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Abstract: Facial seborrheic dermatitis is common in HIV-positive patients, and the presence of facial lesions can affect quality of life.
The management and control of lesions can be frustrating for both physicians and patients. In this pilot clinical study, we clinically
evaluated the effectiveness of a topical non-steroidal cream in treating mild to moderate facial seborrheic dermatitis in 20 HIV-positive
patients. The patients applied a twice-a-day topical cream containing zinc PCA, piroctone olamine, hydroxyphenyl propamidobenzoic
acid, biosaccharide gum-2, and stearyl glycyrrhetinate for 12 weeks with no topical or oral antifungal or corticosteroid treatment. Signs
and symptoms and tolerance were assessed before, during, and at the end of treatment. All of the patients showed clinical improvement
after 4 and 12 weeks of treatment. None of the patients had no response to treatment, and no adverse effects were reported. No rescue
therapy with corticosteroids was needed. The patients reported a very noticeable improvement in their skin which contributed to high
compliance with the protocol requirement.
Keywords: facial seborrheic dermatitis, acquired immunodeficiency syndrome, AIDS, topical therapy, Malassezia, piroctone olamine,
human immunodeficiency virus, HIV, microbiome

Introduction
Facial seborrheic dermatitis (FSD) clinically manifests with discrete, mild erythema and scaling in seborrheic areas such
as above the eyebrows, the nasolabial fold, behind the ears and around the hairline.1 SD is more prevalent in immune-
compromised patients such as HIV-seropositive patients, organ transplant recipients, and lymphoma patients. In HIV-
positive patients an incidence of FSD of up to 80% is described.2 Patients with HIV may present more severe and
extensive forms of seborrheic dermatitis (SD) as reported in a recent series of 20 African patients:3 exuberant erythema
and desquamation were described with a typical distribution on the face and scalp but also with extension to other less
common areas such as armpits, inguinal region and flexural surfaces, as well as marked and thicker yellowish scaling.3 It
has also been reported that low CD4+ lymphocyte counts can influence severity of SD.2,4

The etiopathogenesis of this chronic inflammatory disease is complex. In addition to host immunity, other predis-
posing factors are overactivity of the sebaceous gland, neuroendocrine disorders, and epidermal barrier alteration. The
different strains of Malassezia yeast and various alterations of the skin microbiome also play a fundamental role.5

Malassezia feeds on sebum on the skin surface, producing an aberrant epidermal differentiation, a barrier defect and
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inflammatory response. However, there are some controversies regarding sebaceous gland activity and SD. It is true that
lesions occur in areas of the face with the presence of more sebaceous glands and that SD patients often have oily skin,
however, there are SD patients who have normal sebum levels and there are also individuals with oily skin who do not
develop SD. Malassezia is not the only factor to be considered, as various alterations of the skin microbiome have also
been observed such as Staphylococcus epidermidis and aureus. Skin microbiota is extremely important for maintaining
skin health and the dysbiosis of skin microbiota is important in the pathogenesis of SD.6

The presence of lesions on the face can affect quality of life and limit patients’ daily activities and interpersonal
relationships. The management and control of lesions can be frustrating for both physicians and patients.

Current treatment options include topical treatment with low-potency steroids, calcineurin inhibitors, and several
antifungals.7 The use of antifungal shampoos in conjunction with intermittent topical antifungal therapy, low-potency
corticosteroids, and tacrolimus or pimecrolimus are part of routine clinical practice. General care with specific emollients
and sun protection are fundamental pillars to distance and limit the use of topical medications and corticosteroids.8 In
resistant and severe cases, oral ketoconazole can eventually be proposed.9

In SD patients without HIV, various publications have shown the usefulness of a non-steroidal, antifungal, anti-
inflammatory and antiseborrheic cream marketed under the name Nutradeica (ISDIN, Spain).10–12 This combines several
ingredients including piroctone olamine, which has antifungal properties;10,13 the zinc salt of l-pyrrolidone carboxylate
(zinc PCA), which has antifungal and anti-inflammatory properties; biosaccharide gum-2, which has anti-inflammatory
and antifungal properties; and stearyl glycyrrhetinate, which has anti-inflammatory, antioxidant, and skin-soothing
properties.14 This topical treatment has previously been reported to accelerate recovery and prevent flare-ups.11,12

In HIV-seropositive patients, SD can be atypical and refractory to standard treatment, requiring prolonged courses of
oral and topical antifungals as well as corticosteroids.15 Treatment failure and recurrence of lesions is common.15 There
are no specific management guidelines in this population group; what is known is that SD is more resistant to treatment
and tends to have more relapses. The control of CD4+ values with antiretrovirals could be of interest for the control of
the disease.16 Previous investigators have suggested that these recalcitrant forms should be classified as a distinct
entity.15

In this cases series, we clinically evaluated the effectiveness of this topical non-steroidal cream in treating mild to
moderate FSD in 20 HIV-seropositive patients. The cream was applied twice a day for 12 weeks with no topical or oral
antifungal or corticoid treatment.

Materials and Methods
This was an open, prospective case series with clinical evaluation. Twenty patients older than 18 years, with HIV on
antiretroviral therapy, with a CD4 count > 200 and an undetectable viral load or < 200 copies/mL, who had mild or
moderate FSD were recruited. No treatment with topical corticosteroids or calcineurin inhibitors for at least 12 weeks
before the initiation visit was allowed.

All patients were treated with a twice-a-day topical non-steroidal cream containing zinc PCA, piroctone olamine,
hydroxyphenyl propamidobenzoic acid, biosaccharide gum-2, and stearyl glycyrrhetinate for 12 weeks. The clinical
evaluations were performed by the dermatologist before treatment (T0), after 4 weeks of treatment (T4) and after twelve
weeks of treatment (T12). The patient global assessment (PGA) was performed at these same times.

Severity of signs and symptoms were assessed using the Investigator’s Global Assessment (IGA) score (5 item score:
0–no disease; 1–almost fully resolved; 2–mild disease; 3–moderate disease; 4–severe disease). An IGA score ≤1 was
considered treatment success. The PGA was a 5-point scale: excellent response (>80% improvement); good response
(50–80% improvement); mild response (<50% improvement); no response (no change); worsening.

This study was approved by the Research Ethics Committee of Hospital Universitario La Samaritana, Bogotá,
Colombia. This study was conducted according to the guideline for Good Clinical Practice and the Declaration of
Helsinki. All subjects gave written informed consent.
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Results
Twenty patients were recruited: 3 women and 17 men, with ages ranging from 19 to 60 years old (mean age 38 years).
Seven had a baseline IGA score of 2 (mild FSD) and 13 had a score of 3 (moderate FSD). The time since onset of FSD
was between 3–16 years. Three out of the 20 patients had FSD before their HIV diagnosis.

All patients showed a decrease in the severity of desquamation, erythema (Figure 1) and itching (Figure 2) at 4 and 12
weeks. Fourteen patients had complete symptom resolution. None of the patients required rescue therapy with corticos-
teroids or antifungals. The improvement in skin quality produced high patient satisfaction. No adverse events were
recorded.

Discussion
This study reports the clinical outcomes in FSD in a population of HIV-positive patients treated with a non-steroidal
cream containing zinc PCA, piroctone olamine, hydroxyphenyl propamidobenzoic acid, biosaccharide gum-2, and stearyl

Figure 1 Improvement of desquamation and erythema symptoms evaluated by the dermatologist using IGA score. (+) Statistically significant (p <0.001).

Figure 2 Improvement of itch evaluated by the patient using VAS scale (+) statistically significant (p <0.001).
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glycyrrhetinate for 12 weeks with no topical or oral antifungal or corticosteroid treatment. The clinical results were good,
with 14 of 20 patients having complete resolution of symptoms.

Previous studies10–12 have assessed this topical treatment in populations without HIV, but this case series provides
specific information on the HIV-positive population group, which can be resistant to treatment.

In the literature there is a lack of studies describing management of SD in HIV patients. In a single center study, De
Moraes et al evaluated 21 HIV-infected patients with mild to severe SD treated with twice-daily pimecrolimus cream 1%
for 5 weeks.17 This non-steroid calcineurin inhibitor has an excellent safety profile, low systemic absorption and does not
induce skin atrophy; however after the discontinuation of treatment, erythema and scaling recurred in approximately 50%
of patients around day 35. In our study, patients were not scheduled for follow-up after the 12-week treatment, however
no patients returned in the next two months to report relapse. In another series of 20 cases with diffuse HIV-associated
SD,3 most of the patients were refractory to standard SD treatments and required prolonged courses of topical and
systemic antifungals plus topical or oral corticosteroids. In our study, even in the patients with long history of FSD,
a noticeable improvement was observed and no other topical or systemic treatment was needed during the 3-month
treatment.

Other studies have looked at the characteristics within HIV-positive populations with SD to determine those affecting
disease severity and features. A prospective study with sixty HIV-positive patients, 30 with FSD and 30 without,
determined the presence and amount of Malassezia spp yeasts.16 Patients with FSD had a CD4 count between 200
and 499 and a higher number of Malassezia spp yeasts. HIV-positive patients without FSD, on the other hand, had CD4
cell counts above 500 and a significantly lower number of Malassezia yeasts on smear and on culture. Therefore,
although the role of Malassezia is not fully understood, the number of yeast colonies appears to have a relevant role in
the development of FSD.16 In another study,15 the composition of Malassezia spp was analyzed in 96 patients with FSD,
among them 48 were HIV-seropositive. Samples were collected from four anatomical sites: face, chest, back and scalp.
More quantity and diversity of Malassezia species colonies was found in the HIV-positive group of patients. The most
frequent Malassezia species were M. Sympodialis, M. Globosa and M. Furfur.15

While the relationship between CD4 count and incidence of SD has been questioned,2 an association between CD4
count and FSD severity has been reported.4 Our patients all had CD4 counts above 200 and with mild or moderate FSD at
baseline. Future studies could focus on patients with more poorly controlled HIV/lower CD4 count and more severe FSD.

The key advantages of this topical treatment are that it 1) avoids systemic drug treatment and the associated potential
side effects or drug interactions, something which is particularly pertinent in HIV-positive patients who are commonly
polymedicated,18 2) allows avoidance of prolonged topical steroids, 3) contains multiple ingredients to work on the
various factors that contribute to the development of FSD, fundamentally regulating inflammation, sebum production and
the microbiome, and 4) being a single combined product with good cosmetic qualities it is straightforward and pleasant
for patients to use, which is likely to maximize adherence.

This non-pharmacological topical treatment could be considered as part of the management of SD in HIV-positive
patients, alone or in combination with the use of conventional rescue therapies such as topical drugs.

The study limitations include the number of subjects, the open design and the lack of long-term follow up for
measuring potential recurrence of symptoms; however, the results are encouraging.

Conclusion
This cases series provides clinical data on the efficacy of this non-steroidal cream for SD in the population group of HIV-
seropositive patients, who can be prone to more recalcitrant or difficult-to-treat SD. The treatment gave good clinical
results and was well-tolerated, with good adherence to treatment, influenced by the efficacy and cosmetic qualities of the
cream. Additional studies are being considered to evaluate the efficacy in a larger population and the long-term efficacy,
as well as its place within the therapeutic options for these polymedicated patients.

Consent Statements
Patients gave written consent for publication of photographs. All the patients signed a written informed consent to
participate in this study, in accordance with the Declaration of Helsinki.
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