Evaluation of Effectiveness and Safety for Non-Valvular Atrial Fibrillation Patients Who Switched from Warfarin
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Warfarin has been shown to decrease the risk of stroke in patients with non-valvular atrial fibrillation (NVAF), but Patient Population Figure 2. Hazard Ratio of Stroke/SE and Major Bleeding for PSM Patients
_ : ) i ing’:2 :
concerns remain regarding adherence and long-term safety, such as risk of bleeding Figure 1 PSM Matched Cohorts Comparator® Reference® Hazard Ratio (95% CI) Bvalue
Direct oral anticoagulants (DOACs) provide a convenient and tolerable alternative to warfarin® Therefore, NVAF After applying the selection criteria, 33,721 NVAF patients who switched from warfarin to a DOAC were retained. Of Apixaban vs. Dabigatran (ref) i
patients that were previously prescribed warfarin may switch to a DOAC over the course of their treatment these patients, most switched to apixaban [16,553 (49.09%)] followed by rivaroxaban [14,430 (42.79%)] and dabigatran (N=2,611vs. N=2,611) |
There is a paucity of real-world studies examining stroke/systemic embolism and major bleeding risks among [2,738 (8.12%)] S”"Ike’;lSE o (1).231 ?;g 8-21 gg-gg’g-gg; ol 8-8?;2
. . . . . ) ) ) ) ) ) ) schemic Stroke . . . .32,0. —— :
NVAF patients who switched from warfarin to a direct oral anticoagulant After applying propensity score matching, there were 2,611 apixaban-dabigatran, 12,165 apixaban-rivaroxaban, and Hemorthagic Stroke 0.32 0.28 1.05 (0.36,3.07) - 0.9356
_ ] 2,672 dabigatran-rivaroxaban pairs Systemic Embolism 0.16 0.09 1.85 (0.34,10.12) : W 0.4767
0 bj eCtlve Table 1 Major Bleeding 3.14 473 0.67 (0.50,0.91) S 0.009
. . . . . . Gastrointestinal Bleedi 1.75 2.97 0.60 (0.40,0.88 - 0.0093
- _ _ _ _ _ _ The mean age of patients was between 70 (dabigatran-rivaroxaban) and 72 (apixaban-rivaroxaban) and patients were | ik _eT :_Ta es ks o A ST (o e 05) - R
Compare the clinical effectiveness and safety outcomes (i.e., stroke/systemic embolism and major bleeding) between I le (>55% for all cohort ntracranial Hemorrhage - - 97(0.46,2.03) . -
- : : generally male (>55% for all cohorts) Other Sites 0.94 117 0.83 (0.47,1.47) —m—— 05218
patients who switched from warfarin to a DOAC - : : . , ' : : ot : '
The mean Deyo-Charlson Comorbidity Index score ranged from 2.8 (apixaban-dabigatran and dabigatran-rivaroxaban) Apixaban vs. Rivaroxaban (ref) :
to 3.2 (apixaban-rivaroxaban) (N=12,165 vs. N=12,165) !
Meth Ods The mean CHA,DS,-VASc score was ~4 for all cohorts and the mean HAS-BLED score was ~2.9 for all cohorts Stroke/SE - 18 2.03 0.88 (0.73,1.07) il 0.1926
_ o o _ o _ Ischemic Stroke 1.5 1.69 0.89 (0.72,1.09) - 0.2545
] . . . . . Patients generally initiated DOAC within 9 days of dlscontlnumg warfarin Hemorrhagic Stroke 0.21 0.27 0.81 (0.47,1.38) — 0.4311
Study Design/Data Source Figure 1. Patient Selection Criteria Systemic Embolism 0.13 011 112 (0.53,2.38) = 0.7727
This pooled study was an Patients with AF diagnosis (ICD-9-CM code of 427.31; ICD-10-CM code 1480-1482, 14891) anytime in the identification period ) . L. . Major Bleeding 3.04 5.03 0.60 (0.52,0.68) I <.0001
obsefvational ret¥ospective A anuary 1, 2012 to March 31, 2019 (MarketScan from January 1, 201 Jine 30, 2018)], ¥+ Table 1. Baseline Characteristics for the PSM DOAC Comparison Cohorts Gastrointestinal Bleeding 162 3.07 0.52 (0.43,0.62) ' <.0001
cohort analysis using data from T — — — Intracranial Hemorrhage 0.55 0.56 0.98 (0.69,1.38) —l— 0.8851
: : i abigatran i ivaroxaban i ivaroxaban Other Sites 0.99 1.65 0.59 (0.46,0.74 - <.0001
four United States commercial Patients with =1 pharmacy claim for warfarin, apixaban, dabigatran, rivaroxaban, or edoxaban during the identification period Apixaban (Reference) STD Apixaban (Reference) STD Dabigatran (Reference) STD B . ( ) :
ClaimS databases: the |BM [date of first prescripion =index date]. Patients could have multiple medications. [N=2,611] [N=2,611] [N=12,165] [N=12,165] [N=2,672] [N=2,672] Dabigatran vs. Rivaroxaban (ref) :
: N=1,952,253 (N=2,672 vs. N=2,672) i
EAarketScan@ Commerecial Age (Mean, SD) 70.6 (12.5) 71.1 (12.5) 381 | 72.2(121) 72.2 (12.2) 006 | 70.8(12.6) 70.4 (12.2) Stroke/SE 1.99 199 1.00 (0.67.1.50) H 0.9913
laims and Encounter : ' ' ' O ! '
Had at least one treatment episode [excludes multiple medications on index date]; Episode ends at the earliest of the following _____- Ischemic Stroke 1.62 1.49 1.08 (068,1 70) —B— 0.7526
Database, the IQVIA scenarios: discontinuation, switch, end of study period, death, end of continuous enrollment. Male 1,542 (59.1%) 1,558 (59.7%) 1.25 6,904 (56.8%) 6,913 (56.8%) 0.15 1,597 (59.8%) 1,557 (58.3%) 3.04 Hemorrhagic Stroke 0.28 0.38 0.70 (026,1 94) » i 0.4945
PharMetrics Plus™ Database, N=1896,779 Female 1,069 (40.9%) 1,053 (40.3%) 125 | 5261 (432%) 5252 (43.2%) 0.5 | 1,075(402%) 1,115 (41.7%) 3.04 Systemic Embolism 0.09 0.19 0.52 (0.10,2.69) R 0.4332
H H ™
the Optum Clinformatics™ Data Gascine sores eans0) || | [ 455 431 101077139 @ osus
Mart, and the Humana Patients age >18 years on the index date and who had continuous health plan enrollment with medical and pharmacy benefits for Deyo-Charlson Comorbidity Index 2.8(2.6) 2.8(2.7) 010 | 32(2.7) 3.2(28) 037 | 2.8(2.6) 2.8(2.6) 0.37 Gastrointestinal Bleeding 2.86 2.6 1.06 (0.75,1.49) —m— 0.7607
Research Database atleast 12 months prior o theindex date (de m:;sa;sea::e ine pericel: No gapin enreliment wasallowed: CHA,DS,-VASC Score 3.8(1.9) 3.9 (1.9) 358 | 4.0(1.9) 4.0 (1.9) 191 | 3.8(19) 3.8(1.9) 2.65 Intracranial Hemorrhage 0.6 0.53 1.08 (0.51,2.29) - 0.8475
Patient Population HAS-BLED Score 2.9 (1.4) 2.8 (1.4) 097 | 29(13) 3.0 (1.4) 073 | 2.8(1.4) 2.8 (1.4) 0.24 Other Sites 1.1 1.53 0.69 (0.41,1.14) —— 0.1459
[ I I [ |
_ Baseline Comorbidity (N, % - /[
The StUdy pOpUIatlon included Patients had =1 medical claim for AF prior to or on the treatment date. - 0 0.5 1 1.5 2
) N1 282 584 Bleeding History 669 (25.6%) 640 (24.5%) 2.56 3,051 (25.1%) 3,041 (25.0%) 0.19 644 (24.1%) 649 (24.3%) 0.44
adult NVAF patients that were =1.282, , _ Favors Comparator Favors Reference
. t ” t t d th f . d Congestive Heart Failure (CHF) 856 (32.8%) 850 (32.6%) 0.49 4,255 (35.0%) 4,244 (34.9%) 0.19 855 (32.0%) 843 (31.5%) 0.96 * incid 100 - red | indi anifi 0.0
Ini _Ia y reaied wi war _arln an . . . — . . —— — Diabetes Mellitus 1,048 (40.1%) 1,064 (40.8%) 1.25 5,005 (41.1%) 5,054 (41.5%) 0.82 1,093 (40.9%) 1,102 (41.2%) 0.68 ”_1CI enpe per . pers.on-ye:_ars, re p-.va ue indicates S.Ign_l Ica_nt at p= ) 5 .
switched to a DOAC (ap|xaban Excluded patients with medical claims indicating a diagnosis or procedure code indicative of rheumatic mitral valvular heart Cl: confidence interval; PSM: propenS|ty score matchlng, SE: systemlc embolism
dabi t . b ! disease or valve replacement procedure during the 12 months prior to or on the treatment date. Hypertension 2,322 (88.9%) 2,306 (88.3%) 1.93 10,837 (89.1%) 10,812 (88.9%) 0.66 2,351 (88.0%) 2,344 (87.7%) 0.80
abigatran, rlvaroxa_ an, or N=1,000,605 Renal Disease 618 (23.7%) 615 (23.6%) 0.27 3,236 (26.6%) 3,277 (26.9%) 0.76 605 (22.6%) 585 (21.9%) 1.80 L L '
edoxaban [Sample size tOO ke/ S ipheral I i 92 (22.79 607 (23.29 3 3,184 (26.29 3 26.19 0.13 603 (22.69 603 (22.69 0.00 leltatlons
Sma” for further anaIySiS]) Wlthln Excluded patients with medical claims indicating pregnancy during the study period Non-stroke/ SE Peripheral Vascular Disease 592 (22.7%) 7 (23.2%) -7 (184(26.2%) 477 (26.4%) ! (22.6%) (22.6%) -
90 days of their warfarin N=983,270 :”e_m'a and Coagulation Defects 832(31.9%) | [766/(29.3%) T [1549 ) 4,159 (34‘2:4) 20 (32‘6:@ 329 | 767(287%)  807(30.2%) 328 As with other retrospective observational studies, causal relationships cannot be determined between the
= ) eripheral Artery Disease 552 (21.1%) 599 (22.9%) 434 2,996 (24.6%) 3,066 (25.2%) 1.33 596 (22.3%) 583 (21.8%) 1.17 exposures and outcomes of interest
prescrlptlon endlng Excluded patients with a diagnosis of VTE during the 12 months prior to or on the treatment date, with a diagnosis of transient AF Coronary Artery Disease LIS 2 8% LATSI(826%] et 3,301 (43.6%) 3,231 (43.0%] e RO el A (25 — . . - - -
Fu” inclusion and exclusion timeduringthe 12 m[)nthspri[}rt[)Dronthetreatmentﬁate, andthgsswrth hip‘fkneerepla[;ementsurgewwithinﬁweeksprigr _—_—_- Potentlal reS|dua| Confounders, SUCh aS Over'the'counter aSpIrIn Use, Serum Creat|n|ne/0reat|n|ne Clearance, and
to the treatment date. H H H H H
criteria are shown in Figure 1 Nega1 836 Stroke/SE Hospitalization 165 (6.3%) 168 (6.4%) 047 | 652 (5.4%) 640 (5.3%) 044 | 165 (6.2%) 150 (5.6%) 538 laboratory values, were unavailable in our data and potentially could have resulted in bias
Study Out Major Bleed Hospitalization 112 (4.3%) 116 (4.4%) 075 | 489(4.0%) 461 (3.8%) 119 | 112 (4.2%) 114 (4.3%) 0.37 Medications were based on pharmacy fills and we were unable to determine if a patient took their medication as
y Outcomes :
Excluded patiens with ollow-up=0; inalnumber of NVAF patints Baseline Warfarin Means0) | | | | | | | prescribed

Stroke/Systemic Embolism (SE) N=841,836

Days Between Warfarin Discontinuation and

DOAC Initiati 8.7 (17.6) 7.4 (16.9) 748 | 89(17.9) 7.5 (16.6) 783 | 7.3(16.8) 6.9 (15.7) 2.35 Since ICD, current procedural terminology, and healthcare common procedure coding system codes were used
nitation

to identify the diagnoses and procedures, there is the potential of human data entry errors

Identified during follow-up
period using hospital claims that

included an ICD-9/10-CM DOAC: direct oral anticoagulant; SD: standard deviation; SE: systemic embolism; STD: standardized difference -
dlagnOSIS COde for Stro ke/SE In Pooled Cohorts: Apixaban=16,553 Dabigatran=2,738 Edoxaban=87 Rivaroxaban=14,430 C o n CI u s I O n

Patients with a DOAC episode within 90 days following warfarin episode*.
N=33,808

Length of Warfarin Therapy 179.1 (209.0) 180.1 (210.2) 0.45 229.6 (264.6) 227.3 (266.2) 0.86 176.1 (204.6) 175.8 (200.4) 0.16

the primary pOSitiOﬂ PSM Matched Cohorts: Apixaban-Dabigatran=2,611 Apixaban-Rivaroxaban=12,165 Dabigatran-Rivaroxaban=2,672

The first Stro_k_e/SE e_Vent was AF: atrial fibrillation; DOAC: direct oral anticoagulant; OAC: oral anticoagulant; Study Outcomes E:sal;t:: ?;:E:ﬁlsfe?:d n::js(:;i?;::tg?f;’::ed B0 e IR (G0 OSBRSS 2

further classified as ischemic NVAF: non-valvular atrial fibrillation; PSM: propensity score matching; VTE: Figure 2 y gp

stroke, hemorrhagic stroke, or venous thromboembolism ) . : . . . . Apixaban had lower or similar risk of stroke/SE and lower risk of major bleeding compared to

SE J * Patients were followed from the day after their index date until the earliest of switch Apixaban (vs dabigatran) was associated with a lower risk of stroke/SE (hazard ratio [HR]: 0.61; 95% confidence otF:\er DOACS s 2 >

or discontinuation of DOAC, end of enrollment, death or end of study period interval [Cl]: 0.39-0.96) and major bleeding (HR: 0.67; 95% CI: 0.50-0.91) Th It b ful in heloi linici ke inf d decisi hich DOAC t
ese results may be useful in helping clinicians make informed decisions on whic o
Maijor Bleeding Apixaban (vs rivaroxaban) was associated with a similar risk of stroke/SE (HR: 0.88; 95% CI: 0.73-1.07) and lower risk y pIng

prescribe if a NVAF patient was previously using warfarin, but further research is needed before

of major bleeding (HR: 0.60; 95% Cl- 0.52-0.68) providing any treatment specific recommendations

Identified during follow-up period using hospital claims that included an ICD-9/10-CM diagnosis code for major

bleeding in the primary position There were no significant differences in risk of stroke/SE and major bleeding between dabigatran and rivaroxaban

The first major bleeding event was further classified as gastrointestinal hemorrhage, intracranial hemorrhage,

or major bleeding at other sites References Disclosures
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