fortes masses tumorales



Premiere ligne
dans les lymphomes folliculaires

Dans les stages localisés
L’irradiation est-elle le standard ?
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19% of the patients do not
need treatment at 10 years

Ardeshna et al., Lancet 2003:362:516-522.



Cumulative % surviving

100 -
80 -
60 -
40 1 Watch and
wait N= 151
207 Chlorambucil
— orambuci
P=0.68 by S
3 6 9 12 15 18 21
Years

Ardeshna et al., Lancet 2003:362:516-522.



ORR: 80 % ORR: 72 %
CR: 50 % CR: 36 %
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First line Immunochemotherapy
Four randomised trials

#S #S

%"&

%"& (

Marcus R et al. J Clin Oncol 2008;26:4537.
Hiddemann W et al. Blood 2005;106:3725.
Herold M et al. J Clin Oncol 2007;25:1986.
Salles G et al. Blood 2008;112:4824.




Events = 212 Logrank P P Adj
TT F by Arm R-CHOP vs R-CVP 9.35 0.002 0.007

R-FM vs R-CVP 7.41 0.006 0.020

R-CHOP vs R-FM 0.16 0.692 0.971
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oE) e R-CVP 45%at 3y
= R-CHOP  63%at 3y Median follow-ug# months (range 1-70 months
ceeeee R-FM 59%at 3y
O I I I I I I I I I ]
0 6 12 18 24 30 36 42 48 54 60
Time (months)
R-CVP 168 136 119 95 74 51 36 23 13 5

R-CHOP 165 147 137 120 83 66 47 32 19 12
R-FM 171 150 139 120 95 68 50 32 20 12
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StiL NHL 1-2003






B-R (n=261) CHOP-R (n=253)
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Premiere ligne
dans les lymphomes folliculaires

Dans les fortes masses tumorales

Consolidation ou entretien ou rien?
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FIT study
First line Follicular Lymphoma
Phase Ill Consolidation Study

Start of study _ oY
Ibritumomab
Newly
diagnosed Remission
follicular > induction —p CR/PR =— Randomization
NHL chemotherapy n=360
Stage Il — IV
No further
treatment

Morschhauser F et al. J Clin Oncol 2013:31:1977.



FIT study
First line Follicular Lymphoma
PFS, 7 years of follow-up

Morschhauser F et al. J Clin Oncol 2013:31:1977.



PRIMA: study design

%

& >

1 * .

) i
A O 7 0 15 8 05.,8 7.5
3915 05 58 5 /5 : 5 :

3B 00 (17
4%3$ 8 $ 2 %*&



PRIMA: Patients disposition
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Primary endpoint (PFS)
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Probability of PFS

1.0
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HR = 3.5 (95% Cl 2.0-6.1) |
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P=0.0007

ll#

R-CHOP

median: 30 months

CHOP

median: 20 months
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Van Oers Blood 2006;108:3295



Rituximab maintenance

% 11 & m i
i S years: 74%
| Py T
| Observation
| 5 years: 65 %
1$ 4 15-1011
1 3

' J Clin Oncol. 2010 Jun 10;28(17):2853-8.
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Sebban C et al. J Clin Oncol. 2008:26:3614-20
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GA101: Mechanisms of action

/7 ++B 1 7 +

/7 ++B 1 7 +

89313

Mossner E, et al. Blood 2010;115:4393- 4402



GAUGUIN Phase Il: Indolent lymphomas

Arm 1: GA101 400 mg d1, d8 cycle 1; d1 cycles 2-8
Arm 2: GA101 1600 mg d1, d8 cycle 1; 800 mg d1 cycles 2-8
Primary endpoint End of treatment response in relapsed/refractory iINHL, assessed 4 weeks after

the last infusion (28 weeks after treatment start)

72 Salles G, et al. Blood 2010;116:Abstract 2868, taken from poster presentation at ASH, Dec. 2010



GAUGUIN INHL Phase II: Tumour assessment

% &

m FL m \WM
m MZL LL

FL, follicular lymphoma; MZL, marginal zone lymphoma; WM, Waldenstrdom’s macroglobulinemia;
LL, lymphoplasmacytic lymphoma

Salles GAetal. JICO 2013;31:2920-2926



GAUGUIN INHL Phase II: PFS

Salles GAetal. JCO 2013;31:2920-2926



GAUSS Phase Il: Study design

Experimental arm
Control arm
Patient population
Primary endpoint

Extended treatment

& - “ —> ”

CR/PR/SD

*+, & -1 7 > " (

GA101 1000 mg d1 g28d

Rituximab 375 mg/m? on d1 g28d

70 follicular NHL, 20 other indolent per arm

ORR after four infusions in follicular NHL patients

Patients achieving CR, PR or SD, may continue induction therapy every
2 months for up to 2 years



GADOLIN Phase IlI: Study design

0 "
(" -
CR/PR/SD '
I "#$%
*
1 1 n
Experimental arm Bendamustine 90 mg/m? d1, d2 q28d +

GA101 d1, d8, d15 cycle 1; d1 g28d cycles 2—-6

Control arm Bendamustine 120 mg/m? on d1, d2 q28d for 6 cycles

Evaluation CT prior to cycle 4 and 28 days following cycle 6

Primary endpoint IRC-assessed PFS

Extended treatment Patients achieving CR, PR or SD may continue GA101 every 2 months for

(experimental arm only) up to 2 years
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Fowler, N. et al. ICML 2011. Abst#137.
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Experimental GA101 ( d8, d15,D22 cycle 1; d1 cycles 2—6) in combination with Lenalidomide
treatment once daily at the RD on days 1-21 (cycle 1) and days 2-22 (cycles 2-6) of a 28-
day cycle
Extended treatment Patients achieving CR or PR may receive GA101 at the induction dose every

2 months for up to 2 years and lenalidomide(10mg on days 2-22 of a 28-day
cycle during a maximum of 1 year)



R2-CHOP Phase 2: Scheme

LENALIDOMIDE

—1  Maintenance
R R R R R R R [ 2yrs

T "

Evaluation

TOIO
TOITO
TOITO
TOIO
TOITO

—-

CYCLOPHOSPHAMIDE 750 mg/m?
DOXORUBICIN IV 50 mg/m? 1 Pegfilgrastim 6mg

Aspirin 100 mg
VINCRISTINE IV 1.4 (Max 2mg) 1 Pneumocystis prophylaxis
PREDNISONE PO 40 mg/m? 1-5
RITUXIMAB Cl 375 mg/m? 1

LENALIDOMIDE PO 25 mg 1-14



Exploratory analysis: matched with PRIMA trial

R-CHOP | R2-CHOP
Response at the end of induction

(IWG 1999)
Age >60 42 42
Sex M/F 40/40 40/40 100% -
FLIPI 3-5 50 50
80% -
Stage -1V 74 75 ; SD/PD
0
Hb <12 g/d| 13 20 60% - PR
LDH > N 32 36 40% - m CRu
mCR
20% -
0% - | .

PRIMA R2-CHOP

Salles G et al. Lancet 2011;377:42-51.
Morschhauser F et al. ICML 2011
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