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,Cual debe ser el objetivo terapeutico
en el linfoma B difuso de células grandes?
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Al menos un tercio de pacientes con
LBDCG no se curan con R-CHOP

Outcome for all patients with DLBCL treated with R-CHOP in BC (2001-2013)
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Sehn & Gascoyne. Blood 2015;125:22—-32



LBDCG: una enfermedad
extraordinariamente heterogéenea

Heterogeneidad histoldgica Heterogeneidad molecular Heterogeneidad clinica
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R-CHOP no ha mejorado el pronostico de
todos los pacientes con LBDCG

Subgrupo de riesgo Supervivencia global

IPI 4-5 59% a 3 anos
R-IP1 3-5 55% a 4 anos
NCCN-IPI 26 38% a 5 anos
LBDCG tipo ABC 48% a 5 anos

Linfomas doble-hit 27% a 5 anos

.l/.




En el linfoma B difuso de células grandes,
;tenemos solo una oportunidad?

80% 5-10%
Dx RC  Recaida RC  Recaida
! 3
R-CHOP | NoRC Rescate #- TAPH | NoRC Paliativo

» Fracaso (30% - 35%)
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R-CHOP-21 como tratamiento estandar

v En pacientes mayores de 60 aios, segun los datos de varios
estudios aleatorizados:

» R-CHOP vs. CHOP (GELA LNH 98-5)12
« R-CHOP # R-mantenimiento (ECOG/CALGB 4494)3
« R-CHOP21vs. R-CHOP14 (LNH03-6B)#

v En pacientes jovenes (18-60) de bajo riesgo (aalPl 0-1) de
acuerdo a los resultados del ensayo MInT?®

v ¢Hay evidencias para proponer R-CHOP-21 como estandar
en pacientes jovenes de alto riesgo?

1. Coiffier B, et al. N Engl J Med 2002;346:235-42
2. Coiffier B, et al. Blood 2010;116:2040-5
. 3. Habermann TM, et al. J Clin Oncol 2006;24:3121-7
T 4. Delarue R, et al. Lancet Oncol 2013;14:525-33
‘,{| ) 5. Pfreundschuh M, et al. Lancet Oncol 2006;7:379-91



Es necesario mejorar R-CHOP en
pacientes con LBDCG de alto riesgo

R-IPI Grupo de riesgo SG 3a (%)

 Edad>60 Bajo riesgo (0) 94

» LDH elevada Intermedio (1-2) 79

 Estadios III-IV Alto riesgo (3-5) 55

e PS24

» Extranodal >1

aalPI Grupo de riesgo SG 3a (%)

e LDH elevada Bajo riesgo (0) 98

e Estadio llI-IV Bajo-interm (1) 92

e PS24 Alto-interm (2) 75
Alto riesgo (3) 75

NCCN-IPI Grupo de riesgo SG 3a (%)

» Edad, rangos Bajo 0-1 94

e LDH normalizada Bajo-interm 2-3 72

« Estadios IlI-IV Alto-interm 4-5 54

« Extranodal Alto =6 35

PS >2




Estrategias para mejorar
los resultados con R-CHOP

Estra‘cegi}

PET -
Indep,endiente IRGICEs) e Y (basal)
de celula de o
origen PET interim
T‘?'faP'aS Intensificar (VPP?)
dirigidas o desescalar (VPN)
(GCB / ABC) tratamiento




Ensayo GAINED: ejemplo de estrategia
terapéutica dirigida por PET

CHEMO14 according Induction PET results consolidation
to center decision: 1 A 1
- ACVBP14 [ | | 11 1
- CHOP14 _
R-CHEMO14
Ci C2 C3 C4 ASUV0-4 | gummmmmnnmmnan 3 Salvage therapy
Arm A . . . . < 70%

According to
randomization arm and CHEMO14 regimen

R-CHOP-14 x 4
—> Ai‘é‘éﬁ'z B { MTX / R-VP-IFOSFAMIDE / Arac
- 5 | MTX/ GA101-VP-IFOSFAMIDE / Arac
GA101-CHEMO14 | GA101-CHOP-14 x 4
C1 C2 C3 C4 A SUVO-4
>70%

AmBEIl B B B .

A A A i !MTX! [BEAM + ASCT|
GA101: 1000mg by [PET o] [PET 2| |PET 4] —> | <e6% |1

injection
D1-D8 cycles 1 -2 L

Le Gouill & Casasnovas. Blood 2017;129:3059-70




[PET Intermedia o PET final?
Esa es la cuestion

Kaplan—Meier plots of EFS (A) and OS (B) for cases stratified by both I-PET and E-PET
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49 (79%) of 62 PET EOT positive patients had a positive IPET

58 (54%) of 107 of iPET positive patients shift to negative PET at the EOT

Carr R, et al. J Nucl Med 2014:;55:1936-44




Estrategias ‘convencionales’ para mejorar
R-CHOP (no dirigidas por origen celular)

v Intensificar quimioterapia: DA-EPOCH-R vs. R-CHOP
(estudio CALGB/Alliance 50303)

v Consolidacion con trasplante (autélogo)

v Sustituir anti-CD20 (obinutuzumab)
(estudio GOYA)

v Tratamiento de mantenimiento
» Enzastaurina (PRELUDE)
* Everolimus (PILLAR-2)
* Lenalidomida (REMARC)




Justificacion para la comparacion
R-CHOP vs. DA-EPOCH-R (CALGB 50303)
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504

e} 25.

Multicenter Phase 3 Multicenter Phase 2
R-CHOP (14 vs. 21) DA-EPOCH-R
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Cunningham et al. Lancet 2013;381:1817-26
Wilson et al. Haematologica 2012;97:758-65




CALGB/Alliance 50303
Esquemas de tratamiento

R-CHOP x 6 DA-EPOCH-R x 6
(mg/m?) DL1 (mg/m?)

Rituximab 375 375
Cyclophosphamide 750 750"
Doxorubicin 50 10/d Cl D1-4*
Etoposide 50/d Cl D1-4*
Vincristine 1.4 (2 mg cap) 0.4/d CI D1-4 (no cap)
Prednisone 40 D1-5 60 BID D1-5
GCSF PRN Days = 6-12

*  Escalated by 20% if nadir ANC >0.5; de-escalated if ANC <0.5 = 3 days

Cl: Continuous infusion
CNS prophylaxis (IT MTX x 4 doses, D1 of C3-6) required if

= 2 extranodal sites AND elevated LDH or bone marrow or testicular
involvement

Wilson WH, et al. ASH 2016 (abstract 469)




CALGB/Alliance 50303

Efectos adversos

Event o DA-EPOCH-R | P-value

Treatment related deaths™

ALL Gr 3-4
Hematologic
Non-Hematologic

ANC

Platelets

Febrile neutropenia

Infection

Mucositis

Neuropathy - sensory

Neuropathy - motor

76.3%
73.1%
41.3%
68%
1%
17%
1%
2%
2%
1%

2%
96.5%
97.7%
70.9%

96%
65%
35%
14%

6%

14%
8%

Wilson WH, et al. ASH 2016 (abstract 469)

0.975
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001

0.169

0.011
<0.001
<0.001



CALGB/Alliance 50303: Ausencia de
beneficio de DA-EPOCH-R sobre R-CHOP

EFS 0S
80 . 80 .
60 . 60 .
< HR: 1.14 (95% Cl: 0.82-1.61) S HR: 1.18 (95% Cl: 0.79-1.77)
¢ 40 P =.4386 S 40. P=.42
i @)
204 — R-CHOP 204 — R-CHOP
— DA-EPOCH-R - DA-EPOCH-R
O L] L] L] L] 0 | | L] | | |
0 2 3 4 5 0 1 2 3 4 5
Yrs Yrs
Arm \ Events, n 3Yrs (95% Cl) 5Yrs(95%Cl) | Arm \ Events,n  3Yrs (95% Cl) 5Yrs (95% ClI)
R-CHOP 233 64 0.81(0.75-0.85) 0.69 (0.62-0.75) || R-CHOP 233 44 0.85(0.80-0.89) 0.80 (0.74-0.85)
DA-EPOCH-R 232 70 0.79(0.73-0.84) 0.66 (0.59-0.72) || DA-EPOCH-R 232 50 0.85(0.79-0.89) 0.76 (0.70-0.71)

*Median follow-up 5 yrs

Wilson WH, et al. ASH 2016 (abstract 469)



Papel de TPH como tratamiento de
consolidacion de primera linea

RC (%) SLP (%) SG (%)

TPH Estandar TPH Estandar TPH  Estandar

GOELAMS! 67 o4 12 12 83 83
FIL DLCLOA4? 16 12 12 65 /8 7
GITIL3 /8 76 75 65 7 4
SWOG 97044 75 /1 12 62 4 /1

1. Le Gouill, etal. J Clin Oncol 2011;29: abstract 8003

2. Chiappella A, et al. Lancet Oncol 2017.doi 10.1016/S1470-
2045(17)30444-8

Cortelazzo S, et al. J Clin Oncol 2016;34:4015-22

4. Stiff PJ, etal. N Engl J Med 2013;369:1681-90

.




,TPH en pacientes jovenes de alto riesgo?
CHOP £- R # trasplante (SWOG 9704)

PFS for patients with high-intermediate IPI only PFS for patieats with high IP1 only
| . M e . — M womn eamee
Strabfied by ligh-infermediate vs high IP!

CHOP £ Rituximab for
1 Cycle + ASCT*

Patients with 2 partial in = 125)
rasponse after induction PR
with CHOP £ rituximab

for 5 cyclas
(M = 253) \ CHOP % Rituximab for 3 Cycles

{n = 128)

*Allowed ASCT regimens

= SWOG total bady irradiation (12 Gy/8 fractions) or

w Carmustine (150 mg/m? x 3 days) + etoposide (50 mglkg) + cyclophosphamide (100 mg/kg)
* For patients = 60 years, carmustine was only ASCT regimen allowed
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Stiff PJ, et al. N Engl J Med 2013;369:1681-90




Disefno del estudio GOYA
G-CHOP vs. R-CHOP

Global, open-label, randomised Phase IIl study in 1L DLBCL pts

Previously untreated DLBCL G-CHOP arm
(N=1418) ) G 1000mg C1 D1/8/15 and C2-8 D1
Age 218 years CHOP 6 or 8 cycles every 21 days™*

IPI 32 or IPI 1 not due to age alone or IPI 0
with bulky disease (one lesion 37.5cm)

Adequate haematologic function R-CHOP arm
21 bi-dimensionally measurable lesion ) R 375mg/m?2 C1-8 D1
ECOG PS <2 CHOP 6 or 8 cycles every 21 days*

Randomisation was stratified by planned # of CHOP cycles, IPI and
geographic region

Primary endpoint Secondary endpoints

* PFS' (INV-assessed) * PFS' (IRC-assessed) - Safety
e OS, EFS, DFS, DoR * PFS by COO (subtypes determined by
e ORR/CR'at EOT (.|./_ FDG-PET) gene expression profiling [Nanostring])

*Number of cycles pre-planned in advance for all pts at each site

TResponse and disease progression assessed using a modified version of the

. Revised Response Criteria for Malignant Lymphoma (Cheson BD et al. 2007)

£ 4 R-CHOP, rituximab + CHOP; G-CHOP, obinutuzumab + CHOP

i ) Vitolo U, et al. ASH 2016 (abstract 470)



Probability

La combinacion de obinutuzumab con
CHOP no mejora los resultados

PFS by treatment arm (primary endpoint) PFS by COO
1.0-
1.0-\
08 0.8 H\..\
_“—‘Iqw" %
067 2 06 [ N
£ o
3
0.4 - ' o -
& 04 ABC (n=243)
—— GCB (n=540)
029 — RcHOP (n=712) 0.2- = Unclassified (n=150)
—— G-CHOP (n=706) *  Censored
0 T T T T T T T T T 1 0 T | — | — | — 1 1
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)
GCB, Unclassified,
R-CHOP, n=712 G-CHOP, n=706 n=540 n=150
Pts with event, Pts with event, 92 129 54
n (%) 215(30.2) 201 (28.5) n (%) (379)  (23.9) (36.0)
3-yr PFS, % 66.9 69.6 3-yr PFS, % 59.3 75.0 63.2
HR (95% CI)f
HR (95% Cl), 0.92 (0.76, 1.11) AéC °GC)B
o-value* 0=0.39 Vs G 1.71 (1.30, 2.23)
Unclassified vs GCB 1.57 (1.14, 2.16)

/.-

*Stratified analysis; stratification factors: IPI score, planned # CHOP cycles
(’ﬂ |\ fUnstratified analysis

Vitolo U, et al. ASH 2016 (abstract 470)



La célula de origen (GEP: GCB vs. ABC)
predice los resultados con R-CHOP?

A Gene-Expression Signatures and Survival Survival after R-CHOP
1.0+
Representative
Signature Genes 0.8 \‘\ GCB
Germinal- BCLG LMO2 Fy 0.6-
center MYBL1  SERPINA9 B >
B cell MME  LRMP = .
E 0.4 e—
i COL1AZ FNI1 CSF2RA ABC
i‘g““”'e Stromal-1 COLSA2 THBS2 CEBPA 0.2
verages SPARC MMP9  KITLG P=0.001
)

VWF KDR  C5CL12 0.0 . T T .
Stromal-2 PECAMI GRBID ERG 0 1 2 3 4 5
L ek HOAY  ROHOH Progression-free Survival (yr)
Survival 5
i R v
Score
GCB 74

ABC 40

Biopsy Specimens (N=233)

Estudio retrospectivo, andlisis por GEP

Lenz & Staudt. N Engl J Med 2010;362:1417-29




Los mecanismos patogenicos
de los subtipos GCB y ABC son distintos
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Estrategias para mejorar R-CHOP-21
basadas en la célula de origen
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Incorporacion de bortezomib al
tratamiento del LBDCG

Estudio REMoDL-B | Patient with DLBCL requiring full course chemoimmunotherapy l
(UK NCRI'y SAKK) / Consent |

Biopsy material | [
forwarded to HMDS for | | R-CHOF 1 cycle ‘
Expression Profiling | l
\ Randomisation, stratified
for molecular phenot:.rpa

Initially all cases wnth molecular
phenotype randomised

— -\

R-CHOP+Bortezomib ‘ R-CHOP

5 cycles
1 Follow up l

Davies AJ, et al. Blood 2015;126: abstract 812

e Pa:



;Mejoran los resultados con bortezomib?
Estudio REMoDL-B (UK NCRI y SAKK)

Screen failure

Technical failure
2.7%

[ Tnal Registration ]

R-CHOP
Cycle 1

Molecular phenotype result received from HMDS and randomised

[ ] ] I I
Screen Fail Technical Fail ABC GCB Unclassifiable
(n=130) (n=29) (n=248) (n=477) (n=201)
L | \/
Randomisation Randomisation
R-CHOP R-CHOP RB-CHOP R-CHOP RB-CHOP
®5 X5 x5 %5 x5
(n=159) (n=384) (n=361) {n=99) (n=102)
Target population

320 pts. treated at 1.3 mg/m2 |V
143 pts treat at 1.6 mg/m2 sub cut

Davies AJ, et al. Blood 2015;126: abstract 812




Bortezomib + R-CHOP no mejora la
proporcion de respuestas

Response rate (%) according to molecular profile

1000 . 87.7% 90.2% 88.0% 87.5% 90.5%

96.3% 81.8%
B0.D
=
< CR/
2 CR(u)
= 60.0 .
© 728 | | 62.6
@
0
=
Q 400
Q
o
m L 1
20.0
220 | | 82 235|263 | PR
0.0 - - L 4. —— : s ; ; :
R-CHOP R-CHOP RB- R-CHOP RB- R-CHOP RB-
CHOP CHOP CHOP

oce

Davies AJ, et al. Blood 2015;126: abstract 812




La adicion de bortezomib a R-CHOP no
tiene impacto sobre los resultados

Progression-free survival

Overall survival
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Davies AJ, et al. Blood 2015;126: abstract 812




Ibrutinib como plataforma terapéutica en
el subtipo ABC

d 750 b 100+
_ B ABC o0 -
g 700 m GCB 50 -
T 150 o
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Wilson WH, et al. Nat Med 2015;21:922—6




Experiencia en LBDCG: diferencias segun
célula de origen (GCB vs. no-GCB)
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P =.006

ORR, 8.7%

ORR, 52.9%
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EPR
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non-GCB
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P =.004 —— GCB
—— Non-GCB

Cumulative Survival
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Hernandez-llizaliturri FJ, et al. Cancer 2011;117:5058—-66



Lenalidomida (R2-CHOP) en el

tratamiento de

primera linea del LBDCG

A 100
@ 80
L
L=
= — 604
.E; _g
Z P<.001
T 5 404
=w =—GCE -
a 12-month PFS, 73%; 5% CI, 62 to 855 =+ H*
204 24-month PFS, 84%; 05% CI, 3% to 78%
Mon-GCEB
12-month PFS, 39%; 05% CI, 25% to 2%
24-month PFS, 28%; 5% CI, 15% to 51%
T T T T T
0 1 12 18 24 30
Time (months)
Mo. at risk
felo) 59 49 43 0 31 28
Non-GCB 28 17 1 8 < 3
C 1004
= 20
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— &0
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&S g4  24-month 08, 74%; 95% CI, 63% to 86%
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12-month OS5, 61%; 95% Cl, 459 to 82%
24-month OS5, 46%; 95% Cl, 30% to 63%
T T T T T
0 ] 12 18 24 30
Time (months)
MNo. at risk
GCa 59 57 53 47 39 37
MNon-GCE 28 23 17 14 1 [

100 Jy (—
- 80 y |
e .L|+_u.|_u_'_'_f—
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204 24 month PFS, 50% 05% CI, 44% to 80%
Mon-GCB
12-month PFS, 72%; 95% CI, 55% to 84%
24 month PFS, 60%: 05% CI, 41% to 87%
T T T T T
0 1 12 18 24 20
Time (months)
Mo. atrisk
GCB 33 26 18 13 1 8
Non-GCE 22 20 14 10 5 4
D 100 N —— +
-
— A+
2
S
= B0 4
c
=
o s P=6
@ 12 month OS, 83%; 95% CI, 7% to 100%
S 0  24month OS, 75%; 05% CI, 61% to 03%
MNon-GCB
12-month 05, 95%; 95% CI, 87% to 100%
24-month 05, B3%; 95% CI, 67% to 100%
T T T T T
0 6 12 18 24 20
Time (months)
Mo. atrisk
GCB 23 30 27 18 13 7
Non-GCB 22 71 18 13 ] 8

Nowakowski et al. J Clin Oncol 2014;33:251-7



Ensayo REMARC: tratamiento de
mantenimiento con lenalidomida

v Estudio fase |ll aleatorizado, doble ciego de mantenimiento
con lenalidomida vs. placebo en pacientes ancianos (60-80)

tratados con R-CHOP (6-8 ciclos) en 12 linea
v Endpoint primario: PFS

| Lenalidomide maintenance (25 mg)

Patients with DLBCL
responding to 15t
line R-CHOP

(621)

uolneziwopuel T:T

Placebo maintenance

24 mos.




Mantenimiento con lenalidomida:
ventaja en SLP sin beneficio en SG

1.0 4 + Censored
: Log-rank P=.0135
HR, 0.708 (95% CI, 0.537 to 0.933)
0.8 1
=
=
'g 0.6
0
2
= 041
[#s]
L
o
0.2 1
=== | enalidomide
Placebo
I I I 1 I I 1 1 I I I 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Mo. at risk: Tlme(mnnthsl

Lenalidomide 323 291 265 250 214 172 137 97 70 42 23 6 1 0
Placebo 327 290 259 250 213 173 137 94 62 42 19 8 1 0

Lenalidomide 323 312 292 285271 250 217 188 152 112 79 50 27 12

1.0 4 + Censored
. Log-rank P=.2640
HR, 1.218 (95% CI, 0.867 to 1.721)
0.8 4
=
y
= 0.6 -
fis
o
o
| -
2 044
(#]
o
0.2
=== | enalidomide
Placebo
I I I

I 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

No. at risk: Time (months)

T 0

Placebo 327 319 308 299 285 272 240209 164 117 83 58 34 12 3 0

Thieblemont C, et al. J Clin Oncol 2017;35:2473-81



;COmMo integrar los nuevos farmacos en el
tratamiento de primera linea del LBDCG?

Farmaco y esquema Ensayos clinicos
Microambiente, R2-CHOP (lenalidomida) LBDCG ABC
NF-kB, IRF4 ROBUST (NCT02285062)3
ECOG 1412 (NCT01856192)"
BTK IR-CHOP (ibrutinib) LBDCG no-GCB
PHOENIX (NCT01855750)8
PKCb Enzastaurina+ R-CHOP  NCT00451178™
BCL2 Venetoclax + R-CHOP CAVALLI (NCT02055820)*

EZH2 Tazemetostat + R-CHOP NCT02889523"

§ Fase lll
* Fase |l aleatorizado
# Fase Ib/Il




,Por qué R-CHOP21 sigue siendo el
tratamiento estandar en 20177

v Se han obtenido buenos resultados (inesperados) en el
brazo control (R-CHOP) en varios ensayos aleatorizados
(CALGB 50303, GOYA, PYRAMID, REMoDL-B)

v Los estudios no tienen suficiente poder estadistico para
detectar diferencias entre subgrupos

v Los ensayos han incluido diferentes subgrupos de LBDCG
* No estratificados para GCB y no-GCB
 Inclusion inadvertida de DHL
* Mezclade DEL y no DEL



Los subgrupos de LBDCG son
heterogéneos y se solapan

64-95% GCB e 63-76% ABC
Double-expresser

- lymphamas

50-75% BCLU
21-44% DLBCL are DEL

80-90% DHL are DEL
<20% DEL are DHL

.,;




Impacto prondstico de MYC y BCL2

Anti-c-Myc (N-term) Antibody, clone Y69

A Fﬁﬁ_ ‘ A mh\\ =L ‘
c 1.0 —— (thar (n = 236)
e MYCHBCL2* (0 = 55)
E m— OHITin =14
. 0.8 -
£
o
=1
S 064
2
= 0.4
=
(]
S 02- X
5 P 00
*P= 014 (MYCHBCL2* v ather]
| | | |
0 3 b 8 10
Time (years)
‘ Time (years) ‘ ‘ Time (years) ‘

Johnson NA, et al. J Clin Oncol 2012:30:3452-9




,Qué debemos solicitar a los patdlogos?

v Marcadores GCB
e BCL6, CDI10, GCET1, LMO2

v Marcadores ABC
e |IRF4/MUM1, FOXP1

v Ki67, MYC, BCL2, CD5 (IHQ)

v MYCy BCL2 (FISH)

» Diagnostico de linfoma B de alto grado, NOS (OMS 2016),
linfoma plasmablastico y linfoma transformado

* |Pl alto y Ki-67 > 80% ( no adecuado como criterio aislado )
 MYC>40%y BCL2 >50% (DEL, double-expressing lymphoma)




Tratamiento de los linfomas doble hit:
DA-EPOCH-R + profilaxis SNC

Serie n Esquema (n) SLP 2a SG2a Dlferencias
Abramson, 37 R-CHOP (15) Med Med DA-EPOCH-R superior
2012 DA-EPOCH-R (15) 19m 34m SLP/SG
R-CODOX-M/R-IVAC (6)
TAPH (3)
Oki, 2014 129 R-CHOP (57) 33% 44% DA-EPOCH-R superior
R-hyperCVAD/MA (34) RC, SLPy SG
DA-EPOCH-R (28)
R-CODOX-M/R-IVAC (28) No beneficio TAPH
TAPH (23)
Petrich, 2014 311 R-CHOP (10) 40% 49% Regimenes intensivos
R-hyperCVAD/MA (65) superiores a R-CHOP
DA-EPOCH-R (64) DA-EPOCH-R superior
R-CODOX-M/R-IVAC (42) (RC)
TAPH (53)
No beneficio TAPH




DA-EPOCH-R, ;debe ser el tratamiento
en linfomas con doble expresion?

100

Progression-free survival (%)

Dunleavy K, et al. Blood 2013;122: abstract 3029



Biopsy-Proven Diffuse Large B-Cell Lymphoma (DLBCL)

v

Staging and Baseline Assessment
« PET/CT
+ Cardiac assessment (Echo - preferred or MUGA - acceptable)
= Bone marrow biopsy
« HIV, Remote hepatitis panel, LDH
= EBV viral load (if tumor EBV+)

J ' y

Stage IA or limited Stage IIA Advanced Stage (lll-IV) and/or B Symptoms
Consider abbreviated If “Double-Hit"" consider intensive R-CHOP x 6 cycles?
(3-cycles) R-CHOP followed regimen (i.e. R—I:Iu'!".—EF".‘IJEH}2

by consolidative radiotherapy

Relapse / Refractory Remission
¢ A
Transplant Candidate?
MNo l i‘l’es
Clinical Trial or “off-label” Second-line Therapy
Less intensive therapy (R-ICE, R-DHAP, R-GDP)
+ Bendamustine + Rituximab ¢
+ Brentuximab Vedotin
+ Ibrutinib ntail

If relapse

= Consider allogeneic transplant
in selected patients

+ Lenalidomide



Estudio PARMA (1995): TAPH vs.
guimioterapia convencional (DHAP)

215 pacientes, 2 ciclos DHAP
 n=>54, DHAP x 4 (convencional)
 n=55 TAPH (BEAC)

— Transplantation

100 100 1 — Conventional treatment
46%
* | TN ETEIT]
12%
p=.0,001 et p=0,038
0 ] 1 1 | 1 1 U 1 ] ] 1 1 1
0 15 30 45 60 75 90 0 15 30 45 60 75 S0
Mos After Randomization Mos After Randomization

Philip T, et al. N Engl J Med 1995;333:1540-5



Influencia del rituximab previo sobre la
eficaclia del tratamiento de rescate

Esquema de rescate RR (%) SLE 3a (%)

R-ESHAP (n=163)
Rituximab previo 63 17
No rituximab 81 0,045 57 <0,0001

R-ICE / R-DHAP (n=396)
Rituximab previo 51 21
No rituximab 83 <0,0001 47 <0,001

Martin A, et al. Haematologica 2008;93:1829
Gisselbrecht C, et al. J Clin Oncol 2010;27:4184-90




Los nuevos esquemas de rescate no
mejoran los resultados en LDCG R/R

Estudio n Régimen RR (%) TPH (%) SLE SG

(3-4a) (3-4a)

CORAL 396 R-DHAP 63 54 35% 51%

R-ICE 64 50 26% A7%

NCIC-CTG 619 R-DHAP 44 49 26% 39%
LY12

R-GDP 45 52 26% 39%

Gisselbrecht C, et al. J Clin Oncol 2012;30:4462-9
Crump M, et al. J Clin Oncol 2014;32:3490-6




Al menos un tercio de los pacientes con
LBDCG no se curan en la actualidad

DLBCL

N

| 10 Relapsed

3040 Patients ‘

204 Cured with
Refractory

R-CHOP 3
DLBCL

| Elderly, frail | «—
Unmet clinical l , |
need Primary Therapy and proceed
— refractory 10 ASCI
PFS 10-15m
OS 1yr 15-20% j
Relapsed
aﬂer 4 10 Patients Cured
HDT+ASCT

—

Modificado de Friedberg JW. Hematology 2011;1:498-505
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