SINTOMA26

| VAN (291 Y, F-\[®@ ] HOTEL INTERCONTINENTAL | SAO PAULO

PARCERIA SOhO? INSTUCIoNAL Faculdade h

society of hematologic oncology

GERENCIAMENTO
mooicls f[\fcgm

EVENTOS



Frontline CLL Therapy in 2026: BTK
Inhibitors, Fixed-Duration Regimens,
and MRD-Guided Strategies

Thursday May 14, 16:05-16:23

Catherine Coombs MD

Associate Clinical Professor
University of California Irvine

&, SINTOMAZS



14416 e MAIO [EERENER

Newly diagnosed CLL

<>SINTO

Reassessing the chronic lymphocytic leukemia

° CLL_lPI rISk scole. PrognOStIC teStS InC|Ud|ng International Prognostic Index (CLL-IPI) in the
TP53 Status (F I SH + molecu |ar testl ng era of targeted therapies

needed), IGHV status, B2 macroglobulin, in T e @ el ——
addition to clinical factors (age, clinical stage) M N N
can inform time to first treatment and OS (in e e
CIT era) AL N .
e In modern agent era, CLL-IPI can predict PFS el AN i | Mg
M ﬂﬂ\ Wk L) WES R v LR,
but not OS

Conclusions: 1) The CLL-IPI retains prognostic value for progression-
free survival, but its impact appears diminished in predicting overall
g ] survival in CLL patients treated with targeted drugs. 2) Improved
| SURVIVAL PROBABILITY ACCORDING TO CLL-IPI TIME TO FIRST TREATMENT ACCORDING TO CLL-FI survival with targeted therapies versus chemoimmuno- € blood
100 therapy underscores the need to reevaluate prognostic Visutal

s Low risk %0 tools amid treatment shifts. -
o - Lew risk Langerbeins et al. DOI: 10.1182/blood.2023022564 Abstract
80 Intermediate risk 70
FO
&0
;; &0
r— L1s] 50 . i
s Intarmadialis risk TP53 status Deleted or mutated 1434 42 «0:0001 4
av T (3:2-55)
o 30 30 Very High rish IGHV mutational Unmutated 0-950 26 00001 2
o 9p Vary High risk 0 status (2:1-3-2)
10 19 B.-microglobulin »3-5 mg/l 0678 20 =0-0001 F]
o o concentration (1-6-2.4)
0 12 24 36 4B &0 72 B4 95 108120 0 12 24 36 48 &0 72 B4 96 108120 Clinical stage Rai -Vl or Binet B-C  0.464 16 «0.0001 1
1.3-1.9
months menths ( :
Age >65 years 0555 17 <0-0001 1
(1-4-2-1)

Molica S et al, Blood, Volume 130, Supplement 1, 2017
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Progressive marrow failure (Hb<10, PIt<1002)

Autoimmune cytopenias poorly responsive to steroids or other treatments
Massive or progressive or symptomatic SM (>6 cm below costal margin)
Massive or progressive or symptomatic LAD (>10 cm)

Progressive lymphocytosis (>50% increase over 2 months or LDT <6 months)
Constitutional symptoms due to CLL

aMany pts with platelets<100 can have prolonged stability for years and so this situation does not
warrant immediate therapeutic intervention

Outside of clinical trial setting, there is STILL no role for “early treatment” of
asymptomatic CLL

Hallek et al Blood 2008; 111:5446:5456
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<>SINTOM26 Level setting: What do the guidelines say? US

perspective

SUGGESTED TREATMENT REGIMENS2b.c.d

CLL/SLL without del(17p)/TP53 Mutation (alphabetical by category)
FIRST-LINE THERAPY®f9

Preferred Other Recommended Useful in Certain Circumstances
. ji= ini i * BCL2i-containing regimen * BCL2i-containing regimen

» BCL2i-containind reaimens
» Venetoclax/Acalabrutinibl £ Obinutuzumab| * Venetoclaxilbrﬂtinibl (category 1; | » Venetoclax/Zanubrutinibl (MRD-guided)™
(fixed duration)" (category 1) —fixed duration) » cBTKi-based regimens"
» Venetoclax/Ibrutinib! (category 1; | ) Ibrutinib™ (continuous) (category 1)

duration) (category 1) MRD-guided)’ » Ibrutinib (continuous) + anti-CD20 mAb (category 2B)°
« cBTKi-based regimens'- * High-dose methylprednisolone (HDMP) + anti-CD20
» Acalabrutinib (continuous) * mADb® (category 2B; category 3 for patients <65 y
Obinutuzumab (category 1) without significant comorbidities)
» Zanubrutinib (continuous) (category 1) * Consider only when cBTKi and BCL2i are not available

or not feasible

» BendamustineP + anti-CD20 mAb®°-9

» FC (Fludarabine/Cyclophosphamide)"S:t + Rituximab
» Chlorambucil'¥ + Obinutuzumab

» Obinutuzumab

CLL/SLL with del(17p)/TP53 Mutation (alphabetical by category)
FIRST-LINE THERAPY®-9

Preferred Other Recommended Useful in Certain Circumstances
« BCL2i-containing regimens * BCL2i-containing regimen * cBTKi-based regimeni'j
» Venetoclax + Obinutuzumab (fixed » Venetoclax/lbrutinib?¥ (fixed duration) » Ibrutinib™ (continuous)
duration) « HDMP + anti-CD20 mAb°

» Venetoclax/Acalabrutinib + ¢ Consider only when ¢cBTKi and BCL2i are not

Obinutuzumab (MRD-guided)¥ available or not feasible
» Venetoclax/Zanubrutinib | (MRD-guided)™ » Obinutuzumab
ased regimens™ -
» Acalabrutinib (continuous) *
Obinutuzumab
» Zanubrutinib (continuous)

NCCN guidelines, accessed on 22/April/26
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<>SINTOM£26 Long-term follow up from frontline approaches:
Ibrutinib

Up to 10 Years of Follow-Up for Ibrutinib Treatment of
Chronic Lymphocytic Leukemia/Small Lymphocytic
Lymphoma (CLL/SLL) in RESONATE-2

Context of Research Main Findings

—— ea Efficac
* |brutinib .haes dr.-rrl.)nstlrated br..}th a significant Y o Median PFS for ibrutinib
progression-free survival (PFS) and overall survival

(OS) benefit over chemaotherapy in CLL/SLI 100 wes 8.9 years
* PFS was not significant
® The RESONATE-2 study of ibrutinib versus 80 v.-?o?i?c:io:ftll'g!l:ﬂéa;ﬁ Y
chlorambucil treatment evaluated long-term efficacy 2 60 4 Ibrutinib ;:Ie.||'1.1q| serum B2- '
and safety of ibrutinib. Final analysis with up to 10 A YEER "
years of follow-up is reported a 404 WHBANPEPIRN XY
mutated TP53/complex
20 4 - karyotype
: Chlorambucil yolyp
Patients and Methods vt
1 D T T Y T T T T T T . deal' OS rate was f}s%
RESONATE-2 123 45 67 891 in the ibrutinib arm
0000 N = 269 Time, years
* Previously untreated CLL/SLL Safety

]
hl |'I'| * Age 265 years * Ibrutinib’s safety profile has been manageable and
¢ del{17p) excluded consistent across 10 years of follow-up O

* Active dose management (holds and/or reductions)

sllowed continued ibrutinib benefit > .

AL Ibrutinib _ = Chlorambucil Patient Disposition [r— =
b= 420 mg once daily 0.5 mag/kg YRy
= n=136 ®  up to 12 cycles * 27% of patients remained on ibrutinib et O

n=133 treatment at 10 years -

Burger J et al Blood 2025
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“rowmmmmmem  ELEVATE-TN: Frontline acalabrutinib +/- obinutuzumab

100
Acalabrutinib + Obinutuzumab (G)

100 mg PO BID 80

Treatment-naive CLL

8% | median PFS:NR

(N=535) 1000 mg IV on D1, 2, 8, and 15 of C2,
60 |A+0vs0+Clb -Hllll_ﬂw—'—HH'F
Age 265 or <65 years with + D1 of subsequent 28-day cycles 3 HR: 0.14 (95% CI: 0.10-0.20) 62%
coexisting conditions: a1 i G e BT w40 iﬁfgﬁlclb Median PFS : NR
L HR: 0.24 (95% CI: 0.17-0.32
+ CIRS score >6, or o p<_m;1{ } A+O
- 20 A+OvsA A
» Creatinine Clearance <70 HR: 0.58 (95% Cl: 0.39-0.86)
mL/min RANDOMIZE Acalabrutinib B= 0229 o+clb

1:1:1

100 mg PO BID 0
Stratification 0O 6 12 18 2 30 36 42 48 54 60 66 72 78 8k 90

Mo
+ del(17p), yvs n Patients at Risk, n
« ECOGPS 0-1vs 2 nbinutuzumab (G) + chlorambucil A+0 179 170 164 160 156 153 151 144 140 136 127 119 99 39 10
. Geographic region 1000 mg IV on D1, 2, 8, and 15 of cl, A 179 163 156 153 149 142 137 133 129 121 113 100 85 37 7
(N America, W Europe, or +D1of Subsequent 28—day cycles 177 156 139 110 86 &7 56 4 38 29 24 1 14 & 1 0
other) for a total of 6 cycles 0.5 mg/kg PO
on D1 + 15 of each 28-day cycle for
6 cycles 100 4 ———
o an 4
.r_t;- ADwm 04 Ce
Primary endpoint: PFS (assessed by IRC), Acala-G vs G-Clb B g0 | HreEnciosziom oo
Key secondary endpoints: PFS acalabrutinib vs G-Clb, ORR (assessed by IRC and L P
investigator), TTNT, 0S, Safety g A 8% Cle 008 1060, 1.3
L=
Crossover from G-Clb to acalabrutinib was allowed after IRC confirmed progression S e
N
.'I.I I3 ; <:' II2 IIS IIS 2I1 2I-‘- ZI? 3ID 3I3 3Ib SI? 4I2 dls d.B 5. Eld 5.? 6:21 &.l3 &Ib &I‘? .'-‘I2 ?IE TI‘IS BI1 Bl-fl BIT '?IIZI
Maonths
Mo at risk

A+Q 179 178 175 173 170 168 147 145 1464 144 183 162 181 161 159 158 157 155 154 153 148 147 142 147 133 105 63 41 21 4 O
A 19 175 173 171 169 167 146 183 158 157 156 155 154 151 148 147 144 143 140 135 134 128 122 119 116 1 &1 42 1% 5 O
O+Cle 177 166 162 160 140 158 156 152 148 147 144 1471 140 140 140 139 138 137 134 130 126 124 121 114 W07 87 53 38 8

Sharman J et al Blood 2025 — AD — A — O+Clb




SEQUOIA long-term follow up: Frontline zanubrutinib
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PFS in Arms A and B (w/o del 17p)

Key eligibility criteria I
100
Untreated CLL/SLL Measurable disease by CT / MRI 4%
Met iwCLL criteria for treatment Unsuitable for FCR 80 H (67.2 - 79.1)
2
E
a 60 PFS events, n(%)
[=]
a 40— Zanubrutinib 61 (25)
Arms A and B Arms C Hid — BR
i - o
Without del(17p) with del(17p) 20 Consored
Hazard ratio : 0.28
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90
Open label R1:1 Without
Months
del(17p) and No. at Risk
TP53mut 241238234 230228224 220 214 208 205 201 200196 193 191 188 186 175169154 148128124 95 60 28 7 2 1 1 O
Enroliment start dote: — 238 218212201192187 180 174 163 157 142135117111102 95 94 80 78 66 61 53 49 33 256 5 2 O
Jon 2022
PFS in Arm C (w/del 17p)
100
Zanubrutinib Zanubrutinib 64%
160 mg BID Bendamustine 160 mg BID > 8 (53.6 - 72.8)3
until PD, + rituximab until PD, Zanubrutinib + venetoclax 2
unacceptable Maximum 6 unacceptable § 60
toxicity, or end cyclesa toxicity, or & 4o
of study end of study 4 PFS events, n(%)
e 20 | — Zanubrutinib 40 (36)
Censored
0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81

Key endpoints in Arms A, B, and C

+ PFS (my) + 08 No. at Risk
+ ORR (in'\i’)b * Safety per CTCAE 110 109 106 104 104 101 98 96 94 93 89 B9 88 85 B2 B1 8O 78 77 71 68 60 58 46 35 21 3 O

Months

Constantine, et al. ASH 2025
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CLL14: Venetoclax and obinutuzumab

TRIAL DESIGN CLL-14
Main Findings
Venetoclax— Venetoclax b Progression-free survival
mma Obinutuzumab 200 :
Previously untreated 6 cycles 6 cycles Follow-up Phase ,
patients with CLL and
coexisting medical Primary endpoint:
conditions i'_’1 3 Progression-free survival
— : N : |

irandomization

O T I -
o 0 0 & O & O

End of treatment

Cumulative progression-free survival

CIRS > 6 and/or CrCl < Key secondary endpoints: i Madien PPS
70mL/min Response, Minimal , } Clb.Obi: 344 months
E : Residual Disease, Overall .  S-yaar PFS rate
Enrolment from 2015 to 2016 . Chlorambucil- . ' Chlorambucil Survival i Ven-Obi: 53.1
— Obinutuzumab — — = P .i, |.1| G (it
' 6 cycles 6 cycles ' Clb-Obi | p e
h '.';-! 2‘4 Z;‘!. :1.‘4. f: ) ?r.f !4:1
. . . . Time to event [PFS] from randomization (months)
Current median observation time: 76.4 months Besusiaiy  coah o mEal AAae | W Tl
216

¢ Overall survival

100

D

90

Conregrasion verob! « Median PFS is 76.2 months
B —r—— ratie 9% Wald @ « Median PFS for TP53 aberrant
pts: 51.9 months

unmutated vs. mutated 2.310 1.300-4.105 .
del(17p) vs.nodel(17p)  2.941  1.532-5.646 - ° Medlan PFS for unmut IGHV 20 Ven

Deletion 17p

Cumulative survival
-

Lymph node size n 10 ¢ HR0.69, 95% CI[0.48-1.01) P = 052
>5cm vs. <5 cm 1.768 1.114-2.808 tS, 64 8 months 0 ’ - . - v - v
RSN [N p . . 0 12 24 36 48 60 72 84
0,1 1.0 100 Time to event [0S) from randomization (months)
Better Worse Ven-Obi 216 198 189 182 173 160 144 23
prognosis prognosis Clb-Obi 216 201 194 181 167 144 118 14

Al-Sawaf et al Blood 2024
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CLL13: Venetoclax and obinutuzumab +/- ibrutinib

Eligibility —»
Treatment- . A
naive, fit — Primary Endpoints
patients with - —

CLL no TP53 1. uMRD rate at MO15

CLL, no TP53 : uMRD

abeﬁ-mations - Gv Qmmmh’ !ﬁm I FD 12 mm 2. Progression-free survival
(centrally

screened) mll GIV obinutuzumab, ibrutinib, veneteclax | 12-36 months

PFS —unmutated IGHV PFS — mutated IGHV
5-year PFS rates
1.0 10— N
— e -
N GIV 75.9% T T
. GV 59.0% T
RV  48.3%
02 - -
—av ‘ 33.6% *1 — awv
—, .
— GV R T + — GV A
= —— RV = —— RV H -
.a 06 - P \ .2 - — 1 ++
g CIT 3 08 CIT H .
=3 = 1
9 o 7] H 1
E v E |
° 0.4 : o 04 o :
GIV vs CIT: HR 0.28, 95%Cl: 0.18-0.41, p<0.001 : T GIVys CIT: HR 0.55, 95%Cl: 0.28-1.06, p=0.07 ' S-year PFS rates
GIV vs RV: prop. 5355595 mnot m p<0.001 : GIV vs RV: HR 0.34, 95%Cl: 0.18-0.63, p<0.001 :
GIVvs GV: HR0.53, 95%Cl: 0.35-0.80, p=0.002 ! GIVys GV: HR0.69, 95%Cl: 0.35-1.36, p=0.28 ! GIV 89.1%
1 ev vs CIT: HR 0.48, 95%Cl: 0.35-0.68, p<0.001 ! + 21 av vs CIT: HR0.79, 95%Cl: 0.43-1.46, p=0.45 1 GV 82.9%
GV s RV: HR0.66, 95%Cl: 0.48-0.92, p=0.01 1 GV vs RV: HR 0.52, 95%Cl: 0.30-0.91, p=0.02 ' RV 71.0%
V) | — H .
RV vs CIT: prop. 3355595 mnnt m p=0.04 : RV vs CIT: HR1.51, 95%Cl: 0.88-2.58, p=0.13 : CIT 75.3%
00 T T T T } T T 00 T T T T y T T
0 12 24 36 8 60 72 84 0 12 HS 36 13 60 72 84
Time to Event [PFS] {(months) Time to Event [PFS] (months)
Patients at risk Patients at risk
ar 131 108 89 78 49 27 7 T 95 87 84 80 70 40 14
RV 134 128 119 99 82 44 1 RV 95 92 88 82 72 42 9
GV 130 125 116 109 97 54 5 GV 89 88 84 82 78 49 15
GIV 123 121 117 107 97 67 21 GIV 101 99 96 94 87 57 23

Fiirstenau M et al EHA 2025



<>SI NTOMA26
PR RV (8B #ioTEL INTERCONTINENTAL | SAD PaLLD

[T 50}-.5% B e Faculdade b

“Newer” treatment approaches

- Fixed-duration acalabrutinib + venetoclax
(AMPLIFY trial)

- MRD-guided therapies
- Acalabrutinib + venetoclax + obinutuzumab

(AVO)

- Zanubrutinib + venetoclax (SEQUOIA arm D)
- lbrutinib + venetoclax (FLAIR trial)



PN ICMAZ6 Rationale to combine BTKi + BCL2i

Lymph Node
BTKi mobilize )
' ® CLL cells out of protective BCL2i accelerate
ﬂ.ﬂ lymphoid niches and apoptotic cell killing by
Stromal cell = . inhibits proliferation SenSitiZing CLL cells to BCL-
2 inhibition

%,
o

&
) Venetoclax
BTKi

BTKi + BCL2i o
eliminate
resting and dividing
CLL cell . Resting CLL cells
subpopulations

oﬁ Apoptotic CLL cells
. . b ‘ X Dead CLL cells
(N ®®

*

Peripheral Blood . Dividing CLL cells

1. Lu P et al. Blood Cancer J. 2021; 11:39; 2. DengJ et al. Leukemia. 2017; 31:2075-2084; 3. Herman ES et al. Clin Cancer Res. 2015; 21:4642-4651; 4. Burger JA et al.
Leukemia. 2020;34:787-798; 5. Shanafelt T et al. N Engl J Med. 2019;381:432-443; 6. Cervantes-Gomez, F. et al. Clin. Cancer Res. 2015; 21:3705-3715; 7. Slinger E, et al.
Blood. 2017; 130: 3018-3018; 8. Haselager MV, et al. Blood. 2020 ;136:2918-2926; 9. Slinger E et al. Leukemia. 2017 Dec;31(12):2601-2607.
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= Agez18y/o
« ECOG:0-2
e 1:1:1 . g
criteri Difference in

Exclusion . .

- del(17p), TP53 Chemo/I0 (FCR or BR) overall survival is

Primary endpoint: PFS (assessed by IRC) p I"I m a I"I Iy d U e tO

100 100 imbalance in
80 80 36-mo 0S FCR/BR COVI D'1 9 related
94.1%
‘gg AV 76.5% —;0 deaths
o= o~ 85.9%
<o 40 AV (
FCR/BR 66.5%
wn HR (95% Cl) P value 82 HR (95% CI) P value AVO> FCR/B R>>
820 :xc‘;s FCR/BR 0.65(0.49t0 0.87) ; P=0.0038 O ' AVvs FCR/BR  0.33 (0.18 to 0.56) P<0.0001 AV)
Vs
0 FCR/BR 0.42 (0.30t0 0.59) ' P<0.0001 0 i:gg!v:; 0.76 (0.49 0 1.18) )
0 6 12 18 24 30 36 42 48 54 60 0 g 12 18 24 30 36 42 48 54 60
Months from randomization Months from randomization

Patients at Risk Patients at Risk
AY 291 282 269 251 237 219 177 102 35 3 0 AV 291 286 281 277 275 270 233 142 58 10 1]
AVO 286 272 258 23T 225 219 191 116 81 7 0 AVO 286 276 265 257 252 250 223 143 64 10 0
FCRI/IBR 290 236 208 189 170 154 127 66 28 6 0 FCR/IBR 290 247 236 228 223 217 182 a8 45 13 1]

Median PFS was NR for AV and AVO, and was 47.6 mo for FCR/BR

Brown J et al. NEJM 2025



14476 oe MAIO [EERENERS

<>SINTO IGHV status matters in patients getting fixed-duration

acala + ven

B Progression-free Survival According to IGHV Mutation Status, Assessed by Blinded Independent Central Review

100+
% 80- AVO mIGHV No. of Events/ Mediap ngressi.nn-
= AVO ulGHV TataI.No. Progression- free Survival
& 60- AV mIGHV of Patients  free Suvival at 36 Months
3 mo %
8 40- AVUIGHY Ay mIGHV  28/124 NC 86.0
@ FCR or AV ulGHV 61/167 51.5 68.9
$  20- BR AVO mIGHV  20/117 NC 83.6
ulGHYV AVO ulGHV 36/169 NC 82.8
FCRor BR 28/118 NC 79.9
0 T | | | | | | T T 1 miGHYV
0 6 12 18 24 30 36 42 48 54 60 FCRor BR 67/172 433 56.8
Months since Randomization ulGHV Hazard Ratio for
No. at Risk Disease Progression
AV mIGHV 124 119 114 110 108 105 91 54 18 2 0 or Death (95% ClI)
AV ulGHV 167 163 155 141 129 114 86 48 17 1 0 AV vs. FCR or BR (mIGHV) 0.67 (0.39-1.14)
AVO mIGHVY 117 111 106 96 &9 86 73 41 15 0 AV vs. FCR or BR (uIGHV) 0.69 (0.48-0.97)
AVO ulGHYV 169 161 152 141 136 133 118 75 36 7 0 AVO vs. FCR or BR (mIGHV) 0.58 (0.32-1.02)
FCR or BR mIGHV 118 99 86 81 76 72 65 28 9 2 0 AVO vs. FCR or BR (uIGHYV) -
FCRor BRulGHVY 172 137 122 108 94 82 62 38 19 < 0

Brown J et al. NEJM 2025
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AV W AVO FCR or BR

A Undetectable MRD, Assessed by Flow Cytometry (<10—4) (intention-to-treat population)
100
904
80 66.4 67.1 65.0
70 (190/286) (192/286) (186/236)
6o 51.0 510

148/290) 45.5 148/290)
50 (482500 344 (132/290) /)

40-| 263 (100/291) 299
j04 (787291 (87/291)

204 PFS in the uMRD Subgroup at EOT (Flow Cytometry [<10-*] in PB) PFS in the MRD+ Subgroup at EOT (Flow Cytometry [<10-*] in PB)
0 100 100

Key secondary end point End of treatment 3 Mo after end of treatment

Percentage of Patients

Time Point

B und ble MRD, A d by Flow Cy y (<1074 (evaluable patients)
ot s AV UMRD

100+ (192/202) (186/197) ;'E‘.-EU HR (95% ¢) ;‘EBO HR (95% CI) H
90 779 - ~ I'q,."_H_H.H AV MRD+
0 7] AV vs FCR/BR (MRD+) 0.44 (0.28 to 0.71)
LL. s
n.4 n.4

404 13722.19gl (148/150) AV vs FCR/BR (uMRD)  0.43 (0.24 10 0.76)

7o (132/181) 0 AVO vs FCR/BR (UMRD)  0.27 (0.16 to 0.46) 0 AVO vs FCRIBR (MRD+)  0.70 (0.21 to 1.78)
60 450 Events/N Median (mo) FCR/BR uMRD Events/N Median (mo)
50+ (100/222) 38.0 20 — AV uMRD 18/100 NR 20 . — AVMRD+ 46/122 NR
40-| (87/229) AVO uMRD 221192 NR AVO MRD+ 5110 45.7

304 — FCR/IBR 400132 49.2 — FCR/BR 29749 35.3 FCR/BR MRD+
20-] 0 UMRD 0 MRD#

10 0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
0 End of treatment 3 Mo after end of treatment Months from randomization Months from randomization

Time Point

Percentage of Patients

Brown, JR et. al. Blood. 2024; 144: abstract 1009.

C Undetectable MRD, Assessed by Next-Generation Seq ing (<10-5) (evaluabl ients)
100
90
804
704
60
50
40

70.9 69.7
(117/165) (124/178)

237

30 (42/177)

20 8.4 7.7
10 (15/178) (16/209)

0

206
(37/180)

Percentage of Patients

End of treatment 3 Mo after end of treatment

Time Point

Brown J et al. NEJM 2025
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Safety considerations when using AV vs AVO

Table 2. Adverse Events and Selected Events of Clinical Interest (Safety Population).*
Acalabrutinib—Venetoclax—
Acalabrutinib-Venetoclax Obinutuzumab Chemoimmunotherapy
Adverse Events (N=291) (N=284) (N=259)
Any Grade Grade =3 Any Grade Grade =3 Any Grade Grade =3
number of patients (percent)
Events
Any adverse event 270 (92.8) 156 (53.6) 269 (94.7) 197 (69.4) 236 (91.1) 157 (60.6)
Any serious adverse event 72 (24.7) 109 (38.4) 71 (27.4) b f d d
Serious adverse event leading to TOtal n u m er O eaths ue to
death
Any 10 (3.4) 17 (6.0) 9(35) COVI D' 1 O
Due to Covid-19 8(2.7) 15 (5.3) 7(2.7)
Adverse event leading to treatment 23 (7.9) 57 (20.1) 28 (10.8)
discontinuation
. (o)
Selected events of clinical interest AV . 1 0 (3 . 4 (0}
Any event of clinical interest 222 (76.3) 136 (46.7) 242 (85.2) 188 (66.2) 185 (71.4) 141 (54.4) 0
Cardiac event AVO. 25 (8-7 A))
Any 27 (9.3) 5 (1.7) 34 (12.0) 7(2.5) 9(35) 3(1.2) C / . cy
Atrial fibrillation or flutter 2(0.7) 1(0.3) 6 (2.1) 2(0.7) 2(0.8) 2 (0.8) F R B R L] 2 1 (7 L] 2 0)
Ventricular tachyarrhythmiaf 2 (0.7) 0 3 (L) 0 0 0
Hypertension 12 (4.1) 8(2.7) 11(3.9) 6(2.1) 7(2.7) 2(0.3)
Hemorrhage
Any 94 (32.3) 3 (1.0) 86 (30.3) 6(2.1) 11(42) 1(0.4)
Major 3(1.0) 3(1.0) 8 (2.8) 6(2.1) 2(0.8) 1 (0.4)
Neutropeniaj 108 (37.1) 94 (32.3) 143 (50.4) 131 (46.1) 132 (51.0) 112 (43.2)
Infection 148 (50.9) 36 (12.4) 153 (53.9) 67 (23.6) 82 (31.7) 26 (10.0)
Second primary cancer
Any 15 (5.2) 5 (1.7) 12 4.2) 5(1.8) 2(0.8) 0
Excluding nonmelanoma skin 8(2.7) 5(L7) 7 (2.5) 4 (L.4) 1(0.4) 0
cancer
Tumor lysis syndrome 1(0.3) 1(0.3) 1(0.4) 1(0.4) 8(3.1) 8 (3.1)




14416 e MAIO [EERENER

AVO triplet regimen: MRD-guided duration of therapy
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Response Cycle 4 Cycle 8 Cycle 16 day 1: primary end point Cycle 25
assessments day 1 day 1 assessment (CR with BM-uMRD) day 1

.

. BM-uMRD CR: can
Obinutuzumab ™ . -
discontinue therapy

E —= Acalabrutinib N BM-uMRD: can
o Venetoclax ~ | discontinue therapy?
(7] I " v or PR: continue v I
1 2 4 8 therapy L anetoclax | -
cycle cycles  cycles cycles ; - MHB P°9|ttr|‘V9=
continue therapy
cycles

Acalabrutinib >
Venetoclax >

Continued until progression
or unacceptable toxicity

Seventy-two patients were
accrued, including 45
patients

with TP53 aberration

Davids MS et al, JCO 2024
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Efficacy of AVO regimen

PB-MRD rates in patients with TP53 aberration

100 M Not detectable M Detectable B Unknown

80 ~

60

40

20

Proportion of Patients (%)

Cycle 4

Cycle 8 Cycle 16 Cycle 25

Time point

100 ~

75

50

25

PFS in the overall population

N

Proportion of Patients Alive and
Free of Progression (%)

Number at risk:
All

75 A

50

25

0 1 2 3 4 5
Time Since Study Entry (years)

72 7 58 45 35 21

PFS in patients with or without TP53 aberration
D — —_—

|

N
]

——— Patients without TP53 aberration
——— Patients with TP53 aberration

Propaortion of Patients Alive and
Free of Progression (%)

Number at risk:
Patients without

0 1 2 3 4 5
Time Since Study Entry (years)

0S in the overall population

100 -
i —
75 A

50 A

25 A

Proportion of Patients Alive (%)

0 - T T T T T
0 1 2 3 4 5

Time Since Study Entry (years)
Number at risk:
All 72 ral 61 50 39 25

D

0S in patients with or without TP53 aberration
0 _— — e
L

75 4
50 -

25 A

——— Patients without TP53 aberration

——— Patients with TP53 aberration

0 T T T T T
0 1 2 3 4 5

Proportion of Patients Alive (%)

Time Since Study Entry (years)
Number at risk:
Patients without

TP53 aberration 2 26 26 % 24 18 TP53 aberration z 2% 26 2 25 7
Patients with Patients with
TP53 aberration 45 45 52 20 n B TP53 aberration 45 4 35 24 14 8
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<>SINTMA26 Zanubrutinib + venetoclax, MRD guided

(SEQUOIA arm D)

 Pts received zanubrutinib 160 mg N —
BID and venetoclax from cycle 4- B
28 followed by zanubrutinib ‘
monotherapy | |

With del(17p) and/or TP53mut Without del{17p) and TP53mut

Received zanubrutinib

n=114)

Without TP53 result*
{n=1)

(n = 66; included in ad hoc efficacy analyses) (n = 47; included in ad hoc efficacy analyses)

* Pts meeting uMRD-guided | |

stopping criteria were eligible for Gk B

early discontinuation of ,..,..,,.,uz.,.m.., re————
venetoclax after receiving a | | | | |

lax (n=63) Discontinued zanubrutinib {n = 13} Discontinued zanubrutinib (n = 12) Discontinued venetoclax (n = 46)

minimum of 12 cycles or for S

neto
1 {n =56) MRD@ d d l opping  (n=4) uMRD-guide dst opping in=4) Co mp\ t d24 cycles  (n=30)
{n=3) Advel {n=3) Adverse event in=3) uMRD-guided stopping ( T) Discontinued venetoclax (n =1}
L L} L} " L rogre: disease (n=2) ngressive diﬁease {n=3} Progressive disease in=3) Adverse even Completed 24 cycles (n=1)
dlscontlnuatlon Of Zanubrutlnlb MHD-g ddtpp g 0 Withdrawal by patient  (n=1)  Withdrawal by patient  (n = 1) Progressive dicosze Beeh
Investigator discretio (n=1) Other n=2) Investigator discretion in=1) stg l r discretios (n=2)

after receiving a minimum of 27
cycles

Remained on zanubrutinib
ILERI]

FIG 1. Flow diagram. ®Via central laboratory. ITT, intention-to-treat; uMRD, undetectable minimal residual disease.
uMRD-guided stopping criteria All conditions must be met:
1. Response assessed as CR or CRi confirmed by a BM biopsy
2. UMRD <1x10~*(uMRD4) achieved in 2 consecutive peripheral blood MRD tests conducted >12 weeks apart
3. UMRD4 achieved in 2 consecutive BM aspirate MRD tests conducted 212 weeks apart.
4. Minimum 12 venetoclax cycles; 27 cycles of zanubrutinib

Shadman M et al. JCO 2025
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<>SINTOMA{26

5 year follow up for SEQUOIA arm D

All Patients

100 -~y o
ﬂ—:;::"—‘l——ll——l-l-l_l_“l_

(85.1 —95.7)=

robabilit
> &
o o

.
o

— Zanu
+ Censored

0 3 6 9 121518 21 %ﬂo%&h%o 33 36 39 42 45 48 51 54

PFS
S P
o

o

With and without del (17p) and / or TP53 mutation

93.9%
100 - S " L (85.4-97.7)
L BLE

280 87.6% Ll_l.‘
= (75.4 — 94.0)2
260
Kol
240
o — Zanu with del (17p) and /or TP53  Median study follow-up: 31.2 months
v . + With del(17p) and/or TP53mut: 38.7 months
LL 20 + Without del(17p) and TP53mut: 29.6 months
o + Censored

0

0 3 6 9 121518 21 ?ﬁo%iéh%() 33 36 39 42 45 48 51 54

Shadman et. al. ASCO 2025. Oral presentation

ORR and rates of CR / CRi were high regardless of mutational status

mPR-L ®=mPR nPR

98.5% ORR ok
: 95.7%

-
0 O
o O

nNPatiantsq%
o o

0
0
With del (17p) Without del (17p) All Patients
and/or TP53mut (n= and TP53mut(n= (n =114)
66) 47)

Median stud
follow-up 38.7 29.6 31.2
i(\:ggégsj (0.4 -58.0) (0.6 -31.9) (0.4-58.0)

CR, complete response; CRi, complete response with incomplate hematopoietic recovery;
ORR, overall response rate; nPR, nodular partial response; PR, partial response; PR-L,
partial response with lymphocytosis
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Ibrutinib + venetoclax, MRD guided (FLAIR trial)

) UK FLAIR Study: MRD-Guided Ibrutinib + Ven vs Ibrutinib

FCR

TCHAmmnmm

Patients with CLL requiring
therapy by IWCLL Criteria ‘_:) Ibrutinib (420mg/day)

In ibrutinib and ibrutinib+venetoclax arms: PB MRD every 6 months. If PB MRD negative repeat after 3 months and then PB and BM at 6 months —
if all MRD negative then first PB MRD negative result is time to MRD negativity. Duration of therapy — double time to MRD negativity (minimum 2

(n=786)

n= 260 Venetoclax (400mg/day)
Ibrutinib (420mg/day)

years; maximum 6 years)

Progression Free Survival

Progression-free survival (%)

100
90
80
70
60
50
40
30
20
10

0

FCR

Ibr+Ven

Ibr+Ven

FCR
5-years PFS

PFS events Median PFS estimates

111 69.2 mo 58.1% .
Median
Follow-up:
18 Not reached 93.9% 62.2 months
12 24 36 48 60 72 84

Months from randomization

6 monthly pb MRD until positive x3

Primary objectives

PFS: To assess whether I+V is superior to FCR
MRD negativity: To assess whether [+V is
superior to |

Max. 6 years Key Secondary objectives

PES of 1+V in comparison with |
PFS of | in comparison with FCR

I+V given for 2 to 6 years Overall survival

Proportion of participants obtaining
undetectable MRD

IWCLL Response to therapy
Safety and toxicity
Health-related quality of life
Cost-effectiveness

Overall Survival

overall survival (%)

100
90
80
70
60
50
40
30
20
10
0

Ibr+Ven

No. of deaths e AI::::t 2
y FCR
FCR 38 86.5%
Ibr+Ven 11 95.9%
Ibr+Ven versus FCR: HR 0.26 (95% Cl, 0.13-0.50); p<0.001
Ibr+Ven versus ibrutinib: HR 0.41 (95% Cl, 0.20-0.83); p<0.001
Ibrutinib vs FCR: HR 0.64 (95% CI, 0.39-1.05); p=0.075
Munir et
12 24 36 48 60 12 84 al EHA

Months from randomization 2025



<>5|NT

So many options - how to choose? What does CLL17
< trial tell us?

‘) Ibrutinib 420 mg po daily until PD
. . 1:1:1
Patients with

. randomization Venetoclax 400 mg po daily (c1 d22 — c12)
pl'eVlously Stratification % Obinutuzumab 1000 mg iv (c1 d1(2)/8/15, ¢ 2-6 d1)
untreated CLL according to fitness,
del17p/TP53, IGHV

Venetoclax 400 mg po daily (¢4 d1—c15)
Ibrutinib 420 mg po daily (c1d1-c15)

-~

976 patients screened,
in 174 sites,
across 13 countries.

Patient enroliment from
February 2021 to
November 2022.

Median observation time: 34.2 months (IQR 30.3-39.3)

Al-Sawaf O et al. ASH 2025 and NEJM 2025
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CLL17 trial: PFS

PROGRESSION-FREE SURVIVAL

100
—~ 90—
)
o 80
2
2 70
=
» 50—
Q —
o
w- 50—
c
L 40—
[7)]
)]
@ 30—
o
6.9 20
| Vlvs I: HR 0.84, type-l-error adiusted ClI [98.0%] 0.53-1.32
1077 vO'vs I: HR 0.87, type-l-error adiusted CI [98.3%] 0.54-1.41
0 | | [ |
0 12 24 36 48
Patients at risk Months from date of randomization
VO 303 278 256 77 0
VI 305 278 267 82 0
| 301 267 243 94 1

3-year-PFS

| 81.0%
VI 79.4 %
VO 81.1%

PD Death

[ 46 11
\ 37 13
VO 25 21

3-year-PFS

— LLulGHY  79.7%
— I, mIGHY  83.5%

--- VI, ulGHY 78.9%
— VI, mIGHY 80.0%

VO, ulGHV 75.8%
— VO, mIGHV 87.6%

3-year-PFS

--=- |, TP53del/mut  79.4%
— |, TP83-WT 81.0%

---- VI, TP53del/mut 69.0%
— VI, TP53-WT 80.1%

---- VO, TP53del/mut 62.0%
— VO, TP53-WT  82.7%

TP53 del/mut:
Vlvs I: HR 0.70, 95% CI1 0.22-2.16
VO vs I: HR 1.20, 95% CI 0.40-3.59
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CLL17: Overall survival

OVERALL SURVIVAL
100 m e
90 R e i+ 3-year-0OS
o | 95.7%
g VI 96.0%
5 VO 91.5%
E Causes gva gvgggpv
o 50
= Infection 299" ppRT  SPM  Other  Total
© 40 — AAAAAAAAAL vascular
g | 3 5 0 2 4 14
O 30—
7
. R 3 0 2 1 13
12
10 MO 5 1 4 0 22
0 | | I |

0

Patients at risk

VO 303
Vi 305
| 301

12 24 36 48

Months from date of randomization

284 269 102 0
281 279 114 1
284 276 141 2

Vlvs I: HR 0.96, 95% Cl 0.45-2.05
VO s I: HR 1.67, 95% CI 0.86-3.28
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Important phase 3 trials awaiting readouts

) MAJIC Study Design

Acalabrutinib (A) 100 mg po BID,
Venetoclax (V) 200 mg po daily (C3D1-C14), including 5 week ramp up
STOP if UMRD and at least PR. If MRD+ continue AV to 24 months

ArmA

Venetoclax (V) 200 mg po daily (C1D22-C12), including 5 week ramp up

Arm B

Obinutuzumab (0) 1000 mg iv. (C1D1-2/8/15, C2-6 D1)

STOP if UMRD and at least PR. If MRD+ continue V to 24 months

PB MRD (clonoSEQ & flow)
BM MRD (flow)

ArmA

"

ArmB

Randomization 1:1

Vv

o Obinutuzumab

0 1 2 3 4 5

6

7

8

9

10

1

C15D1
stop if

C13D1
stop if
UMRD
12 13 14 15 16 17 18 19 20

Key Eligibility Criteria

Age 18 years and above

Confirmed CLL diagnosis,
no previous treatment

Measurable disease by
CT/MRI

ECOG PS of 0-2

Adequate BM and organ
function

No history of, or currently
suspected, Richter's
transformation

21

.
.'I. Hematolog

A

4
)
)
1
'
'
'
'
'
'
'
i
)
'
'
'
'
'

22 23 24

months CELESTIAL-TNCLL Study Design

Previously
untreated R
CLL 11
(N~640)

Randomization stratified by:

« Age (<65 vs 265 years)
* |GHV status

« Del(17p)/TP53
mutation status

CLL18

MOIRAI

Treatment naive,
all comer CLL/SLL
(Imespective of fitness
comorbidity and risk
factors)

Study Design

Zanubrutinib lead-in
(3 cycles)
followed by

Sonrotoclax + Zanubrutinib

(12 cycles)
(n~320)

Venetoclax (12 cycles) +
Obinutuzumab (6 cycles)

(n~320)

e
AL T
proerating
Arm A
Venetoclax/Obinutuzumab
fixed duration, 12 cycles

Arm B
Venetoclax/Pirtobrutinib

C15 D28

fixed duration, 15 cycles

. trastment duraton depending on [T Arm C
l ] | MRD resuls » Venewclax!Pinozlzutinih
yele 15.30 MRD-guided 15-36 cycles
Rules for treatment duration in arm C:
* hop it 2x UMRD [outof <7y SE——
ih inberval of 3
s
then o WMD) ssmpie flow cytometry [blood)
+ only afer eyclos 15, 31 ar 27 WMRL <104
= i * MRD 210
MRD devan for du
vation of freatment
+ treatment beyond cycle 27 only
with & clear benedrt ko e - -

vidual pt further decinein MRD
by ¢ bt anet o

Endpoints

Primary
+ PFS (IRC; iwCLL 2018!5!)

Secondary

+ CRREI(IRC and INV)

+ Rates of uMRD4 (BM and PB)P
« 0S

+ PFS(INV)

+ ORR(IRC and INV)

+ DOR (IRC and INV)

+ Patient-reported outcomes
+ Safety and tolerability

5T = slaging every 12 wesks
B ST3 alsr cycle )
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Case #1

Patient is a 62 year-old man who was diagnosed with CLL 6 years ago,
who had been on “watch and wait.” Due to progressive fatigue and
recent onset of night sweats (without any infections), we discuss
frontline therapy options.

Labs: WBC ct 57, with ALC 52, Hb is 11.2, PIt 155, kidney/liver
function normal

Prognostic markers: IGHV indeterminate (tested twice),
FISH/karyotype with del(13q) as sole abnormality

PMH/social hx: Patient’s only comorbidity is GERD, he enjoys long-
distance cycling and camping trips



Case #1
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Patient #1 undergoes treatment with venetoclax and obinutuzumab
Tolerates well aside from mild neutropenia not warranting medical
intervention

Attains MRD negative remission (tested in peripheral blood only)
Still in remission 2 years following completion of therapy



Case #2
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Patient is a 59 year-old man who was diagnosed with CLL 1 year ago, while
iIncarcerated. He was offered ibrutinib but he declined to start therapy. He is
worried about side effects from treatment and says he is not afraid of dying
from the CLL.

Presents for second opinion. Exam shows marked tonsillar enlargement
(tonsils nearly touching) and diffuse LAD (largest node 4 cm)

Labs: WBC ct 88, with ALC 86 (ANC 1.2), Hb is 12, PIt 185, kidney/liver
function normal

Prognostic markers: IGHV mutated, FISH/karyotype with del(11q) as sole
abnormality

PMH/social hx: Incarcerated recently, methamphetamine use but clean past
5 months, intermittently unhoused
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Case #2

Patient #2 begins treatment with acalabrutinib + venetoclax — had a
URI between month 1-2 of acalabrutinib but otherwise he has tolerated
well

ALC still >25 at time of venetoclax initiation in cycle 3 but proceeded
with outpatient TLS monitoring (risk for TLS was “medium” as nodes
<5cm). No TLS seen.

Remains on combination therapy with plan to complete after 12 cycles
of combination.



Thank you!

Callie Coombs
Associate Clinical Professor at University of California Irvine <>SINTOMA26
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Twitter/X: @calliecoombsmd
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