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Evolucion en el tratamiento de la LLC

Tratamiento finito
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Tratamiento finito
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Al momento de definir el tratamiento

= s of . Deseos del paciente
Edad o g O Estilo de vida
Comorbilidades Riesgo de la w Practicidad/ comodidad

Medicacion enfermedad d ‘ Soporte familiar

adicional \ ’ Cercania a centro de atencion
' Calidad de vida




Principales ensayos Fase Il de inh BTK en tto continuo en 1Ly R/R

Acalabrutinib5-7 Zanubrutinib® o

v RESONATE-2: superior ' v ELEVATE-TN: superior v' SEQUOIA: superior PFS

PFS and OS vs CIb | PFS for acalabrutinib | vs BR
v iLLUMINATE: superior .  regimensvs GClb ' v ALPINE: improved

PFS vs GCIb . v ASCEND: improved PFS safety profile vs ibrutinib
v ECOG 1912: superior I vs IdelaR or BR

PFSand OS vs FCR in : v ELEVATE-RR: :

younger patients : noninferior PFS vs :
v ALLIANCE: superior ibrutinib and improved :

PFS vs BRin older : safety profile :

patients

1. Shanafelt TD et al. N Engl J Med. 2019;381:432-443. 2. Woyach JA et al. N Engl J Med. 2018;379:2517-2528. 3. Moreno C et al. Lancet Oncol. 2019;20:43-56.
4. Burger JA et al. Leukemia. 2020;34:787-798. 5. Sharman JP et al. Lancet. 2020;395:1278-1291. 6. Ghia P et al. J Clin Oncol. 2020;38:2849-2861.
7.Byrd JC et al. J Clin Oncol. 2021;39:3441-3452. 8. Tam C et al. ASH 2021. Abstract 396.



RESONATE-2: Ibrutinib vs Clorambucil en > 65 a ILLUMINATE: Ibrutinib/ Obinutuzumab
Segumiento a 7 ahos vs Clorambucil/ Ob en > 65 a

Ibrutinib  Chlorambucil
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Chiorambucil 133 88 69 §7 41 33 30 25 19 16 12 6 5 5 4 1 0 Chiorambucil/obinutuzumab 116 111 109 99 80 74 68 55 46 41 38 38 34 34 19 16 -

Barr PM et al. Blood Adv. 2022;6:3440-3450 Moreno C et al. Haematologica. 2022;107:2108-2120



Alliance: Ibrutinib +/-Rituximab
vs Bendamustina-Rituximab

ECOG 1912 Ibrutinib + R vs FCR en < 70 anos

Median follow-up: 55 months’

PFS among all patients

At 3 yr
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Am3(IR) 182 168 156 148 142 134 130 127 117 82 44 21 2 0 k
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Woyach JA et al. ASH 2021. Abstract 639.

Shanafelt T et al. Blood. 2022;140:112-120.



Inconvenientes con los inh BTK

o Efectos adversos

o Resistencia

o Costo de tratamientos prolongados



Toxicidad de inhibidores de BTK

AE > CTC Ibrutinib
Grade 3

1+ REt1uS:(1ifnab)1 RESONATE-22 ALLIANCE?
Median
observation 70 60 38
time, mo
Hypertension, % 11.4 8 29
Cardiac, % 7.7 N/A N/A
AF, % 4.5 5 9
Neutropenia, % 28.4 13 15
Infection, % 11.4 122 19

Shanafelt TD et al. Blood. 2022;140:112-120. 2. Barr PM et al. Blood Adv. 2022;6:3440-3450. 3. Woyach JA et al. N Engl J Med. 2018;379:2517-
2528. 4. Sharman JP et al. Lancet. 2020;395:1278-1291. 5. Tam C et al. ASH 2021. Abstract 396.



ELEVATE-TN: Acalabrutinib +/- Obinutuzumab vs Cl /Obinutuzumab
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SEQUOIA: Zanubrutinib Prolonga la SLP vs BR en 1L

Mediana seguimiento 44 m

Median observation time: 24 months'

Figure: Progression-Free Survival by Investigator Assessment
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ALPINE. Zanubritinib vs Ibrutinib en R/R

After a median follow-up of 29.6 months, improved PFS with zanubrutinib

AF/Flutter
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Zanubrutinb 327 315 304 301 294 280 263 226 172 161 125 113 14 2 0 -
Ibrutinib 325 305 293 277 260 246 228 191 133 123 98 87 9 2 2 0

Brown J et al. ASH 2022. Abstract LBA-6.

HTA sin diferencia



Inhibidores de BTK en monoterapia, en tratamiento continuo son
efectivos en tratamiento de LLC en 1L en pacientes unfit y fit con >

SLP que QT convencional.

Qué pasa con los pacientes de alto riesgo??




lbrutinib en pacientes con del(17p)/mut TP53

PFS, %
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Moreno C et al. Haematologica. 2022;107:2108-2120.
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ELEVATE-TN. Subana

isis de pacientes de alto riesgo
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RESONATE-17. lbrutinib en pacientes con LLC R/R con dell17p
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SEQUIOIA

Median observation time: 30.5 months'

Cohort 2: PFS Per IRC Assessment in Patients With del(17p)
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CLL-14. Subanalisis de pacientes con mut p53

Progression-free survival
Time on VenO

100 ++ (median follow-up 65.4 months)
20 4
. 60+ . S5-year
R + PFS
&
a 40.6%
40 - - :
: -+ +
! VenO, TP53 mut/del
20
EoT :
l I
I
J
0 T T T T T T T T T T T T
0 6 12 18 24 30 36 42 438 54 60 66 72
No. at Risk Time {months)
VenO, TPS53 mut/del 25 22 21 19 17 16 15 14 12 11 6 1 0

25 pacientes

Al-Sawaf O et al. EHA 2022. Abstract S148



Tratamiento continuo soélo con BTKi ?

=== All Patients
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Venetoclax monoterapia.
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Tratamiento continuo en 1L con del 17p
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CONCLUSIONES
Terapia finita SI, pero no en todos los pacientes

o ldentificar pacientes "0ptimos” para terapias finitas o terapias continuas

o Definir el objetivo del tratamiento

Riesgo citogenético : > 1 Deseos del paciente
Edad ' Estilo de vida

Comorbilidades

b

Practicidad/ comodidad
Medicacion Soporte familiar

adicional

Cercania a centro de atencion
Calidad de vida

o Accesibilidad

o Costo



Sin dell17p

Condel 17p

Preferred Regimens

(category 1

« Acalabrutinib%8:* + obinutuzumab

« Venetoclax®" + obinutuzumab

cate: 1
. %anug(r)lrnyim)b‘r!?-’ (category 1)

2B) )
» Ibrutinib®®:" + rituximabl (category
* Ibrutinib®8.* + venetoclax"" (category 2B) | or contraindicated or rapid disease debulking needed

FIRST-LINE THERAPY®
Other Recommended Regimens Useful in Certain Circumstances
* Ibrutinib f.8..* (category 1) * Consider for IGHV-mutated CLL in patients aged <65y
» Ibrutinib®¢:* + obinutuzumab (category without significant comorbidities

» FCR (fludarabine, cyclophosphamide, rituximab)®'
2B) * Consider when BTKi and venetoclax are not available

» Bendamustine™ + anti-CD20 mAb"-°
» Obinutuzumab = chlorambucilP
> 'I;I‘igh-dose methylgrednisolone HDMP) + anti-CD20
b" (category 2B; category 3 for patients <65y
without significant comorbidities)

f@ Regimens

(category 1
&cate

« Acalabrutinib%8:* + obinutuzumab
* Venetoclax™® + obinutuzumab

1
. anugonfl%’inl)b':ﬁv' (category 1)

2B) .
» Ibrutinib®:" + rituximab’ ‘category 2B) * Consider when BTKi and venetoclax are not available
h (category 2B) | or contraindicated or rapid disease debulking needed

* |brutinib®9:* + venetoclax®

FIRST-LINE THERAPY*®
Other Recommended Regimens Useful in Certain Circumstances
* Ibrutinib f.9..* (category 1) * Consider for IGHV-mutated CLL in patients aged <65y
» Ibrutinib®®:* + obinutuzumab (category without significant comorbidities

» FCR (fludarabine, cyclophosphamide, rituximab)®'

» Bendamustine™ + anti-CD20 mAb"-°
» Obinutuzumab = chlorambucilP
» 'I-:.igh-dose methylprednisolone (HDMP) + anti-CD20

\ b (category 2B; category 3 for patients <65y
without significant comorbidities)
Del (17p) or .
Stage TP53 mut Fitness IGHV Therapy
Inactive disease,
Binet A-B, Rai O-l1 Irrelevant Irrelevant Irrelevant / None \
Yes rrelevant irreleva ~" |brutinib / acalabrutinib® or venetoclax + obinutuzumab o
}‘t/ idelalisib-rituximab (if contraindications for other options)
7ﬂ/ FCR (BR > 65 years) or ibrutinib / acalabrutinib®
Active disease or L U Ibrutinib / acalabrutinib@ or venetoclax + obinutuzumab or
Binet C or Rai llI-IV N FCR (BR > 65 years)
° Venetoclax + obinutuzumab or ibrutinib / acalabrutiniba® or
chlorambucil-obinutuzumab
Slow go AN

Venetoclax + obinutuzumab or ibrutinib / acalabrutiniba® o
\ chlorambucil-obinutuzumab

\_//




Muchas gracias



