Case in Point

Medication-Induced Pruritus From
Direct Oral Anticoagulants

Daniel Nassif, PharmD; Nick Weatherton, PharmD, BCPS, BCACP, BCGP; and Alexandra Nassif, PA-C

Prescribing an antihistamine that is taken at the time of the anticoagulant dose may allow
patients with possible direct oral anticoagulant-associated pruritus to continue therapy.

ruritus is a subjective report of
itching, which can be caused
by dermatologic or systemic
conditions. Pruritus accounts
for about 5% of all skin adverse drug
reactions (ADRs) after administra-
tion.! Mechanisms by which medica-
tion-induced pruritus occurs are still
unknown and have been understud-
ied. Treatment modalities also have
been understudied; however, the un-
derstood method for treatment is ces-
sation of the causative agent.?
Anticoagulants commonly are
used in several conditions, includ-
ing prevention of ischemic cerebro-
vascular accident (CVA) in patients
with atrial fibrillation (AF) as well
as for the treatment and preven-
tion of deep vein thrombosis (DVT)
and pulmonary embolism (PE).?
Traditionally, warfarin was the gold
standard anticoagulant. With the
relatively recent approval of several
direct oral anticoagulants (DOACs),
such as rivaroxaban, apixaban, and
dabigatran, the landscape of antico-
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agulation is changing. One benefit of
using DOACs as opposed to warfarin
is that they often require less frequent
laboratory monitoring. However, rare
ADRs not detected during clinical
trials have appeared following drug
approval.?

In a VA anticoagulation clinic that
managed more than 60 patients tak-
ing DOACs, the authors identified
2 cases of pruritus, possibly as-
sociated with DOAC agents. These
2 cases point to a higher incidence
rate than the rate reported in the ri-
varoxaban package insert (2%).” Of
note, pruritus is not mentioned in
the apixaban package insert.®

PATIENT 1 CASE PRESENTATION
Patient 1 was a 69-year-old male with
AF who was switched to rivaroxa-
ban after 5 years of warfarin therapy.
Past medical history included iron
deficiency anemia, hypertension,
type 2 diabetes mellitus, systolic
heart failure, hyperlipidemia, hepatic
steatosis, benign prostatic hyperpla-
sia, and gastroesophageal reflux dis-
ease. The patient reported “itching
all over” soon after initiation of ri-
varoxaban and that the itching was
intolerable and always began 90 to
120 minutes after each dose of rivar-
oxaban with no associated rash.

After about 6 months of treatment
with rivaroxaban, the patient was
switched to apixaban; however, the
pruritus persisted even after the
switch. The onset of itching had
similar timing with regard to the
apixaban doses. When apixaban
was initiated, the patient also was
started on amiodarone and tamsulo-
sin. A full pharmacotherapy review
of the patient’s medication list for
the incidence of pruritus was con-
ducted. Regarding amiodarone and
tamsulosin, incidence of pruritus
was < 1%.7® Neither agent had yet
been started during the rivaroxaban
therapy; therefore, it was unlikely
that either of these 2 medications
were the causative agent of the pru-
ritic ADR.

In response to the itching, the
patient was given diphenhydramine
25 mg twice daily, taken with each
dose of apixaban. Shortly thereafter,
the patient reported that diphen-
hydramine lessened the severity of
the pruritus. He was switched to
loratadine 10 mg twice daily with
each dose of apixaban, to avoid
drowsiness as well as the increased
anticholinergic ADRs of first-
generation antihistamines. The pa-
tient reported that the itching was
tolerable.
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PATIENT 2 CASE PRESENTATION
Patient 2 was a 63-year-old male
with AF and hypertension who
was initially started on rivaroxaban
and reported pruritus after about
1 month. Despite the uncomfortable
itch, the patient elected to continue
therapy and began diphenhydramine
25 mg daily with each dose of riva-
roxaban. Diphenhydramine seemed
to improve the pruritus but did not
completely alleviate it. While on riva-
roxaban, the patient experienced an
acute drop in hemoglobin; however,
no source of bleeding was found. Al-
though the pruritus was largely re-
solved, he was switched to apixaban
due to its favorable bleeding profile.’
The patient continued to have pru-
ritus on apixaban; however, he re-
ported that pruritus was less severe
than it had been while taking rivar-
oxaban. The patient restarted on di-
phenhydramine twice daily with each
dose of apixaban and reported cessa-
tion of pruritus.

DISCUSSION

After observing both cases in rela-
tion to the timing between the ad-
ministration of a DOAC and onset
of pruritus, it seemed likely that the
causative agent could be the DOAC.
A Naranjo Nomogram was used
to determine the likeliness of each

drug to be the causative agent of the
ADR.!° This nomogram is scaled
from a low score of -4 to a high score
of 13. Patients 1 and 2 had a score
of 4, which is reflective of a possible
ADR (score 1-4). Using the nomo-
gram as well as the subjective infor-
mation provided by the patients, it
is reasonable to conclude that the
pruritus was possibly associated with
the use of the DOACs. Nonadher-
ence to anticoagulants may lead to
potentially fatal adverse outcomes,
such as stroke. Medication-associated
pruritus could lead to medication
nonadherence if left unaddressed. It
is notable that prescribing an antihis-
tamine that is taken at the time of the
anticoagulant dose allowed these pa-
tients with possible DOAC-associated
pruritus to continue therapy with the
selected anticoagulant. Further re-
search on this topic is needed. @
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