=aitorial

Topical Macrolactams:

New Indications, Potential Pitfalls

Dirk M. Elston, MD

n this issue, articles highlight both the promise

that topical macrolactams can deliver efficacy

without the worry of steroid atrophy (page 267)
and the reality that they are not without potential
side effects (page 237). Over time, we will discover
many different uses for this unique class of thera-
peutic agents. We also will become more familiar
with their potential for side effects. Some, like the
burning sensation they can provoke, are already
well known to dermatologists, and we have already
developed strategies for minimizing the undesirable
effects. Application of the products to bone-dry
skin will minimize the stinging sensation, and pre-
treatment of the area with a course of a topical cor-
ticosteroid may eliminate it entirely. Other side
effects, such as tinea incognito, may resemble those
of corticosteroids and require vigilance on the part
of the clinician and patient.

Off-label indications for which topical macro-
lactams may be useful include vitiligo, psoriasis,
annular erythema, and hand and foot eczema.'** In
general, the agents appear well tolerated and lack
some important corticosteroid side effects, such as
atrophy. On facial areas, corticosteroids may pro-
duce steroid-induced rosacea. This effect has not
been noted with topical macrolactams, and
tacrolimus ointment has been reported as effective
in the treatment of steroid-induced rosacea.’

Do topical macrolactams have the potential to
produce tinea incognito, as has been seen with top-
ical corticosteroids? A report in this issue (page
237) suggests that they may. Topical macrolactams
suppress the local immune response, and this
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suppression may have the potential to alter the
clinical expression of tinea infection in a manner
similar to corticosteroids. Topical macrolactams
have been widely used since they became available.
Fujisawa Healthcare, Inc (the manufacturer of
tacrolimus) and Novartis (the maker of pime-
crolimus) were contacted regarding the finding of
tinea incognito. Representatives of both manufac-
turers indicated that they have received no other
reports of tinea incognito (oral communications,
2004). The lack of additional reports suggests that
tinea incognito is likely to be a rare occurrence
with these agents.

In a review of 1554 patients with atopic dermati-
tis treated with tacrolimus ointment, the incidence
of cutaneous infections was not significantly higher
for the tacrolimus group than for the vehicle group,
with the exception of folliculitis in adults.® The
authors concluded that treatment with tacrolimus
ointment does not increase the risk of cutaneous
bacterial, viral, or fungal infections, at least in the
setting of atopic dermatitis.® In another study of
631 adult patients and 352 pediatric patients with
moderate to severe atopic dermatitis treated with
tacrolimus ointment, skin infection was no more
common than in control sites.”

One case of deep dermatophytosis (Majocchi’s
granuloma) has been reported in a patient with
facial psoriasis treated with topical tacrolimus.®
The infection cleared with oral terbinafine.® This
case, together with the report of tinea incognito in
the current issue, suggests that topical macrolides
may produce some unusual manifestations of cuta-
neous fungal infections similar to those seen with
topical corticosteroids.

Systemic tacrolimus has been associated with
occasional reports of invasive fungal disease with
organisms including Trichophyton and Scopulariopsis
brevicaulis.”!' Invasive cryptococcal infection may
be more common in liver transplant patients
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receiving tacrolimus as primary immunosuppression
than in those treated with other drugs.!” Topical
tacrolimus is poorly absorbed and appears to have a
very favorable safety profile for associated cuta-
neous infection. Any alteration in the manifesta-
tions of the infection is likely to be mediated by
local effects rather than by systemic absorption.

Topical macrolactams offer a favorable safety
profile, but how effective are they in comparison
with corticosteroids? Few studies have addressed
this question. The answer is likely to vary depend-
ing on whether the macrolactam is being applied to
eczematous skin (as in atopic dermatitis) or to skin
with an intact stratum corneum (as in vitiligo).
The potency of a topical corticosteroid depends on
its molecular structure and the delivery vehicle.
Maximal potency is achieved when steroid recep-
tors are saturated. The vehicle, concentration of
the product, regional anatomy, and degree of skin
hydration are all important determinants of the
ability to saturate steroid receptors. In the case of
macrolactams, an intact stratum corneum may be a
significant barrier to absorption. In one study,
betamethasone 17-valerate 0.12% ointment and
tacrolimus 0.1% ointment applied to neck skin were
compared for hygroscopicity, water-holding capacity,
and the effect of a locally applied vasodilator
(0.1% aqueous solution of methyl nicotinate).?
Changes in these objective parameters were noted
in corticosteroid-treated skin but not in the skin
treated with tacrolimus ointment, suggesting that
poor permeability of tacrolimus may limit its bio-
logic effects in skin with an intact barrier function."

In a study of 570 adult patients with moderate to
severe atopic dermatitis, tacrolimus 0.03% and 0.1%
ointments were compared with hydrocortisone-17-
butyrate 0.1% ointment.'* In this study, the effi-
cacy of hydrocortisone butyrate 0.1% ointment was
similar to that of tacrolimus 0.1% ointment but
superior to tacrolimus 0.03% ointment.'* Other
studies have shown both tacrolimus 0.03% and
0.1% ointments to be significantly more effective
than hydrocortisone acetate 1% in the treatment
of atopic dermatitis and comparable to mometasone
furoate 0.1% ointment in the treatment of
dyshidrotic palmoplantar eczema.'>!® Further studies
of the relative effectiveness of topical cortico-
steroids and macrolactams are needed.

Another question to be studied is the effect of
combined treatment with a topical macrolactam
and a corticosteroid. If the effects are additive or
synergistic, combinations of a topical macrolactam
with a low or mid potency corticosteroid could pro-
vide superior efficacy while minimizing steroid side
effects. A 21-day study of 57 patients with atopic
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dermatitis compared clocortolone pivalate 0.1%
cream and tacrolimus 0.1% ointment. Treatment
with both agents combined was statistically supe-
rior to either agent alone for several studied param-
eters at a variety of endpoints, suggesting that
synergism between a topical macrolactam and a
topical corticosteroid is possible.!” Other possible
strategies to achieve synergistic effects while mini-
mizing steroid side effects include pulse application
of a potent corticosteroid on weekends combined
with daily use of a topical macrolactam. Sequential
therapy with a course of a corticosteroid followed
by a macrolactam also is likely to be used increas-
ingly. In some settings, corticosteroids will prove
superior for initial induction therapy, while topical
macrolactams may be more suitable for chronic
maintenance therapy.

The macrolactams represent a unique class of
therapeutic agents useful in a variety of dermato-
logic diseases. Future studies should address their
relative efficacy compared with corticosteroids in
intact or eczematous skin in a variety of anatomic
sites. Studies also should address the optimal ways
of combining therapy with corticosteroids and
macrolactams to maximize efficacy while minimiz-
ing side effects. Clinicians must remain alert to
the possibility that some steroidlike side effects,
including tinea incognito and Majocchi granuloma,
may be possible with macrolactam therapy.
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