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En la presentacion se discutiran sobre las siguientes indicaciones off label:
Obinutuzumab en primera linea de tratamiento del LNH folicular




ES tiempo de cambios en los objetivos
terapéeuticos del linfoma folicular

El linfoma folicular es una enfermedad heterogénea, que
no sigue un curso clinico indolente en todos los pacientes

e Importante identificar pacientes de alto riego

e EXxisten todavia necesidades no cubiertas en el tratamiento
del linfoma folicular

Es necesario incorporar nuevos farmacos que han
demostrado eficacia en pacientes en recaida y refractarios,
al tratamiento de primera linea

e Obinutuzumab (ensayo GALLIUM) como ejemplo



La iInmunoquimioterapia ha aumentado la
supervivencia del linfoma folicular
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Sarkozy C, et al. 14-ICML 2017 (abstract #016)



Inmunoquimioterapia con rituximab y
mantenimiento como estandar

Ensayo PRIMA: Estudio ZAR:
Rituximab es superior a observacion Rituximab es superior a RIT
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Salles G, et al. ASH 2013 (abstract #509)
Lopez-Guillermo A, et al. ASH 2013 (abstract #369)




Pacientes con linfoma folicular con
peor pronadstico (progresion precoz)*

1.0= " 5year 0595%
0.8 -
Z
E 0.6 - Reference Group
o — Early Progressor
o
S 04-
c
a 0.0 " Two-year 0S (95% Cl) was 71% (61.5-78.0)
. ®  Five-year 0S (95% Cl) was 50% (40.3-58.8)
00 | | | 1 | 1 1 1 1
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Patients at risk:
Early = 122 101 78 69 58 49 45 33 14 6 0

Reference=420 420 420 407 387 363 344 252 144 33 0

* Progressive disease within 2 years of diagnosis Time {years)

Casulo C, et al. J Clin Oncol 2015;33:2516-22




Pacientes con linfoma folicular con
peor prondstico (quimiorrefractarios)*

OS probability

Fyr. 0s (95';_(’:!1, ég; f;ggltm .;n-zs-n}1 1.0
':-. 0.8 - Syr. survival after re}?ﬁn ﬁgg?ﬁgk:‘lﬂ sensitive (n=89):
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024 Syr. survival after rafrncﬁanai ﬂggﬁl}, ICT refractory (n=53):
0.0 - [p<.001)
0 3 5 6 10 13 0 2 ! 6 8 10 12
Years after ICT-group definition Years after refractoriness or relapse
Death because of lymphoma progression: Refractoriness to second-line therapy:
40% vs 87% (P < 0.001) 23% vs 48% (P = 0.01)

* |CT-refractory patients, defined as those with less than partial response or progression or relapse within 6 months of first-line response assessment

Sorigue M, et al. Hematol Oncol 2017. doi: 10.1002/hon.2378




Valor pronostico de la PET (al final del
tratamiento) en el linfoma folicular

PFS & OS According to PET Scan Score (Cutoff 24)
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Trre [months) Time {morths)
M of Subjects Bvent Cansared Median Survival M® of Subjects Event Censored Median Survival
FET nagative 205 0% (A1) B1 %(124) T4 PET negatve 205 A%[7) §7%(198) NR
FPET pasitiwe A1 TEBa(31] 24%{(0) 17 PET pastive 41 0%(E) B1%(33) 718
HR 6.7, 95% Cl 2.4-18.5, p=0.0002
HR 3.9 (95% Cl 2.5-5.9, p<.0001)

_ Median OS: 79 months vs. NR
Median PFS:

17 (10.8-31.4) vs. 74 mo (54.7-NR)

Trotman J, et al. Lancet Haematol 2014;1:e17—e27




CR30 como marcardor de SLP
en linfoma folicular

A B Sample
0.5 I Study Size
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EORTC 20921 207 ’%‘
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Shi Q, etal. J Clin Oncol 2016;35:552-60




No todos los pacientes con linfoma
folicular siguen un curso indolente

Recalda
Precoz

\

Necesidad no cubierta




Ninguno de los indices pronosticos
identifica a este subgrupo de pacientes

Indice Factores de riesgo Categorias Valor prondstico
FLIPI © Edad>60 afios 0-1: Bajo riesgo —-Supervivencia global y
Estadio IlI-1V 2. Intermedio tiempo hasta fallo
Hb<12 g/dL 3-5: Alto riesgo tratamiento
LDH elevada —Riesgo de transformacion
<4 areas ganglionares —-Supervivencia 5 afos desde
primera progresion
FLIPI12® Edad>60 afios 0: Bajo riesgo ~Supervivencia libre de
MO infiltrada 1-2: Intermedio progresion y global 3y 5 afios
Hb<12 g/dL 3-5: Alto riesgo
b2M elevada
>6¢cm diametro ganglionar
m7-FLIPI ® | FLIPI >2 <0,8: Bajo riesgo | -Supervivencia global y libre
ECOG PS >1 >0,8: Alto riesgo | de fallo de tratamiento

Mutaciones en EZH2,
ARID1A, MEF2B, EP300,
FOXO01, CREBBP, CARD11

: 1. Solal-Celigny P, et al. Blood 2004;104:1258-65
N 2. Federico M, et al. J Clin Oncol 2009;27:4555-62

==

i) 3. Pastore A, et al. Lancet Oncol 2015;16:1111-22
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;COmMo mejorar los resultados en
pacientes con linfoma folicular?

v La progresion precoz, la ausencia de RC por PET-TCy de RC
a los 30 meses (CR30, estudio FLASH) define una poblacion
de pacientes con linfoma folicular de alto riesgo

v El reto es poder identificar marcadores clinicos, genéticos y
moleculares (m7-FLIPI, TMTV, Nanostring, ...) y asi disefar
ensayos clinicos adaptados al riesgo

v Existen en la actualidad nuevos farmacos y combinaciones
gue han demostrado eficacia en pacientes refractarios

v Sin embargo, parece mas apropiado incorporar los agentes
y esquemas mas eficaces en la terapia de induccion inicial
con el objetivo de alcanzar respuestas prolongadas
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,COmMo podemos mejorar los resultados?
El ‘surface-ome’ como diana terapéutica

Rituximab
Ofatumumab
Obinutuzumab
MOR208 CD20 -
pratuzumab
_ MEDFSLeine L3t 2o [OBFPH Inotuzumab ozogamicina
Blinatumomab

Pinatuzumab vedotina

Milatuzumab

CD74 =%

Apolizumab epifclol Polatuzumab vedotina
Elotuzumab = 21/; ¢ bse Daratumumab
Galimab [ ] PSS | o t?nmfnmgb
Otlertuzumab sratimuma
IMGN529 FepEY, 0008 Dacetuzumab

CD30
Brentuximab vedotina
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,Por que son tan eficaces
los anticuerpos monoclonales?

ADCC
Phagocytosis 3

NK,M@,PMN
FeyR

Homotypic adhesion
Direct cell death

wla Paz °

A. Immune mediated
mechanisms

Complement
activation

C. Vaccine effect

B. Direct effects
through CD20
signalling
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Golay J, et al. mAbs 2013;5:1-12



Obinutuzumab es un ‘nuevo’ anti-CD20

Type I
anti-CD20 mAb |

Increased
direct cell death!

Glycoengineered
Fc region! |

L

Increased antibody-
dependent cellular
cytotoxicity (ADCC) ! &
phagocytosis (ADCP)?

Mdossner E, et al. Blood 2010;115:4393-402
Golay J, et al. Blood 2013;122:3482-91




Justificacion para el empleo de
Obinutuzumab en primera linea

v Estudio fase || GAUSS demuestra mejores tasas de
respuestas en comparacion directa con rituximab®

v Estudio fase Ib GAUDI demuestra tasas de respuesta >90%
en combinacion con CHOP o FC en recaida?y en
combinacion con CHOP o bendamustina en primera linea
con SLP 3a del 87%3

v Estudio fase Ill GADOLIN demuestra ventajas en SLP y SG
en combinacidon con bendamustina*s

1. SehnLH, etal. JClin Oncol 2015;33:3467-74

2. Radford J, et al. Blood. 2013;122:1137-43

3. Grigg A, et al. Haematologica 2017;102:7655-72
4. SehnLH, etal. Lancet Oncol. 2016;17:1081-93
5. Cheson BD, et al. ASH 2016 (oral presentation)



Obinutuzumab en linfomas indolentes
refractarios a rituximab (GADOLIN)

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

CD20-positive
rituximab-refractory iNHL

Patients were aged 218 yrs
with documented rituximab-
refractory iNHL and an ECOG
performance status of 0-2

Target enrolment: 410

)

Randomized 1:1

N

Induction Maintenance*
G-B G
B 90mg/m? IV (D1, D2, C1-C6) |
and G 1000mg IV (D1, D8, D15, G 1000’"% Vzevei,?/s 2 months

C1; D1, C2-6), q28 days y

B 120mg/ 2/v531 D2, C1-C6) D Gl

mg/m , , - , .
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

Sehn L, et al. Lancet Oncol 2016;17:1081-93
Cheson BD, et al. ASH 2016 (oral presentation)



Reduccion del riesgo de progresion con
Obinutuzumab en LF refractario

Kaplan-Meier plot of INV-assessed PFS by
treatment arm (FL)
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0.4
—— B (n=171)
02 4 — G-B(n=164)
+ Censored
0 I I I I I I I I

0 6 12 18 24 30 36

_ _ Time {months)
Mo. of patients at risk

B m 14 84 45 32 18 15
GHB 164 138 107 86 67 49 40

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

Pts with event,
n (%) 93 (56.7) 125(73.1)
Median PFS 253 14.0
(95% CI), mo (17.4,36.0) (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)

Sehn L, et al. Lancet Oncol 2016;17:1081-93
Cheson BD, et al. ASH 2016 (oral presentation)



Beneficio en supervivencia global en
pacientes con linfoma folicular

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

1.0 —
0.8 —
= 0.6 -
L
[}
8
& 0.4 -
— B (n=171)
02 4 — G-B (n=164)
+ Censored

G-B, B,

n=164 n=171
Pts with event,
n (%) 39 (23.8) 64 (37 4)
Median OS NR 539
(95% CI), mo (NR, NR) (40.9, NR)
HR (95% CI}, 0.58 (0.39, 0.86),
p-value® p=0.0061

0 1 T I I T T I
0 6 12 18 24 3o 3 42

_ _ Time {months)
Mo. of patients at risk
B 1M 158 137 122 103 84 65 45
GB 164 147 141 129 111 71 56

LaPFar

Median follow-up (FL): 31.2 months

(vs 21.1 months in primary analysis)

1
48 54 60 66

32 13 7 0
38 20 12 0

Sehn L, et al. Lancet Oncol 2016;17:1081-93
Cheson BD, et al. ASH 2016 (oral presentation)



Estudio GALLIUM en pacientes con
linfoma follicular en primera linea

International, open-label, randomised Phase Ill study in 1L pts (NCT01332968)

INDUCTION MAINTENANCE
G-chemo arm
. Garm
Previously untreated CD20- G 1000mg IV -
positive FL on D1, D8, D15 of C1 and .' ‘B " G 1000mg IV
Aced >18 vears D1 of C2-8 (q3w) or = g2mo for 2 years or until PD
sed=1cy C2-6 (g4w) + chemotherapy* Q
FL (grade 1-3a) =
Stage IlI/IV or stage Il bulky *g
disease (27cm) requirin - »
t(reatméntoI ° . 575?2;:2 \i::]m o g Py Rarm 2
ECOG PS 0-2 : of C1-8 (g3w) or C1-6 (g4w) + , 53725”‘9/ m° 1V il PD
i chemotherapy* g2mo for 2 years or unti
1
1

Randomisation was stratified by chemotherapy,

: : A 000000 e > odi [
FLIPI-1 risk group and geographical region PD: discontinue treatment

Primary endpoint Secondary endpoints
* PFS (INV-assessed) * PFS(IRC-assessed) * ORR/CR at EOI (+/- FDG-PET)
* OS, EFS, DFS, DoR, « Safety
TTNALT * PROs
m *CHOP g3wx 6 cycles, CVP g3wx 8 cycles, bendamustine g4wx 6 cycles; chemo regimen chosen by
P ,51;(” site prior to initiation and received by all FL pts at site;tpatients with SD at EOI entered observation for
\ R up to 2 years or until PD if earlier



Distribucion de pacientes por paisy
esquema de quimioterapia

Patients (n)

200 - m Bendamustine, n=686 m CHOP, n=399 m CVP, n=117
150 A 140 145
121 121
102
100 -
70
61 62
54 52
50 n 45
28 26 29
18 " 19 , 18
. 10 6 . , , 6 128 g 1 \ \ s
0 A
@ Q& ® L <~ Qb & Q Q ,§> o S e Q& & RS O\E ae
& N & Q NG RS 2 o5 & K K RS N eb i N
vo""& Q@% o © AR Qo}& Q\\""\ A M ° & <2

Chemo regimen chosen by site prior to initiation and received by all FL pts at site

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)



Caracteristicas basales
(poblacion por intencion de tratamiento)

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)
1

34.8% (208)* 34.9% (209)'

\Y 56.4% (337)* 56.5% (338)!
FLIPI risk 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)' 53.7% (318)°

Extranodal involvement, % (n)

65.9% (396) 65.2% (392)

Bulky disease (27cm), % (n)

45.2% (271)* 42.5% (255)’

Median (range) time from diagnosis to randomization, mo

1.5 (0.1-121.6)"

1.4 (0-168.1) T

ITT population; *n=597; t1n=598; {n=600; § n=592; Tn=598

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Caracteristicas basales

por esquema de quimioterapia

n (%) Benda, CHOP, CVP,
n=686 n=399 n=117
Median age, years (range) 59 (23-88) 58 (31-85) 59 (32-85)
Age 380 years 23 (3.4) 3(0.8) 4 (3.4)
Male 332 (48.4) 177 (44.4) 54 (46.2)
gc*‘;ffg{} Comorbidity Index 163 (23.8) 69 (17.3) 22 (18.8)
ECOG PS 2 24 (3.5) 8 (2.0) 6 (5.1)
FLIPI high risk (23) 274 (39.9) 187 (46.9) 41 (35.0)
Bulky disease (>7¢m) 274 (39.9) 206 (51.6) 46 (39.3)

ITT population; tscored retrospectively based on conditions reported on medical history page of CRF

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Proporcidon de respuestas al final
del tratamiento de induccion (INV)

Number of patients CT (by investigator)™*

% (n); 95% CI R-chemo, n=601 G-chemo, n=601
ORR 86.9% (522); 83.9,89.5 | 88.5% (532); 85.7,91.0
CR 23.8% (143); 20.4, 27.4 19.5% (117); 16.4, 22.9
PR 63.1% (379) 69.1% (415)
SD 1.3% (8) 0.5% (3)
PD 4.0% (24) 2.3% (14)

Not evaluable / missing 3.5% (21) / 4.3% (26) 4.0% (24) 1 4.7% (28)

*Revised Response Criteria for Malignant Lymphoma (Cheson BD, et al. J Clin Oncol 2007)

Marcus RE, et al. ASH 2016 (abstract #6)



Proporcion de respuestas al final
del tratamiento de induccidn (INV)

CT- and PET-based* !

W PR
ORR ORR ORR B CR
ORR 85.5% 88.4% 88.3%
79.4% ORR ORR
66.7% 71.4%

Patients (%)

R-BENDA G-BENDA R-CHOP G-CHOP R-CVP G-CVP

*PET ITT population i.e. all randomised FL pts who had PET-avid lesions representing lymphoma at baseline
tAssessed according to Revised Response Criteria for Malignant Lymphoma (Cheson BD, et al. J Clin Oncol 2007)

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)



EMR al final del tratamiento de induccién

Patients (%)

Blood/BM p=0.0041 BM p=0.0014
| | [ |
100 - = R-chemo
84.9
80 - R-chemo
MRD-
60 - ez G-chemo
% MRD+
40 4 G-chemo
MRD-
20 - 15.1 175
N= / 203 /
0 T
R-chemo G-chemo R-chemo G-chemo

Pott C, et al. ASH 2016 (abstract #613)




EMR al final del tratamiento de induccién

Patients (%)

100

80

(2]
o

N
o

20

89.6 92.5 9L.3 91.4

R/G-benda MRD+
B R/G-benda MRD-
I R/G-CHOP MRD+
B R/G-CHOP MRD-

R/G-CVP MRD+

I R/G-CVP MRD-

10.4 75

R-benda G-benda R-CHOP G-CHOP R-CVP G-CVP

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)



Beneficio sobre la SLP de
Obinutuzumab sobre Rituximab

INV-assessed PFS *
(primary end-point)

IRC-assessed PFS *
(exploratory end-point)

1.0 — 1.0=—
0.8 — 0.8
2 06 £ 06
2 2 _
-5 0.4 — — R-chemo (n=601) .§ 04— — R-chemo (n=601)
a- — G-chemo (n=601) a — G-chemo (n=601)
02— + Censored 02— + censored
AT—TTT T T T T T T T 1 T T T T T T T T T T 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

Time (months)

No. of patients at risk

G-chemo 601 561 505 464 438 396 267 149 77 18
R-chemo 601 569 535 505 478 420 291 176 85 25

Time (months)

No. of patients at risk
G-chemo 601 563 502 463 438 394 271 151 73 16
R-chemo 601 571 532 497 476 414 287 179 79 22

R-chemo, n=601  G-chemo, n=601

R-chemo, n=601 G-chemo, n=601

75.0

3-yr PFS, % (95% CI) (7110, 78.5)

(77.9, 84.6)

78.9 83.4

3-yr PFS, % (95% CI) (75.2, 82.1) (79.9, 86.3)

HR (95% CI), p-value'

0.68 (0.54, 0.87), p=0.0016

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

* Median f/u 41.1 months

LR

ITT population; tstratified analysis; stratification factors = FLIPI, chemotherapy regimen

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Probability

La reduccion del riesgo se mantiene con
todos los esquemas de quimioterapia

Bendamustine CHOP CvP
1.0—\§\ 1.0 1.0
0.8= \-_I_H 0.8 0.8~
0.6= Z 0.6= '_g 0.6=
0.4 = § 0.4 = E 0.4 =
0.2 == 0.2=- 0.2 =
== R-chemo (n=341) == R-chemo (n=203) == R-chemo (n=57)
=== (-chemo (n=345) === (G-chemo (n=196) === (-chemo (n=60)
0 T T T T T T T T 1 0 T T T T 1
0 12 24 36 48 60 0 12 24 36 48 60 0 12 24 36 48 60
Time (months) Time (months) Time (months)
341 285 250 163 52 203 179 152 84 20 57 41 36 20 5
345 305 276 179 61 196 174 153 84 18 1 60 56 49 28 6
HR (95% CI)' 0.63 (0.46, 0.88) HR (95% CI)! 0.72 (0.48, 1.10) HR (95% CI)' 0.79 (0.42, 1.47)
84.1% G-B vs 80.6% G-CHOP vs 71.3% G-CVP vs
SYrPFS 76.4% R-B SYrPFS 75.6% R-CHOP SYrPFS 64.2% R-CVP

By chemo analysis not powered to demonstrate statistically significant differences between treatment arms

ITT population; tanalysis stratified by IPI (as well as chemotherapy regimen)

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)



For several cancers, it can be stated with confidence
(probably greater than 95%) that patients who remain relapse
free for a given time after treatment are cured.

Emil Frei, Il

Cancer Research 1971;3:1828-33



Influencia de la EMR sobre SLP

PFS from end of induction by MRD status

100 — (patients receiving maintenance)
80 —
£ 60—
el
m
)
& 40
o
MRD- (n=562) HR {?5 % CI), 0.35 (0.22, 0.56),
20 — MRD-+ (n=69) stratified p-value p<0.001
0 | | | |
0 12 24 36 48
Months since EOI
No. of patients at risk
MRD- 562 535 503 408 287 170 72 9 0
MRD+ 69 60 54 43 18 13 5 0 0

Pott C, et al. ASH 2016 (abstract #613)



Influencia de la EMR sobre SLP

80 —

60 —

40—

Probability

20—

— R-chemo MRD- {n=263)
——— R-chemo MRD+ (n=45}

G-chemo MRD- {n=299)
G-chemo MRD+ {n=24)}

PFS from end of induction by MRD status
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Ausencia de diferencias
en supervivencia global

Primary analysis Updated analysis
(31 January 2016 cut-off) (10 September 2016 cut-off)
2 06— 2 0.6 1
o o
@ ©
o) o]
9 HR, 0.75 (95% Cl: 0.49, 1.17); p=0.21 e HR, 0.82 (95% Cl: 0.54, 1.22); p=0.32
o 0.4 — 3-year 0S: 92.1% vs 94.0% (R vs G) o 0.4 — 3-year 0S: 92.2% vs 93.9% (R vs G)
81 events; 46 vs 35 (R vs G) 95 events; 52 vs 43 (R vs G)
— R-chemo (n=601) — R-chemo (n=601)
0.2 — G-chemo (n=601) 0.2 - — G-chemo (n=601)
+ Censored + Censored
OT—T—T—T1T T T T T T T 1 OFT—T—T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 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)
R-chemo 601 586 554 524 484 356 226 126 44 2 R-chemo 601 588 566 549 533 522 424 286 178 69 4
G-chemo 601 582 566 546 520 379 240 137 48 G-chemo 601 584 573 563 551 541 438 286 179 72 3

More all-cause deaths in the R-chemo arm (52; 8.7%) than the G-chemo arm (43; 7.2%)

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Analisis de toxicidad
Efectos adversos

_ R-chemo G-chemo
0 3 = ’ ’

Any AE 585 (98.0) 593 (99.7)
Grade 3-5 AEs 409 (68.5) 449 (75.5)
SAE 246 (41.2) 281 (47.2)
Grade 5 (fatal) AE 21 (3.5) 24 (4.0)
AE leading to treatment discontinuation 88 (14.7) 98 (16.5)

* Safety population, i.e. all randomised FL pts who received at least one dose of study drug

All-cause deaths in each arm: R-chemo, 52 (8.7%); G-chemo, 42 (7.1%)
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Efectos adversos de particular interes,
grados 3-5 (frecuencia >2%)

n (%) of pts reporting 31 event *

Neutropenia 236 (39.5) 278 (46.7)
Infections! 98 (16.4) 121 (20.3)
Infusion-related reactions? 40 (6.7) 74 (12.4)
Thrombocytopenia 16 (2.7) 36 (6.1)
Second malignancies (SMQ)® 21 (3.5) 29 (4.9)
Cardiac events 17 (2.8) 23 (3.9)

* AEs occurring in >2% of patients in safety population, in either treatment arm

t System Organ Class ‘Infections and Infestations’

i Related to study treatment and occurring during or in the 24 hours after infusion

§ Standardised MedDRA query, i.e. malignant or unspecified tumours occurring >6 mo after study drug intake

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Efectos adversos por
esquema de gumioterapia

n (%) of pts reporting R-benda, | G-benda, | R-CHOP, | G-CHOP, R-CVP, G-CVP,
3levent* n=338 n=338 n=203 n=193 n=56 n=61

Any AE 331(97.9) 338(100) 201(99.0) 191(99.0) 56 (100) 61 (100)
Grade 3-5 AE 228 (67.5) 233 (68.9) | 151(74.4) 171(88.6) | 30 (53.6) 42 (68.9)
SAE 160 (47.3) 176 (52.1) | 67(33.0) 76(39.4) 19(33.9) 26 (42.6)
Grade 5 (fatal) AE' 16(47) 20(9) | 40  3@6)  1(18) 1(1.6)

AE leading to treatment

Sreesm e 48 (14.2) 52 (15.4) 31(15.3) 32(16.6) 9 (16.0) 11 (18.0)

* Safety population, i.e. all randomised FL pts who received at least one dose of study drug
T Includes 6 pts with fatal AEs that occurred after start of new anti-cancer therapy (G-benda, 4; R-benda, 2)

Grade 3-5 AEs most frequent with CHOP (leukopenia, neutropenia, febrile neutropenia, IRRS);
SAEs and fatal AEs most frequent with bendamustine

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Efectos adversos grados 3-5 por
esquema de quimioterapia

n (%) of pts reporting R-benda, G-benda, R-CHOP, G-CHOP, R-CVP, G-CVP,
3levent * n=338 n=338 n=203 n=193 n=56 n=61

Cardiac events 12 (3.6) 13(3.8) 5(2.5) 6 (3.1) 0(0.0) 4 (6.6)

Neutropenia 107 (3L7) 107(3L.7) | 15(56.7) 142(73.6) | 14(25.0) 29 (47.5)

Febrile neutropenia 13(3.8) 18 (5.3) 14 (6.9) 22 (11.4) 2(3.6) 2(3.3)

Second malignancies' 12 (3.6) 21(6.2) 7(3.4) 7(3.6) 2(3.6) 1(1.6)
Other solid tumours 9 (2.7) 11(3.3) 7(3.4) 4(2.0) 2(3.6) 0
Hematological tumours? 0 3(0.9) 0 3(1.6) 0 0
'g';r;e”:e'anoma skin 3(0.9) 7(2.1) 0 0 0 1(1.6)

Infections 66 (19.5) 89(26.3) | 25(12.3)  23(1L.9) 7 (12.5) 8 (13.1)
Opportunistic infections? 6 (1.8) 10 (3.0) 2 (1.0) 5(2.6) 0 0

* Safety population

t Standardised MedDRA query = malignant or unspecified tumours occurring >6 months after first study drug intake;
1 Hodgkin disease (n=3), AML (n=2), and ALL (n=1)
§ Including fungal infections, cytomegalovirus, herpes zoster and Pneumocystis jirovecii pneumonia

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Efectos adversos grado 5 (exitus)

SOC * R-benda, G-benda, R-CHOP, G-CHOP, R-CVP, G-CVP,
n=338 n=338 n=203 n=193 n=56 n=61

Infections and infestations 1(0.3) 4(1.2) 1(0.5)

Cardiac disorders 2 (0.6) 2 (0.6) 0 0 0 0
Gastrointestinal disorders 0 1(0.3) 0 0 0 1(1.6)
General and administration

site conditions 2 (0.6) 1(0.3) 0 1(0.5) 1(1.8) 0
Metabolism and nutrition

disorders 1(0.3) 1(0.3) 0 0 0 0
sl 3(0.9) 4 (L) 2 (L0) 1(0.5) 0 0

malignant and unspecified
Nervous system disorders 4(1.2) 0 2 (1.0) 0 0 0

Respiratory, thoracic and
mediastinal disorders
Total (all SOCs) 14 (4.1%) 16 (4.7%) 4 (2.0%) 3 (1.6%) 1(1.8%) 1(1.6%)

* Safety population; t Fatal AEs in 5 G-benda and 1 R-benda pts that occurred after new systemic anti-cancer treatment had started were not included
(PD, 4 pts; new malignancies, 2 pts)

1(0.3) 3(0.9) 0 0 0 0

Many pts with fatal AEs had adverse risk factors, e.g. aged >80 years (benda, 6; CVP, 1),
ECOG PS grade 2 (benda, 4; CVP, 1), and Charlson Cl =1 (benda, 11; CHOP, 1; CVP, 1)

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)




Neutropenia grados 3—4 por esquema de
guimioterapiay fase de tratamiento

n (%) of pts reporting R-benda, G-CVP,
31l event n=338 n=61

All study periods 102 (30.2) 100(29.6) | 111(54.7) 137 (71.0) | 13(23.2) 28(45.9)
Induction 87 (25.7) 73(21.6) | 103(50.7) 124(64.2) | 13(23.2) 24 (39.3)
Maintenance 29 (9.7 49(16.1) 26(14.00 37(20.8) 2(5.0 5(8.8)
Observation/

Follow-up! 1(0.3) 6 (1.9) 1(0.5) 4 (2.2) 0 1(L.7)

Grade 3 and 4 neutropenia AEs reported as preferred term in safety population
1 Includes patients not receiving maintenance therapy after induction

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)



Infecciones grados 3-5 por esquema de
guimioterapia y fase de tratamiento

n (%) of pts reporting R-benda, | G-benda, | R-CHOP, | G-CHOP, R-CVP, G-CVP,
31 event n=338 n=338 n=203 n=193 n=56 n=61

All study periods 66 (19.5) 89(26.3) 25(12.3) 23(1L.9) 7(125)  8(13.1)
Induction 26(7.7) 27(8.0) 13(6.4) 14(7.3)  4(71)  3(4.9)
Maintenance 39(13.0) 51(16.7) | 11(5.9) 7(39) 125  5(8.8)
Observation 12(38) 28(88) 6(31) 3(16) 3(B7) 1)

N (%) of pts receiving

G-CSF prophylaxis 48 (14.2) 54 (16.0) 108(53.2) 112(58.0) 13(23.2) 10(16.4)

Hiddemann W, Barbui AM, Canales M, et al. 14-ICML 2017 (abstract #107)



Ensayo GALLIUM
Conclusiones

Analisis global
v Los datos actualizados confirman los obtenidos en el analisis inicial, con
beneficio clinicamente significativo en SLP con Obinutuzumab

« Efectos adversos grados 3-5 y SAEs mas frecuentes con Obinutuzumab
Citopenias, infecciones y reacciones infusionales

Analisis por quimioterapia
v Lareduccion de riesgo de progresion se reduce con Obinutuzumab en
combinacion con todos los esquemas de quimioterapia
« Lacomparacion entre regimenes de quimioterapia no es aleatorizaday el

estudio no esté disefiado para demostrar diferencias entre Rituximab y
Obinutuzumab dentro de cada esquema de tratamiento

v Precaucion con la combinacion con Bendamustina, tanto con Rituximab
como con Obinutuzumab (evidencia de deplecion prolongada de cel. T)
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