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Dear Editor:

After reading with great interest the article recently
published by Andrade et al.”’ about the use of isotreti-
noin and doxycycline to treat rosacea, we became con-
cerned about an inadvertent possible treatment effect
when using both drugs simultaneously.

The use of isotretinoin to treat severe forms of rosa-
cea has been reported, but this medication can also worsen
ocular symptoms as a result of dry eye, blepharitis, and
hordeolum, as well described by Andrade et al.®".

Although the authors indicate that low-dose iso-
tretinoin may be associated with a good treatment
response in patients with rosacea along with reduced
general side effects, worsening of ocular symptoms
was notably pronounced in these patients, in contrast
to what was observed in the doxycycline group. This
might suggest to readers, especially dermatologists and
ophthalmologists, that the use of doxycycline might be a
good choice for patients suffering from blepharitis and
rosacea combined with isotretinoin. Nonetheless, the
authors did not mention that the association of both
drugs is contraindicated because of the elevated risk of
pseudotumor cerebri®.

In their systematic review on drug-induced intracra-
nial hypertension (DIIH), Tan et al.® identified that the
drugs most strongly associated with DIIH are vitamin A
derivatives (especially isotretinoin) and tetracycline-class
antibiotics (minocycline, tetracycline, and doxycycline).
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One previous observational case series reported 179
cases of intracranial hypertension associated with iso-
tretinoin use, of whom, based on spontaneous reports,
43 (24%) patients had taken tetracycline-class antibio-
tics beforehand®.

Physicians should understand the strength of asso-
ciation of each of the aforementioned DIIH medications
and exercise caution when prescribing them. A washout
period of seven days is recommended when switching
between tetracycline-class antibiotics and isotretinoin®.
Physicians should also notice that these seven days are
the theoretically calculated seven half-lives needed to
achieve 99% drug clearance after the last dose. There is
no clinical evidence on the ideal interval, but it is impor-
tant to stress the danger of associating the two drugs and
to understand that because of the rareness of the event,
a clinical study on that matter would be hard to perform.
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