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Empleado No

Consultor No

Propiedad accionaria No

Fondos de investigacion ANII

Honorarios por conferencias Abbvie, Adium, Johnson & Johnson,
Roche

Participacion de comité asesor Abbvie, Adium, Roche, Servier

Educacion Médica Continua Abbvie, Adium, BeOne, Johnson &
Johnson, Roche

,

Con el Aval: Ueszr § (@) %) wie soDGHEM § s<v aptir @ 55




IVJIORNADAISS:S  GELL
CL\'N‘V\./\ DEL GRUPO D_L ESTUDIO

LATINOAMERICANO DE LINFOPROLIFERATIVOS

El progreso cientifico frente a los desafios de la practica real
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Evolucion del tratamiento VRORNADAISESS  eELL
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Cyclophosphamide Acalabrutinib Chemotherapy
Rituximab Chemo) Immunotherapy
Mauhinsathiaiuing Bendamustine hy I‘,I,I.Iv, nidase Zanubrutinib Targeted therapy
hydrochloride o
Rituximab Venetoclax
Chlorambucil Obinutuzumab
lem I

Idelalisib Combination strategies

Pondiiniig ' m ' CAR T-cell therapies

Fludarabine FCR Ofatumumab |Ibrutinib Duvelisid Noncovalent BTK inhibitors
l J | 1 l BTK degraders
v v v L4 v v v W v w v v

1949 1955 1957 1959 1991 1997 2000 2007 2008 2009 | 2013 2014 2016 2017 2018 2019 2023
PAST PRESENT FUTURE

ERA OF CHEMOTHERAPY ERA OF TARGETED THERAPY
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A pesar del progreso logrado en el
tratamiento de LLC, la
implementacion en la practica
diaria lleva tiempo

Previously Untreated
(n=855)
20% 40% 60% 80% 100%
as% [ %y
1%
64%
1%
as% [ ax o [BM
1%
43% 43% 13%
1%
s TN -
1%

Total (N=607)

2019 (n=77)

2018 (n=170)

2017 (n=191)

2016 (n=162)

brutinib e v Mo

Con el Aval:

Mato A, et al. Blood Adv 2023

0%

R/R
(n=607)

20% 40% 60% 80% 100%
49% 20% 16% J9MEELY
55%

41%

50%
52%

Other novel agents
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en América Latina

e Territorio: 20139378 km?2
* Poblacion: 668 millones de personas

e Etnias: gran diversidad
e PBI: 11000 dolares/capita
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Evidencia regional
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Evolving Treatment Patterns and Biomarker Utilization for Chronic Lymphocytic

Leukemia in Latin America: A Multinational Real-World Study

Carolina Oliver 1 ; Luis Villela 2; Victoria Irigoin 3 ; Macarena Roa #; Sofia Rivarola®; Lorena Cardozo ®; Maria Alejandra Torres 7 ; Denisse Castro 8; Fabiola
Valvert ?; Maria Camlla Martlnez 10 Virginia Lema 11 Analnes Landom 2. Sabrlna Ranero 13; Vlctorla Remedi 12; Alana Von Glasenapp ; Maria Orlova14,
Nancy Cristaldo!?4, José Alvarez 15 Fernando Perez Jacobo 1¢; Arianna Robles 17, Melanie Otanez 18 . Camila Pena 4 Sally Rose Paredes 8, German
Stemelln >; Henry Idrobo 19, ; Brady Beltran 8. ; Jorge Castillo 2°; st Malpica 21

Ha habido un desarrollo muy importante en el conocimiento de los factores prondsticos y en la disponibilidad
de nuevos agentes terapéuticos

Latinoamérica es un vasto territorio con una enorme heterogeneidad racial, étnica, cultural y econémica.
Extrapolar las caracteristicas clinicas y los patrones de tratamiento reportados en los paises desarrollados a los
pacientes de esta region podria no reflejar la realidad latinoamericana.
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First line chemotherapy +/- immunotherapy

Other-ChT Chlorambucil-AntiCD20 Chlorambucil




(A~

Treatment patterns regarding different periods of time and county in R/R CLL
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* Este analisis del mundo real destaca significativas disparidades en el manejo de la LLC
en Latinoamérica

* A pesar de los avances hacia las terapias dirigidas, muchos pacientes aun carecen de
acceso a pruebas pronosticas esenciales

* 1/3 de pacientes realizaron estudio CG/FISH previo a inicio de tratamiento
e 2020-2024:

* 37,3 % utilizaron tratamientos target en 1L
* 46,5 % utilzaron tratamientos target en R/R

Grupo de Estudio Latinoamericano de
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Situacion actual LATAM 2025:

11 paises
N = 4649

G E L L AE I’ '
Grupo de Estudio Latinoamericano de I I I I

Associacdo Brasileira

de Hematologia, Hemoterapia
e Terapia Celular
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* El 44% de los pacientes que reciben Estudio CG/FISH
tratamiento tienen estudio venezuela | 0%
citogenético/FISH previo
Uruguay
e According to country: y,
* Argentina: 69.5% Paraguay
* Brasil: 45.5% |
* Chile: 13.1%
* Colombia: 23.1% Blatemala
* Cuba 0% cos | 0%
* Guatemala: 100%
« México: 30.4% colombia
* Paraguay 33.3% Chile
* Peru:33.3% o
* Uruguay: 48.9%
* Venezuela: 0% Argentina
0,00% 20,00% 40,00% 60,00% 80,00% 100,00% 120,00%
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“xe|203RURA

NUumero total
de pacientes Guideline-
trat ad 0> ’eg;n;c;s:, = Suboptimal therapies:
(2010-2024): =
2.133

B Guideline-recommended regimens:
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Tratamiento segun period%ﬁ;m,m%g .
en 1L _—
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Cohorte reciente (2015-2024): 1.282 pacientes
Mediana seguimiento: 37 meses (3—119)

- SLP (general): 51% a 3 anos (mediana no alcanzada)
- SLP a 3 anos por régimen:

* [l Venetoclax-based - 75%
* @ FCR/BR = 67%

* B BTK inhibitors - 65%

e AIFC - 48%

* B R/G-chlorambucil = 43%
« B Suboptimo > 33% 0

(o))
o

3-year PFS (%)
N
o

Arrais Cy col. ASH 2025

3-year PFS by Treatment Regimen




Figure 1: PFS by treatment backbone (2015-2024 cohort, n=1,282)
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Figure 2: OS by treatment groups (2015-2024 cohort, n=1,282)
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En los ultimos anos se han
comenzado a incorporar en
1L el uso de drogas target

e Tratamiento finito versus hasta
progresion: 14,9% versus 22,5%

En suma:

Pero aun hay lugar a
mejorar:

e En el dltimo quinquefo: 2020-
2024
e El 31,3% usa tratamientos
suboptimos

e E| 56% no tiene estudio CG/FISH
previo al tratamiento

Universidod e, P = o % 2
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Lineamientos internacionales y adaptacion local
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Venetoclax -
Obinutuzumab

Venetoclax +
Acqlcil;[utinib lbrutinib
Obinutuzumab
, Categoria 1
1 Lineq, no

del 17p/p53

Acalabrutinib
Zanubrutinib +/-
Obinutuzumab

conetavar  WBET U, @ SN GuidalingaVarsion #4873

Chronic Lym hoc tlcTéukemla/SmaIrL mphocytic Lymphoma

-
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CLL First-Line Treatment (updated October 2024)

del(17p) or
Stage IGHV Tl =ra
e TP53mut Py
Inactive
disease, Binet | Irrelevant Irrelevant
A-B, Rai 0—II
Acalabrutinib!, zanubru or venetoclax +
Yes zumab
er options)
. . 5 .
Active disease ibrutinib,? or
or Binet C or A . i
Rai lll—IV @ ) mbucil-
No
ax +
@

National o
Comprehensive NC —NCCNTGL‘I'de"f“gS ':‘d"-;x
NCCN Jez4lelly Ch Table of Contents
) Network® ro a Discussion

SUGGESTED TREATMENT REGIMENS2P.¢.d
CLL/SLL Without del(17p)/TP53 Mutation
(alphabetical by category)
FIRST-LINE THERAPY®
Preferred Regimens Other Recommended Regimens Useful ertain Circumstances

* BCL2i-containing regimens
» Venetoclax®" + obinutuzumab (category 1)

(category 1)
« cBTKi-based regimens
» Acalabrutinib™9 + obinutuzumab (category 1)
» Zanubrutinib®9 (category 1)

» Venetoclax®! + acalabrutinib % obinutuzumab |+« cBTKi-based regimen

* BCL2i-containing regimen
» Venetoclax™" + ibrutinib®g

» Ibrutinib®9 (category 1)

el101Vs 1

N
[ TP53 mutation or del{17p) ]

17p)

Acalabrutinid [I, A]
Zanubrutind) [, A]

+ Consider for IGHV-mutated CLL in patients aged
<65 y without significant comorbidities
» FCR (fludarabine, cyclophosphamide,

rituximab)i-¥

* cBTKi-based regimen
» Ibrutinib®9 + anti-CD20 mAb (category 2B)'

* Consider when cBTKi and BCLZ2i are not available
or contraindicated or rapid disease debulking
needed
» Bendamustine™ + anti-CD20 mAb""

» Obinutuzumab * chlorambucil®

» High-dose methylprednisolone (HDMP) + anti-
C€D20 mAb' (category 2B; category 3 for patients
<65 y without significant comorbidities)

Hallek M. Hematol Oncol. 2023; 41(S1): 129-135
NCCN practice guidelines
Eichhort B, et al. Ann Oncol. 2024 Jul 1:50923-7534(24)00747-6

Con el Aval:
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Casos clinicos como reflejo de la practica

“
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A K()pciones de tratamiento:

ﬂ?:eatriz — Venetoclax Obinutuzumab
— iBTK

e 80 anos

e LLC debut en 2015, estadio A, _
IGVH mutada

* AP:

* Anticoagulada con apixaban por
valvula adrtica protésica desde
hace 30 anos

« HTA
e 2025: LLC estadio 1IB progresor/

Tiempo finito o @ Comorbilidades:
largo plazo anticoagulada

Goede V, et al. N Engl J Med. 2014; 370:1101-1110 Sharman J, et al. Lancet 2020; 395: 1278-91

Con el Aval: ez (| (@) (@) we SODGHEM §X s<w At @ IO
Burger JA, et al. Leukemia. 2020 Mar;34(3):787-798  Shadman M, et al. ASH 2024 onielAva v _oh (&) (¥ @ % SODGHEM 133 - ; . 35
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Tratamiento acotado con VenO permit%mRNAnA
un largo tiempo libre de tratamiento

LATINOAMERICANO DE LINFOPROLIFERATIVOS

Median follow-up: 65.4 months Median follow-up: 76.4 months

8 November 20211 14 November 20222

Time on VenO .
Time on VenO

1007 100
5-year TTNT
: 6-year TTNT
807 72.1% 80- 5
5 VenO 652%
S 607 < 607 VenO
— VenO  OClb ‘l: m
zZ : VenO OoC
Median TTNT,* ; Z
407 onths NR 52.9 Oclb = 407 Median TTNT,* R .
HR (95% Cl)  0.42 (0.31-0.57) months OClb
p-value p<0.0001T HR (95% ClI) 0.44 (0.33-0.58)
20 : 20 p-value p<0.0001t
EoT | EoT
0 I I* I I I [ I [ I l I [ 0 I [ I \ I [ I I [ I I i I I [
O 6 12 18 24 30 36 42 48 54 60 66 72 0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months) Time (months)
At risk: At risk:
VenO 216 198 195 188 183 180 172 168 161 150 140 85 22 VenO 216 198 195 188 183 180 172 168 161 150 140 130 118 73 20

—— OClb 216 203 194 183 166 153 140 125 111 94 83 59 17 OClb 216 203 194 183 166 153 140 125 111 94 83 77 7g ﬂﬁ iﬂ _

1. Al-Sawaf O, et al. Nat Commun 2023 (incl. suppl.); 14:2147 e (B LD ese ; ., N
¢ ! : s= (@) ) < SOD&HEM scn ABHH () 5.5
2. Al-Sawaf O, et al. EHA 2023. Abstract S145 (Oral). sanvelovat U B A Aead ﬁ = @




Time to next treatment (TTNT):  gviouan
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lineas siguientes de tratamiento
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Ven-Obi Clb-Obi

Number of patients with 2"-line treatment, N (%) I 39 103

BTK inhibitors 23 (59.0) 55(53.4)

Acalabrutinib (monotherapy or combination) 8 (20.5) 3(2.9)

Zanubrutinib (monotherapy) 1(2.6) 2(1.9

Ibrutinib (monotherapy or combination) 14 (35.9) 50 (48.9)

En ambos brazos, la mayoria de los BCLzgnhibitoss o rar9)  15(14.6)

. . . Venetoclax (monotherapy and combination) 7(17.9) 15(14.6)
pacientes recibieron agentes dirigidos —

i3 de sezunda linea. aunaue PI3K inhibitors 0 1(1.0)

SOMO :irt?'epIZI 23y gl 30 % recil;ié q Idelalisib-rituximab 0 1(1.0)

o ) L : CD20 antibodies 0 1(1.0)

qmm|oterap|a/qu|m|0|'nmunoterap|a de Rituximab monotherapy 0 1(1.0)

segunda linea. Chemo/Chemoimmunotherapy 9(23.1) 31(30.1)

Bendamustine (+ rituximab) 4(10.3) 13(12.6)

Chlorambucil (monotherapy and combination) 2(5.1) 10 (9.7)

Cyclophosphamide, vincristine, prednisolone 0 1(1.0)

Fludarabine, cyclophosphamide =+ rituximab 0 3(2.9)

R-CHOP 1(2.6) 2(1.9)

Other 2(5.1) 2(1.9)

g
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Inicia Ven-0O

ﬁlue espero?

— Manejo ambulatorio y actividades usuales

— Que complete el afio de tratamiento en unos
meses

— Que tenga un tiempo libre de tratamiento
largo:
* en promedio 72% libre de progresiéon a 6 afios
— Posiblemente Unico tratamiento en su vida

/ /

Conelaval:  UEEET | (@) #) wio sODGHEM §¥ << sl @ GO




:[,-7):"‘ =

ﬁFernando KOpcmnes de tratamiento:
N — Venetoclax Rituximab
* 53 anos — lbrutinib
e LLC llIC debut en 2015, IGVH no — Acalabrutinib
mutado — Zanubrutinib
* AP:
* sano
° . SLPen UM aprox . ..
1L:FCRx 6 42 meses Tlelg:pé) f|lg|ztc()) - Comorbilidades
e RC gop
e Recaida en 2020 con 58 anos /

"“‘\’ i D J '/-\‘
@ ) wiw sopeHEM G =< aniis @ G




Ibrutinib, venetoclax, acalabrutinib, y zanubrutinib estan
aprobados por FDA en LLC R/R basandose en su eficacia
frente al tto estandar previo

GELL
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GELL

Arms (n) Best ORR at primary | Best CR/CRi at primary
Median Tx exposure PFS, % (ITT) 0S, % (ITT) analysis (IRC) analysis (IRC)
Trial Median Follow-Up (months, [range])
(months [range])
ary. Serear. Ibrutinib (195) 3-year PFS 3-year OS 63% 4/195 (2%) by INV
9.4 44 [0.33-53] 41.0[0.2-71.1] 59% 74%
6-Year Update:3 Ofatumumab (196) 3-year PFS 3-year OS
4% 1/196 (1%) by INV
(June 2012) 65.3 [0.3-71.6] 5.3[0.0-9.0] 3% 65% ’ /196 (1%) by
e Primary:* 3-Year:? VenR (194)
MURANO™ 23.8 36 22.1 3-year PFS 3-year OS 92.3% 8.2%
N=389 [0.0-37.4] [0.0-48.6] [0.1-27.9] 71.4% 87.9%
_ .6 _ -
(March 2014) 5-Year Update: 3-year PFS 3-year OS 72.3% 3.6%
59.2 [0-71.5] BR (195) N/A 15.2% 79.5%

ELEVATE-RR? Acala (268) mPFS: 38.4 mo N/A 81.0% 1.9%
N=533 38.3 [0.3-55.9] (33.0-38.6)

40.9 [0.0-59.1]

lbr (265) mPFS: 38.4 mo
N/A 77.0% 3.0%
(July 2015) 35.5[0.2-57.7] (33.0-41.6) / ° ’
ALPINE8 Zanu (327) 24-mo PFS N/A 86.2% 6.7%
N=652 28.4[0.4-41.6] 78.4%
29.6
lbr (325) 24-mo PFS
N/A 75.7% 5.8%

(Nov 2018) 24.3[0.1-45.1] 65.9% / ’ ’

3. Munir T, et al. Am J Hematol. 2019; 94:1353- . 4. , . . ; : -
5. Kater AP, et al. J Clin Oncol. 2019; 37(4):269-277. 6. Seymour JF, et al. Blood 2022; 140(8):839-850.

eymour

7.Byrd JC, et al. J Clin Oncol. 2021; 39:3441-3452 (incl. suppl.). 8. Brown J, et al. N Engl J Med. 2023; 388:319-32 (incl. suppl).
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/— Venetoclax Rituximab
— Logra RC
— EMR negativa

— Ahora 63 anos: a 3 anos de fin de
tratamiento: en controles
trimestrales en RC

/

Opcion de
retratamiento con
VenR con mSLP 23

meses

Unveridnd ) ) ! a0
Conelaval:  USEE" § (@) #) wie SODGHEM ‘g sen et @ G0
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Klsabel

e 73 anos
e LLC OA debut en 2018, CD38-

* AP:
* HTA

e Wand W

 Estudios CG/FISH: dell17p

* Progresa a estadio IlIB en 10/23

(Opciones de tratamiento:
—iBTK
— Venetoclax Obinutuzumab

/
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Opciones en pacientes con LLC g

j“”wk IBRUTINIB o

* 89 pacientes de estudios RESONATE, ALLIANCE, ‘_-___ ACALABRUTINIB
ECOG e ELEVATE-TN: 48 pacientes
R e Mediana seguimiento 49 meses

eSLPab5anos: 71 %

) *SLP 4 afnos 79 % y SG a 4 ainos 88 %

——— ; Z ._“\;\\"\_

. 2ANUBRUTINIB E N N VENETOCLAX + OBINUTUZUMAB
STRRTTRREEIEEAE . » . h e e CLL14: 25 pacientes

) Sequoia: SLP a 5 afios: 73 % e MSLP: 51,9 meses

IBRUTINIB + VENETOCLAX

e CAPTIVATE: 51 pacientes
ieaiiessss e SLP 60 meses: 54 %

ACALABRUTINIB + VENETOCLAX +/-
OBINUTUZUMAB

e SLP a 4 anos: 70 %

Con el Aval: Ue 227 o soD6HEM §¥
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CLINICA UL_L GRUPO D_L ESTUDIO

de,
‘ a SO 3 LATINOAMERICANO DE LINFOPROLIFERATIVOS m», e AN

-~

* Inicia Ibtutinib 420 mg dia
* Logra RP

progresion

e A > 2 anos de tratamiento sin

(Opciones de tratamiento en
recaida:
—iBTK no covalente
— Venetoclax Rituximab

/

Conelaval:  UEEET | (@) #) wio sODGHEM §¥ << sl @ GO




Miguel
49 anos

LLC IIB progresor debut en 2/2018, no se
realiza IGVH

AP:

" ano SLP en UM
1L: FCRx 6 aprox 42 meses
RC
Recaida en 3/22 con 53 afios
W and W
Progresa a estadio IIB progresor en 4/23
Estudios:

* |GVH NO Mutada

* Dell7p

(~

s s
WZLRNADASES  cELL
DDDDDDDDDDDDDDDDDDDDDDDD

Grupo de Estudio Latinoamericano de,

( : a So 4 AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA \ A

;

KOpciones de tratamiento:
— Venetoclax Rituximab

— lbrutinib

— Acalabrutinib

— Zanubrutinib

Tiempo finito o

Comorbilidades
largo plazo

WA T % At
D @ @ v sonenem Lo @@




E Treatment

Comparison: other vs Ibrutinib

iBTK en del(17p) R/R

JORNADA|G E L L GEL
2025 GELL
CLINICA DEL GRUPO DE ESTUDIO ,’)
LATINOAMERICANO DE LINFOPROLIFERATIVOS - )

HR 95%-Cl SUCRA (%)

Zanubrutinib - 052 [0.31; 0.88] 97 Figure 2: IRC-Assessed Progression-Free Survival in Patients with del(17p)/TP53 mutation

Ibrutinib+Rituximab 0.89 [0.35; 226] 75

Venetoclax+Rituximab 0.93 [0.41; 2.12] 75

Acalabrutinib 0.94 [0.74; 1.19] 76 < 100 .

Idelalisib+Ofatumumab 1.28 [0.58; 2.81] 60 é % I

Duvelisib 161 [0.75; 347] 48 ~ 90— e I

Idelalisib+Rituximab+Bendamustine 1.89 [0.83; 4.31] 42 = — :

Idelalisib+Rituximab —— 294 [157; 552] 27 = " : o,

Ofatumumab i 399 [2.22: 7.18] 16 < 80 * 1 77.6%

R!tux!mab+Bendamustine —— 4.04 [2.04; 8.02] 16 .g 1%%» |

Rituximab —% 1238 [5.68;26.98] 0 & 70— = e !

01 051 2 7; 60— . 1 | 55.7%
.- —
Comparison: other vs Ibrutinib 2 50+ PFS Ec\:ents P
[b] Treatment HR  95%-Cl SUCRA(%) - n (%) : ke
i Ho. -

Venetoclax+Rituximab —E— 0.49 [0.26; 0.94] 94 g 40 ZanUbrunnlb 23 (307) : ﬁ e

Ibrutinib+Rituximab+Bendamustine e 0.62 [0.37; 1.05] 85 &= — |brutinib 34 (45.3) I

Zanubrutinib - 067 [0.49; 092] 83 T 30 !

Idelalisib+Rituximab+Bendamustine 0.82 [0.47; 1.44] 70 1 O, ] o

b el %L Ly fln e S 0|  Hazard ratio (95% CI)=0.52 (0.30-0.88) |

Acalabrutinib 1.01 [0.80; 1.28] 59 v Nominal P=0.0134 I

Idelalisib+Ofatumumab -+ 1.53 [0.79; 2.96] 45 - 10 1

Idelalisib+Rituximab - 274 [1.84; 408] 29 > I

Rituximab+Bendamustine —— 3.05 [2.00; 4.65] 24 = 0 '

Duvelisib —=— 332 [1.78,620] 23 o T T I | T | | f T T T T ]

Ofatumumab —#— 528 [3.26; 856] 8 0 3 6 9 12 15 18 21 24 27 30 33 36 39

Rituximab —#— 8.06 [4.76;1364] 1 S

No. at Risk Months from Randomization
" e b1 B W Zanubrutinib 75 7 68 66 64 61 56 47 32 30 21 18 3 0

Fig. 3. Ibrutinib 75 70 68 59 55 48 45 34 19 17 10 9 2 0
Forest plot of network meta-analysis results by 17p deletion/TP53 mutation status (a) With mutation;
(b) Without mutation
Brown JR, Eichhorst B, Hillmen P, et al. N Engl J Med 2022 conelava:  USEE" |, (E) ) wiw soDCHEM §8 = aniir @ &

Kim, , et al. Blood Res (2025) 60:1



80

60 —

PFS (%)

40 -

20

PFS del(17p) by FISH

(median follow-up 59.2 months)
Time on VenR

Median PFS
14.6 mos

Median PFS
47.9 mos

VenR del(17p) (n=46)

BR del(17p) (n=46)

At risk:
VenR 46
BR 46

6 12 18 24 30 36 42 48 54 60 66 72

Seymour JF, et al. N Engl J Med 2018; 378:1107-1120

SLP y TTNT en del(17p) con

80

60 —

TTNT (%)

40

20

JURNADA g g 12_ I§ é E ; I,‘f\ppendix

CLINICA DEL GRUPO DE ESTUDIO ¢
LATINOAMERICANO DE LINFOPROLIFERATIVOS -

TTNT del(17p) by FISH

(median follow-up 59.2 months)

Time on VenR

Median TTNT
19.5 mos

Median TTNT
52.4 mos

VenR del(17p) (n=46)

BR del(17p) (n=46)

At risk:
VenR 46
BR 46

43 43 42 40 34 28 28 25 17 8
37 28 22 14 14 12 10 9 6

Conelaval:  UEEET | (@) #) wio sODGHEM §¥ << sl @ GO




Caso 4
;

KPor edad se opta por

tratamiento finito, inicia Ven-
R

* Logra RC

* Porgresa en mes 18 de
Venetoclax

* Dell7p

/

e L

Ve

\

IVZJORNADA IS 5 5%
DDDDDDDDDDDDDDDDDDDDDDDD
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Grupo de Estudio Latinoamericano de,

K()pciones de tratamiento:
— Ibrutinib
— Acalabrutinib
— Zanubrutinib
— Ibrutinib-Venetoclax?

/

Plan con mayores

beneficios en SLP
y SG

Con el Aval:

Comorbilidades

U @ i wiso sonetem §8 =< aniis @ G
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Resultados de iBTK en R/R

o .

ORNADA|SESL GELL

CLINICA DEL GRUPO DE ESTUDIO ¢
LATINOAMERICANO DE LINFOPROLIFERATIVOS -

: > Median : : Discontinu
Study ~ Treatment  Lotents,  Median - pj00Up  ORR(cr)  Median  Median 00
N Age [years] PFS 0s
[months] Rates
Byrd et al.
[57] Ibrutinib vs. 91% (21%) 44.1 m vs. \";67(;; ;“m 16%
Munir et al. Ofatu- 195vs. 196 67 vs. 67 41 vs. 82% 8.1m HR = i ibn"‘;.mb
[34] (RES- mumab (11%) (p < 0.0001) 0 31(—)
ONATE)
Fraseretal. [brutinib + = = 87% (38%) NR vs. NR vs. 24%
[39] BR 2‘;; s “6; s. 348 vS. 66% 133 m, NR, v
(HELIOS) vs. BR (8%) p<00001 p=00598 45%
Ibrutinib +
Sharmanetal. Ublitux- dhve 83% (17%) NR vs. NR vs. 15%
[41] imab 62 ' 66 vs. 67 416 Vs, 359 m NR, Vs,
(GENUINE) VS. 65% (3%) p=0016 p=012 12%
Ibrutinib
Byrdetal.  , calabrutinib 81.0%(NA) 384 vs. NR vs. .
[16] 268 vs. 14.7%
(ELEVATE VS. 25 66 vs. 65 313 Vs, 38.4 NR vs. 21.3%
RR') Ibrutinib 77%(NA)  p<0001  HR,082 A
3 . i = 89% vs. ,
% ‘o 'S. J o
Chiaetal.  , alabrutinib 155 vs. ) IR NRWY sy Wiy i
[42] vs. IR or BR 155 65 vs. 67 409 vs. m o VS,
(ASCEND) 75% (1%) p < 0.0001 0.0001). 21%
Hillmen s — 94.9%
gal Senind 76%(NA) o %  9%vs. 7.8% vs.
e VS. Total 415 66 vs. 65 15 VS, . =
[17] brutinib 64%(NA) atly 93%atly 13.0%
ALPINE T o p < 0.0007 ——
S ——— e ———————
Conelaval:  USET | (@) ih wwo soDeHEM § =< aniir @ 35

Robak, T., et al.. Cancer 2022,14,771




ELEVATE-RR: Acalabrutinib e Ibrutinib s
tienen similar SLP en LLC R/ R S r—

100 +
80 1
2 60 1
")
L
&40
Events,n(%)  Median (95%Cl)  HR (95%Cl)
201 o Acalabrutind 143 (534) 184 (33.0-38.6) '
=== |brutinib 136 (51.3) 38.4 (33.0416) 100(078-1.27) —
0 1 L] L] 1 L] L] 1 L] L] L] L] L] L] 1 L] 1 L] L]
0 3 6 9 12 15 18 219 24 27 30 33 36 39 42 45 48 51 54 57
No. at Risk Time, mo

Acalabrutinib 268 250 235 227 219 207 200 193 173 163 148 110 8 59 31 21 13 I 1 0
B —— lbrutinib 265 240 221 205 186 178 168 160 148 142 130 108 & 66 41 26 15 8 2 0 e S

Byrd J, et al. JCO 2021;39:3441-3452 Con el Aval:
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[ J [ J CLINICA DEL GRUPO DE ESTUDIO [ Cotoproiiersive: S
e n a r u t I n I LATINOAMERICANO DE LINFOPROLIFERATIVOS — 7 £ )

ALPINE: Zanubrutinib es superior o ipuncsi:  cev

Figure 1: IRC-Assessed Progression-Free Survival (ITT Population) Figure 2: IRC-Assessed Progression-Free Survival in Patients with del(17p)/TP53 mutation

g ]Ooﬂfh—\*— —+i+ M —— ; ;\? 100*}::%_‘“_‘—\- :

Z 90 e T ‘ = — .

£ — " ' 79.5% = T :

s 30+ e sy 3 80 * 1 77.6%

) "“"0-\’ | | SN © L

9 70 \+ i . come 0 L‘ﬁ ) t

§ b, 1. : o S |

s 60 673%™ **“‘% t, S 60- T ss%

-2 PFS Events ' e S [[L_[SERee

§ 301 n (%) : i s 5 PFS %(\)/e)nts i

n . - | 5 N n (% : -

i ,Zba"“.bfgt'”'b ol g | > . “ 40 —Zanubrutinib 23 (30.7) . -

& 304 — |brutini 120 (36.9) ' ] — Ibrutinib 34 (453 ! Ll

& ¥ " ‘ & 30 rutini (45.3) .

2 9 Hazard ratio (95% Cl)=0.65 (0.49-0.86) | 5 Hazard ratio (95% Cl)=0.52 (0.30—0.88 i

2 Two-sided P=0.0024 1 2 20 azard ratio (95% Ci)=0.52 (0.30-0.85) !

o 10 ! b Nominal P=0.0134 |

) ; g 10+ |

o Y I T T T T T T t T T T T T T y o [

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 o 0 | | T l | | | f T | | | 1
No. at Risk Months from Randomization 0 3 6 9 12 15 18 21 ) 2_4 27 30 33 36 39
Zanubrutinib 327 315 304 301 294 280 263 226 172 161 125 N3 14 2 0 No. at Risk Months from Randomization
Ibrutinib 325 305 203 277 260 246 228 191 133 123 98 8 9 2 2 0 Zanubrutinib 75 n 68 66 64 61 56 47 32 30 21 18 3 0
Ibrutinib 75 70 68 59 55 48 45 34 19 17 10 9 2 0
Brown JR et al, Abstract #LBAG6 presented at ASH2022 e .
Con el Aval: Ueszr § (@) %) wie soDGHEM § s<v aptir @ 55

Brown JR, Eichhorst B, Hillmen P, et al. N EnglJ Med 2022 e
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Desafios en LATAM

,
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Desafios del manejo de la LLC gyguornana<s::
en América Latina

1. Diagnostico 2. Tratamiento

e Acceso limitado a estudios clave (TP53, IGHV, FISH)
¢ Alta variabilidad entre laboratorios
e Escasa disponibilidad fuera de centros de referencia

e Desigual acceso a terapias dirigidas (BTK, BCL2)
e Persistencia de uso esquemas suboptimos

e Costos elevados y falta de cobertura para estudios * Limitaciones de cobertura y disponibilidad

moleculares

4. Evidencia y educacion

e Fragmentacion de sistemas publicos y privados e Baja participacion en ensayos clinicos internacionales
* Inequidad geografica socioecondmica en el acceso
® Procesos regulatorios lentos para nuevas drogas

e Falta de mecanismos regionales de negociacion o e e

compra conjunta Conelaval:  USEET § (B) ) wieo soDeHEM § =< anii @ G
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Take home messages; e

* Los invitamos a concurrir a la presentacion de los
Abstracts de LLC en ASH 2025:

e Poster n: 14923: Sdbado 6/12 hora 18. Dr. Celso Arrais

* Frontline theraf)y patterns and outcomes in chronic lymphocytic leukemia: A
real-world, multicenter analysis from Latin America.

* Poster n: 3908. Domingo 7/12 hora 18. Dra. Carolina Oliver

* Baseline clinical characteristics of patients with Chronic Lymphocytic Leukemia
(CLL) from 11 Latin American countries: A real-world registry analysis

0" Civn dl ‘;\ gR
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GELL directiva 2024-2026: Grupo Uruguayo de Linfoma:
« Maria Alejandra Torres * Victoria Irigoin * Carla Ambrosoni
* Ana Ines Landoni * Victoria Toledo
* Henry Idrobo
o G E L L * Virginia Lema * Viviana Castro
* Luis Villela
Grupo de Estudio Latinoamericano de e Sabrina Ranero ¢ Sandra Damiano G U L_
* Brady Beltran . : - -
y * Virginia Bradvica * Adriana Peixoto Bhipo UndEusys e !mfoma
* Carolina Oliver * Gimena Dos Santos * Isabel Moro
* Patricia Kollar *  Pablo Muxi
Registro Brasilefio de LLC: GELL representantes de cada Colaboradores en este
* Celso Arrais * Fernando Barroso Duarte pais y mentores: trabajo: * G.Duarte
« Leila Perobelli - Sergio Costa * Macarena Roa * Sofia Rivarola * Martha Zerga
Valefia Buccher * Fabiola Valvert * Lorena Cardozo *  Miguel Pavlovsky
agria tuccherl * Nelson Hamerschlak * Alana Von Glasenapp, e Denisse Castro * Nancy Cristaldo
* Maura lkoma * Vera Figueiredo * German Stemmelin * D.Trujillo * MR Custidiano
* Gislaine Oliveira « Carlos Chiattone * Rosa Oliday * A Garcia  D. De Farias
* Marcela Zamora * L. Perobelli * Maria Orlova

* laura Fogliatto ® < Jorge Castillo * Silvana Cigliari « E.Macchiavello
* Danielle Lleao * Luis Malpica * Camila Pefa * J. Pose Cabarcos

- - — S. Paredes J. Laviano
— 530 C10CO0 Brasiieird

_ ! _ A. Mirolli
de Hematologia, Hemoterapia varez e F Pérez-Jacabo

e Terapia Celular Gonglayal  USEE" (| (@) iw s SO e-,um%gs,g-mm ® &
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