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Beware of  miconazole – warfarin 
interactions!

Sir,
Nowadays, we commonly come across patients with tinea 
corporis involving extensive areas of the body surface. The 
commonly used topical antifungal miconazole can interact 
with warfarin. Efficacy as well as safety of warfarin, depend 
on the international normalized ratio. Guided by international 
normalized ratio levels, physicians need to modify warfarin 
dosage, factoring in variables like co‑prescribed medications, 
dietary changes, concomitant acute illnesses, liver disease 
and alcohol intake.1,2 Miconazole inhibits CYP2C9 which 
is one of the major cytochrome P450 isozymes of warfarin 
metabolism. This causes decreased warfarin clearance and 
enhancement of its anticoagulant effect.3

The medicines and healthcare products regulatory 
agency  (MHRA) of the United  Kingdom has issued the 
following alert in this regard, advising patients on warfarin, 
against concurrent use of miconazole oral gel. 3 Up to April 13, 
2016, medicines and healthcare products regulatory agency 
received 146 yellow cards that reported possible interactions 
between miconazole and warfarin. One hundred and twenty 
eight (88%) of these reports were regarding the oral gel form 
of miconazole; the reports comprised of raised international 
normalized ratio in 111 (76%) cases, contusion in 21 (14%) 
cases, hematuria in 17 (11%) cases, and epistaxis in 8 (5%) 
cases. International normalized ratio was raised above 10 
in about half of these 146 reports and thus patients were 
at serious risk of a hemorrhagic event  (target international 
normalized ratio range for a long‑term warfarinized patient 
is generally between 2 and 3). The hemorrhagic episode 
resulting from miconazole‑warfarin interaction was fatal in 
three cases.3 Since that article in June 2016, the medicines 
and healthcare products regulatory agency received 25 more 
yellow card reports of miconazole‑warfarin interaction.4

Numerous reports of miconazole oral gel and warfarin 
interactions are succinctly described by Pemberton.5 
Miconazole‑warfarin interactions have also been reported 
with topical use of miconazole on the cutaneous surface and 
the vaginal mucosa [Table 1]. Devaraj et al. have described 
an alarming rise in international normalized ratio from 
a range of ‘2.2 and 3.1’ to 21.4 in an 80‑year‑old man on 
long‑term warfarin, following topical miconazole application 
for 2 weeks on the groins.6 Broos et al. have described four 
patients on coumarin drugs, who had applied miconazole in 
the perianal region, for intertrigo on inframammary area, for 
extensive tinea corporis on the groins and the armpits, with 
the resultant interaction.7

Miconazole‑warfarin interactions following vaginal application 
of miconazole cream have been described.8,9 Application of 

miconazole cream for vaginal candidiasis for 1 week led to an 
international normalized ratio >13 and an intestinal intramural 
hematoma in one of the reports.9 Thirion et  al. have noted 
miconazole‑warfarin interaction with miconazole vaginal 
suppositories. After a 3‑day course of 200  mg miconazole 
vaginal suppositories for yeast infection, the patient who 
was on warfarin, had ecchymosis on the limbs and a rise in 
international normalized ratio to 9.77 from 2.69.10

Apart from miconazole, the potential for interaction exists 
between topical econazole and warfarin. Concomitant 
administration of topical econazole and warfarin has resulted 
in an enhancement of the anticoagulation effect, especially 
when econazole was used on an occluded area, or on a large 
body surface area.Monitoring of international normalized 
ratio and prothrombin time is advisable in such cases.13

Lang et al. described a 79‑year‑old physician, on long‑term 
warfarin therapy, with international normalized ratio stable 
in the range of 1.8 to 3. Within the first week of application 
of econazole nitrate for candidiasis on the groins, he had 
ecchymosis and international normalized ratio had risen to 
12. However, the same patient had previously used topical 
miconazole without a similar effect.11 Enhancement of 
anticoagulation in six patients receiving coumarin and topical 
azoles (econazole [five cases] and bifonazole [one case]) was 
described by Alexandra et al.12

Currently, luliconazole is a very commonly prescribed 
topical antifungal in India. A PubMed search with the terms 
“luliconazole warfarin interaction” did not return any case 
reports on the topic. Further, the luliconazole product label 
accessed via the United States Food and Drug Administration 

Table 1: Summary of reports of warfarin and topical azole 
interactions

Authors Number of 
patients

Description

Devaraj et al.6 1 Miconazole on groins for 2 weeks
Broos and van 
Puijenbroek et al.7

4 Cutaneous application of 
miconazole

Thomas et al.8 1 Vaginal miconazole cream for 5 
days

Pendlimari et al.9 1 Vaginal miconazole cream for 1 
week

Thirion and Zanetti10 1 Miconazole vaginal suppositories 
for 3 days

Lang and LeClercq11 1 Econazole on groins for 1 week
Alexandra et al.12 6 Cutaneous application of econazole 

in 5 cases and bifonazole in 1 case
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website did not reveal any mention of such an interaction.14 
However, in the current scenario, where luliconazole may be 
applied on an extensive body surface area, due caution must 
be exercised.

On intact skin, percutaneous absorption of topical azoles is 
generally less than 1%. The absorption may rise to 4% on 
inflamed or damaged skin.15 When topical drugs are applied to 
a large body surface area, the systemic absorption increases. 
In India, we are facing a situation of ‘antifungal treatment 
failure’, for cutaneous dermatophytoses, and commonly 
see patients with extensive body surface area involvement, 
suffering from tinea corporis.

This communication highlights the potential dangers of using 
topical miconazole or econazole in patients on warfarin, and 
dermatologists must be aware of it.

To best manage patients who are on warfarin, the following 
pointers may be considered:
I.	 Complete drug history must be taken.
II.	 Dermatologists must be abreast of the latest literature 

regarding drug interactions.
III.	 It is best to manage such patients in coordination with 

the physician prescribing warfarin, so that appropriate 
monitoring of the patient is possible.
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