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RESULTS

BACKGROUND

= Cutaneous small vessel vasculitis (CSVV) was identified as a
safety signal among patients treated with Non-Vitamin K Oral
Anticoagulants (NOACS).

= CSVV is a form of vasculitis defined as a single organ, skin
Isolated small vessel vasculitis or angiitis often leukocytoclastic
vasculitis without apparent systemic vasculitis or glomerulonephritis.

OBJECTIVE

= To determine the crude incidence rate of CSVV among new
users of a NOAC, warfarin, or allopurinol (both labeled for
vasculitis) among patients with Atrial Fibrillation (Afib) in the
Sentinel System (https://www.sentinelinitiative.org).

METHODS

= We identified patients 21+ years diagnosed with Afib, with at least
six months of continuous medical and drug coverage between
October 19, 2010 and December 31, 2018.

Of these, patients were eligible if they newly initiated NOACSs,
warfarin, or allopurinol, and did not have any of the following In
the 183 days prior to initiating treatment (index date): prior CSVV
diagnosis, a dispensing of the other study drugs, select
autoimmune disease or autoimmune medications, any cancer
diagnoses or treatment, kidney dialysis or transplant, alternative
anticoagulation indications, or an institutional (skilled nursing
home, hospice, hospital) stay. (Figure 1)

New users were followed from the day after treatment initiation
until a CSVV outcome, death, disenrollment, end of study period,
end of exposure period, or dispensing of the other study drugs.
Study outcome was defined as outpatient CSVV diagnoses
followed by a dispensing of oral or topical prednisone,
prednisolone, or select oral or topical steroid treatments within 90
days.

—lagure 1: Studv Desian Diaagram

Cohort Design: New
Users of Study Drug

Cohort entry date

10 /19 /2010 First valid exp;sureotu Study Drug 12 /3 1 /2013
ay

Enrollment requirement Pre-index: [-183, 0]

Censor episode at first
evidence of;
] |

Medical & Drug Coverage

Allowed coverage gap

Death, DP end dat
Atrial Fibrillation: [-183, 0] eath, DP end date, Query

end date, Disenrollment, Any
- : :
Criteria A—I: [-183, 0] dispensing of other study

Inclusion criteria®

Exclusion criteria®*

Exposure washout

Capture evidence of specified Outcome
Episode length is based on days’ supply

Episode length

Episode gap
Episode extension

I

*¥Exclusion Criteria ¥¥¥Covariates:

A: CSWV F: Anticoagulant alternative indication |: Charlson Comorbidity score  V: Bacterial infection IX: Psychoactive drug

B: Autoimmune disorder G: Steroid medication II: Autoimmune disease VI: Anti-infectives medication X:Cardiovascular/diuretic/thiazide

C: Anticoagulant alternative indication H: Prednisone/Prednisolone/methylprednisolone IIl: Hematological blood disorder VII: Cancer chemotherapeutic and adjuvants XI: Beta-adrenergic receptor
D: Kidney transplant or dialysis I: Cancer diagnasis or treatment IV: Viral infection VIII: Nonsteroidal anti-inflammatory drugs ~ XII: Anticonvulsants

E: Any other study drug J: Institutional Stay (day of index) XIll: Healthcare Utilization

Patients were eligible if they newly initiated NOACs, warfarin, or allopurinol, and did not have any of the
exclusion criteria in the 183 days prior to initiating treatment.

= We identified 824,515 NOAC new users (mean age = SD: 74.2 £ 9.7
years), 679,363 warfarin new users (mean age + SD: 75.6 £ 9.8
years), and 59,369 allopurinol new users (mean age + SD: 75.9 £ 9.6

years). (Table 1)

= Baseline patient characteristics were similar in the NOAC and warfarin
new user groups while allopurinol new users had a slightly higher
prevalence of autoimmune diseases, hematologic blood disorders,
and cardiovascular medications. (Table 1)

= The crude CSVV incidence rate (events per 10,000 person-years at
risk) for NOAC, warfarin, and allopurinol new users were 4.05, 3.23,

5.24 respectively. (Table 2)

Table 1. Baseline Characteristics of Study Cohort

NOAC
New Warfarin | Allopurinol
Users |New Users|New Users

Number of unique patients 824,515 | 679,363 59,369

Demographics:

Mean Age (Years) /4.2 /5.6 /5.9
21-64 years 15.3% 12.2% 13.6%
65-74 years 36.1% 32.6% 31.8%
/5-84 years 32.9% 36.8% 32.6%
85+ years 15.6% 18.4% 22.1%

Gender
Female 48.4% 48.8% 37.3%
Male 51.6% 51.2% 62.7%

Race
White 74.5% 78.9% 71.4%
Asian 1.5% 1.7% 3.1%
Black or African American 4.7% 4.8% 10.2%
Native Hawalian or Other Pacific
Islander 0.1% 0.2% 0.4%

Recorded History of:

Charlson/Elixhauser Combined

Comorbidity Score 2.6 2.8 4.1
Autoimmune diseases 5.2% 6.0% 8.9%
Hematological blood disorders 19.1% 24.6% 38.0%
Cardiovascular medications and

diuretics 61.7% 67.2% 70.9%
Beta-adrenergic receptor agonists 0.0% 0.0% 0.0%
Anticonvulsants 0.6% 0.9% 0.7%

Table 2. Incidence of CSVV Among New Users of NOAC, Warfarin,

and Allopurinol

Number of Number of |Number of CSVV Event
New Users Years at CSVV Events |[per 10,000
Risk Years at Risk
NOAC 824,515 313,754.5 127 4.05
Warfarin 679,363 244 .445.3 79 3.23
Allopurinol 59,369 21,007.3 11 5.24

DISCUSSION & CONCLUSIONS

of CSVV In new users of warfarin and allopurinol, both of which are labeled for vasculitis.

* |n the Sentinel System, crude incidence rate of CSVV among new users of NOACs was comparable to the crude incidence rate

» Adjusted studies are ongoing to further characterize the risk of CSVV among NOAC users and to evaluate if there Is differential
risk by individual NOACSs.

LIMITATIONS

= We report crude CSVV incidence rates and not adjusted rates.

= Low number of CSVV events over the study period may underpower planned adjusted analyses for NOAC vs. NOAC comparisons,
likely making it more difficult to assess differential risk by individual NOACSs.
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