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Study description
This study is an opportunity for Boehringer Ingelheim Pharmaceuticals Inc. to
collaborate with Humana to conduct comparative safety and effectiveness
studies of dabigatran and warfarin using real world data from Humana's health
plan operations.
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Study timelines
Date when funding contract was signed
Planned: 31/05/2013
Actual: 31/05/2013

Study start date
Planned: 22/01/2014
Actual: 28/10/2014

Date of final study report
Planned: 29/04/2016
Actual: 09/03/2017
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Boehringer Ingelheim Pharmaceuticals, Inc
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1160.192

Was the study required by a regulatory body?
No

Is the study required by a Risk Management Plan (RMP)?
Not applicable

Study topic:
Human medicinal product

Study type:
Non-interventional study

Scope of the study:
Effectiveness study (incl. comparative)
Safety study (incl. comparative)
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Data collection methods:
Primary data collection

Main study objective:
To assess the safety and effectiveness of dabigatran and warfarin in patients
diagnosed with non-valvular atrial fibrillation in the Humana population.

Non-interventional study design
Cohort

Study Design

Medicinal product name
PRADAXA

Study drug International non-proprietary name (INN) or common name
DABIGATRAN ETEXILATE
WARFARIN SODIUM

Anatomical Therapeutic Chemical (ATC) code
(B01AE07) dabigatran etexilate
dabigatran etexilate
(B01AA03) warfarin
warfarin

Medical condition to be studied
Atrial fibrillation

Study drug and medical condition

Population studied

https://www.ema.europa.eu/en/medicines/human/EPAR/pradaxa


Short description of the study population
Atrial Fibrillation Patient Population

Age groups
Adults (18 to < 46 years)
Adults (46 to < 65 years)
Adults (65 to < 75 years)
Adults (75 to < 85 years)
Adults (85 years and over)

Estimated number of subjects
28.000

Setting
A claims based analysis of existing data was conducted using the Humana
database.

Comparators
Warfarin

Outcomes
Stroke (hemorrhagic, ischemic, uncertain classification) measured as a
dichotomous outcome. Major hemorrhage, the occurrence of any one or more of
the hemorrhagic events listed below in the follow up period measured as a
dichotomous outcome, Hemorrhagic stroke, Major intracranial bleeding, Major
extracranial bleeding, Major GI bleeding, Major upper GI bleeding, Major lower
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GI bleeding, Major urogenital bleeding, Major other bleeding, TIA, MI, VTE (DVT
or PE), DVT, PE, Death (all-cause)emic stroke

Data analysis plan
To account for potential selection bias, the study cohorts (dabigatran and
warfarin) will be matched on their baseline characteristics using the propensity
score matching (PSM) method, and to account for the length of diagnosis, an
additional characteristic named, “Duration of AF” will be used. o compare the
occurrence of primary outcomes and secondary outcomes between dabigatran
and warfarin cohorts, time to event will be investigated using non-parametric
Kaplan-Meier (KM) survival analyses. Cox proportional hazards models will be
implemented to evaluate the association between time to event and OAC
treatment while adjusting for appropriate covariates if the propensity score
matching leaves imbalance between the groups.

Summary results
Safety and efficacy of dabigatran compared to warfarin in treatment of patients
with NVAF have been studied previously.
The RE-LY trial found that dabigatran administered at a dose of 110 mg twice
daily was associated with similar rates of stroke and systemic embolism as
warfarin, as well as lower rates of major bleeding (P09-11669). However, the
150 mg dose of dabigatran was associated with lower rates of stroke and
systemic embolism, but
similar rates of major bleeding compared to warfarin (P09-11669). In a
retrospective database study of Medicare patients, Graham et al (2014) found
that dabigatran was associated with lower risk of intracranial bleeding and
death compared with warfarin (P14-15648). However, Graham et al also found
lower risks for ischemic stroke and increased risk of major gastrointestinal
haemorrhage associated with dabigatran compared to warfarin. In another
retrospective study using the US Department of Defense database, Villines et al



found lower risks for stroke, major bleeding, major intracranial bleeding,
urogenital and other bleeding, and death in the dabigatran cohort
compared to warfarin cohort (P15-10687). However, Villines et al found a higher
risk for major lower GI bleeding in the dabigatran cohort compared to the
warfarin cohort (P15-10687).
Seeger et al (2016) conducted a retrospective study comparing dabigatran and
warfarin using commercial health insurance databases (P15-10670). They found
a lower risk of major haemorrhage with dabigatran compared to warfarin, which
is comparable with our study. Seeger et al also found a lower risk of stroke with
dabigatran compared to warfarin.
Overall, the results of this study are in agreement with previous studies that
demonstrate improved safety outcomes, e.g. major bleeding, hemorrhagic
stroke etc, and similar efficacy outcomes, e.g. ischemic stroke, in NVAF patients
treated with dabigatran compared to warfarin.
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Data source(s), other
Comprehensive Health Insights Inc United States
Humana database

Data sources (types)
Administrative healthcare records (e.g., claims)

CDM mapping
No

Use of a Common Data Model (CDM)

Check conformance
Unknown

Check completeness
Unknown

Check stability
Unknown

Check logical consistency
Unknown

Data quality specifications

Data characterisation conducted

Data characterisation

https://catalogues.ema.europa.eu/taxonomy/term/54036


No


