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Ibrutinib and Venetoclax Work Synergistically Through 
Distinct and Complementary Modes of Action

• MCL is a subtype of non-Hodgkin lymphoma that has an aggressive clinical course and a poor prognosis 1

• The combination of ibrutinib, a once-daily oral BTK inhibitor, and venetoclax, a once-daily oral BCL-2 inhibitor, leverages 
complementary modes of action and has demonstrated synergistic antitumor activity in preclinical models of MCL 2,3

• TP53 mutations occur in 15-20% of patients with MCL4,5 and confer high risk of early progressive disease (PD) and poor 
outcomes with standard chemoimmunotherapy6

– To date, data on novel treatment options for these patients are limited to small single-arm analyses6

• The phase 3 SYMPATICO study is evaluating ibrutinib + venetoclax in 3 cohorts of patients with MCL 

– Primary analysis of the randomized phase showed superior PFS with ibrutinib + venetoclax compared with ibrutinib + 
placebo in patients with R/R MCL7

• Here, we report efficacy and safety of ibrutinib + venetoclax in 74 patients with TP53 mutations across cohorts in the 
SYMPATICO study which demonstrates:
–  Ibrutinib + venetoclax demonstrated promising efficacy with high CR rates and durable remissions in patients with MCL 

and TP53 mutations
– The safety profile of ibrutinib + venetoclax in patients with TP53 mutations was consistent with the safety profile in the 

overall study and with the known safety profile of each agent

BCL-2, B cell lymphoma 2; BTK, Bruton tyrosine kinase; MCL, mantle cell lymphoma; PFS, progression-free survival; R/R, relapsed/refractory.
1Armitage JO and Longo DL. N Engl J Med. 2022;386:2495-2506. 2Zhao X et al. Br J Haematol. 2015;168:757-768. 3Portell CA et al. Blood. 2014;124:509. 4Xu-Monette ZY et al. Blood. 2012;119:3668-3683. 
5Cheung K-JJ et al. Br J Haematol. 2009;146:257-269. 6Lew TE et al. Lancet Haematol. 2023;10:e142-e154. 7Wang M et al. Presented at: 65th ASH Annual Meeting and Exposition; December 9–12, 2023; San Diego, CA, USA.
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SYMPATICO Study Design

• SYMPATICOa is a multinational, randomized, double-blind, placebo-controlled, Phase 3 study
• Data were pooled (3 cohorts) for patients with TP53 mutations (no deletions)b treated with ibrutinib + venetoclax

R/R MCL (N=267)

Ra
nd

om
iz

ed
 1:

1

Ibrutinibc + 
venetoclaxd

(n=134)
for 2 years

Ibrutinibc + placebo 
(n=133)

for 2 years

Randomized Phase

Previously untreated 
MCL (N=78)

Open-label Cohort

R/R MCL (N=21)
Ibrutinibc + 

venetoclaxd

for 2 years

Safety Run-In Phase

Ibrutinibc + 
venetoclaxd

for 2 years

Single-agent 
ibrutinibe

Single-agent 
ibrutinibe

Single-agent 
ibrutinibe

Single-agent 
ibrutinibe

Patients with TP53 
mutations treated 

with ibrutinib + 
venetoclax
Total pooled 

population: n=74 
R/R: n=45 
1L: n=29

TP53 mutations
Yes: n=37
No: n=57

Missing/unknown: n=39

TP53 mutations
Yes: n=5
No: n=9

Missing/unknown: n=7

TP53 mutations
Yes: n=40
No: n=66

Missing/unknown: n=28

TP53 mutations
Yes: n=29
No: n=44

Missing/unknown: n=5

1L, first-line.
aNCT03112174. bSomatic mutations in exons 1–11 of TP53 were evaluated by next-generation sequencing with a variant allele fraction cutoff of 2%. c560 mg once daily. d5-week ramp-up to 400 mg once daily. 
e560 mg once daily until PD or unacceptable toxicity.
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Total pooled population 
n=74

Completed 2-year venetoclax: n=23 (31%)
Ongoing ibrutinib: n=18 (24%)
Ongoing venetoclax: n=3 (4%)

Ibrutinib Venetoclax

Discontinued, n (%)
PDa

AE
Death 

56 (76)
32 (43)
13 (18)
5 (7)

48 (65)
29 (39)

9 (12)
5 (7)

R/R
n=45

Completed 2-year venetoclax: n=13 (29%)
Ongoing ibrutinib: n=9 (20%)

Ongoing venetoclax: n=0

Ibrutinib Venetoclax

Discontinued, n (%)
PDa

AE
Death 

36 (80)
19 (42)
9 (20)
2 (4)

32 (71)
17 (38)
8 (18)
2 (4)

1L
n=29

Completed 2-year venetoclax: n=10 (34%)
Ongoing ibrutinib: n=9 (31%)

Ongoing venetoclax: n=3 (10%)

Median time on study: 40.0 months
Median treatment duration: 15.9 months

Ibrutinib Venetoclax

Discontinued, n (%)
PDa

AE
Death 

20 (69)
13 (45)
4 (14)
3 (10)

16 (55)
12 (41)

1 (3)
3 (10)

Median time on study: 50.6 months
Median treatment duration: 14.7 months

Median time on study: 29.3 monthsb

Median treatment duration: 18.4 months

Disposition of Patients With TP53 Mutations Treated 
With Ibrutinib + Venetoclax

AE, adverse event. aPD per protocol criteria or clinical PD. bEnrollment in the 1L open-label cohort began after completion of enrollment in the safety run-in and randomization phases.

Ibrutinib + venetoclax 
n=74

Ibrutinib + venetoclax 
n=45

Ibrutinib + venetoclax 
n=29
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Baseline Characteristics of Patients With TP53 
Mutations Treated With Ibrutinib + Venetoclax

BM, bone marrow; ECOG PS, Eastern Cooperative Oncology Group performance status; MIPI, MCL International Prognostic Index.

Characteristic R/R
n=45

1L
n=29

Total pooled population
n=74

Age
Median (range), years
≥65 years, n (%)

67 (44–82)
28 (62)

66 (41–79)
18 (62)

67 (41–82)
46 (62)

ECOG PS, n (%)
0
1–2 

25 (56)
20 (44)

15 (52)
14 (48)

40 (54)
34 (46)

MCL histology, n (%)
Typical
Blastoid
Pleomorphic
Other

29 (64)
8 (18)
3 (7)
5 (11)

18 (62)
0

5 (17)
6 (21)

47 (64)
8 (11)
8 (11)
11 (15)

Simplified MIPI score, n (%)
Low risk
Intermediate risk
High risk
Missing

7 (16)
15 (33)
21 (47)
2 (4)

5 (17)
13 (45)
11 (38)

0

12 (16)
28 (38)
32 (43)

2 (3)
Bulky disease, n (%)

≥5 cm
≥10 cm

18 (40)
3 (7)

9 (31)
3 (10)

27 (36)
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)

5This
 m

ate
ria

l is
 di

str
ibu

ted
 fo

r s
cie

nti
fic

 pu
rpo

se
s o

n J
an

ss
en

 S
cie

nc
e, 

an
d i

s n
ot 

for
 pr

om
oti

on
al 

us
e



Presented by M Wang at the 2024 ASCO Annual Meeting; May 31-June 4, 2024; Chicago, IL, USA

58% 
(42–72)

55%
(36–74) 
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80%
(65–90) 90%

(73–98)
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(73–91)
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R/R (n=45)

1L (n=29)

Total pooled 
population (n=74)

R/R (n=45)

1L (n=29)

Total pooled 
population (n=74)

R/R
n=26

1L
n=16

Total
n=42

Median DOCR, months 
(95% CI)

NR 
(18.7–NE)

20.5 
(5.4–NE)

32.2 
(18.7–NE)

R/R
n=36

1L
n=26

Total
n=62

Median DOR, months 
(95% CI)

26.5 
(16.8–NE)

20.5 
(12.0–NE) 

26.0 
(16.8–32.2)

Ibrutinib + Venetoclax Provided High CR Rates and 
Durable Remissions in Patients with TP53 Mutations

CR, complete response; DOCR, duration of complete response; DOR, duration of response; NE, not estimable; ORR, overall response rate.
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Patients with TP53 mutations
n=74

Median PFS, months (95% CI) 20.9 (14.7–30.6)

Total Pooled Population With TP53 Mutations

Patients with TP53 mutations 

90

0

80

70

60

50

40

30

20

10

100

2 071111162638455674

P
FS

, %

54 604842363024181260
Time Since Randomization or First Dose, MonthsPatients at risk

Patients with TP53 mutations

Setting Regimen n PFS

R/R
Ibrutinib + zilovertamab1

Ibrutinib + venetoclax2

Venetoclax3

7
11

NA

Median 17.3 months
Median 5 months

Median 3.2 months

1L Zanubrutinib + venetoclax + obinutuzumab4 25 16-month rate: 75%

Ibrutinib + Venetoclax Provided Encouraging PFS in 
Patients With TP53 Mutations

1Lee HJ, et al. Blood. 2023; 142(Suppl 1):566-568. 2Handunnetti SM, et al. Blood. 2024:blood.2023023388. 3Eyre T et al. Haematologica. 2019;104:e68-e71. 4Kumar A et al. Blood. 2023; 142(Suppl 1):738-738.
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R/R 1L
Ibr+Ven

n=45
Ibr+Pbo

n=37
Ibr+Ven

n=29
Median PFS, 

months (95% CI)
20.9

(13.0–33.1)
10.9 

(4.5–17.9)
22.0

(9.2–NE)

P
FS

, %

90

0

80

70

60

50

40

30

20

10

100

54 60 72664842363024181260

11 2 02233638424753586475

3 0 0071617202330364157

0 0 0000052632343944

Time Since Randomization or First Dose, Months

Ibr+Ven R/R

Ibr+Pbo R/R

Ibr+Ven 1L

90

0

80

70

60

50

40

30

20

10

100

P
FS

, %

54 60 664842363024181260

Time Since Randomization or First Dose, Months

Ibr+Ven R/R

Ibr+Pbo R/R

Ibr+Ven 1L

2 0 071111141722273145

2 1 03557711122137

0 0 00002916182529

Patients at risk
Ibr+Ven R/R

Ibr+Ven 1L

Ibr+Pbo R/R

PFS Benefit Was Observed With Ibrutinib + Venetoclax in 
Patients With and Without TP53 Mutations

Patients With TP53 Mutations Patients Without TP53 Mutations

Ibr, ibrutinib; NR, not reached; Pbo, placebo; Ven, venetoclax.

R/R 1L
Ibr+Ven

n=75
Ibr+Pbo

n=57
Ibr+Ven

n=44
Median PFS, 

months (95% CI)
46.9

(31.5–NE)
22.2

(12.0– 34.9)
NR

(NE–NE)
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Patients with TP53 mutations 
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60 6648 5442363024181260
Time Since Randomization or First Dose, MonthsPatients at risk

Patients with TP53 mutations

Ibrutinib + Venetoclax Provided Encouraging OS in 
Patients With TP53 Mutations

Total Pooled Population With TP53 Mutations

Patients with TP53 mutations
n=74

Median OS, months (95% CI) 47.1 (30.6–NE)

Setting Regimen n OS

R/R Ibrutinib + venetoclax1

Venetoclax2
11

NA
Median 1.28 years
Median 9.4 months

1L Zanubrutinib + venetoclax + obinutuzumab3 25 16-month rate: 87%

NA, not available; OS, overall survival.
1Handunnetti SM (personal communication, May 21, 2024). 2Eyre T et al. Haematologica. 2019;104:e68-e71. 3Kumar A et al. Blood. 2023; 142(Suppl 1):738-738.
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54 60 664842363024181260

5 1 0131821242629313645

Time Since Randomization or First Dose, Months

4 2 091012131517232737

0 0 0000101924242729

Ibr+Ven R/R

Ibr+Pbo R/R

Ibr + Ven 1L

Patients at risk
Ibr+Ven R/R

Ibr+Ven 1L

Ibr+Pbo R/R

OS Benefit With Ibrutinib + Venetoclax in Patients With 
and Without TP53 Mutations

Patients With TP53 Mutations Patients Without TP53 Mutations
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O
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 %

54 60 72664842363024181260

15 4 03294142505559626875

12 1 00243031323639465057

0 0 00001233539414344

Time Since Randomization or First Dose, Months

Ibr+Ven R/R

Ibr+Pbo R/R

Ibr + Ven 1L

R/R 1L
Ibr+Ven

n=45
Ibr+Pbo

n=37
Ibr+Ven

n=29
Median OS, 

months (95% CI)
35.0

(14.1–NE)
15.4 

(10.9–38.5)
NE

(30.6–NE)

R/R 1L
Ibr+Ven

n=75
Ibr+Pbo

n=57
Ibr+Ven

n=44
Median OS, 

months (95% CI)
NE

(34.5–NE)
52.6

(24.6–NE)
NE

(NE–NE)
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Ibrutinib + Venetoclax Provided High MRD-Negative Remission 
Rates in Patients With CR Regardless of TP53 Mutation Status

• At baseline, ~50% had detectable MCL cells in peripheral blood or bone marrow by 8-color flow cytometry
• Among MRD-evaluable patientsa who achieved a CR, MRD-negative remission ratesb with ibrutinib + venetoclax were similar 

for patients with and without TP53 mutations

75%
(43–95)

60% 
(26–88)

70%
(35–93)

67%
(22–96)

73%
(50–89)

63%
(35–85)

82%
(57–96)

60%
(32–84)

76%
(53–92)

67%
(35–90)

79%
(63–90)

63%
(42–81)
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With TP53 mutations

Without TP53 mutations

Ibrutinib + venetoclax-treated patients 
who achieved CR

R/R 
(n=85)

1L 
(n=54)

Total pooled population 
(n=139)

MRD evaluable PB (n=38) BM (n=31) PB (n=34) BM (n=22) PB (n=72) BM (n=53)
TP53 mutations With Without With Without With Without With Without With Without With Without
MRD evaluable, na 12 17 10 15 10 21 6 12 22 38 16 27
MRD-negative remission, %b 9 (75) 14 (82) 6 (60) 9 (60) 7 (70) 16 (76) 4 (67) 8 (67) 16 (73) 30 (79) 10 (63) 17 (63)

BM, bone marrow; MRD, minimal residual disease; PB, peripheral blood. Threshold for MRD negativity of <0.05% MCL cells.
aPositive at baseline and post-baseline sample available. bMRD-negative remission was defined as MRD negative at documented CR and at confirmatory sample collected 12 weeks later.
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AE, n (%) R/R
n=45

1L
n=29

Total
n=74

Most frequent any-grade AEsb

Diarrhea
Neutropenia
Fatigue
Nausea
Thrombocytopenia
Anemia
COVID-19
Vomiting
Hypomagnesemia
Pyrexia

34 (76)
18 (40)
13 (29)
16 (36)
15 (33)
13 (29)
7 (16)
9 (20)
6 (13)
6 (13)

15 (52)
9 (31)
12 (41)
9 (31)
7 (24)
8 (28)
11 (38)
8 (28)
9 (31)
9 (31)

49 (66)
27 (36)
25 (34)
25 (34)
22 (30)
21 (28)
18 (24)
17 (23)
15 (20)
15 (20)

Most frequent grade ≥3 AEsc

Neutropenia
Anemia
Thrombocytopenia

17 (38)
8 (18)
9 (20)

7 (24)
3 (10)
2 (7)

24 (32)
11 (15)
11 (15)

Tumor lysis syndrome
Laboratory
Clinical

2 (4)
0

3 (10)
0

5 (7)
0

AE, n (%) R/R
n=45

1L
n=29

Total
n=74

Grade ≥3 AEs 37 (82) 22 (76) 59 (80)

Serious AEs 26 (58) 15 (52) 41 (55)

AEs leading to discontinuation
Ibrutinib only
Venetoclax only
Both

15 (33)
4 (9)
2 (4)

9 (20)

7 (24)
3 (10)

0
4 (14)

22 (30)
7 (9)
2 (3)

13 (18)

AEs leading to dose reduction
Ibrutinib only
Venetoclax only
Both

20 (44)
9 (20)
6 (13)
5 (11)

14 (48)
5 (17)
3 (10)
6 (21)

34 (46)
14 (19)
9 (12)
11 (15)

AEs leading to death
Ibrutinib relateda 
Venetoclax relateda

6 (13)
1 (2)

0

5 (17)
0
0

11 (15)
1 (1)
0

Safety in Patients With TP53 Mutations was Consistent 
With Known Safety Profiles of Ibrutinib and Venetoclax

aPer investigator opinion. bOccurring in ≥20% of patients in the total population. cOccurring in ≥10% of patients in the total population. 
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Conclusions

• This study represents the largest single-study cohort of patients with MCL and TP53 mutations reported to 
date (n=74; R/R, n=45; 1L, n=29) 

• Ibrutinib + venetoclax demonstrated promising efficacy with high CR rates and durable remissions in patients 
with MCL and TP53 mutations

• The safety profile of ibrutinib + venetoclax in patients with TP53 mutations was consistent with the safety 
profile in the overall study and with the known safety profile of each agent

• These results are encouraging in light of the poor responses and shorter survival outcomes with standard 
chemoimmunotherapy in patients with MCL and TP53 mutations
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