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Topical tranexamic acid for the treatment of epistaxis
in patients using antiplatelet agents
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ABSTRACT

Clinical question: Does the addition of topical tranexamic acid
to anterior nasal packing decrease bleeding in patients with
epistaxis who are taking antiplatelet medications?

Article chosen: Zahed R, Jayazeri M, Naderi A, et al. Topical
tranexamic acid compared with anterior nasal packing for
treatment of epistaxis in patients taking antiplatelet drugs:
randomized controlled trial. Acad Emerg Med 2018;25(3):
261-6.

Objectives: The primary outcome of this randomized
controlled trial was the percentage of patients whose
epistaxis had stopped at 10 minutes from the time of
intervention. Secondary outcomes included the frequency
of epistaxis recurrence at both 24 hours and 7 days,
emergency department length of stay, and patient
satisfaction.

RESUME

Question Clinique: L’adjonction d’‘acide tranexamique
topique au tamponnement nasal antérieur permet-elle de
diminuer les hémorragies chez les patients prenant des
inhibiteurs de |'agrégation plaquettaire et traités pour des
épistaxis?

Article sélectionné: Zahed R, Mousavi Jazayeri MH, Naderi A,
et al. Topical tranexamic acid compared with anterior nasal
packing for treatment of epistaxis in patients taking antiplate-
let drugs: randomized controlled trial. Acad Emerg Med
2018;25(3):261-6.

Objectifs: 1l s’agit d'un essai comparatif avec répartition
aléatoire; I'objectif principal était le pourcentage de
patients chez qui un arrét de I'épistaxis a été observé
10 minutes apres le début de l'intervention. Les objectifs
secondaires comprenaient la fréquence des nouvelles épis-
taxis au bout de 24 heures et au bout de 7 jours, la durée de
séjour au service des urgences et le degré de satisfaction des
patients.
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BACKGROUND

Epistaxis is a common emergency department (ED)
presentation with 450,000 presentations to American
EDs yearly and a 60% lifetime risk of epistaxis in the
general population.'”? There are a number of com-
monly used interventions, including the application of
topical vasoconstrictors, silver nitrate cautery or elec-
trocautery for visible bleeding vessels, and anterior
nasal packing (ANP) or application of commercially
available inflatable devices.”

Aspirin (ASA) and clopidogrel are oral antiplatelet
agents that are commonly prescribed for both the pri-
mary and secondary prevention of cardiovascular dis-
ease. The incidence of antiplatelet medication use in
patients referred to otolaryngology (ENT) specialists
for epistaxis management is as high as 37%.’

Tranexamic acid (TXA) is an antifibrinolytic that has
been used in topical forms for the reduction of surgical
bleeding* and has been previously studied in epistaxis
with mixed results. A recent systematic review of the
literature on TXA use in epistaxis concluded that there
is insufficient evidence to support the use of TXA for
the management of epistaxis, though the authors felt
that further research may prove beneficial.’

POPULATION STUDIED

A convenience sample was recruited consisting of
patients presenting to the ED with new acute or
recurrent epistaxis currently taking ASA, clopidogrel, or
both.® There were no age restrictions to enrolment.
Patients were excluded if they could not provide con-
sent or presented with 1) traumatic epistaxis, 2) current
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anticoagulant use, 3) inherited bleeding or platelet
disorders, 4) an international normalized ratio (INR) of
>1.5, 5) vital signs consistent with shock, 6) a visible
bleeding vessel, or 7) had a history of renal disease.

STUDY DESIGN

This study was a two-centre randomized, parallel group
clinical trial. Patients with epistaxis not controlled with
20 minutes of external pressure were randomized in
blocks of two, four, or six and stratified by site. Patients
received either the intervention treatment of topically
applied IV TXA on a 15-cm cotton pledget or usual
care consisting of ANP with tetracycline ointment-
soaked cotton for 3 days. Staff physicians or chief
residents determined cessation of bleeding at 5-minute
intervals by examining the oropharynx and in situ
pledgets or packing for ongoing bleeding, and self-
reported patient assessment of swallowed blood.® Phy-
sicians, patients, and outcome assessors were not blind
to the study interventions. Patients were followed by
phone or in person at 24 hours, and 1 week following

discharge from the ED.

OUTCOME MEASURES

The primary outcome was the proportion of patients
with cessation of bleeding at 10 minutes from treatment
initiation. Secondary outcomes included frequency of
recurrent bleeding assessed by a phone call at 24 hours
and 7 days, ED length of stay, and patient satisfaction
measured by a numeric rating scale (0-10).

RESULTS

During the study timeline, 384 patients were assessed
for eligibility of which 260 met exclusion criteria and
124 were randomized: 62 allocated to ANP; 62 allo-
cated to TXA. All patients received their allocated

TXA for epistaxis treatment

therapy, and none were lost to follow-up. Compared to
patients randomized to ANP, The TXA group had a
higher proportion of patients reporting a history of
epistaxis (53% v. 21%, respectively).

There was a significant difference between the pro-
portion of patients whose bleeding had stopped at
10 minutes between the TXA group and the ANP group.
Of patients receiving TXA, 73 % experienced cessation of
bleeding by 10 minutes compared with 29% in the ANP
group. Median time to cessation of bleeding was shorter,
and rebleeding rates at 7 days after treatment were lower
in the TXA group. Additionally, the proportion of
patients with an ED length of stay<2 hours was
increased in the TXA group. There was no significant
difference in the rates of rebleeding after 24 hours
(Table 1). There were no complications.

COMMENTARY

This study builds on prior research by the authors on
the use of TXA for the control of anterior epistaxis.’
There are some methodological concerns that affect the
internal validity of this study, as discussed in the
methodology section.

Population

Epistaxis severity was not graded or accounted for in
any way, and the study randomization may have failed
to properly account for this variable. In this study, the
authors did not report the proportion of patients, if any,
on dual antiplatelet therapy, and they did not define
their population of interest with regards to the dosing
or frequency of antiplatelet regimen, nor did they
describe how recent the antiplatelet use must have been
for patients to have been included in the study. These
concerns may have compromised the randomization of
patients in this study and thereby affected the internal
validity.

Table 1. Effects of Tranexamic acid compared with Anterior nasal packing (selected results)

Tranexamic acid

Bleeding cessation <10 minutes (%) 73
Bleeding stop time (min) 10 (10-15)
Time to discharge <2 hours (%) 97
Rebleeding at 24 hours (%) 5
Rebleeding at 1 week (%) 5
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Anterior nasal packing Percentage difference (95% Cl)

29 44 (26-57)
15 (10-20)

13 84 (71-91)
10 5 (-15-5)
21 -16 (-28-4)
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Methodology

Assessment for cessation of bleeding was not well
characterized. In addition to the examination of the
oropharynx and of the blood-soaked pledgets in situ,
subjective patient assessment of ongoing swallowing of
blood was used to determine whether bleeding abated.
Due in part to perceived technical issues secondary to
the physical characteristics of the intervention and the
nature of the assessment techniques mentioned pre-
viously, neither the physicians nor the patients nor the
outcome assessors were blinded in this study. It may
have been possible to use ANP and TXA pledgets that
were physically similar enough to blind the outcome
assessors, thereby reducing the potential for bias in the
assessment of bleeding cessation. Similarly, blinding the
outcome assessors who followed via a telephone follow-
up would have further improved the internal validity of
this study.

WILL THE RESULTS HELP ME CARE FOR MY PATIENTS?

The use of ANP, as described in this study, is not a
therapy typically used as first line for the rapid control
of anterior epistaxis in Canadian EDs. A recent analysis
of outcomes for anterior epistaxis in a Canadian tertiary
care centre found that only 13% of patients underwent
ANP with petroleum gel gauze packing, whereas 26%
were treated with a commercially available nasal tampon,
and several more were treated with commercially
available inflatable packing, or hemostatic agents.® The
described method of ANP may differ from what is
common in Canadian EDs where proprietary inflatable
devices, nasal tampons, or hemostatic agents are more
common and vary from hospital to hospital. Further-
more, the described success rate of ANP of 29% seems
low compared to similar interventions described in the
literature with treatment success rates as high as 60%
to 88% for ANP.>® Lastly, the selection of the primary
end point (proportion with cessation within 10 minutes)
is a key point on which the results of this paper hinge,
and it is not clear from where this number originates.
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Had a different time point been chosen, the results
would have been very different, and we question whe-
ther the proportion of patients with cessation of
bleeding at 10 minutes is a patient-centred and clini-
cally relevant outcome.

CONCLUSIONS

The authors repeated and expanded upon their previous
research by examining the effects of topical application
of intravenous TXA for epistaxis in patients receiving
ASA, clopidogrel, or both. The unblinded nature and
lack of certain key patient demographics affect the
overall validity of this study, and the lack of methodo-
logical clarity would make it difficult to reproduce. This
topic requires further study before it can be recom-
mended in Canadian EDs.
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