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https://www.cancer.gov/publications/dictionaries/cancer-terms/def/progression-free-survival, acesso em 05/05/24

SOBREVIDA LIVRE DE PROGRESSAO PARA LEIGOS:

= O periodo de tempo durante e apds o tratamento de uma doenca (...) que um paciente convive com a doenga, mas ela ndo piora.

- Em estudos clinicos: forma de ver qudo bem um novo tratamento funciona.

-S88 CANCER
g RESEARCH
"Topets UK

Overall survival (OS)

How long people live after treatment

Disease free survival
(DFS)

The time between treatment aimed at curing cancer, and
signs that it has come back

P rog ression free
survival (PFS)

The time between treatment aimed at shrinking or
controlling cancer, and signs that it has started to grow
again

Event free survival

The time between treatment and having a specific ‘event’

(EFS) such as a symptom, type of pain or a fracture, for example
Median overall The time from treatment to the point at which half of the
survival patients are living

https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/clinical-trial-
results/what-do-clinical-trial-results-mean-0#what, acesso em 05/05/24
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Objectives in clinical research

Research question

The primary endpoints assess the major research question,

secondary endpoints may assess alternative research questions

Hypothesis testing

Intention to treat and per-protocol analysis

Patient-reported outcome measures (PROMs)

https://www.cureus.com/articles/113292-research-question-objectives-and-endpoints-in-
clinical-and-oncological-research-a-comprehensive-review#!/,acesso em 01/05/24
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Endpoints in clinical research

The endpoints in clinical research determine whether the clinical trial has been successful in finding out if an intervention/drug has proven beneficial
in improving the survival and quality of life of the patient. The endpoeints determine the validity of the clinical trial results. There are different types of
endpoints like primary endpoints, secondary endpoints, tertiary endpoints, surrogate endpoints (laboratory measurements, physical signs), and others

Endpoints in oncology clinical trials

Cancer clinical trials assume increased significance because the drugs developed against the cancer are intended to increase the survival of the
patients. Also, anti-cancer agents are associated with several side effects. Therefore, oncology trials include several endpoints, the primary being the
overall survival, and the secondary endpoints include the assessment of other outcomes that indicate the quality of life (QoL), tumor-related endpoints,

and others. The disadvantages of oncology clinical trials are the cost associated with the recruitment of a greater number of subjects and long-time
follow-up of the patients [32].

- surrogate endpoints (laboratory measurements, physical signs),
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Progression-free survival: it is time for a new name
THE LANCET

Oncology

Bishal Gyawali « Elizabeth Eisenhauer s Michelle Tregear « Christopher M Booth = Ca na da

VOLUME 23, ISSUE 3, P328-330, MARCH 2022

Tempo desde a randomizagao ou inicio do tratamento
até a ocorréncia de progressao da doenca ou morte.

* Endpoint primario mais comum em ensaios clinicos oncolégicos

* Desenvolvido para:
* Fase 2: categorizar os resultados de novos tratamentos contra o cancer
* Fase 3: facilitar o avanco de terapias promissoras para ensaios de fase 3.
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THE LANCET Progressmn—free survival: it is time for a new name

Oncol Canada
ncoliogy Bishal Gyawali « Elizabeth Eisenhauer « Michelle Tregear « Christopher M Booth =3

VOLUME 23, ISSUE 3, P328-330, MARCH 2022

# Varios vieses:

- Nao mede sobrevida global, qualidade de vida, retorno as atividades do dia a dia
- Medidas arbitrarias

- (acrescento: em doencas indolentes, nao esta relacionado ao inicio do novo tratamento!!!)

# “Nao se destina a informar a pratica clinica ou a estabelecer se uma nova terapia proporciona beneficios
clinicamente significativos para os pacientes”

# “(...)Pode influenciar a pratica clinica e as escolhas dos pacientes. Propomos (...)
INTERVALO LIVRE DE PROGRESSAQO”

Traducgdo livre pela autora
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Endpoint

Overall survival

Duration of
clinical benefit

Complete
response

Time to
treatment
failure

Health-related

quality of life

Progression-
free survival

Applications

Gold standard primary
oncological endpoint

Primary endpoint

A primary endpoint that
can also be used as a
surrogate endpoint

A primary endpoint when
used in conjunction with
secondary endpoints

Preferred as a secondary
clinical endpoint

A surrogate marker for
regular and accelerated
approval

Functions

Assesses time from randomization to death, clinical
benefit, easily measurable, gives definite results, and
eliminates researcher bias

Assesses time from randomization to disease progression
or death in patients who achieve a complete response,
partial response, or stable disease for 24 weeks or longer

Assesses time from randomization to survival advantage
associated with improved overall survival and prolonged

Drawbacks

Mot effective in slowly progressing diseases,
requires quite a high patient number, influenced by
cross-over, subsequent therapies, and non-cancer
deaths

Needs disease-specific validation

Needs disease-specific validation

event-fre
A surrogate marker for

Disease-free
regular and accelerated

Assesseg survival

approval
treatmen
N A surrogate marker for
Assesseq Objective re ulargellnd accelerated
response rate 9
status ov approval

Assesseq Duration of

of diseas| response Used as a surrogate marker

Assesses time from randomization until evidence of
disease recurrence, and requires limited patient number
and short follow-up

Assesses how a specific treatment impacts tumor burden
in a patient with a history of solid tumors, needs to be
evaluated in single-arm studies, much guicker evaluation
as compared with survival studies, and requires much
maore limited patient number

Assesses time from randomization to disease progression
or death in patients who achieve complete or partial
[esponse

It cannot be statistically validated as a surrogate
marker for survival, not definitely measurable, and
definitions may differ between studies

Benefits cannot be measured directly, and detailed
measurement of drug activity is unavailable

Needs disease-specific validation

number,
evaluatiol batholoaical -
athologica ilestone
crossove com Iet?e Preferred as a survival
i marker
response
Disease control . | Timeto
Clinical benefit| .
rate progression

Clinical benefit

rate Clinical benefitl Evant free

survival

Time to next
treatment

Used as a surrogate
endpoint/qualitative
endpoint

Preferred as a surrogate Assesses time from randomization to first evidence of
and not a primary endpeoint | disease progression and effectiveness of targeted therapy

Preferred as a surrogate
and as an alternative to the
primary endpoint

Preferred as a surrogate
endpoint for incurable
diseases

Assesses time from randomization to survival probability
at a given time point

Assesses time from randomization to disease progression,
discontinuation of the treatment, and/or death

Follows up the treatment response until the initiation of
next-line therapy

Requires further validation

Can be adversely affected by patients’ disease
characteristics

It needs to be validated for each unique
disease/tumor type, treatment, and stage of disease

Requires validations for specific disease
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Endpoint

Overall survival

Duration of
clinical benefit

Applications

Gold standard primary
oncological endpoint

Primary endpoint

Functions

Assesses time from randomization to death, clinical
benefit, easily measurable, gives definite results, and

eliminates researcher bias

Assesses time from randomization to disease Progression

or death in patients who achieve a comp
partial response, or stable disease for

te response,

WeeKs or longer

Drawbacks

Not effective in slowly progressing diseases,
requires quite a high patient number, influenced by
cross-over, subsequent therapies, and non-cancer
deaths

Needs disease-specific validation

Compl
respor H . . .
Endpoint Applications Functions Drawbacks
Time t A ETITIET Y ST PO WITET & — =) e > .l ; = T
ssessed survival .
treatment used in conjunction with i‘zzefn"j“’ approval and short follow-up definitions may differ between studies
failure secondary endpoints B 1
Assesses how a specific treatment impacts tumor burfden
- L A surrogate marker for in & patient with:-a-histery ef solid tumors; needs to be . . . I B ) .
Health-related Preferred as a secondary Assesseq Objective regular and accelerated evaluated insingle-arm studies, muchrquicker evaluatjon Benefits cannot be measured directly, and detailed
u =1 =1 ol J 2. 1 b = LA ln u JIMIUG: = / {=] J r

o . - Y ) responserate - . X measurement of drug activity is unavailable

quality of life clinical endpoint status o approval as comparad with sureival studies; and feguires much

Progression
free survival

A surrogate marker for
regular and accelerated
approval

Assessed Duration of
of diseasf-response
number,
gvaluatiol
crossovel| Fathologica
complete

TESPUNSE

Disease contro
rate

Clinical benefit

__marker

Used as a surrogate marker

maredimited patient number

Assesses time from randomization to disease progression
ordeathdn patients who'achieve completesor partia
[Bsponss

MNeeds disease-specific validation

Milestone
Preferred as a Ja
survival
lime to

progression

Clinical benefit

Clinical benefit

Used as a surrogate
endpoint/qualitative
endpoint _

Preferrad as .8 surogate
andmot apamary endpaint

Preferred’asd'surrogate

Assesses time from randomization to surviva probability
atagneaime poinE

Assesses tire from randomization to first evidence of
disease progression and effectiveness of targeted therapy | ¢©

Requires further validation

diseases

rate Event free e AR S P RASHTE TRARE Assesses time from randomizationto diseaseprogression, " | It needs to be validated for each unique
Sl primary end :c i - - discontinuation of the treatment and/or death diskase/tumor type, treatment, and stage of disease
dly & UL
N N Preferrad as a surrogate e T N —— . "
Time to next e T Follows up the treatment response until the initiation o L P
. N endpoint for incurable o Requires validations for spec
treatment next-line therapy
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Medi de panh 76,4 meses
{«=ssh ACOMPANHAMENTO
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= SG mediana
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g

40 -

Taxa SG - 6 anos
o s ELEVATE-TN — ASH 2023
tratamento - —
0 : - . . . . . HR de 0,69, IC 95% [0,48-1,01]

0 12 24 36 48 60 72 84 p=0,052"
Tempo (meses)

- , . , A
100 =
*Descritivo. CIbO: clorambucil + obinutuzumabe; HR: hazard ratio; IC: intervalo de confianga; NA: ndo atingida; SG: sobrevida global; VenO: VENCLEXTA® (venetoclax) + obinutuzumabe. 1. Al-Sawaf O, et al. |
w -
£
[
2 1 asovsosciv
e HR* 0.62, 95% CI: 0.36-0 97
g P=0 034"
= A vs O+Clb
E 40 4 HMR* D.89, 95% CI: 0. 58«1 35
g P=0.5068"
o A+Qwvs A
HR* 0,69, 95% CI: 0.44~1.09
204 p=0.1220*
A+Q (n=179)
An=179)
o O4Clb (n=177)
L) Ll T Ll Ll T Ll Ll T v Ll Al Ll T Ll Ll T T L v LS Ll Ll ;| L Ll Ll Ll Al T L )
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GLOW — ASH 2023

Overall Survival (ITT)

Ibr+Ven

Clb+0O |

SOBREVIDA GLOBAL

77.6%

SOBREVIDA GLOBAL

106
105

100
103

value is nominal.

I, confidence interval; Clb, chlorambucil; HR, hazard ratio; lbr, ibrutinib; ITT, intent-to-treat; O, Obinutuzumab: OS, overall survival; Ven, venetoclax.
Moreno C, et al. ASH 2023. Abstract #634.

12 18 24 30 36 42
Months from date of randomization

95 94 94 93 91 89
103 100 93 90 86 79

48

87
70

Ibr+Ven reduced the risk of death by 55%
versus Clb+O

-~ HR 0.453 (95% ClI, 0.261-0.785);
p = 0.0038

Estimated 54-month OS rates:
- 84.5% for patients treated with Ibr+Ven
- 63.7% for patients treated with Clb+O
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202 Extended Follow-up of ALPINE Randomized Phase 3 Study Confirms Sustained Superior
Progression-Free Survival of Zanubrutinib Versus Ibrutinib for Treatment of Relapsed/Refractory
Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma (R/R CLL/SLL)

Jennifer R. Brown, MD, PhD’, Barbara F. Eichhorst, MD et al.
SEGUIMENTO: 3 anos

* ALPINE— ASH 2023

Figure 1. Investigator-Assessed Progression-Free Survival (ITT Population)

100
90—
80—
70—
Al PFS Events
50 n (%)

40- — Zanubrutinib 114 (34.9)
— Ibrutinib 144 (44.3)

Hazard ratio (95% CI1)=0.67 (0.52-0.86)
20 Nominal P=0.0016
10+ Median study follow-up=36.3 months

30—

Progression-free Survival Probability (%)

0 T 1 I T T T 1 l | l 1 T | 1 T 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

No. at Risk Months from Randomization
Zanubrutinib 327 316 303 297 289 274 261 251 245 239 183 172 133 71 55 8 3 0 Educagé_o
Ibrutinib 325 306 293 273 258 242 229 213 199 191 145 135 101 63 52 3 1 0 e Pesquisa
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636 Acalabrutinib * Obinutuzumab Vs Obinutuzumab + Chlorambucil in Treatment-Naive Chronic
Lymphocytic Leukemia: 6-Year Follow-up of Elevate-TN Jeff P. Sharman et al.

Lk M

80 B L

60 =
A+O vs 04CIb b
HR* 0.14, 5% CI- 0.10-0.20 Ty ‘ NR
P<0.0001" \
40 Avs O+«Clh — L

1 HR*0.24, 95% CI: 0.17-0,32 “

P 000 1* T

A+Qvs A 3 -
HR*: 0.58, 95% CI: 0.39-0.86 A 2o
204 pP=0 0229 Hﬁ?—\-ﬁ e :
A+O (n=179) . sl Med PFS 27,8 m

An=179

O+Clb (n=177)

1 r 2 4 1 | ) 1 1 Al I Rl 1} L) L) A J T L) 1 1 1 1 1 ' T

0 3 6 9 12 16 18 21 M4 27 30 I3 I 30 42 45 48 51 54 57 60 € 66 & 7

Months

Progression-Free Survival (%)

N
- &
;-1
D J
-
2-
5 -

No. # risk

A+O 1% 175 10 o 4 163 10 15T 1S 156 53 152 151 188 148 141 W0 138 1N 133 127 124 . e MW S48 »

A 179 167 %3 18 1% 155 153 150 4D 18 W2 441 137 135 133 130 WO 124 21 H5 H3 03 100 9 B % I 2 T 2 0 Educagao
O+sCh 77 163 156 953 130 125 110 %00 85 82 67 €6 66 4D 44 41 ¥ 30 20 28 M 2 21 18 4 & @ 3 1 0 0 e Pesquisa
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Cohort 1: PFS in Patients Without del(17p)

Median follow-up: 43.7 months

Cohort 2: PFS and OS in Patients With del(17p)

100 !
904 ' Zanubrutinib, 82.4%
o O Median follow-up: 47.9 months
5 704
g e — R
E —— Zanubrutinib BR, 50.0%
a 50- + Censored 100 :
S : 0S, 89.5%
8 40 \ 90 -
7)) 1
u 30 mPFS  95%Cl ! 80 - !
204 BR 422mo 38.4-498 ! 70 ! o
Zanu  NE NE ' ) L s ' PFS, 79.4%
10 HR, 0.30; 95% Cl, 0.21-0.43; P<.00012 ' = %07 __ prs !
0 T T T T T T T T T T T T T t T T T T T 2 50 + Censored :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 E 40 :
7] 1
_ Months 304 !
No.amas; 238 218 212 201 192 187 180 174 163 157 141 133 113 82 50 18 8 0 20 Semo poxe i
Zanubrutinib 241 238 234 230 228 224 219 214 208 205 201 200 190 131 93 33 23 4 3 0 R = i
L 101 os 895% 819941 !
0 T T T T T T T T T T T T T } T T T T T
BR, bendamustine plus rituximab; Cl, confidence interval; CR, complete remission; CRi, complete remission with incomplete hematologic recovery; 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
del(17p), deletion in chromosome 17p; HR, hazard ratio; mPFS, median progression-free survival; NE, not evaluable; PFS, progression-free survival;
zanu, zanubrutinib. icloniad Months
0. at risl

aDescriptive P value.
OS 110 110 109 108 106 105 104 104 102 102 102 100 99 8 72 52 33 9 1 0

PFS 110 109 106 104 104 101 98 96 94 93 89 89 88 8 75 32 26 3 2 0

Shadman et al ICML 2023
Cl, confidence interval; CR, complete remission; CRi, complete remission with incomplete hematologic recovery; del(17p), deletion in chromosome
17p; HR, hazard ratio; OS, overall survival; PFS, progression-free survival.

Shadman et al IMCL 2023
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Ibrutinib Dose Modifications for Management of Cardiac Adverse Events in Patients With B-Cell
Malignancies: Pooled Analysis of 10 Clinical Trials
EHA 2023. Deborah M. Stephens et al. Poster 644

B 100 - Il B il i m With dose I‘eduction
-h-i'.'l'ﬁ ' |
- .\‘-'-H. -
Without dose reduction
60 -
R
1)
(@]
40
With dose Without dose
reduction reduction
20 n=44 n=514
Median OS, months (95% CI) NR (NE-NE) NR (NE-NE)
24-month OS rate, % (95% Cl) 97 (82-99) 89 (85-92)
0 T T T T T T 1
0 6 12 18 24 30 36 42

Time, months
Patients at risk

With dose reduction 44 44 42 39 20 )
Without dose reduction 514 491 393 224 105 56 5 0

N
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Sobrevida livre de progressao - status de TP53 e/ou del(17p)

Mediana de acompanhamento: 76,4 meses
ACOMPANHAMENTO
DE 6 ANOS

SLPm - TP53™t ¢/ou del(17p)

Ven0:51,9 m @ Clb0: 20,8 m

o)
o
1

SLP (%)

S
o
|

SLPm - sem TP53™ ou del(17p)

20
. |
Fim do L veno:766m JvsX  clbo:3gom

Sobrevida livre de progressao - status IGHV . tratamento
T T T I T I I
0 12 24 36 48 60 72 84
Tempo (meses)
Mediana de acompanhamento: 76,4 meses
—— VenO, sem TP53Mutou del(17p) ===- VenO TP53mute/ou del(17p) === ClbO, sem TP53Mtou del(17p) ===- CIbO TP53mute/ou del(17p)
100 —
ClbO: clorambucil + obinutuzumabe; del: delecdo; mut: mutagéo; NA: ndo atingida; SLP: sobrevida livre de progresséo; VenO: VENCLEXTA® (venetoclax) + obinutuzumabe. 1. Al-Sawaf O, et al. EHA 2023, Resumo S145 (Oral),
Ny v v rusee
80 —
SLPm - IGHV mutado

. 60+
® VenO: NA @ Clb0:62,2m
o
_
»

40 —

20 SLPm - IGHV nao mutado

Fim do Teao oo _ Ven0: 64,8 m e Clb0: 26,9 m
tratamento e
| p——
0 T T T T T T T
0 12 24 36 48 60 72 84

Tempo (meses)

—— Ven-Obi e IGHV mutado =---- Ven-Obi e IGHV ndao mutado —— Clb-Obi e IGHV mutado =---- Clb-Obi e IGHV ndo mutado

ClbO: clorambucil + obinutuzumabe; NA: ndo atingida; SLP: sobrevida livre de progresséo; SLPm: sobrevida livre de progressdo mediana; Ven0: VENCLEXTA® (venetoclax) + obinutuzumabe. 1. Al-Sawaf O, et al. EHA 2028, Resumo S145 (Oral).
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blOOd BRIEF REPORT | DECEMBER 15, 2016

Minimal residual disease is an independent predictor for 10-year survival in CLL

BRIEF REPORT | DECEMBER 15, 2016 5 Clinical Trials & Observations & Brief Report

Marwan Kwok, Andy C. Rawstron, Abraham Varghese, Paul A. S. Evans, Sheila J. M. O’'Connor, Chi Doughty, Darren J. Newton, Paul Moreton, Peter Hillmen

The NEW ENGLAND

JOURNAL ﬂf MEDI CINE The NEW ENGLAND JOURNAL of MEDICINE

RESEARCH SUMMARY

N Engl | Med 2024;390:326-337
Chronic Lymphocytic Leukemia Therapy Guided

by Measurable Residual Disease
MunirTetal. DOI: 10.1056/NEJM0a2310063
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Study name Timing, compartment Method
MURANO [51] EOQOCT, PB ASO-PCR
EOT, PB ASO-PCR
CLARITY [55] At 14 mo, PB FLC
CLL14 [52] 3 mo post-EOT, PB ASO-PCR
GLOW [56] 3 mo post-EOT, PB NGS
CAPTIVATE FD [37] 3 mo post-EQT, PB FLC
NCTO02756897 [58] 24 mo, BM FLC
CLL13 [39] 3 mo post-EQT, PB FLC

EHA 2023 - CLL14

SLP apos VenO de acordo com o status de DRM

Mediana de acompanhamento: 76,4 meses

100 44—+

SLP (%)
n
[ =}

Status DRM 304
(n=2167)
) 20
11%*
104 ]
EoT 0 T T T T T T 1
) 0 12 24 36 48 60 12 84
Tempo até o evento desde a Ultima exposigéo ao tratamento (meses)
"Populagéo com intengéo de 11 As port tg a 100% devido redondamento; *Aus: RM: doenga residual minima; DRMi: doenga residu:
ultmag agéo; SLP: sobrevida livre de pr g V OVENCLEXTA ( netoclax) + obin tuzu abe. 1. Al-Sai wafO t IEHA2023 R eeeee $145 (Oral).
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MRD as surrogate MRD guided

endpoint in treatment
clinical trials decisions
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1. Seymour JF, et al. Blood 2022;140(8):839-50.

Most patients who received the full 2 years of VenR treatment had uMRD at EOT;
generally MRD conversion with subsequent PD did not occur until ~4 years post EOT

MRD status at EOT MRD conversion PD* among patients with Next treatment among
(n=118) after EOT MRD conversion patients with PD*

n=14
(17%)

n=39
n=1 n=27
n=63 (62%) 69%
(1%) (75%) (69%)
n=
(6%) n=9
n=24 n=3 (23%)
(38%) (8%)
B uMRD MRD+ B Sustained uMRD I PD E3 MRD conversion with PD or death B New anti-leukemic treatment
B MRD conversion [l Death @ MRD conversion without PD or death W FD M Death
Next
MRD Conversion treatment
Cc1D1 EOT conversion to PD or death

Median time from conversion
Approximately 24 months. to PD: 28.3 months
(95% CI: 23.2-35.0)

~4 year timeframe
*Investigator-assessed PD according to iwCLL criteria

EHA 2023 - CLL14
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Cinco anos apos o término do tratamento, as respostas profundas
foram mantidas com VenO
VenO: Taxas de DRMi ao longo do tempo por NGS (n=216) ClbO: Taxas de DRMi ao longo do tempo por NGS (n=216)
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Pacientes fora do tratamento Pacientes fora do tratamento

W DRMi<10° M DRMiz10°e<10" DRMi210%e<10* ™ L-DRM M H-DRM ® Perda M PD/Morte Retirada

5 anos apods o tratamento, 7,9% dos pacientes mantiveram DRMi <10 com VenO versus 1,9% dos pacientes com CIbO

CibO: clorambucil + obinutuzumabe; DRM: doenca residual minima; DRMi: doenca residual minima indetectavel; H-DRM: alta DRM; L-DRM: baixa DRM; NGS: sequenciamento de Gltima geracéo; PD: progressdo da doenga; VenO: VENCLEXTA®
(venetoclax) + obinutuzumabe. 1. Al-Sawaf O, et al. EHA 2023. Resumo S145 (Oral).




e MRD-directed therapy in CLL: ready for prime time?
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'.) Check for updates

Hematology Am Soc Hematol Educ Program (2023) 2023 (1): 413-420.

r D
Current Experience with Measurable Residual Disease (MRD) in CLL
PES correlated with U-MRD Rate:
CLL14 (\{o vs C0) )
: CAPTIVATE (IV—>IV VS| P
Prognostic for PFS and CLLI3 (CIT —> VR v VO v VOI) Currently, no evidence that
time to next treatment MURANO (VR vs BR) MRD-guided approach .
with some fixec-dutation TRANSCEND (AR should be used olrtside of urrent y, NO evidence that
regimens PFS Benefit Imespective of U-MRD: clinical trials
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E1912 (IR vs FCR)
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"Late" U-MRD
“ — Some continuous regimens (e.g. FLAIR)
] f : can take longer to achieve UMRD
N E Whl%?oﬁtﬁgtg-gsgsgdmom Time after Treatment
(’ treatment?
- e This image was created with Biorender
.

MRD: Measurable Disease; CLL: Chronic Lymphocytic Leukemia; PFS: Progression-Free Survival; VO: venetoclax + obinutuzumab; CO: chlorambucil + obinutuzumab; IV: Ibrutinib +
Venetoclax; I: Ibrutinib; CIT: Chemoimmunotherapy; VR: Venetoclax + Rituximab; VOI: venetoclax + obinutuzumab + ibrutinib; BR: Bendamustine + rituximab; CAR-T: Chimeric antigen receptor
T-cell Therapy; CR: Complete Remission; U-MRD: undetectable MRD; A: acalabrutinib; AQ: acalabrutinib + obinutuzumab; IGHVu: IGHV unmutated
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Fenz et al, Nature Reviews Cancer 10, 37-50, 2010

100 Blood 94: 1840, 1999
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Anos apos o diagnostico

MUTADO:
Sobrevida mediana >24 anos

NAO MUTADO:
Sobrevida mediana:9 anos
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SOBREVIDA EM FCR X NOVOS TRATAMENTOS

| + V Regimen Comparisons, ASH 2023

MDACC, I+V 24 cycles

Progression-free Survival (N=120)

L4 ve' ¢ L
4 30 WV(n=260) 97.2%  (95%C1, 94.1-98.6)
é 20 FCRIN=263) 768%  (95%C1,70.8817)

& 44  HR:0.13[0.07,0.24], p-value: <0.0001

N=120

Median age = 64.5 yrs
IGHV-UM = 86%
Del(17p) / TP53-m = 23%

5 yr PFS = 89.8%

Jain, ASH 2023

8

N=260

Median age = 62 yrs
IGHV-UM = 48%
Del(17p) = excluded

3 yr PFS = 97.2%
Hillmen, ASH 2023

CAPTIVATE, I+V 12 cycles

All treated patients (n=159) 70 (62-77)
Unmutated IGHV (n=40)* 68 (50-80)
del(11q) (n=11p 64 (30-85)
Complex karyotype (n=31p 60 (41-75)
del(17pymutated TP53 (n=27) 45(25-64)

o
g 54-Month PFS
; Rate, % (95% CI)

o

——All treated patients

0 6 12 18 24 30 3 42

Time, Months
159 153 152 144 143 132 130 115

N=159

Median age = 60 yrs
IGHV-UM = 56%
Del(17p) / TP53-m =17%

4.5 yr PFS = 70%

Ghia, ASH 2023
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