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OBJECTIVE
To describe the effect of ibrutinib dose reduction (DR) on duration of 
treatment (DOT) and time to next treatment (TTNT) versus first-line 

(1L) single-agent acalabrutinib

CONCLUSIONS
Patients with chronic lymphocytic leukemia/small lymphocytic 
lymphoma (CLL/SLL) who received 1L single-agent ibrutinib 
with a subsequent DR had numerically longer DOT and TTNT 
than patients who received 1L single-agent acalabrutinib

This real-world analysis suggests that treatment outcomes in 
patients with CLL/SLL receiving ibrutinib and undergoing DRs 
are not inferior to outcomes in patients receiving acalabrutinib

• Ibrutinib, a once-daily covalent Bruton
tyrosine kinase inhibitor (BTKi) approved
for the treatment of chronic lymphocytic
leukemia/small lymphocytic lymphoma
(CLL/SLL), has demonstrated significant
improvements in overall survival and
progression-free-survival in clinical trials1-6

and offers the most flexibility for dose
adjustments of any BTKi while maintaining
efficacy7-12

• Longer time to next treatment (TTNT)13

and lower or similar healthcare resource
utilization (HRU) and costs14 have been
reported for ibrutinib versus acalabrutinib,
a twice-daily covalent BTKi

• While real-world evidence in patients with
CLL/SLL demonstrates similar efficacy
between those treated with or without an
ibrutinib dose reduction (DR),8-12 treatment
outcomes associated with ibrutinib DR
have not been compared with outcomes
associated with acalabrutinib in first-line
(1L) settings

Mean Time Between 1L Therapy Initiation and End 
of Follow-Up and Mean Time From Index Date to 

End of Follow-Up Were Both Longer in the Ibrutinib 
DR Cohort

Ibrutinib DR
N=44

Acalabrutinib
N=171

Time between 1L therapy initiation 
and end of follow-up,a mean ± SD 
[median], days

592.2 ± 282.5 
[645.5]

388.3 ± 241.3 
[326.0]

Time from 1L therapy initiation to 
index, mean ± SD [median], days

167.2 ± 145.3 
[125.0]

167.1 ± 159.0 
[112.0]

Time from index to end of follow-up, 
mean ± SD [median], days

425.0 ± 266.3 
[429.0]

221.2 ± 197.1 
[158.0]

SD, standard deviation.
aEnd of follow-up was equal to the end of continuous eligibility and/or end of data availability.

• Among 286 patients who initiated 1L single-agent ibrutinib at 420 mg/day, 44 (15%)
had a DR; 171 patients initiated 1L single-agent acalabrutinib (Supplementary
Figure 1)

• A total of 16 (37%) and 60 (35%) patients discontinued treatment in the ibrutinib DR
and acalabrutinib cohorts, respectively
̶ Median DOT was not reached in the ibrutinib DR cohort and was 9.5 months in the 

acalabrutinib cohort 
• A total of 7 (16%) and 29 (17%) patients in the ibrutinib DR and acalabrutinib cohorts

received a next treatment, respectively
̶ Among these patients, 4 (51%) and 19 (65%) switched to a BTKi regimen in the 

ibrutinib DR and acalabrutinib cohorts, respectively
̶ Median TTNT was not reached in either cohort 

LIMITATIONS
• Claims data may contain omissions and inaccuracies, but these were expected to

equally affect all cohorts and, thus, should not impact conclusions
• A claim for a medication did not necessarily indicate its use
• In the ibrutinib cohort, reasons for DR and for discontinuing or switching treatment

were not available in the database
• Although a ≥12-month washout period for antineoplastic agents prior to the initiation

of 1L therapy was used, patients previously receiving regimens with fixed durations
may have had a treatment-free interval lasting >12 months; therefore, second-line
therapy may have been misclassified as 1L therapy in the current study

• All patients in the current study had Medicare Advantage coverage; thus, results may
not be generalizable to patients with other types of insurance (eg, commercial or
Medicaid) or uninsured patients

• Residual confounding may remain due to unobserved confounders

Baselinea Characteristics  
Were Well-Balanced After IPTW 

Ibrutinib DR
N=44

Acalabrutinib
N=171

Standardized 
Difference (%)

Age, mean ± SD [median], 
years 76.9 ± 8.9 [76.0] 76.6 ± 10.3 [75.0] 3

Female, n (%) 18 (42) 66 (39) 7

Region, n (%)

South 24 (54) 104 (61) 14

Midwest 12 (28) 41 (24) 10

West 7 (15) 17 (10) 16

Northeast 1 (2) 8 (5) 14

Race, n (%)

White 33 (75) 122 (71) 9

Black 4 (9) 13 (8) 6

Unknown 7 (16) 36 (21) 14

Insurance plan type, n (%)

Medicare Advantage 44 (100) 171 (100) 0

Year of initiation of 1L therapy, n (%)

2019 3 (6) 1 (1) 31

2020 28 (63) 27 (16) 111

2021 9 (20) 64 (37) 40

2022 5 (12) 66 (39) 66

2023 0 (0) 13 (8) 41

Quan-CCI, mean ± SD 
[median] 4.6 ± 2.4 [4.0] 4.5 ± 2.5 [4.0] 3

Comorbidities, n (%)

Hypertension 35 (79) 130 (76) 7

Atrial fibrillation 8 (19) 29 (17) 5

Hypothyroidism 10 (22) 39 (23) 2

Renal failure 11 (25) 38 (22) 5

Fatigue 14 (32) 58 (34) 4

Musculoskeletal pain 19 (44) 72 (42) 3

Any mental comorbidities 
(based on DSM-V), n (%) 22 (50) 84 (49) 0

Use of antihypertensives, 
n (%) 13 (30) 47 (27) 6

aBaseline characteristics were evaluated during the 12-month period preceding the initiation of 1L therapy.

DOT and TTNT Were Numerically Longer in the 
Ibrutinib DR Cohort Versus the Acalabrutinib Cohort
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NR, not reached.
aIn addition to the cohort indicator, Cox models were adjusted for the year of initiation of 1L therapy.
bPatients without an event were censored at the end of their continuous health insurance eligibility or the end of 
data availability.

RESULTS

Data Source
• Data included information on medical and pharmacy claims for >20

million beneficiaries obtained from a large US claims database that
included all census regions in the United States (November 21,
2018–June 30, 2023)

• Data were de-identified and comply with the Health Insurance
Portability and Accountability Act

Study Design and Population
• Patients included previously untreated adults with CLL/SLL who

initiated 1L single-agent ibrutinib or 1L single-agent acalabrutinib on
or after November 21, 2019 (ie, acalabrutinib approval date)

• 2 cohorts were analyzed
̶ Patients who initiated 1L single-agent ibrutinib at a starting dose 

of 420 mg/day and had a subsequent DR during 1L therapy
̶ Patients who initiated 1L single-agent acalabrutinib

• The identification of 1L treatment was ascertained based on a
washout period of ≥12 months (baseline period) without the use of
any antineoplastic agents

• For the ibrutinib cohort, the index date was defined as the date of
DR; for the acalabrutinib cohort, the index date was imputed after
the initiation of 1L treatment so that it replicated the distribution of
time between 1L initiation and DR observed in the ibrutinib cohort

Study Design Scheme

First day of continuous
insurance eligibility

12-month baseline
and washout period

First CLL/SLL
diagnosis

Initiation of 1L
ibrutinib

Index date:
Date of DR

Ibrutinib DR cohort End of observation period:
End of continuous insurance

eligibility or end of data
availability

Evaluation of outcomes 
(DOT and TTNT)

First day of continuous
insurance eligibility

12-month baseline
and washout period

First CLL/SLL
diagnosis

Initiation of 1L
acalabrutinib

Index date:
Imputed

Acalabrutinib cohort End of observation period:
End of continuous insurance

eligibility or end of data
availability

Evaluation of outcomes 
(DOT and TTNT)

DOT, duration of treatment.

Study Outcomes
• DOT was defined as the time from the index date to the last day

of supply before a >90-day gap in consecutive days of supply or
initiation of a next line of therapy

• TTNT was defined as time from index date to the initiation of a next line
of therapy or re-initiation of the same treatment after a gap of >90 days

• Patients without an event were censored at the end of their
continuous health insurance eligibility or the end of data availability

Statistical Analysis 
• Inverse probability of treatment weighting (IPTW) was used to

balance cohorts
̶ Weights were based on the propensity score, which was 

estimated using a logistic regression model
̶ The following baseline characteristics were adjusted for in 

the logistic regression model: age, sex, race, Quan-Charlson 
Comorbidity Index (Quan-CCI), hypertension, atrial fibrillation, 
hypothyroidism, renal failure, any mental comorbidities (based 
on Diagnostic and Statistical Manual of Mental Disorders, Fifth 
Edition [DSM-V]), fatigue/weakness, musculoskeletal pain, use of 
antihypertensives, and HRU; the following characteristics measured 
between 1L initiation and index date were also adjusted for in the 
logistic regression model: number of incident clinical events and 
type of clinical event (ie, cardiovascular or noncardiovascular) 

• Baseline characteristics were reported descriptively after
applying IPTW. Standardized differences were used to compare
characteristics between cohorts (characteristics with differences of
<10% were considered similar15)

• DOT and TTNT were compared between cohorts using IPTW
Kaplan-Meier curves and Cox proportional hazards models; Cox
models were additionally adjusted for the year of initiation of 1L
therapy (to account for differences in follow-up and remaining
imbalance after applying IPTW)

INTRODUCTION METHODS

1. Burger JA et al. N Engl J Med. 2015;373:2425–2437.
2. Byrd JC et al. N Engl J Med. 2014;371:213–223.
3. Fraser G et al. Leukemia. 2019;33:969–980.
4. Moreno C et al. Lancet Oncol. 2019;20:43–56.
5. Shanafelt TD et al. N Engl J Med. 2019;381:432–443.
6. Woyach JA et al. N Engl J Med. 2018;379:2517–2528.
7. Woyach JA et al. Cancers (Basel). 2023;15:507.
8. Akhtar OS et al. Leuk Lymphoma. 2019;60:1650–1655.

9. Ghosh N et al. Blood. 2023;142(suppl 1). Abstract 270.
10. Ghosh N et al. Blood. 2023;142(suppl 1). Abstract 1915.
11. Rogers KA et al. J Clin Oncol. 2023;41(16_suppl). Abstract

7537.
12. Shadman M et al. HemaSphere. 2023;7(S3):e24922b0.
13. Jacobs R et al. Future Oncol. 2024;20(1):39–53.
14. Rogers KA et al. Value Health. 2023;26(12):S63.
15. Austin PC. Stat Med. 2009;28:3083–3107.

References

AbbVie funded this study and participated in the study design, research, 
analysis, data collection, interpretation of data, and the review and approval of 
the publication. All authors had access to relevant data and participated in the 
drafting, review, and approval of this publication. No honoraria or payments 
were made for authorship. Medical writing support was provided by Analysis 
Group and Dimakatso Senthebane, PhD, and was funded by AbbVie.

MS: employment and stock ownership from Bristol Myers Squibb; consulting 
or advisory role at AbbVie, ADC Therapeutics, AstraZeneca, BeiGene, Bristol 
Myers Squibb, Eli Lilly, Fate Therapeutics, Genentech, Genmab, Kite, MEI 
Pharma, MorphoSys/Incyte, Mustang Bio, Regeneron, and Pharmacyclics 
LLC, an AbbVie Company; research funding from AbbVie, AstraZeneca, 
BeiGene, Bristol Myers Squibb, Genentech, Genmab, MorphoSys/Incyte, 
Mustang Bio, TG Therapeutics, Vincerx, and Pharmacyclics LLC, an AbbVie 
Company. SK, CA, ZM, SB, and CS: employment and stock ownership at 
AbbVie. BPS: employment at AbbVie; stock ownership at AbbVie and Jazz 
Pharmaceuticals. PG: research funding from AbbVie, Janssen, Xenon, and 
Pharmacyclics LLC, an AbbVie Company. AMM: research funding from 
AbbVie, Actelion (part of the Janssen Pharmaceutical Companies of Johnson 
& Johnson), Bristol Myers Squibb, Daiichi-Sankyo, Janssen, Novartis, 
and Pharmacyclics LLC, an AbbVie Company. MHL: research funding 
from an AbbVie Company, AbbVie, GSK, Janssen, Petal, Pfizer, Xenon, 
and Pharmacyclics LLC, an AbbVie Company. BE: research funding from 
AbbVie, Glaxo Smith Kline, Janssen, Merck, Pfizer, Pharmacyclics LLC, an 
AbbVie Company, and Xenon. DMS: consulting or advisory role with AbbVie, 
AstraZeneca, BeiGene, Bristol Myers Squibb, Celgene, CSL Behring, Eli Lilly, 
Epizyme, Genentech, Innate, and TG Therapeutics; and research funding 
from Arqule, AstraZeneca, Iovance, Merck, MingSight, and Novartis. 

For additional information 
or to obtain a PDF  
of this poster

Scan QR code to download an 
electronic version of this presentation 
and other AbbVie EHA 2024 scientific 
presentations.

QR Code expiration: May 13, 2025

To submit a medical question,  
please visit www.abbviemedinfo.com

Presented at the European Hematology Association (EHA) Hybrid Congress; June 13–16, 2024; Madrid, Spain

P1846

https://www.congresshub.com/
Oncology/EHA2024/Ibrutinib/Shadman

The QR code is intended to provide  
scientific information for individual reference,  
and the information should not be altered  
or reproduced in any way.

This
 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




