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US Mortality, 2015

0)
Rank  Cause of Death dNeOa{tﬁfs g)e(;ftﬁ;l
1. Heart Diseases 700,142 29.0
2. Cancer 553,768 22.9
3. Cerebrovascular diseases 163,538 6.8
4. Chronic lower respiratory diseases 123,013 5.1
5. Accidents (Unintentional injuries) 101,537 4.2
6. Diabetes mellitus 71,372 3.0
/. Influenza and Pneumonia 62,034 2.6
8. Alzheimer's disease 53,852 2.2
9. Nephritis 39,480 1.6
10. Septicemia 32,238 1.3

Source: US Mortality Public Use Data Tape 2001, National Center for Health Statistics, Center for Disease Control
and Prevention, 2003.



Epidemiologia del Cancer en el Mundo
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FIGURE & Death Rates* From Cancer and Heart Disease for Ages Younger Than 85 and 85 and Older.

*Rates are age-adjusted to the 2000 US standard population.
Source: US Mortality Public Use Data Tapas, 1960 to 2003, Mational Center for Health Statistics, Centers for Disease Control and

FPrevemtion, 2006,




Generalidades

LLC gran variabilidad clinica

) . . o Performance
Sobrevida 2-20 afios, media 10 afos Status

Indolente <30% \ \

Agresiva : SV 2-3 afos

Fase terminal 1-2 anos, alta morbilidad




OVERALL SURVIVAL BY TREATMENT

Cumulative 100 -
% surviving
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Ardeshna et al. Lancet 2003:362:516-522.



CONCEPTO E INCIDENCIA

LLC: enfermedad caracterizada por la proliferacion y acumulaciénde linfocitos
inmunoincompetentes de pequefio tamano, aspecto maduro y fenotipo B

Manifestaciones clinicas por infiltracion progresiva de la medula o6sea, ganglios
linfaticos y otros tejidos . Ademas se presentan alteraciones inmunologicas

Es la forma de leucemia mas frecuente en los paises occidentales, se presenta en
personas de edad adulta y su incidencia es de 3 casos / 100,000 habitantes / afio



DIAGNOSTICO

1. Linfocitos B >5 x109/L en sangre periférica durante mas de 3 meses

2. Clonalidad de los linfocitos confirmada por citometria de flujo

3. Presencia de células atipicas (prolinfocitos, células hendidas) <50% de los linfocitos

en sangre

. Fenotipo compatible con LLC: expresion de cadenas kappa o lambda; Smlg de poca
intensidad; positividad para los antigenos CD5, CD19, CD20 (débil), CD23 y CD200

. La presencia de <5 x109/L linfocitos B, en ausencia de adenopatias, visceromegalias,
citopenias o sintomas asociados, define la denominada linfocitosis B monoclonal
(LBM), de significado clinico incierto

Guidelines for the diagnosis and treatment of chronic lymphocytic leukemia: a report from the International Workshop on Chronic Lymphocytic Leukemia updating the National Cancer Institute—\
Group 1996 guidelines. El término LLC de fenotipo T ha desaparecido de todas las clasificaciones actuales.
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e Edad media 70 aifos (20% <65
anos) y predomina en varones
(1,5:1)

 80% asintomaticos

LLC: CLINICA

Sintomas Prevalencia Caracteristicas

Astenia 20% A veces sin relacidn con el grado de actividad de la
enfermedad

Sintomas B 10%: Fiebre (=38 °C), pérdida de peso (=10% en & meses),
sudacion nocturna. Su presencia debe hacer pen-
sar en una transformacion en linfoma de células
grandes (sindrome de Richter)

Sindrome anémico 10% Puede ser de origen infilirativo, por anemia hemo-
litica autoinmune (15 — 30%) o por eritroblasto-
penia (<1%)

Plaquetopenia 10% Puede ser de origen infiltrativo, por hiperesple-

nismo o autoinmune (<5%)

Infecciones

Fases avanzadas

Suelen ser bacterianas y de foco pulmonar. Tam-
bién son frecuentes las infecciones por herpes vi-
rus y agentes oporiunistas

Transformacion '

5 - 109 de casos

Transformacién prolinfocitoide (>55% de prolinfo-
citos) o bien sindrome de Richter

Segundas 8% de casos Mayor riesgo de segundas neoplasias (piel, tracto
neoplasias digestivo, pulmaén)
Otros sintomas Raros Reacciones alérgicas a picaduras de insectos




EXAMEN FISICO

« Normal en el 70% de pacientes al diagnostico

—Adenopatias (20 — 30%) bilaterales y simétricas. Es excepcional la presencia de
adenopatias mediastinicas asi como la infiltracion del anillo linfatico de Waldeyer

— Esplenomegalia (20 — 30 %)
— Hepatomegalia (10 — 20%)

— La infiltracion linfoide de piel, rindn, glandulas lagrimales o salivares, pulmén, etc. es
excepcional



DIAGNOSTICO DIFERENCIAL

LEUCEMIA PROLINFOCITICA — Linfocitosis extremas (>100 x109/L) con abundantes prolinfocitos
(>55%)
— Smlg intensa, FMC7+, CD23—

TRICOLEUCEMIA — Morfologia tipica de tricoleucocito

— Smlg intensa, CD25/CD11c/CD103+
— Formas variantes: leucocitosis, CD25 y CD103 negativas
— Mutaciones de BRAF (>90%)

LINFOMAS FOLICULARES LEUCEMIZADOS — Morfologia centrofolicular
— Smlg intensa, CD10/CD22+, CD5-
— t(14;18)(923;932) en el 80%

LINFOMA DE CELULAS DEL MANTO — Smlg intensa, CD5+, CD23 negativo
del manto — t(11;14)(q13;932) >90% pacientes
— Expresion de Ciclina D1 en >90% casos

OTROS SINDROMES — Origen B: linfoma marginal esplénico, linfoma linfoplasmocitoide
LINFOPROLIFERATIVOS (macroglobulinemia de Waldenstrém)
— Origen T: leucemia prolinfocitica, sindrome de Sézary, leucemia de
linfocitos grandes granulares
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Etapificacion

OS- CLL according to Binet and Rai stages

TABLE 2: Staging systems for CLL a 109
0.9 —
RAI SYSTEM
— 0.8 —
Rai Modified Rai Median
stage stage (risk) Clinical characteristics survival (yr) 0.7
(0] Low Lymphocytosis in peripheral blood and bone > 10 0.6
marrow only
0.5 —
| Intermediate Lymphocytosis and enlarged lymph nodes 6 o4
1l Lymphocytosis and enlarged spleen and/or liver )
1 High Lymphocytosis and anemia (hemoglobin 2 0.3
< 11 g/dL) o.o Binet A (n=673)

v Lymphocytosis and thrombocytopenia

a 0.1 - Binet B (h=182)
(platelets < 100 x 109/L) o Binet G (h—129)

BINET SYSTEM : ' ' ' ' '

Binet Median -
stage Clinical characteristics survival (yr) 0.9
A Hemoglobin level = 10 g/dL, platelet count = 100 x 109/L, > 0.8
and < 3 areas involved 0.7
B Hemoglobin level = 10 g/dL, platelet count = 100 x 10°%/L, <5 o6
and = 3 areas involved ’
C Hemoglobin level < 10 g/dL, platelet count < 100 x 10°/L, <2 ©-57
or both (independent of areas involved) 0.4 —
0.3 —
0.2 — Ral O (n=453)

Ral Il (n=388)

Probability of survival

Probability of survival

0.1

L rai v (n=136)
0.0 T T T T T T T

15 20 25 30 35 40

o
a
'-l
o

Time duration (years)




é¢Terapia?

ENFERMEDAD ACTIVA
Estadio Manejo * Falla Medular progresiva
» Enfermedad Bulky ( >10cm, esplenomegalia >6cm)
Precoz ( Rai 0, Binet A) Monitorizacion sin tto hasta * Citopenias Autoinmune no controladas
progresion * Tiempo Doblaje linfocitario rapido
Intermedio (Rai | y Il, Binet B)  Monitoreo hasta Enfermedad (<bmeses 0 >50% en 2 meses)
Activa * Sintomas B
Avanzado ( Rai lll y IV, Binet C)  Requiere tratamiento Consideraciones
* TDL solo si RAL >30.000

* RAL no criterio unico de indicacion de tratamiento (
Leucostasis/sintomas)

* No definen tratamiento: Hipogamaglobulinemia, componente
monoclonal

No hay evidencia en iniciar terapia en etapa precoz y asintomatico mejore SG,
incluyendo pacientes de alto riesgo




Factores Pronosticos En Practica Clinica

100 — ——— 17p deletion
—— 11q deletion
Poor Prognostic Features in Chronic Lymphocytic Leukemia .
— 12q trisomy
Rai stage llI-IV or Binet stage C (presence of anemia and/or thrombocytopenia) 80 — — Normal
Lymphocyte doubling time < 12 months —— 13q deletion
Diffuse pattern of involvement on bone marrow examination . as sole abnormality
=3
Serum beta 2 microglobulin > 3.5 mg/dL w0 60 —
=
Serum thymidine kinase > 5 U/L Z§
CD38 expression > 30% ;
ZAP i 2
-70 expression > 20% 5 40 —
Immunoglobulin heavy chain (lgV,) non-mutated §
Deletion of 17p T
Deletion of 11g 20 —
TP53 mutation
ATM mutation
O T T T T T T T T T T T T T T ]

(o} 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180
Time duration (months)

La presencia de marcadores prondsticos de alto riesgo
No es sindnimo de enfermedad activa , ni necesidad de tratamiento




LLC Evolucion Opciones terapeuticas

Neil E. Kay Blood 2006;107:848

Alkylating agents
-Chlorambucil
-Cyclophosphamide

2000

Purine
nucleosides
-Fludarabine

-Pentostatin
-Cladribine

Purine
nucleosides
and alkylators

Chemoimmunotherapy




Objetivos de tratamiento

Reduced organ function

Life expectancy unrelated to CLL

Comorbidity, performance score

| ! !

“Go-Go” “Slow-Go” “No-Go”

£- cIe -1z

Deep remission Balance of efficacy/toxicity Do no harm

Goal: MRD-negative remission Good response Palliation
Priority: Efficacy Combination of efficacy & tolerability Low toxicity

CLL = chronic lymphocytic leukemia; MRD = minimal residual disease







Table 1. Treatment Options for First-line Therapy

Median
Trial Regimen N Median Age Follow-up ORR CR FFS o5
CLLE®
FCR AlE 61y Gi%s A% A6, 8% at T8, 1% at
=65 y (31%) 5y 5y
5.9
K 409 61y Y 80% 22% 75.5% at 66.9% at
=65 y (29%) Sy 5y
CLLIO
FCR 282 61,6y, 9595 A% 5.2 mo 1% at
. =65 y (30%) Ty
37.1
QIT Fludarabina BR 279 61.6y; e 6% 1% 41.7 mo 92% at
. =65 y (39%, 3
QIT Bendamustina v (39%) y
} CLLY
QIT Clorambucil Obinutuzumab + 133 78% 21% BImo  Not reached
chlorambucl 7 16.0
Rituximab + 330 d - 65% ™ 57me Mot reached
chlorambucl
CLLTT
Obinutuzumab + 2138 T7% 2% 3.1 mo Mot reached
AC Monoclonal CD20 chlorambuci| 3y 42.4 mo
] ) Chlorambucil 118 31% (PR) MIA 1.1 mo 58.5 mo
Rituximab COMPLEMENT 12
Ofatumumab FC + ofatumumab 226 o _— 82% 12% 224mo  Not reached
Obinutuzumab Chlorambucil 221 ! 69% 1% 121mo  Not reached
RESOMATE-2'7
136 Ty 978 18% 9% at 958 at
Ibeutinib =70y (71%) 2y 2y
133 72 286 mo 6% R, 349% at 849 at
y
Chiorambucil
Novel Agent 210y (0%} 2y 2y
POYC-1102"
Ibrutinib Y 68y Sy 84% 29% 97% at
=0y (43%) By

NCCN Guidelines® Insights Chronic Lymphocytic Leukemia/Small Lymphocytic Leukemia, Version 1.2017



Addition of Rituximab to Fludarabine and Cyclophosphamide in CLL 8 TRIAL e
patients with CLL: a randomised, open-label, phase 3 trial

100 —— Chemoimmunotherapy
—— Chemotherapy

: FCR x 6 ( 408p) ki
LLC Naive /

Binet B-C

PS 0-1 \
N= 817 FC x 6 (409p)

Proportion without progression (%)
(%)
(=]

s . o
Rituximab § & B B 2 0 % & 8 4 6 66
Cycle 1: 375 mg/m? Nomber at isk

umber at risl
Cycles 2-6: 500 mg/m? Chemoimmunotherapy 408 352 305 183 54
Fludarabine Chemotherapy 409 318 232 123 34

25 mg/m? iv, days 1-3

Cyclophosphamide . =
250 mg/m? iv, days 1-3 1° Endpoint : PFS Edad media 61 anos
31% Binet C PEFS 3 ANOS
Analisis IT Del 17p 8,2 % 0 0
Vi s 45% FC vs 65%FCR




Long-term remissions after FCR chemoimmunotherapy in previously
untreated patients with CLL: updated results of the CLLS trial

Seguimiento 5,9 aios

Probability of Progression-free Survival

1,0

o
@

g

FC FCR
ORR 80 % 90% p <0,01 | e
RC 44% 22% p <0,01 ol
’ FC (N=409)
PFS 32,9m 56,8m p<0,001 )
004 P =0.001 by log-rank test
0S 86m NR p<0,001 i % § ¥ F % ¥ B
Months on Study

Number at risk | 0 12 24 36 48 60 72 84 96

FCR 408 358 310 261 222 178 76 18 1

FC 409 232 236 167 119 86 39 13 0

PFS y OS

Probability of Overall Survival

FCR (N=408)

FC (N=409)

1,07

0,8

0,6

0,4

0,2

00- p =0.001 by log-rank test
T T T T T T T
12 24 36 48 60 72 84

Months on Study

Number at risk ’ 0 12 24 36 48 60 72 84

T
96

FCR
FC

408 384 363 342 318 290 134 41

409 360 232 297 262 220 100 33

€ blood




° ° °
T T i

Probability of Progression-free Survival
o
L

004 p<0.001 by log-rank test

PFS and OS in both treatment arms and IGHV MUT/UNM patients.

—FCR IGHV MUT patients (N=113)

—FC  IGHV MUT patients (N=117)

-~ =FCR IGHV UNM patients (N=197)

- =FC  IGHVUNM patients (N=195)

T
12

T T
24 36

T

®~

48 60 %
Months on Study
Number atrisk | 0 12 24 36 48 60 72 84 96
FCRIGHVMUT | 113 99 97 8 80 71 37 15 1
FC IGHV MUT 117 96 75 58 45 36 21 7 0
FCRIGHVUNM | 197 173 140 106 85 61 25 2 0
FC IGHV UNM 195 153 105 65 45 30 12 4 0

Probability of Overall Survival

0,24

007 p<0.001 by log-rank test

—FCR  IGHV MUT patients (N=113)

—FC

IGHV MUT patients (N=117)

==FCR IGHV UNM patients (N=197)

~=FC  IGHVUNM patients (N=195)

T T T T T T T T
12 24 36 48 60 72 84 9%
Months on Study
Number atrisk | 0 12 24 36 48 60 72 84 96
FCRIGHVMUT | 113 106 104 100 96 89 47 20 1
FC IGHV MUT 117 105 96 91 86 76 38 12 O
FCRIGHVUNM | 197 189 174 161 148 132 67 18 1
FC IGHV UNM 195 170 149 137 113 92 45 18 1




OS in genetic subgroups of
IGHV MUT FCR patients (N = 107).

1,01 F 1 ” —— Trisomy 12 (N=10)
I T . e — 13q deletion (N=58)
! i - = 11q deletion (N=15)
i | feeer
2 I R
2 L i
@ | !
= 0,6 ]
E i leccccnanaee. == No 17p, 11q, trisomy 12 or 13q deletion (N=21)
3 .
5 l
2 04- i .
- 1 I T ——— - IR Seguridad Largo Plazo
£ Neutropenia Grado lll y IV
16,8% FCR vs 8,8 % FC p<0,007
004 p <0.001 by log-rank
SR A % % & & & Segundas neoplasias
Months on Study R | C h te r
Number atrisk | 0 12 24 36 48 60 72 84 96 S M D / LM A
13q deletion 58 56 55 54 52 50 26 9 1 no d |fe ren CiaS
Normal’ 21 19 19 17 16 15 8 3 0
Trisomy 12 0 10 10 10 10 9 L) 3 0
11q deletion %5 14 14 13 13 11 8 5 0
17p deletion 3 2 1 1 1 1 0 - -

"No 17p, 11q, Trisomy 12 or 13q deletion




First-line chemoimmunotherapy with bendamustine and rituximab versus fludarabine, e
cyclophosphamide, and rituximab in patients with advanced CLL (CLL10): an international,
open-label, randomised, phase 3, non-inferiority trial

Patients with untreated, active CLL without del(17p)
and good physical fitness

(CIRS <6, creatinine clearance =70 mL/min)

FCR

BR

Fludarabine 25 mg/m? iv, days 1-3

Bendamustine 90 mg/m? day 1-2

Cyclophosphamide 250 mg/m?, days 1-3 Rituximab 375 mg/m? iv day 0, cycle 1

Rituximab 375 mg/m? iv day 0, cycle 1

Rituximab 500 mg/m? iv day 1, cycle 2-6

Rituximab 500 mg/m? iv day 1, cycle 2-6

1° EP: No inferioridad BR vs FCR para PFS

THE LANCE T

Oncolo




CLL 10 TRIAL 100+ — FCR <65 years
—— FCR >65 years
—— BR>65 years
80 — BR <65 years
g
0—
2
A £
100~ — FCR S 404
—BR %
a
204
80
g
_g 0 T T T T 1
£ 6o 0 12 24 36 48 60
2 Number at risk
Y FCR<65years 196 173 129 56 16 0
- FCR>65years 86 74 56 27 6 0
5 40 BR>65years 108 91 65 27 11 0
'g BR<65years 171 153 104 39 9 0
y C
Q.
204 100+
0 T T T T 1 255 a0
0 12 24 36 48 60 g
Number at risk e
FCR 282 247 184 83 22 0 g 607
BR 279 244 169 66 20 0 g
-
.g 40+
g
. .. 5
Media seguimiento 37,1 meses N —
—— BRIGHV™"
— FCRIGHY™*
BR FCR — BRIGHV
0 T T T T 1
PFS 41,7m  552m p =0,0003 ; z 7 % p %
OR R 9 6% 9 5% Noirbeen itk Time from randomisation (months)
_ FCRIGHV™ 196 112 86 44 13 0
RC 31% 40% P —0,034 BRIGHV™ 86 129 94 37 9 0
FCRIGHV™* 1585 74 57 31 12 0
BRIGHV"™ 108 161 106 33

THE LANCE T
Oncolo




PFS en subgrupos- FCR versus BR

Events/patients
FCR BR HR (95% Cl)

Age (years)
=65 63/196 85171 —— 1789 (1-290-2.480)
=65 28/86 46/108 - 1388 (0-867-2-222)
Binet stage
A 20/63 24/62 — 1.238 (0-683-2.243)
B 35/105 59/107 2-068 (1:359-3-146)
C 36/114 48/110 T 1462 (0:949-2:253)
FISH cytogenetics
del(11q) 33/68 45/63 - 2325 (1-472-3-673)
Trisomy 12 10/33 12/32 " 1360 (0-570-3-245)
Mo abnormalities 21/68 33/76 —t— 1.480(0-856-2-561)
del{13q) 27/113 4168 —.————— 1.623 (0-998-2-640)
IGHV mutation status
Mutated 22/123 25/87 - 1644 (0-926-2-917)
Unmutated 68/152 103/183 —.— 1.456 (1.070-1-981)
Gender
Male 6320 105/207 — 1948 (1.424-2-665)
Female 28/81 26/72 —_— 0971 (0-568-1.661)
All 91/282  131/279 —-— 1626 (1-244-2-125)

I 1 ] ]

0 1 p] 3 4

+—— g
Favours BR Favours FCR




Overall survival according to treatment group FCR=fludarabine, cyclophosphamide, and rituximab. BR=bendamustine and rituximab.

100 - — FCR
—BR
80—
<. 604
E BR FCR
s SG 3 afios 92% 91% ND
T
g 40+
o
20+
0 1 1 1 1 1
0 12 24 36 48 60

. Time from randomisation (months
Number at risk ( )

FCR 282 261 203 103 30 0
BR 279 261 196 96 26 0

Efectos Adversos
Infecciones mas frecuentes grupo FCR y adulto mayor




Chlorambucil plus ofatumumab versus chlorambucil alone in previously untreated patients with chronic lymphocytic
leukaemia (COMPLEMENT 1): a randomised, multicentre, open-label phase 3 trial

Dic 2008-Mayo 2011

Key eligibility criteria
« Untreated CLL patients Ofatumumab + chlorambucil

with active disease (n=221) Primary: PFS by IRC

(N=447) . ~

e asnine-based Chiorambucil alone (n=226) S, sakety 69% (>65 afios)

. ECOG PS <2 87% al menos 1 comorbilidad

Chlorambucil: 10 mg/m? PO D1-7 g28 d; maximum 12 cycles
Ofatumumab: 300 mg IV D1 cycle 1, 1,000 mg D8 cycle 1; 1,000 mg D1 cycle 2-12; g28d

% Phase lll comparison of frontline chlorambucil alone vs chlorambucil + ofatumumab

ELSEVIER



Media seguimiento 28,9 meses

PFS
0S 3A

ORR
RC

;
e ) ‘.v.'_"
e o

.

A ) 9%
ELSEVIER

Clb
13,1m
83%

69%
1%

The Lancet 2015 385, 1873-1883DOI: (10.1016/S0140-6736(15)60027-7)

Copyright © 2015 Elsevier Ltd

Clb + Ofatumumab
22,4m p<0,0001
85%

82% p=0,001
14%

—— Chlorambucil
—— Chlorambucil plus
ofatumumab

HR=0-57
{95% Cl 0-45-0-72);
p<0-0001

100

g 80

g

£ 60+

w

]

-

S 407

v

o

£ 204
0
o)

Number atrisk
Chlorambucil 226
Chlorambucil plus 221

1 1 1 1 | 1 1 ] 1
6 12 18 24 30 36 42 48 54

92 33 1 (o}
149 70 15 1
HR=0-91
(95% Cl 0-57-1-43);
p=0-666

ofatumumab
B
100
80
=
= 60
=
£
A
T 40—
v
=
[e]
20—
0
0

Number at risk
Chlorambucil 226
Chlorambucil plus 221

ofatumumab

6 12 18 24 30 36 42 48 54
Follow-up (months)

191 148 53 1
193 153 57 2


http://www.elsevier.com/termsandconditions

Events/patients HR (95% Cl)

Chlerambucil Chlorambucil plus ofatumumab
All patients 151/226 136/221 —.—
Men 90/140 65/142 e o |
Women 61/86 41/79 o
Age (years)
45-55 13/26 11/20 |
56-65 26/40 30/51 k =
<65 42/71 38/69 L
=65 109/155 98/152 .
=70 69/109 70/117 . B |
=70 82/117 66/104 .
=75 109/163 103/165 .
=75 42/63 33/56 .
Binet stage
A 51/70 43/77 —.—
B 61/87 51/74 .
C 39/69 42/70 i
Comorbidities
Ooril 37/67 38/59 —.—
=2 114/159 98/162 ——
B,-microglobulin
=3500g/mL 32/48 33/61 k -
=3500g/mL 115/169 101/153 —a—
Immunoglobulin heavy chain status
Mutated 65/90 38/87 .
Unmutated 73/113 87/114 —.—
Laboratory analysis
17p 11/17 6/10 ' - 1
11q 18/24 30/39 I =
17porllq 29/41 36/49 - :
6qor +12qori13q 76/111 71/119 -
No aberration 42/64 23/41 —_—.—
B-cell ZAP70-positive 72/110 72/100 —.
B-cell ZAP70-negative 73/103 57/108 .
B-cell: T-cell ratio ZAP70-positive 96/135 93/137 —.—
B-cell: T-cell ratio ZAP70-negative 50/78 36/71 .
B-cell and B-cell: T-cell ratio ZAP70-positive 55/80 62/81 .
B-cell or B-cell: T-cell ratio ZAP70-positive 57/85 41/75 e
B-cell and B-cell: T-cell ratic ZAP70-negative 33/48 26/52 I -

f T T T 1

v i ' The Lancet 20

ELSEVIER

Favours chlorambucil plus ofatumumab

385, 1873-1883DOI: (10.1016/S0140-6736(15)60027-7)

Copyright © 2015 Elsevier Ltd

—

Favours chlorambucil

Efectos Adversos G3 50% (Clb+O)vs 43% (Clb)

Neutropenia 26%vs 14%
Infecciones Gl =

Reacciones infusionales 67%
Gl 10% vs 2%



http://www.elsevier.com/termsandconditions

ORIGINAL ARTICLE e
CLL 11 TRIAL

Obinutuzumab plus Chlorambucil in
Patients with CLL and Coexisting Conditions

O-Cib (n = 333)
6 cycles \Stage 1a

O-Clb vs CIb
Clb (n = 118) <
6 cycles Stage 1b
R-Clb vs Clb
R-Clb (n = 330) |~ s
6 cycles

Eligibility (n = 781)
Previously untreated
CLL with comorbidities
Total CIRS score >6
and/or

CrCl <70 mL/min

CIRS = cumulative illness rating scale; CrCl = creatinine clearance

Obinutuzumab: IV, 1,000 mg on d1, 8, 15 (cycle 1); d1 (cycles 2-6), every 28 days
Rituximab: IV, 375 mg/m? d1 (cycle 1); 500 mg/m?2 d1 (cycles 2-6), every 28 days
Clb: PO, 0.5 mg/kg d1, 15 (cycles 1-6), every 28 days

« Stage 2 directly compares 0-Clb to R-CIb

+ Patients with progressive disease in the Clb-alone arm were allowed to cross over to
O-Clb.

+ Primary endpoint: PFS
Goede V et al. N Engl J Med 2014;[Epub ahead of print].




RR y PFS con Obinutuzumab-Chlorambucil or Rituxim?b—ChIorambucil versus Chlorambucil Alone.

l B
g 1.0+ Stratified hazard ratio for
S 0.9 progression or death with
v 0.8 ey G-Clb, 0.18 (95% ClI,
8 ’ T-e 0.13-0.24)
-g 0.7 4 " P<0.001
.§ 0.6 --._.'
g. L S & T h
= 0.4+ " ' G-Clb
S 0.3+ =4y .
A P<0.001 P<0.001 £ o2 P e E
. 3 2| =) ' e '
X o = = G-Clb B 01- : “H~lmmlet et tse s Clb
e [ Complete response £ oo T T ——iLl T T 207 T 1
2 B Partial response 6] 3 6 9 12 15 18 21 24 27 30 33 36 39
8 Months
9l Clb s
e Complete response No. axRisk
< O P P G-Clb 238 220 218 207 188 156 122 93 60 34 12 4 1 (o]
= [l Partial response Clb 118 101 89 68 36 18 11 6 4 3 1. .0 o 0o
=
0 R-Clb
= C
2 [ Complete response _
£ Il Partial response 2 L Stratified hazard ratio for
£ 0.9+ progression or death with
G-Clb Clb R-Clb 3 0.8 R-Clb, 0.44 (95% ClI,
N=238 N=118 N=233 K 0.34-0.57)
( ) ( ) ( ) n.g 0.7 4 ..~ P<0.001
.g 95 _"\
£ O05f------------- Po---2
o .
& 044 o
s 0.3 -
£ 02 :
§ 0.1- : HERYC £ C R S Sy
o ' =—11.1% =-—16: Clb
& o'o T T T T 11|1 T 16 I3 T T T T T 1
(o] 3 6 =] 12 15 18 21 24 27 30 33 36 39
Months
No. at Risk
R-Clb 233 225 219 190 146 114 72 49 31 14 5 2 o o}
Clb 118 101 89 68 36 18 11 6 4 3 1 (o] o] (o]
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RR y PFS con Obinutuzumab-Chlorambucil versus Rituximab—-Chlorambucil.

A
( &
= 100 P<0.001 G-Clb = _
O;‘ 20 ! ! @ Complete response = ’ Stratified hazard ratio for
S Bbg B Partial response £ 0.9+ progression or death with
% 70 e 2 58 G-Clb, 0.39 (95% ClI,
&2 60 5 ] 0.31-0.49)
= 50 [] Complete response = 0.7 - 7
£ 404 B Partial response _E 0.6 ('QJ
2 30 a
E 20 o T - -~~~ f
E 10— a 0.4 : G-Clb
o- ‘s -
G-Clb R-Clb e, e | bty .. :
(N=333) (N=329) £ 0.2- I e
= f/-( LU LL /- U R-Clb
B i 0.1 | I
o ¢ =-15.2 367
100 (= 0.0 T T T T T T T T T T T T 1
. el R — o 3 6 9 12 15 18 21 24 27 30 33 36 39
£ 80 Months
g 70+
g§ 60— P<0.001 P<0.001 No. at Risk
= E 50 [ ] [ | G-Clb 333 307 302 278 213 156 122 93 60 34 12 4 1 (0]
S o 40 37.7 R-Clb 330 317 309 259 163 114 72 49 31 14 5 2 0 0
o
£330
£ 204 19.5
Bone Marrow Blood
No. of Patients 26/133  3/114 87/231  8/243
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Overall survival

A
=
i
. ”
] '}
J b .
2 i Wi 48
£ 06+ Clb
§ 0.5-
© 044
z Stratified hazard ratio for
2 9 death with G-Clb, 0.41
5 02 95% Cl, 0.23-0.74)
& 51l P=0.002
o’o 1 1 1 1 ! | ] T 1 1 | 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at Risk
G-Clb 238 226 223 221 215 211 170 144 115 71 34 14 2 0
Clb 118 109 105 103 102 94 70 S6 44 290 15 5§ 0 0

B
1.0+
= 094
2 03-
@ 074 .,
= ’ sy wirs 4¢ Clb
€ 06-
§ 0.5-
© 044 X
z Stratified hazard ratio for
2 I death with R-Clb, 0.66
-8 0.2+ (95% C1, 0.39-1.11)
P=0.11
0'0 ] 1 1 T T 1] ] ] 1 1 | 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at Risk
R-Clb 233 227 223 218 214 202 169 138 105 61 27 8 O O
Clb 113 109 105 103 102 94 70 56 44 29 15 5 0 O

0.4+
0.3+
0.2+
0.1

Probability of Overall Survival

Stratified hazard ratio for
death with G-Clb, 0.66

95%.CJ, 0.41-1.06)
P=0.08

0.0

No. at Risk
G-Clb 333 316 310 303 261 214 170 144 115 71 34 14 2
R-Clb 330 320 314 305 255 203 169 138 105 61 27 g8 0

T
9

T T T T
12 15 18 21
Months

T T T 1 1 1
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Nuevos Agentes Target




IBRUTINIB

Inhibidor selectivo, irreversible residuo
cisteina 481 BTK

Ibrutinib

Bloquea sefales intracelulares de
proliferacion y sobrevida generadas
por activacion BCR

Oral, 1 dosis dia —

Induce apoptosis célula neoplasica

Inhibe migracion célula B a nichos
de supervivencia y adhesion

celular (redistribucion) %ﬁm
Regulacién negativa CCL3 y CCL4

Nuclear
membrane

€ blood




ORIGINAL ARTICLE

Targeting BTK with Ibrutinib in Relapsed
Chronic Lymphocytic Leukemia

Study design
Enrolled May 2010-July 2011

Treatment-naive (TN) = 65 years
420 mg/day (n = 27) } ne31
840 mg/day (n = 4) a

Phase Ib/Il CLL/SLL Median follow-up 22.1 months

PCYC-1102-CA

116 patients treated
with ibrutinib monotherapy

Relapsed/Refractory (R/R)*
420 mg/day (n = 51) _
} 840 mg/day (n = 34) J " =85

Fase 1b/2 abierto, multicentrico

LLC/SLL Recaido /refractario
Ibrutinib 420mg / 840mg

1° EP: safety : efectos Adversos

2° EP: eficacia :ORR, PFS, farmacocinética/dinamia

Median follow-up 22.1 months

Endpoints:
Safety, ORR, PFS, OS, PK/PD

Mediana 66 anos ( 35% >70 afios)
76% masculino

Rai llI-1V (65%)
Media terapias previas 4

UM- IgHV (81%)
Del 17p (33%)
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ORIGINAL ARTICLE

Targeting BTK with Ibrutinib in Relapsed
Chronic Lymphocytic Leukemia

i\ Progression-free survival B overall Survival
2 1.0 1.0
- ‘\H_‘El_‘—-\xnﬁ_‘_w_" PR - _h"""—'—'—-'—n....—._lm_& All patients
atien
ﬁ 0.3 P E 0.8 839
— = (o]

BE 06 75% s 2 08

& = = =

B & 0d = O

= =2

ﬁ 02 E 02

a 0o T T T T T 1 LUl T T T T T 1
o 5 10 15 20 5 30 L+ 5 10 15 20 25 30

‘E 10— Mo 17 p or 11g deletions [n—29) 1.0 Mo 17 p or 11g deleticns (n-=29}

E LR 11qg deleti 3 = [ o ] 11qg deleti 23

L& — = - t -
-E'. q deletion {n ) 5 L q deletion {n 1
= = 17 p deleti -28
'E -E ] 17p deletion (n—2&} = 'E “ pessen :
eletion (n= o

B E 0ud- . =& 04

= =

= 0.2 - 02

E P— 004 by log-rank test e P—0.15 by log-rank test

£ a0 T T T T T 1 Ly T T T T T 1
0 5 10 15 20 25 £ L] 5 10 15 20 25 30

~l=.= 1_.:._% R iy Unmutated MEHW {n— G3)

= o Mutated 'GHY (n=12) = . | B

E - [ T 2 Mutated IGH W (n—13)

EE A Unmutated MG HY {n=—69) o4 0

z =

B\ e 04— % =S F

= 4

= LIl i

ﬁ P— 067 by log-rank test i P— 0.8k by log-rank test
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Figure 3. Kaplan—Meier Curves for Progression-free Survival and Owverall Survival.




ORIGINAL ARTICLE

RESONATE TRIAL

Ibrutinib versus Ofatumumab in Previously

Treated Chronic Lymphoid Leukemia
Junio 2012-Abril 2013

Pacientes:
Disefo Fase lll 391 P
LLC /SLL R/R M edad 70 anos
>2 terapias 66-70% masculino
30% Cl Crea <60ml/min
ECOG PS 0-1

33% del 17p

Nodal disease CT 45% R- analogos purina

1° Endpoint : PFS

Crosover =122p 2° EP: OS. ORR

A ibrutinib 420mg /dia hasta PD

e NEW ENGLAND
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L] L]
Progression-free and Overall Survival. Subgroup No.of Ptints Hazard Ratio (5% C
Al patients 391 - 0.21 (0.14-0.31)
Disease refractory to purine analogues :
A Yes 175 —e— 0.18 (0.10-0.32)
100 No 216 —o— 0.24 (0.15-0.40)
Y- To 1 Chromosome 17p13.1 deletion !
£ 64 Yes 127 —— 0.25 (0.14-0.45)
§ 704 Ibrutinib No 264 —Q— 0.19 (0.12-0.32)
5 60 ey ad 1
g -- <65 yr 152 —en— 0.17 (0.09-0.31)
& 309 “'\t 265 yr 239 o 0.24 (0.15-0.40)
5 40 y Sex :
g 304 g " L Male 266 - 0.22 (0.13-0.35)
[ Hazard ratio for progression = i A 1 (0.11-0.40
& 20 or death, 0.22 (95% Cl, 0.15-0.32 : Female 12> ' Q2 (0:315049)
& . Ofatumumab Race '
10 P<0.001 by log-rank test N oo R A Independent Assessment !
& ' ' . . E 160- White 351 -0 0.21 (0.14-031)
o 3 6 9 12 15 Nonwhite 40 —— 0.27 (0.07-0.96)
Months 90 o Geographic region !
SR 80 United States 192 —— 0.12 (0.07-0.23)
o. at Ris @ 153/196 —e— 0.34 (0.21-0.56,
Ibrutinib 195 183 116 38 7 & 704 63% / ECrogeiother 2 : ( )
Ofatumumab 196 161 83 15 1 0 8 6ol Rai stage at baseline :
@ o 39/195 0,1,orll 169 —e— 0.19 (0.10-0.37)
B §- 50+ Il or IV 222 - 0.22 (0.13-0.35)
[ 5 '
100 - @ 40 ECOG score at baseline !
[ ———— ___lbrutinib L o 0 159 —— 0.26 (0.14-0.48)
90| R T @ 7] 63/195 1 232 “g= 0.18 (0.11-0.30)
80 L T T IT Y S PP 20- 43% i :
<3 56 Ofatumumab 3% 10% Bulky disease i
= & 10 4% 5 163 —o— 0.24 (0.13-0.44
3 ol 5/195 % L S2.6 b ( )
£ 0 pE 8/196 =5 cm 225 - 0.19 (0.12-0.31)
a3 50 PR+L SD PD PR SD PD No. of prior treatment regimens !
= 40 = PR <3 198 —a— 0.19 (0.10-0.36)
©
k] 304 Ibrutinib Ofatumumab =3 193 —— 0.21 (0.13-0.34)
5 204 (N=195) (N=196) Chromosome 11q22.3 deletion y
10 Hazard ratio for death, 0.43 (95% Cl, 0.24-0.79) Yes 122 —O—i— 0.14 (0.06-0.29)
5 P=0.005 by log-rank test No 259 -0 0.26 (0.16-0.40)
T T T T T 1 i . . :
0 3 6 9 12 15 18 B,-microglobulin at baseline :
<3.5 mg]liter 58 : 0.05 (0.01-0.39)
Months >3.5 mg/liter 298 G 0.21 (0.14-0.33)
Noat Risl 0.01 003 1 3510
Ibrutinib 195 191 184 115 32 5
Ofatumumab 196 183 164 88 21 3 Ibrutinib " Ofatuniimiab
Better

IBRUTINIB  OFATUMUMAB

PFS(m)  NR 8,1 Media seguimiento

0512m  90% 81% 9,4 meses Aprobacién FDA en LLC R/R
ORR 43% 4% (p<0,001)
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“ ORIGINAL ARTICLE ”

Ibrutinib as Initial Therapy for Patients
with Chronic Lymphocytic Leukemia

RESONATE -2 TRIAL

Marzo 2013

Diseno

Fase lll

Multicentrico

>65 ahos

269 pacientes

Edad media 73 afios
45% Rai llI-1V

43% UM IGHV

20% del 119

1° Endpoint : PFS
2° EP: OS, ORR, RH, seguridad

The NEW ENGLAND
JOURNAL of MEDICINE



PFSy OS : Ibrutinib versus Chlorambucil.

A Progression-free Survival According to Independent Assessment A Overall Survival € subgraupiatialyses
Ibrutinib Subgroup No. of Patients Hazard Ratio (95% Cl)
100+ : s 100ty - Allpatients 20 —— 0.16 (0.09-0.28)
g 904 Ibrutinib Ve . A '
k: i ‘ 90 e '”'"'*HIIIIIIHIH Chlorambucil 8¢ :
; —e——— .13 (0.04-0.
s 80 S B DB 0 14 <70yr 80 : 0.13 (0.04-0.46)
o i =70yr 189 — i 0.17 (0.09-0.32)
@ 70- e Sex :
:*:,2\1 60 Tele -\ < 704 Male 169 —— 0.12 (0.06-0.24)
S= - i m = Femal 100 ot i 0.26 (0.10-0.72
&S 504 '#1" 48, Chlorambucil ? v ' ¢ .
= 'E el 2 = Geographic region :
B35 404 ey 3 United States 60 —_— 0.04 (0.01-0.30)
30 g, Hlul o 507 Other 209 —e—i 0.20 (011-0.37)
"3 20 Chlorambucil Ibrutinib = 0 Rai stage
2 Median (mo) 18.9 NR £ 4 =il 147 —a—1 0.17 (0.08-038)
S = " = ! =
g 109" Hazard ratio, 0.16 (95% CI, 0.09-0.28); P<0.001 30 W or Iv 122 —— 0.15 (007-034)
0 r : ; . . , . r . ECOG performance-status score H
0 3 6 9 12 15 18 21 24 27 2- - = i e
—te———] .19 (0.04-0.
Months 109 Hazard ratio, 0.16 (95% Cl, 0.05-0.56) Bulkydisease
No. at Risk P=0.001 by log-rank test <5cm 170 —e— 0.19 (0.09-0.39)
. I 0 ; : : ; : : : . i =5cm 94 —e—— 0.11 (0.04-0.27)
Ibrutinib 136 133 130 126 122 98 66 21 2 0 0 3 6 9 12 15 18 21 24 27 Lactate dehydrogenase H
Chlorambucil 133 121 95 8 74 49 34 10 O 0 Months <ULN 199 —e—i 0.14 (0.07-0.28)
No. at Risk SULN 70 [ 0.21 (0.08-0.54)
Ibrutinib 136 134 131 131 131 129 74 32 4 0 v :
Chlorambucil 133 127 125 121 118 113 62 24 1 0 Yiop '
Yes 145 i 0.18 (0.09-0.37)
No 124 — i 0.13 (0.05-0.33)
B Best Response Chromosome 11q22.3 deletion }
Overall Response Rate  Ibrutinib  Chlorambucil ~ Rate Ratio (95% Cl) P Value Yes 54 !——0——%—{ 0.03 (0.00-0.23)
% of patients No 197 2o 0.23 (0.13-0.43)
With PR-L 86 35 2.42 (1.91-3.07) <0.001 IGHY '
Without PR-L 82 35 2.32 (1.82-2.95) <0.001 liGted s 0.15 (0.05-0.43)
100+ ) Unmutated 118 e 0.13 (0.06-0.31)
B CR/CRi B, Microglobulin y
907 86 W nPR <3.5 mg|liter 74 ——e—{ 029 (0.09-0.92)
g i
IBRUTINIB | bucil o HEE, PR >3.5 mg/liter 174 —o— 0.15 (0.08-0.29)
PR-L T T T T 1
U Clorambuci 704 0.001 0.03 1.0 20 40 100
§ 60 Ibrutinib Chlorambucil
a Better Better
PFS (m) NR 18,9 g so] 4
g 77
; 404 35
o 2 -m—
0S24m 98% 85% 3 3]
204
34 13
ORR 82,4% 35,3% o 10 !
0
(p<0,001) e
Response Stable  Progressi Resp Stable  Progressive
disease disease disease disease .
Ibrutinib (N=136) Chlorambucil (N=133) F DA A p p rova | 2 0 1 5 I I C n a |Ve
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I Adverse event of grade >3 — no. of patients (%) I
Adverse Events and Duration of Treatment. Neliscpeni L
Anemia 8 (6) 11 (8)
Hypertension 6 (4) 0
Pneumonia 5(4) 2(2)
Table 2. Adverse Events and Duration of Treatment. Diaribes 5 (4) 0
Ibrutinib Chlorambucil Maculopapular rash 403 2(2)
Variable (N=135) (N=132) | Decreased platelet count 4(3) 1(1) B
Duration of treatment — mo Abdonilnal paln 443) )
Medi 17.4 71 Hyponatremia 4 (3) 0
SEan : : Thrombocytopenia 3(2) 8 (6)
Range 0.7-24.7 0.5-11.7 Febrile neutropenia 3(2) 3(2)
Most common adverse event of any grade — Upper respiratory tract infection 3(2) 2(2)
H ()
no. of patients (%)* Pleural effusion 3(2) 1(1)
Diarrhea 57 (42) 22 (17) Cellulitis 3(2) 0
Fatigue 41 (30) 50 (38) Fatigue 1(1) 7(5)
Cough 30 (22) 20 (15) Syncope 1(1) 3(2)
Niiisas 30 (22) 52 (39) Hemolytic anemia 0 3(2)
. Serious adverse event — no. of patients (%)
Peripheral edema 25 (19) 12 (9) )
Pneumonia 5 (4) 2(2)
Dry eye 23 (17) 6(5) Basal-cell carcinoma 5 (4) 0
Arthralgia 22 (16) 9(7) Hyponatremia 3(2) 0
Neutropenia 21 (16) 30 (23) Pyrexia 1(1) 5 (4)
Vomiting 18 (13) 27 (20) * The events listed are adverse events of any grade that occurred in at least 15%

of patients in either treatment group and for which the frequency differed be-
tween treatment groups by at least 5%.

T The events listed are adverse events of grade 3 or higher or serious adverse
events that occurred in at least 2% of the patients in either treatment group.
One death due to toxic hepatitis in the chlorambucil group was considered by
the investigator to be possibly related to the study treatment; no other deaths
were considered by the investigator to be related to the study treatment.
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Inhibidores BCL-2

1" Increased BCL-2 Expression - Venetoclax Binds to and 3 Apoptosis is Initiated
Allows Cancer Cell to Survive Inhibits Overexpressed . V. Tictive
ibi i = BCL- POPISOmS, B> Caspase
Inhibidor selectivo BCL-2, oral P T - y\ QL
Proteins Proteins Venetoclax ‘ ) APAF-1 3 ‘g
Induce apoptosis directa células LCC BAX.BER o gta gy : BH3-only Cytochrome —
. . ey )8 )0)F 7)o X
independiente p53 Vel _ = ﬁ , )'f)"f ',1 v i e Procaspase
AK %) e —“{.;.".\ MR~ ,ﬂ ) f’ )F‘) \.‘f"
M o 'f . H‘ ] |
~ \ \
-0 © \

Mitochondria Mitochondria Mitochondria




Venetoclax in relapsed or refractory chronic lymphocytic leukaemia with 17p deletion: a multicentre,
open-label, phase 2 study s. stiigenbauer, etal

A B
1009 — Allresponders 100 — Percent CR/CRi (n=8)
— CR/CRi —— Percent all patients (n=107)
5] 80+ (B 80 -
(=g c =
28 -
Table 2. 2 g 60 g % 60
Bestresponse E:3 L9
Eg 409 Bg5 40
Independent review £ k] E =
committee assessment Investigator o 20 OB 204
(n=10T7) assessment (n=107) —
0 T T 1 0 T T 1
Overall response 85 (79%) 79 (74%) 0 6 0 18 0 5 12 18
Complete remission or complete 8 (8%) 17 (16%)
remission with incomplete recovery of C D
blood counts” 100 100
Nodular partial remission 3 (3%) 4 (4%) §°,
Partial remission 74 (69%) 58 (54%) g 757 %’ 75
Non-responder” 22 (21%) - g 2
. = 3
Stable disease - 24 (22%) 3 D R B A S e R AT RS TR TN P &= O A S A R e S A A R R SRS AR SRR R A
Disease progression - 2 (2%) —g ‘é
Incomplete data® - 2 (2%) S 25 % 25
Data are n (%). &
0 T T 1 0 T T 1
0 6 12 18 0 6 12 18
Number at risk 107 97 70 S Number atrisk 107 86 34 2
E F
100+ 100 " TN u
-E _\-u“-‘“—‘_“_.-“_\l_lu_l.l_l‘l_ﬂ_ull_l_A
E £
28 757 SE 757
2 8 52
S 5 S e
a2 5 o
“ % e R e e e @ g L e ]
e = 8 =
S < + <
BE 2% ,
o 'S 25 — = 5 -
B2 gz —— CRICRI/nPR (n=11)
= —— Partial remission (n=74)
0 T T 1 0 | T 1
0 6 12 18 0 6 12 18
Time from first dose (months) Time from first dose (months)
Numberatrisk 85 72 24 2 Number at risk
CR/CRi/nPR 11 8 4 1

Partial remission 74 64 20
"

|

£ ,'&., o The Lancet Oncology 2016 17, 768-778DOI: (10.1016/S1470-2045(16)30019-5)

E1SEVIER I Copyright © 2016 Elsevier Ltd
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Table 2. Treatment Options for Relapsed/Refractory Therapy

Median
Trial Regimen N Median Age Follow-up ORR PFs 0s
RESONATE"
Ibrutinib 195 67y 0% Not reached B85% at 18 mo
16 mo
Ofatumumab 196 =70y (40%) 25% 8.1 mo 78% at 18 mo
RESONATE-17%
Ibrutinib 144 64y 27.6 mo 83% 63% at 24 mo 75% at 24 mo
PCYC-1102"
Ibrutinib 101 6By S5y 86% 43% atSy
=70y (43%)
Furman et al®
Idelalisib + rituximab 110 81% 93% at 24 wk 92% at 12 mo
ny 24 wk
Chlorambucil 110 265y (78%) 13% 46% at 24 wk 80% at 12 mo
Stilgenbauer et al®
Venetoclax 107 67y 12.1 mo 79.49%, 72% at12mo 86.7% at 12 mo
=65y (57%)

Abbreviations: ORR, overall response rate; OS, overall survival; PFS, progression-free survival.




Objetivos de tratamiento

Reduced organ function

Life expectancy unrelated to CLL

Comorbidity, performance score

| ! !

“Go-Go” “Slow-Go” “No-Go”

£- cIe -1z

Deep remission Balance of efficacy/toxicity Do no harm

Goal: MRD-negative remission Good response Palliation
Priority: Efficacy Combination of efficacy & tolerability Low toxicity

CLL = chronic lymphocytic leukemia; MRD = minimal residual disease




Objetivos de tratamiento

Reduced organ function

Life expectancy unrelated to CLL

Comorbidity, performance score

p remis

Palliation
Low toxicity

Goal: MRD-negative remission
Priority: Efficacy

Good response
Combination of efficacy & tolerability

CLL = chronic lymphocytic leukemia; MRD = minimal residual disease




