

















Multi-Site Randomized Trial of a Collaborative Palliative Care
and Oncology Care Model for Patients with AML/MDS

Receiving Non-Intensive Therapy
Can palliative care improve EOL care in AML & MDS?

ElJawahri A et al. ASCO 2024. LB 6508 w
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Characteristic

Age, Median Years (range)

Usual Care (N=57)
69.5 (35.5-90.5)

PC Intervention (N=58)
69.8 (29.3-87.4)

Patient Characteristics e s
Woman 27 (47.4%) 21 (36.2%)
White 53 (93.0%) 49 (84.5%)
Black 2 (3.5%) 3 (5.2%)
Native American 0 1(1.7%)
' Other 0 3 (5.2%)
Missing 2 (3.5%) 2 (3.4%)
Hispanic or Latino/x 3 (5.3%) 6 (10.3%)
¥ Married/Partnered 42 (73.7%) 84 (73.0%)
Enrolled N=115 (51.8%) Single 5 (8.9%) 11 (9.6%)
Divorced/Separated 3 (5.3%) 9 (7.8%)
Widowed 5 (8.8%) 8 (7.0%)
Missing 2 (3.5%) 3 (2.6%)
Usual Care (N = 57) PC Intervention (N =58) New diagnosis AML 20 (35.1%) 19 (32.8%)
Relapsed/refractory AML 17 (29.8%) 15 (25.9%)
Three Month PRO Assessment sy o a  New diagnosis MDS 13 (22.8%) 18 (31.0%)
Completed N=35 (61.4%) Completed N=33 (56.9%) Relapsed/persistent MDS 7 (12.3%) 6 (10.3%)
ECOG=0 19 (33.3%) 20 (34.5%)
Six Month PRO Assessment Six Month PRO Assessment ECOG=1 26 (45.6%) 23 (39.7%)
Completed N=30 (52.6%) Completed N=27 (46.6%) ECOG =2 9 (15.8%) 12 (20.7%)
ECOG =3 0 1(1.7%)
ECOG Missing 3 (5.3%) 2 (3.4%)

HMA-based therapy at enrolment
Clinical trial therapy at enrollment

37 (64.9%)
20 (35.1%)

42 (72.4%)
16 (27.6%)
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Intervention Delivery & Fidelity

® 76.9% of initial PC visits occurred on PC Domains Covered During PC Visits
inpatient setting 79.1%
®* Median time spent on initial PC e
consult = 60 minutes (range 15-132
minutes) gy
15, 8%
® Median time spent on PC visits 53%  50% 334  5.0%
during hospitalization per week = 35 . : - -
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EOL Outcomes

Patient-reported EOL Care Prefereces Discussion

P <0.001

56.9%

14.0%

Usual Care PC Intervention

Hospice Utilization
P =0.637

55.90%

48.60%

Usual Care PC Intervention

LEAD2024: Leadership, Empowerment, and Development

Hospitalizations Last 30 Days of Life
P=0.031

91.9%

70.6%

Usual Care PC Intervention
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Documented EOL Care Preferences

P <0.001

96.5%

68.4%

Usual Care PC Intervention
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Longitudinal Secondary Outcomes

Longitudinal Secondary Outcomes

fite o it (GO C s Anxiety Symptoms: Group X Time Depression Symptoms: Group X Time
‘;“_a s'fZ (‘;5 ;gl((()l3 )'1 5 rz")”g_ g B =-0.7 (95%Cl -1.4 — 0.1), P=0.088 B=-0.7 (95%Cl -1.6 — 0.2), P=0.124
=0. ("] o e L), F=U.
§ | glﬂ = g@ i —______/—__-
a r- J~ é ] \: §-m 1 \
‘I_Bas:aline 3 Mé: nth 6 M'onth Baseline 3 _fl\_/ilr%r;(h 6 Month Baseline 3 _?_/:I%r;th 6 Month

Time

PC Intervention

Usual Care
——— Standard Error

PC Intervention

Usual Care
———— Standard Error

PC Intervention

Usual Care
——— Standard Error
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Lymphoma

Sub Text
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Updates in Lymphoma

ECHELON-3: Phase Ill Trial of Brentuximab Vedotin With Lenalidomide
and Rituximab in R/R DLBCL

EPCORE NHL-1: SC Epcoritamab in Patients With R/R Large B-Cell
Lymphoma, extended results

Phase I/1l Study of Glofitamab Retreatment in Patients With Heavily
Pretreated R/R NHL

SYMPATICO: Ibrutinib + venetoclax

Medical Center
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ECHELON-3: Phase lll Study in Patients w/ R/R DLBCL

BV+Len+R (n=112)

Key inclusion criteria

* R/R DLBCL with eligible subtypes?

+ Age 218 years

« 22 prior lines of therapy

» Ineligibility for or disease relapse
following HSCT or CAR T-cell therapy

« ECOGPS 0-2

* FDG-avid, measurable disease

BV 1.2 mg/kg IV Q3W + Len 20 mg Primary endpoint
PO QD + R 375 mg/m2 |V Q3WpP + OSinITT population

Secondary endpoints

* PFS)yand ORRyy using the
response criteria per Lugano
2014 in ITT population

Placebo+Len+R (n=118) + CRrateyy

Placebo IV Q3W + Len 20 mg PO * DORpy N _
QD + R 375 mg/m2 IV Q3WP * OS in CD30-positive population
« Safety and tolerability

Treatment groups®

[ Randomization 1:1 J

Key exclusion criteria
« Prior BV or Len Stratification

« CD30 status (21% vs <1%)

» Cell of origin (GCB or non-GCB)

» Prior treatment with CAR-T therapy (received or not)
» Prior treatment with SCT (received or not)

» Active cerebral/meningeal disease
+ Grade 22 peripheral neuropathy

» Per protocol, G-CSF prophylaxis was required

BV, brentuximab vedotin; CAR, chimeric antigen receptor; CD, cluster of differentiation; CR, complete response; DLBCL, diffuse large B-cell lymphoma; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology
Group performance status; FDG, fluorodeoxyglucose; GCB, germinal center B cell; HSCT, hematopoietic stem cell transplant; INV, investigator; ITT, intention to treat; IV, intravenous; Len, lenalidomide; ORR, objective response
rate; OS, overall survival, PFS, progression-free survival; PO, oral; Q3W, every 3 weeks; QD, once daily; R, rituximab; R/R, relapsed or refractory; SCT, stem cell transplant.

aEligible subtypes include but are not limited to transformed DLCBL, high-grade double-/triple-hit lymphoma, and not otherwise specified.

b Starting with cycle 2, R can be administered intravenously or subcutaneously (1400 mg subcutaneously Q3W).
¢ Treatment was allnwed ta cantinuie ntil diceace nroaressinn ar 1inaccentahle taxicity

X
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Primary endpoint (0OS) and key secondary endpoint PFS met

0S, %*

104 —+—BV+Len+R
—t— Placebo+Len+R
0 1 1 1 1 1 1 1 1

I I 1
0 3 6 9 12 15 18 21 24 27 30 33

Time from randomization, months
No. at risk
BV+Len+R 112 96 79 57 40 30 17 11 5 1 1 0
Placebo+Len+R 118 81 58 39 28 23 16 12 5 3 0 0

+ BV+Len+R prolonged median OS by 5.3 months compared with placebo+Len+R
+ Prespecified O'Brien-Fleming efficacy boundary was crossed at this interim analysis

BV+Len+R Placebo+Len+R

(n=112) (n=118)
0S, median 13.8 8.5
(95% CI), months (10.3-18.8) (5.4-11.7)

Hazard ratio (95% CI) 0.629 (0.445-0.891)

Log-rank P valuec .0085
Events (deaths) 58 76
Follow-up, median 19.5 18.9

(95% Cl), months (12.2-18.1)  (12.2-23.2)

@christinemphmd

Probability of PFS, %?

No. at risk
BV+Len+R
Placebo+Len+R 118 40 16 8 4 3 2 2 1 0 0 0

BV+Len+R reduced risk of disease
progression or death by 47%
compared to placebo+Len+R

104 —+—BV+Len+R
—t— Placebo+Len+R
0 T T 1 1 1 1 1 1

1 T Ll
0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization, months

112 58 38 27 15 11 5 5 2 1 1 0

+ PFS was an alpha controlled key secondary endpoint

BV+Len+R Placebo+Len+R

(n=112) (n=118)
PFS, median 4.2 2.6
(95% ClI), months (2.9-7.1) (1.4-3.1)

Hazard ratio (95% CI)° 0.527 (0.380-0.729)

Log-rank P value® <.0001
Events 71 85 v
Follow-up, median 11 8.8 P coraca

(95% CI), months (8.6-14.2) (6.9-10.9) Recians



Overall Response Rate was significantly higher with BV+Len+R
40% CR rate with BV+Len+R and ORR improvement regardless of CD30 expression

Total
P valuet = .0006
80 I

a 64.3 |
N (54.7-73.1)
= 180
= 415
o 402 (32.5-51.0)
@ 40 | EEIKPTE)
0 18.6
b= (12.1-26.9)
[¢}]
= 20
3]
o

0

n= 112 118

CD30 negative (<1%)

P valued = .0063

|
60.5 |
(48.6-71.6)
375
40.8
(29.6-52.7) (26.9-49.0)

15.0

(8.0-24.7)

76 80

CD30 positive (21%)
P valued = .0602

72.2 BV +Len +R
54.8-85.8
( ) B CR rate
38.9 50.0 I PRrate

(23.1-56.5) (33.4-66.6)

(132,‘?42.1) Placebo + Len + R
B CRrate
PR rate

36 38

* In the total population, the median DOR (95% CI) was longer with BV+Len+R: 8.3 months (4.2-15.3 months) vs 3.0 months (2.8-5.4 months)
— In patients who had a CR, the median DOR (95% CI) was 18.9 months (11.1 months-NR) with BV+Len+R and NR (2.8 months-NR) with

placebo+Len+R

— The median time to CR onset (range) was 1.58 months (1.2-7.3 months) with BV+Len+R and 1.61 months (0.7-4.6 months) with

placebo+Len+R
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No new safety signhals with BV+Len+R

TEAE? BV + Len + R (n=112) Placebo + Len + R (n=116)

Neutropenia

TEAEs of any grade occurred in
97% of patients with each treatment

Thrombocytopenia I e « Grade >3 TEAEs:
biarhiea _ l — 88% with BV+Len+R
Anemia N N — 77% with placebo+Len+R
Fatigue B 1 — 9% febrile neutropenia in each group
COVID-19 B
P " I. » Grade 5 TEAEs:
) - 12% with BV+Len+R
Peripheral sensory neuropathy | . _ 8% with placebo+Len+R
Constipation 1
Decreased appetite == * Any grade peripheral neuropathy
. TEAEs
Pneumonia [ . _
Couah = — 31% with BV+Len+R
" — 24% with placebo+Len+R
Fyrexia Grade 1/2 I | Grade 1/2 . . .
Nausea | | * Relative dose intensity
prurtus T ©™2% =3 — Greie=s — 94.4% for BV
100 80 60 40 20 0 20 40 60 80 100 — 99.7% for placebo

Incidence, %
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Extended follow-up results beyond 2.5 years from the pivotal NHL-1
EPCORE trial: Subcutaneous epcoritamab monotherapy in patients
with relapsed/refractory large B-cell ymphoma (R/R LBCL).

Expansion

Data cutoff: December 6, 2023 To ensure patient safety and
better characterize CRS, inpatient
monitoring was required at first full

Cycle 1 optimization

Key inclusion criteria: Expanslon
+ FR/R COE0* masure B-cell necplasm

- Dptimizaton: DLECL, NOS
|Cher nowo or rarsiormed

Data cutoff: October 16, 2023

from FL) Epcoritamab SC RP2D 48 mg dose for 24 hin this part of the
Epcoritamab SC 48 mg pé :
. i Treatment until PD or unaccaptable toxicity
ECOG PS0-2 LBCL cohort. N=157 Treatment until PD or unacceptable toxicity study

Step-up dosing®
Step-up dosing®

¢ 22 poor Ines of systemic
antinecplastc theragy, incuding
=1 regimen wih an anti-CD20 mAb

« FDG PET-awvd arnd measurable
Gs6ase by CTIMAI ST Y T | (T v (O el S e | i OV

DLECL. HGBCL. PMECL. and FL G38 DLBCL cohort, N-81 y s
C1 optimization

Recommendations®;

Dexamethasone 15 mg

premecication®; adminster 500 mL

* Prior CAR Tcel therapy allowed c1 2 3 P 5 6 7 3 9 10 . . ,

Wk 0 4 E 12 16 20 24 ] 32 % of isotonic IV fluids on the day of
* For this lollow-up analyss, ollicacy was based on invesigalor 533essmant each dose prior to administration;
* Time-to-evenl endpeints (ie, DOCR, PFS, OS) were analyzed by resporse using the Kaglan-Meier method hospitalization not required but
* Senstivty analyses for PFS and OS were carmied out based on an acjusied population exduding patients with COVID -19«elated deaths on study patients must remain in close
* Exploratory MRD analyses were parformed usng 1e donoSEQD (Adaptve Biosechnologies, Seatde, WA, USA) naxt-genaral on sequencing assay %o evaluate ctDNA in plasma proximity to treatment facility for
* Ragiograph c dsease evalason was porformed overy 6 wk for the first 24 wix (6, 12, 18, and 24 wk), then avary 12 wk (35 and 48 wi), and evary 6 mo therealier 24 h follorwing first full dose

SUD 1 prmng, 0.16 mg. SUD 2. ikt i, 0.8 mg. Coticomned prophylads wiss wsed n cycde 10 mitigets CRS. "Ohet secommgndi ong ncludy 2-3 L of Nuid nitike during the 24 h price 10 and folowng each doi e, haking SriityeNnsve
madicalions 1o 24 h prior 10 each dose, and SoF moniionng of IemoOorakre 3 Smos daly or 4 d folowing cach case. “On D1, DS, D15, and D22 and grophyiacg on D24, D311, D16-18, and D23-35. CincalTras gov: NCTOGEZS0A7.
EudraCT: 2017-001 748-36

Karimi Y. ASCO 2024. https://doi.org/10.1200/JC0.2024.42.16 suppl.703 w

. B i O AS Ce n dm University of Nebraska
LEAD2024: Leadership, Empowerment, and Development @christi nemph md AVaniam Group Company e e



https://doi.org/10.1200/JCO.2024.42.16_suppl.7039

Baseline Characteristics and Prior Treatments

LBCL LBCL Complete
N=157 Responders, n=65

Median age (range). y 64 (20-83) 68 (20-83)
275y, n (%) 29 (18) 15 (23)
ECOG PS, n (%)
0 74 (47) 36 (55)
1 78 (50) 29 (45)
2 5 (3) 0
DLBCL,? n (%) 139 (89) 58 (89)
De novo, n/n (%) 97/139 (70) 39/58 (67)
Transformed, n/n (%) 40/139 (29) 19/58 (33)
Ann Arbor stage |V disease, n (%) 96 (61) 38 (58)
Median time from initial diagnosis to first dose, y 1.6 2.1
Median time from end of last therapy to first dose, mo 2.4 2.9
Median prior lines of therapy (range) 3 (2-11) 3(2-11)
23 prior lines of therapy, n (%) 110 (70) 47 (72)
Primary refractory® disease, n (%) 95 (61) 31 (48)
Refractory® to last systemic therapy, n (%) 130 (83) 48 (74)
Refractory® to 22 consecutive lines of therapy, n (%) 118 (75) 45 (69)
Prior ASCT, n (%) 31 (20) 15 (23)
Prior CAR T-cell therapy, n (% 61 (39 22 (34 : m
T O S ——1 man-gyca ...(3: r)s.'sec; (e, CR ne2), and PNBCL (ned, CR, n?) mea(n,;. -)m. unknown in 2 palens 'p.c(,..;m?, Eraise Bio Ascend ”“‘ﬁéﬁ?'é‘é?&?s"”
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High Rates of Response and Durable CRs per Investigator

LBCL DLBCL + HGBCL®
N=1572 n=148¢ .

Efficacy Results in Complete Responders

CRs Sustained Over Time

1004

E: 8 8
1 1 1

Probability of remaining in
complete response (36)
b3
1

=4 LBCL complete responders

=i DLBCL + HGBCL complete responders.

0 T T T T T T T - T r
0 3 ] 9 15 18 21 24 7 30 33
Time (month:
Number at risk ime (months)
65 54 51 ; & < i & 2
o 51 9 48 38 35 28 25 14 5 0

Favorable Long-Term Outcomes Among Complete Responders

ORR, n (%) 92 (59) 85 (57) 2 §
CR 65 (41) 60 (41) g 1 :
PR 27 (17) 25(17) s 1 ; R
DOCR, median, mo NR NR w0 y 0
24-mo KM estimate, % 62 62 € o 661 compes esponders . ' ’
30-mo KM estimate, % 54 54 & P b c'ovm-rg'ad,umme?ﬁ ' ' l l i l é E
Follow-up, median, mo 26.4 26.7 °o 3 s s o ®ow on M T » =
Mackae sty folow-i J0E mo (rmege, 0.3 10 388+ ). *Pogrd dice basad cn e FDA- ppromd inScaton of apecritam it 127 patmets had DUBCL sed 21 patinnts !

rad HGECL (nciuding 12 pasients w0 ware enroied with DLBCL tut recassifed based on DETH stalus). ‘“Medan study folow.up: 31.1 mo (fange, 03+ %0 33.8)

LEAD2024: Leadership, Empowerment, and Development

Number a1 rigk
i [

Kapian-Moer estmalos are shown. Based on COVID-18-adusted senslivity anadysos, which censored deaths due lo CON0-12

100 '
e
1}
~— 804
* T
— LN 719 - >
£ &0+ H : '
g ' ] '
3 H : :
T 07 1 ; i
= '
_“_l . L] '
S 204 ' ' '
=& LBCL complete responders : : '
== COVID-19 adjustment® - i H
0 T T T T T T T T T T T
0 3 6 9 12 15 186 21 24 27 30 k<)
Time (months)

Number at risk

KApion-Asar ¢3 muos 40 shown. Based on COVID-10-pduend 5ensvily anipies, which CINsond Seams dud 10 COMD-10.

MRD Negativity in Complete Responders

MRD-Negativity Rate, n (%) LBCL, n=49*

At C3D1 39 (80)
At any time 45 (92)
‘Based on MRD evaluebie patients (patients had 21 baseline of on-deatment MARD sesult and MRD wits nol regative al Daselna)] wiih comphiie [sporse.

@christinemphmd
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Phase I/I1l: Glofitamab monotherapy retreatment in patients with heavily
pre-treated relapsed or refractory (R/R) non-Hodgkin lymphoma (NHL)

Figure 1. Glofitamab IV dosing schedule.

Glofitamab fixed-dosing schedule Glofitamab step-up dosing schedule

1000mg Gpt*
C1D1 C108-C12D1

A n e e . -~ e o o~ .
-V £ gay cyles . 3y CYCIes

*Patients recened obinutuzumad 1000mg on D1 of C1 to mitigate risk of CRS; 'One patient recewved 2000mg Gpt
C, cycle; CRS, cytokine release syndrome; D, day. Gpt, obinutuzumab pretreatment.

Bartlett NL. ASCO 2024. Abstract 2020 Bio Ascend" N
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Table 1. Patient and disease characteristics at study entry (prior to initial glofitamab

treatment) amongst patients who received retreatment.

n (%) unless stated N=13
Median age (range), years

63 (44-81)

Male
ECOG PS
0
1
Histology
DLBCL
FL
HGBCL
MCL
trFL
IPI score 23*
Ann Arbor stage
/11
AV

‘non-FL patients, n=7.

CAR, chimeric antigen receptor, DLBCL, diffuse large B-cell lymphoma, ECOG PS, Eastern Cooperative Oncology

8 (61.5)

9 (69.2)
4(30.8)

4(30.8)
4 (30.8)
1(7.7)
2 (15.4)
2 (15.4)
4 (30.8)

5 (38.5)
8 (61.5)

n (%) unless stated
Bulky disease

>6cm

>10cm

Median prior lines of therapy (range)

Number of prior lines of therapy
1
2
23

Prior CAR T-cell therapy

Refractory status
Refractory to first prior therapy
Refractory to last prior therapy
Refractory to CAR-T cell therapy

N=13

4(30.8)
1(7.7)

3(1-4)

3(23.1)
3(231)
7 (53.8)
3(23.1)

8 (61.5)
8 (61.5)
3(231)

Group performance status; FL, follicular lymphoma; HGBCL, high grade B-cell lymphoma; IPI, International
Prognostic Index; MCL, mantle cell lymphoma; trFL, transformed FL.

ASCO Abstract 7020
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Efficacy of Retreatment Glofitamab Monotherapy

Table 2. Best overall response with retreatment by histology (INV assessment).

pa:;'ms DLBCL FL HGBCL MCL trFL

(N=13) (n=4) (n=4) (n=1) (n=2) (n=2)
Objective response 9(69.2) 2 (50) 3(79) 0 2 (100) 2 (100)
Complete response 5 (38.5) 0 2 (50) 0 2 (100) 1 (50)

 Median follow up was 25.9 months (2.6-57.9)
* 9 patients (69.2% achied responsed by INV during retreatment, 5 pts (38.5%), 4 (30.8%) patients with PR

B I O AS C e n d University of Nebraska
Medical Center

AVaniam Group Company

Nebraska Medicine
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Safety Profile

Table 3. Safety summary with initial treatment and retreatment.
Initial treatment

Any AE
Glofitamab related
Grade 23
Glofitamab related

Serious AE
Glofitamab related

Grade 5 AE
Glofitamab related

AE leading to interruption of glofitamab
Glofitamab related

AE leading to withdrawal of glofitamab
Glofitamab related

CRS
Grade 227

*COVID-19 pneumonia, TAmerican Socety for Transpantateon and Cellutar Therapy grade, *Grade 3, n=1, iNo

Grade 3+ events. AE, adverse event

LEAD2024: Leadership, Empowerment, and Development

(N=13)

13 (100)
13 (100)
8 (61 5)
7 (53 8)
7 (53.8)
7 (53.8)
0
0
3(23.1)
3(23.1)
0
0
10 (76 9)
3(23.1)*F

@christinemphmd

Retreatment

(N=13)
13 (100)
10 (76.9)
6 (46 2)
4 (30.8)
5 (38.5)
5 (38.5)
107.7)
1(7.7)"
3(23.1)
2 (15.4)
2(15.4)
1(7.7)
7(53.8)
1(7.7)%
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SYMPATICO: Efficacy and Safety of Ibrutinib Plus Venetoclax in
Patients with Mantle Cell Lymphoma and TP53 Mutations

Safety Run-In Phase

iR IBEE - Y ( TP53mutations )
R/R MCL (N=21) venetoclax¢ Sidicagent e
Eevea G . (Missing/unknown: n=7
Ibruttinitl>° -l-d rs‘ | t\ i TP§3 mutaﬂ')ons E Patients with TP53
i I venetoclax ingle-agen es: n= tati treated
Randomized Phase = (n=134) ibrutinib® No- n=66 m“‘:i::‘ '&?3 ti::zf
3 for 2 years L ) \ Missing/unknown: n=28 |
R/IR MCL (N=267 N venetoclax
(N=267) E - N \ Total pooled
= Ibrutinibc + T En e Yeg'“rj\=a3l7ons population: n=74
v =a Placebo (n=133) ib?utini%e No: h=57 R/R: n=45
Il 2 L )\ Missing/unknown: n=39 | 1L:n=29
Open-label Cohort s 4 Y [ TP53 mutations Y
Previously untreated d Single-agent Yes: n=29
MCL (N=78) v:)rrr%toggar)s( ibrutinib® No: n=44
y L > \ Missing/unknown: n=5
1L, first-line.

aNCTO03112174. bPSomatic mutations in exons 1-11 of TP53 were evaluated by next-generation sequencing with a variant allele fraction cutoff of 2%. 560 mg once daily. 45-week ramp-up to 400 mg once
daily. #560 mg once daily until PD or unacceptable toxicity.

Bio Ascend’ ty*'

Medical Center
Nebraska Medicine
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Baseline characteristics

Total pooled population

Characteristic n=74
Age

Median (range), years 67 (44-82) 66 (41-79) 67 (41-82)

265 years, n (%) 28 (62) 18 (62) 46 (62)
ECOG PS, n (%)

0 25 (56) 15 (52) 40 (54)

1-2 20 (44) 14 (48) 34 (46)
MCL histology, n (%)

Typical 29 (64) 18 (62) 47 (64)

Blastoid 8 (18) 0 8 (11)

Pleomorphic 3(7) °(17) 8 (11

Other 5(11) 6 (21) 11 (15)
Simplified MIPI score, n (%)

Low risk 7 (16) 5(17) 12 (16)

Intermediate risk 15 (33) 13 (45) 28 (38)

High risk 21 (47) 11 (38) 32 (43)

Missing 2(4) 0 2(3)
Bulky disease, n (%)

25 cm 18 (40) 9(31) 27 (36)
210 cm 3(7) 3(10) 6 (8)
Extranodal disease, n (%) 24 (53) 13 (45) 37 (50)
BM involvement, n (%) 22 (49) 25 (86) 47 (64)
Splenomegaly, n (%) 16 (36) 13 (45) 29 (39)
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Ibrutinib + Venetoclax Provided High CR Rates and Durable
Remissions in Patients with TP53 Mutations

CR Rate ORR
100 1~ 100 -
B R/R (n=45) B R/R (n=45)

80 - W 1L (n=29) 80 B 1L (n=29)
- W Total pooled o B Total pooled
e lation (n=74) °. .= lation (n=74
}fO 60 - population (n=74) 4§30 60 A population (n
£ £ 80%
95 2o (65-90)  90%
=x 40 c 2 40 (73-98)
o ] o

58% 55% 57%
(42-72) (36-74) (45-68)
20 A 20 -
0 - 0

Median DOCR, months NR 205 32.2
(95% Cl) (18.7-NE) (5.4-NE) (18.7-NE) (95% Cl) (16.8-NE) (12.0-NE)

Median DOR, months 26.5 20.5 26.0
(16.8-32.2)

CR, complete response; DOCR, duration of complete response; DOR, duration of response; NE, not estimable; ORR, overall response rate.
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Ibrutinib + Ven with Encouraging PFS & OS Benefit

Total Pooled Population With TP53 Mutations

100
90
80
70 1
e 60
0 50 -
T8
i 4o
Patients with TP53 mutations
30 i e et . g =
Total Pooled Population With TP53 Mutations
20 Patients with TP53 mutations 100 -
n=74
10 90 -
Median PFS, months (95% CI) 20.9 (14.7-30.6)
05 T T T T T T T T T T 80
0 6 12 18 24 30 36 42 48 54 60 70
Bationte:at risk Time Since Randomization or First Dose, Months &
eI AL ° 0 Patients with TP53 mutations
Patients with TP53 mutations 74 56 45 38 26 16 1 1 7 2 0 2 50
(2}
Regimen Q 40
Ibrutinib + zilovertamab' 7 Median 17.3 months 30 -
R/R Ibrutinib + venetoclax? 1 Median 5 months
Venetoclax NA Median 3.2 months 20 - Rationts witl:‘r;’ 453 mutadons
1L Zanubrutinib + venetoclax + obinutuzumab? 25 16-month rate: 75% -
10 4 | Median OS, months (95% Cl) 47.1 (30.6-NE)
0 T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66
. : Time Since Randomization or First Dose, Months
atients at risk
Patients with TP53 mutations 74 63 (5] 93 45 34 21 18 13 5 1 0
Setting Regimen n (0 1]
RIR Ibrutinib + venetoclax’ 1 Median 1.28 years
. Venetoclax?2 NA Median 9.4 months
LEAD2024: Leadership, Empowerment, and Development @christi nemph md
1L Zanubrutinib + venetoclax + obinutuzumab? 25 16-month rate: 87%



Safety Profile

AE, n (%) AE, n (%)
Grade 23 AEs 37 (82) 22 (76) 59 (80) Most frequent any-
. grade AEsP
Serious AEs 26 (58) 15 (52) 41 (55) Diarrhea 34 (76) 15 (52) 49 (66)
Neqtropenla 18 (40) 9 (31) 27 (36)
AEs leading to & Fatigue 13 (29) 12 (41) 25 (34)
discontinuation 15 (33) 7 (24) poragy || saee . bt 2] £2 40!
Ibrutinib only 4(9) 3 (10) 7(9) Qe oTibecyiopenid (99) ) 20
1 |I Anemia 13 (29) 8 (28) 21 (28)
Venetoclax only 2(4) 0 2(3) 1| |1 coviD-19 7 (16) 11 (38) 18 (24)
Both 9 (20) 4 (14) 13 (18) L71) Vomiting 9 (20) 8 (28) 17 (23)
Hypomagnesemia 6 (13) 9 (31) 15 (20)
AEs leading to dose Pyrexia 6 (13) 9 (31) 15 (20)
reduction 20 (44) 14 (48) 34 (46) Most frequent grade 23
Ibrutinib only 9 (20) 5(17) 14 (19) AEs¢ _
Venetoclax only 6 (13) 3(10) 9(12) L\l\eutrqpenla 187((13853) g %; %? é?gg
nemia
Both 20 een =) Thrombocytopenia 9 (20) 2(7) 11 (15)
AEs leading to death 6 (13) 5(17) 11 (15) Tumor lysis syndrome
Ibrutinib related?2 142) 0 1(1) Laboratory 2 (4) 3 (10) (7)
Venetoclax relateda 0 0 0 Clinical 0 0 0
aPer investigator opinion. ®Occurring in 220% of patients in the total population. <Occurring in 210% of patients in the total population.
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