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 Historical role of chemotherapy

« BTKi
* Younger
« QOlder
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Dichotomy of the Problem
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Problems with Chemotherapy
TR

* Major concerns
1. Ageism
 HIDAC isn’t tolerable beyond a certain age
« Concern that BR isn’'t enough

2. Long term risk
 Non-Relapse Mortality remains lingering concern

3. Paper Champ
« Effectiveness in High-Risk patients is questionable

Flope.



Data for p53 and other risk factors
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BTKi

 Highly effective oral agents that are well positioned in the 2L setting

« As with most treatments...... If it works well in the 2L space then as a field we
always look to move earlier lines of therapy

 But at what cost??

» Relapses post BTKi are difficult to treat w/ very few approved durable
options

e CAR-T
* This treatment while effective has its warts
* Brexu-cel is toxic

 Liso-cel has questionable efficacy post BTKIi.
But let’s dive in
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WINDOW STUDY

Iorutinit

Ibrutinib—ritedmab induction (part A)

B

Patients assessed every 2 ofcles

Ibrutinib

L . “

Complete response Mo complete Progressive disease
response, partial
response, or stable
disease
¢ Nuclear
membrane
If partial response is
the best response
after 12 oycles of
Percent Inhibition
part A @ oo ® 95% to 85%
@ wo% o 0% 1o 65%
@ oo%ioooon - Smle80%
. 65%
ki FIGURE1 Kinome profiling of Bruton tyrosine kinase (BTK) inhibitors
at a single dose of 1 pmol/L. Adapted with permission from Figure 1 in
Move to RB-HOVAD alternated with methotrexate—oytarabine (part E) Kaptein et al., 201824,
« [f complete response in part A, four opcles of B-HOWAD, no H5CT, and no

maintenance

« [T partial response or no complete response in part A, two opcles of R-HOJWD,
with reassessment and R-HOVAD contineed up to eight opcles, or less if
complete response reached earlier

« Take off study if stable disease or progression during R-HOVAD

: Cityof
Hope.

Wang et al. Lancet Oncol. 2022
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CR for p53 mut 55% vs. 91% for those w/o.
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First Attempt at Improvement

« The study was a first step to

Incorporate BTKIi

« Used in this study as lead into
chemotherapy but demonstrated
the feasibility and effectiveness
of agent in 1L patients.

« Unfortunately, HyperCVAD not
feasible in older patients.

* No long term follow up reported.

« Several iterations of this concept
since then (Window 2/3)

Flope.



SHINE

SHINE: A Randomized, Double-Blind, Phase Ill Study

if CR or PR i i i
BR induction for 6 cycles Rituximab maintenance

Patients every 8 weeks for 12 cycles
+ Previously untreated MCL
+ 265 years of age Ibrutinib 560 mg (4 capsules daily) until PD or unacceptable toxicity

+ Stage II-IV disease
* No planned stem cell transplant

if CRor PR Rituximab maintenance

Stratification factor BR induction for 6 cycles every 8 weeks for 12 cycles
+ Simplified MIPI score —
(low vs intermediate vs high) Placebo (4 capsules daily) until PD or unacceptable toxicity

Enrolled between May 2013 and Primary end point: PFS (investigator-assessed) in the ITT population
November 2014 at 183 sites

Key secondary end points: response rate, time to next treatment,
overall survival, safety

Induction: Bendamustine 90 mg/m2 Days 1 and 2, Rituximab 375 mg/m2 Day 1, Q4W. A cycle is defined as 28 days.

CR, complete response; ITT, intent-to-treat; MIPI, Mantle Cell Lymphoma International Prognostic Index; PD, progressive disease; PFS, progression-free survival; PR, partial response. 5 EL

Wang et al. ASCO 2022 Cityof
dhN Hope.



SHINE

Ibrutinib + BR Placebo + BR . .
Ibrutinib + BR | Placebo + BR

(N = 261) (N =262)
100 Median OS, months NR NR SRS R (N = 261) (N = 262)
904 HR (95% Cl) 1.07 (0.81-1.40)
80 Death due to PD and TEAE 58 (22.2%) 70 (26.7%)
S o Death due to PD 30 (11.5%) 54 (20.6%)
e 57% Death due to TEAEs* 28(10.7%) 16 (6.1%)
< . .
v 50- ! = Death during post-
“ 1
e 404 '+ 55% treatment follow-up 46 (17.6%) 37 (14.1%)
B i excluding PD and TEAEs
30+ i
= 20 E Total deaths 104 (39.8%) 107 (40.8%)
10 —®— Ibrutinib + BR « Death due to Covid-19: 3 patients in the ibrutinib arm
o —* Placebo +BR during the TEAE period and 2 patients in the placebo

I I I I T
0 6 12 18 24 30 36 42 48 54 60 66 /2 /8 84 90 96
Months + Exploratory analysis of cause-specific survival
Patients at Risk including only deaths due to PD or TEAEs showed an

Ibrutinib + BR 261 239 221 208 197 187 171 163 158 152 145 138 128 118 70 25 0 HR of 0.88
Placebo + BR 262 244 223 212 203 197 188 177 171 165 159 154 147 137 90 31 2

arm after the TEAE period

[=] 424 [S]
*The most common grade 5 TEAE was infections in the ibrutinib and placebo arms: 9 versus 5 patients. Grade 5 TEAE of cardiac disorders occurred in 3 versus 5 patients, respectively. 15 EL i

Cl, confidence interval; HR, hazard ratio; NR, not reached; PD, progressive disease; TEAE, treatment-emergent adverse event.
O X N
Cityof



Hope.



Acalabrutinib plus bendamustine and rituximab in untreated mantle cell ymphoma
(MCL): Results from the phase 3, double-blind, placebo-controlled ECHO trial

ECHO: multicenter, double-blind, placebo-controlled, Ph 3 trial Frimevyendpolnt:
* PFS (Independent Review Committee)

Key secondary endpoints:
* ORR (Independent Review Committee)
* 0OS

Untreated MCL : N
Maintenance Rituximab Safety

(N=598)
Age 265 years
ECOG PS<=2

Bendamustine?
RituximabP
X 6 cycles

(every 2 cycles x 2 years)

Stratification

sMIPI score: Low vs
intermediate vs high

I | Crossoverto
Maintenance Rituximab ] acalabrutinib after PD

(every 2 cycles x 2 years) was permitted

Bendamustine?
Rituximab?®
X 6 cycles

Geographic region:
North Americavs
Western Europe vs other

Placebo BID, PO until PD or toxicity
Enrollment: Apr 2017-Mar 2023  EERE|
Sites: 195 globally = | oyolo = 28 days
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RESPONSE
-

Best Overall Response and Complete Response Rates

* An additional 13% of patients achieved CR with acalabrutinib + BR

100 -
91.0% 0
— 88.0%
80 H PR: 24.4%
70 4 PR: 34.4%
X 60 H
£ 50 -
[
O 40 A
304 CR: 66.6%
CR:53.5%
20 A
10 -
0
Acalabrutinib + BR Placebo + BR
(n=299) (n=299)

BR, bendamustine + rituximab; ClI, confidence interval; CR, complete response; ORR, overall response rate; PR, partial response.

/1NN o T

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.



Response
T

PFS (primary endpoint) Was Significantly Overall Survival Including Crossover

Improved With Acalabrutinib + BR

100 Acalabrutinib + BR
---------- Placebo + BR
* Significantimprovement in median PFS by ~17 mo
¢ 27% reduction in risk of PD or death? 80
- (=
100 Acalabrutinib + BR >
"""""" Placebo + BR ©
X .g 60
= 80 1 S H A -« e
2 =
s @ ABR PBR
s | TTaa = _ i &
- — s 40 (n=299) (n=299)
8 o 0S events, n (%) 97 (32.4) 106 (35.5)
i ABR PBR By O | Median 0S, months NE NE
£ 401 (n=299) (n=299) A 2071 (95% CI) (72.1, NE) (73.8, NE)
= PFS events, n (%) 110 (36.8) 137 (45.8) S Stratifi
7 v tratified HR (95% ClI), 5
o PD 57 (19.1) (99)33.1) 69% received BTKi as S| (og-rankPvalus 0.86 (0.65, 1.13), P=0.2743
@ 20 1 Median PFS, months 66.4 49.6 subsequent treatment ¥ 0 T T T T T T T T T T T T T .
g (95% CI) (85.1, NE) (36.0, 64.1) 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Stratified HR (95% Cl), w i Months
o 1 _log-rank P-value 0.73(0.57, 0.94), P=0.0160 : Number at risk
E X j ! ! ! ! ) 2 = - ! Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0
0 6 12 18 24 30 36 42 48 54 60 66 T 78 Placebo+BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0
Months
Number at risk
Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
Placebo +BR 299 243 204 181 159 142 118 102 84 63 44 25 4 0

2At a median follow-up of 45 months.

ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; BTKi, Bruton tyrosine kinase inhibitor; Cl, confidence interval; HR, hazard ratio; NE, not estimable;

PBR, placebo + bendamustine + rituximab; PD, progressive disease; PFS, progression-free survival.

Median follow-up of 45 months.

ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival; PBR, placebo

+ bendamustine + rituximab.

CityofHope.
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- Ultimately this study demonstrated some of the cost w/ increased toxicity in the
experimental arm

« Additionally, data suggested that combination was no more durable than
sequential

« Benefit of BTKi in those who would fail to get to 21?7?77
 How many of those need the chemotherapy portion?
 Blastoid.....maybe

Flope.



Trial design Choics o ENRICH

immunochemotherapy (R-
Chemo)

[ Bendamustine-R ] { R-CHOP ]

Inclusion criteria
60 years or older \/
« Pathologically confirmed MCL, including either cyclin D1 overexpression or

t(11;14)(913;932)
* Previously untreated, measurable (>1.5cm), stage Il-IV MCL in need of

Randomisation

treatment
+ECOG 0-2
Ibrutinib-
Exclusion criteria R-Chemo rituximab
* Considered fit for stem cell transplantation
* CNS involvement _
« Known serological positivity for HBC/HCV/HIV F'Chemo every 21’28] Induction [ IR in cycles as per ]
days choice of chemo

l

Daily ibrutinib plus
Maintenance rituximab every 56
days for 2 years

Rituximab 375mg/m? } l

Rituximab every 56
days for 2 years

Ibrutinib - 560mg od

Bendamustine 90mg/m? D1+D2 of 28 day cycle

CHOP - (Cyclophosphamide 750mg/m?2, Doxorubicin
50mg/m?, Vincristine 1.4mg/m?, Prednisolone 100mg *5
days) 21 day cycle

Maintenance rituximab - 1400mg sc every 56 days

Ongoing ibrutinib
Follow-up Follow-up treatment to disease

progression




Progression-free survival

Progression-free survival probability

ENRICH

=+ |brutinib plus rituximab == R-CHOP -, == lbrutinib plus rituximab == Bendamustine-rituximab
1.00- -1.00 T—% 1.00- -1.00
HR (95% Cl): 0.37 (0.22 t0 0.62) 8 HR (95% Cl): 0.91 (0.66 to 1.25)
o
0.75- -0.75 5 0.75- -0.75
=
=
0.50- -0.50 ) 0.50 - -0.50
[0}
g o
1
0.25- -0.25 s 0.25- -0.25
‘»
[72]
' : o
000' 1 1 1 1 1 1 1 1 1 '000 ()] 000' 1 1 ] 1 1 1 1 ] 1 '000
0 1 2 3 4 5 6 7 8 < 0 1 2 3 4 5 6 7 8
Years from randomisation o Years from randomisation
Number at risk (number censored) Number at risk (number censored)
Ibrutinib plus rituximab 54 (0) 43 (0) 39(0) 35(3) 25(8) 21(9) 14(16) 4(26) 1(29) Ibrutinib plus rituximab 145 (0) 115(2) 101(3) 85(6) 69 (19) 37 (42) 13(63) 1(75) 0(75)
R-CHOP 53 (0) 38(2) 31(2) 18(2) 13(4) 7(6) 3(7) 1(9) 0(9) Bendamustine-rituximab 145 (0) 119 (3) 102(3) 85(6) 57 (21) 37(37) 9(59) 2(66) 0(68)
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Years from randomisation Years from randomisation

5-year PFS (95% CI) 5-year PFS (95% CI)
IR: 52.4% (40.0% to 68.6%) IR: 50.8% (42.8% to 60.4%)
R-CHOP: 19.2% (10.6% to 35.1%) BR: 47.4% (39.5% to 56.9%)

e Cityof
eMIRACLE i CityofHope. Hope.




Blastoid disease ENR|CH

Suggestion of inferior PFS for blastoid disease for those rat

Blastoid Non-blastoid
- Ibrutinib plus rituximab == Immunochemotherapy - Ibrutinib plus rituximab == Immunochemotherapy
% 1.00- -1.00 T‘C_é 1.00- -1.00
= HR (95% CI): 2.33 (0.83 to 6.52) e \ HR (95% CI): 0.60 (0.4 to 0.81)
3 S
T 0.75- 075 = 0.75- -0.75
2 >
c s
? 0.50- L -050 @ 0.50- -050
(0] (0]
o =] o
5 = T
5 0.25- 025§ 0.25- -0.25
k7] k7]
(2] )]
o o
(@] 000' 1 1 1 1 1 1 1 'OOO [@)] OOO' 1 1 1 1 1 1 1 1 1 'OOO
e 0 1 2 3 4 5 6 o 0 1 2 3 4 5 6 7
o Years from randomisation o Years from randomisation

Number at risk (number censored) Number at risk (number censored)
10(0)  4(0) 2(0) 1(0) 1(0) 1(0) 1(0) 168 (0) 138(2) 125(3) 110(9) 86(25) 53 (47) 24(73) 5(92) 1(95)
Immunochemotherapy 15 (0) 8 (1) 7(1) 4 (3) 2 (3) 1(4) 1(4) Immunochemotherapy 177 (0) 144 (4) 123 (4) 96(5) 65(22) 41(38) 10(60) 2(68) 0(70)
0 1 2 3 4 5 6 0 1 2 3 4 5 6 7 8

Years from randomisation

Years from randomisation

Blastoid subgroup (n=25) PFS 6.9 (95% CI 1.9 to NE) months for IR vs 21.1 (95% CI 9.8 to NE) months for immunochemotherapy)

HR 2.33, 95% CI 0.83 to 6.52



Progression-free survival probability

TP53 mutation

TP53 mutation

brutinib plus ritux

Immunochemotherapy

- Ibrutinib plus rituximab =+ Immunochemotherapy

1.00- -1.00
HR (95% Cl): 0.77 (0.40 to 1.52)
0.75- -075
0.50 - \_L\_\_\_‘ -0.50
0.25- —/ -0.25
000' 1 1 1 1 1 1 ' 1 '000
0 1 2 3 4 5 6

Years from randomisation

Number at risk (number censored)

imab 22 (0) 13 (0) 9 (0) 7(0) 4 (1) 2(1) 0(2)
18 (0) 5(0) 4 (0) 2(0) 2(0) 1(1) 0(2)
0 1 2 3 4 5 6

Years from randomisation

Progression-free survival probability

ENRICH

No TP53 mutation

brutinib plus ritux

Immunochemotherapy 57 (0)

- Ibrutinib plus rituximab =+ Immunochemotherapy

1.00 - -1.00
HR (95% CI): 0.65 (0.37 to 1.11)
0.75- -0.75
S S
0.50- -0.50
0.25- -0.25
0.00- 1 1 1 1 1 1 1 1 1 -0.00
0 1 2 3 4 5 6 7 8

Years from randomisation

Number at risk (number censored)

imab 58 (0) 50(0) 45(0) 40(1) 34(6) 20(16) 8(28) 1(35) 1(35)
51(0) 47(0) 36(0) 27(5) 18(13) 6(19) 1(24) 0(25)
0 1 2 3 4 5 6 7 8

Years from randomisation

Median PFS for those treated with IR was 18.5 (95% Cl 4.2 to 46.2) months versus
8.9 (95% CI 2.9 to 25.7) months for those treated with immunochemotherapy: HR of 0.77 (95% CI 0.40 to 1.52)



Older Patients

+ Although ECHO w/ FDA does it fundamentally change the major question that
arose after SHINE

* |s combination better than sequential therapy..........

 Data still doesn’t support this argument.
« PFS w/ ECHO was shorter than SHINE

 What about BTKi plus R
 ENRICH again a mixed bag w/ improvement in p53 mutated but worse in
blastoid.....otherwise a wash......

* With a few caveats
* Continuous vs. fixed

Flope.



Phase || Multicenter Study of BOVen
T

1 2 3 & 5 6 7 8 g** 10%* 11...%%

PRIRT T Zanubrutinib |
Key Eligibility Criteria: N
* Previously untreated bnzm fiFE € € ¢ ¢ 1 ®
MCL (except localized Venetoclax e
RT pI’iOI’) MRD PBL 1 t t
. Imagi T H H U
« TPs53 mutation (any e
variant allele frequency Dosing:
a”owed) Zanubrutinib 160 mg oral twice daily Obinutuzumab 1000 mg IVPB Venetoclax 40omg oral daily
Until EOT orintolerance*#* Cycle1:days, 8, 15 5-week ramp-up: 1 week each of 20mg; somg;
e ECOGPS=<2 Cycle 2-8: day a1 100mg; 200mg; 400 mg oral daily
. ANC >1 PLT >75 Until EOT or intolerance*#*
! I
HGB =9 (unless if due to | Total # of cycles: 24 (2 years)
|\/|C|_) After 24 cycles, if CR and MRD undetectable (UMRD), then no further tx. If <CR and/or
MRD positive, then continue zanubrutinib and venetoclax.
Pts with CR/uMRD will be monitored for MRD positivity or recurrence and can restart

zanubrutinib and venetoclax.

Aim to enroll 25 pts, if 11 or more alive and progression
free at the end of the 2nd year, BOVen will be declared

effective in this high-risk population. ﬁityof
4N Hope.

Kumar et al. Blood 2021



Response timing and duration

Response Assessment Timepoints
EOT
C3 C7 C13 C19 C24 6M FU
A A a0 a A s
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X

20 | 30 40
Months from Treatment Start

o
-
o

Treatment Arm

. Initial Treatment

Off-treatment Monitoring

. Re-treatment

Symbol Key
A CR

® PR

W sD

m PD

X Death

=> Continuing Treatment

-
* Median follow up:

e 23.3 months

* There were 9 events:
e 5 progressions
* 4 deaths
« 2 COVID-related
* 1 unknown
« 1PNA/
respiratory failure

 The 4 deaths occurred
In patients in ongoing
response at time of
death



The Brick House

I I I I I I I I I IR
* Is BOVEN (combo targeted agents) the answer....
« Treated what we believe is the worst of the worst
« P53 mutated patients w/ marked improvement in 2-year PFS over CIT
* Overall, well tolerated and can be given in older patients given it lacks CIT
« BOVEN elderly patient data presented at EHA 2024
« Currently in the NCCN guidelines for p53 mutated patients
« We are still pending longer follow up
* Are the responses durable
* Fixed duration therapy so.....
* What happens at relapse???
« Can we retreat??

Flope.



Younger Patients
-
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& TRIANGLE: Trial Design

YV V VYV VYV V V

MCL patients

previously untreated
stage II-IV

younger than 66 years
suitable for HA and ASCT
ECOG 0-2

Primary outcome: FFS

Secondary outcomes:

Arm A (control)

R-CHOP/
R-DHAP x3

ASCT Observation

Arm A + | (experimental)

ASCT H 2yrs I-maintenance [ Observation

Arm | (experimental)

2 yrs I-maintenance [ Observation

« R maintenance was added following national guidelines

Response rates in all 3 trial arms
PFS. RD * Rituximab maintenance (without or with Ibrutinib) was started in
’ 168 (58 %)/165 (57 %)/158 (54 %) of A/A+1/l randomized patients.

0S Cityof
Safety  Dreyling, ASH 2022: #1 27 4l Hope.




@)  TRIANGLE: FFS Superiority of A+l vs. A Ly TS @)  TRIANGLE: FFS Superiority of A+l vs. A B cnicom

1.0 FFS =Superiority of A+l vs. A 1.0 FES = Superiority of A+l vs. A
0.9 0.9
0.8+ 4-year FFS A+l: 82% 0.8+ 4-year FFS A+l: 82%
0.7 4-year FFS A: 70% 0.7 4-year FFS A: 70%
2 06- 2 0.6-
e} e}
_f.g 0.5 =p-value (overrunning, one-sided): _fé! 0.5 =p-value (overrunning, one-sided):
5 0.4 p=0.0026 5 0.4 p=0.0026
0.37  median follow-up = 55 0.37  median follow-up = 55
0.21 ~ A, median not reached *HR (A+l vs. A): HR=0.64 0.2/ — A, median not reached =HR (A+l vs. A): HR=0.64
011 T A+, median not reached 011 T A+, median not reached
0'0—|'|'|'|'|'|'|'|'|'1'|'|'|'|'|'|'| 0-0',.1.1.,.,.|.||].|.,.|||||.,.|.||]
0 6 1218 24 30 36 42 48 54 60 66 72 78 84 90 96 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Numbers At Risk months from randomisation Numbers At Risk months from randomisation
A 288 255 245 235219211200 187158121 74 57 32 20 4 1 0 A 288 255 245 235 219 211 200 187 158121 74 57 32 20 4 1 0
A+l 292274259252 245236 230217180141 89 70 28 24 6 2 0 A+l 292 274 259 252 245236230217 180141 89 70 28 24 6 2 O

: Cityof
Hope.
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TRIANGLE: FFS Superiority of A+l vs. | ?

KLINIKUM

1.0
0.9+
0.8
0.7
0.6+
0.5
0.4
0.3
0.2
0.1

probability

0.0+

median follow-up = 55

FFS

— A+l, median not reached

I, median not reached

= Superiority of A+l vs. | rejected

4-year FFS A+l: 82%
4-year FFS |: 81%

=p-value (overrunning, one-sided):
p=0.21

=HR (A+ vs. I): HR=0.83

FrTTr T T TT T 7T

[N

LI B

LN

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Numbers At Risk

A+l

months from randomisation

292 274 259 252 245236 230 217180 141 89 70 28 24 6

| 290 273 263 250 246 237 228 213 167 129 89 67 31 20 7
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Subgroup (interaction p-value) No. of patients

Al

Sex (p=0.71)

Female

Male

MIPI

Low

Intermediate (p=0.33)

High (p=0.56)

Cytology (p=0.15)
Non-blastoid

Blastoid

Ki-67 (p=0.41)

Low

High

P53 expression (p=0.43)
Low

High

High risk biology (p=0.33)
Low

High

R maintenance ITT (p=0.081)
No

Yes

R maintenance mAT (p=0.14)
No

Yes

No. of events
134

30
104

62
37
35

92
27

kal
54

67
21

60
34

66
68

76
58

TRIANGLE: No FFS Superiority of A+l vs. |

Hazard ratio (1-sided 98.33% CI)
0.90 (0 - 1.30)

1.02 (0 - 2.23)
0.88 (0 - 1.33)

0.76 (0 - 1.31)
1.15(0 - 2.32)
1.03 (0 - 2.12)

1.00 (0 -
0.58 (0 -

1.56)
1.33)

1.05 (0 -
0.79 (0 -

1.74)
1.42)

0.83 (0 -
0.57 (0 -

1.41)
1.49)

0.88 (0 -
0.61 (0 -

1.53)
1.29)

1.27 (0 - 2.14)
0.69 (0-1.17)
1.18 (0 -
0.71(0-

1.93)
1.24)

< Aslsuperiorto |

KLINIKUM

—
) |l =trend towards superiority
— m of A+l over | in patients

in high risk patients:

—.
—= - Ki-67 >30%
. - blastoid cytology or

- high p53 expression

010 025 050 10 20 40
Hazard Ralio A+I vs. | (1-sided 98.33% CI)
A+l not superior to | ->
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Hope.
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TRIANGLE: Overall survival

1.0-
0.9-
0.8-
0.7-
0.6-
0.5-
0.4-
0.3
0.2-
0.1-
0.0-

probabllity

median follow-up = 55

= A, median not reached
= A-+l, median not reached
= |, median not reached

oS

» 4-year OS:

— A: 81%
(MCL Younger exp.: 80%)

— A+l: 88%
— 1: 90%

» two-sided test, (o = 5%):
— Avs. |: p=0.0019, HR: 0.565
— Avs. A+l: p=0.0036, HR I|: 0.587
— A+| vs. |: ongoing

0 6 1218 24 30 36 42 48 54 60 66 72 78 84 90 96

Numbers At Risk

months from randomisation

A 288 270 260 255 243 238 233 222186145 92 73 41 23 5 1 e -
A+l 292 281 267 262 257 253 248 235 201 160 107 83 39 26 8 2 Cityof
' 290 282 273 266 264 259 253 243 194147 101 78 41 21 7 2 4 Hope.



The Brick House
TS

* |s BTKI in younger patients the answer....

* TRIANGLE w/ OS benefit......

* Does that hold if we removed
patients, we wouldn’t treat w/ CIT +
ASCT (high-risk patients)

 Early separation of EFS overall
and wide gap in those w/ high
expression of p53

« How much do those patients
influence this???

« Still w/ same question overall.

- .
» What happens at relapse??? é WHAT HAPPENS TO US
. Can we retreat?? | INTHE FUTURE?

 If not, is it worth it for all???

Flope.



Moving Forward

T
«  With 2"d generation BTKi’s fulfill the promise of the class

« ECHO w/o the baggage of Shine and MDA study w/o significant toxicity
« But still doesn’t answer ? Of sequential vs. combo

- BTKi based regimens likely best for subset of high risk but is chemo needed
In these cases......

* Maybe blastoid patients.
« What happens next?? (still the major issue)

» Given none of the regimens discussed appear curative what happens in
2L

« Can BTKi be given again?
 Pirto vs. CAR-T

e |f CAR-t... can we live w/ brexu-cel ﬁlct)séoef



Thank you

ANY z
QUESTIONS ' g
1 i

L

Flope.
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