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Abstract: Atopic dermatitis (AD) is a chronic skin disease marked by inflammation, erythema, dryness and
pruritic lesions. Due to the intermittent nature of the disease, management strategies for AD focus on flare
prevention following remission. A 24-year-old patient with mild-to-moderate AD lesions, previously non-
responsive to topical corticosteroids (TCS), was treated with pimecrolimus for 12 days and emollient plus
cream (EC) every day. After the initial 12-day treatment course, the patient was advised to use pimecrolimus
if his symptoms reoccured. AD symptoms improved substantially between Weeks 0 and 12 with daily use of
EC. However, by Week 12, his symptoms had relapsed, necessitating retreatment with pimecrolimus. Overall,
the patient experienced flare-free periods between Weeks 3 and 12 and between Weeks 13 and 16. No
tolerability issues were reported. This case report demonstrates the use of a complementary approach of daily
administration of maintenance EC and intermittent application of pimecrolimus for flare management, which

was effective for treating a patient with mild-to-moderate AD resistant to TCS.

Keywords: atopic dermatitis; emollient plus cream; topical corticosteroids; topical calcineurin
inhibitors; case report

Introduction

Atopic dermatitis (AD) is a complex, chronic disease characterised by skin inflammation,
erythema, dryness and pruritic lesions (1, 2). AD can be highly heterogenous in presentation and is
marked by intermittent disease activity, which fluctuates between spontaneous flares and remissions
(3-5). The prevalence of AD is currently increasing, affecting up to 20% of children and 10% of adults
(6).

Treatment for AD aims to establish long-term control by targeting flares and minimising the
frequency and severity of flare episodes (7). Although there is currently no universal strategy for flare
management, there are several treatment approaches that emphasise daily emollient use as part of a
maintenance treatment plan, with anti-inflammatory therapies, such as topical corticosteroids (TCS)
or topical calcineurin inhibitors (TCI), used for diseases flares (7-9).

Dermoflan AD emollient plus cream (Meda Pharma, S.p.A., a Mylan Company; referred to
hereafter as EC) is an example of a next-generation emollient plus cream, which specifically targets
AD pathophysiology via multiple mechanisms (9, 10). Previous studies have shown that EC can
restore epidermal homeostasis and improve skin hydration following clinical remission, indicating
that EC could be a valid adjuvant to pharmacological therapy in patients with mild-to-moderate AD
(11). In addition, EC has been shown to be effective as maintenance therapy for AD, maintaining
regression of flare for up to four months in almost all patients, when used after anti-inflammatory
pharmacological therapies such as the TCI pimecrolimus (12). Regular use of EC with topical anti-
inflammatory therapies introduced at disease flare to induce remission may therefore be an effective
approach for the treatment of patients with mild-to-moderate AD. In this report, we present a case
study of a patient with mild-to-moderate AD treated with a complementary approach of EC and
pimecrolimus for flare management.

© 2023 by the author(s). Distributed under a Creative Commons CC BY license.
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Case presentation

A 24-year-old male patient, previously diagnosed with AD at the age of three years, visited the
outpatient clinic at a central hospital after worsening of AD symptoms that were non-responsive to
low- and medium-potency TCS. He reported worsening pruritus, erythema, scaling and
lichenification, mainly of the face. He was also suffering from disturbed sleep, due to pruritus, and
psychological and social impairment. He had a history of atopy (allergic rhinitis and mild asthma)
and a body mass index (BMI) of 26.7 kg/m2. The patient was otherwise healthy with no known
systemic disease. Regarding family history of other conditions, his father had mild asthma. Prior
treatments for AD consisted of regular emollient application, low- and medium-potency TCS and
antihistamines. He had also been treated with bilastine and inhaled corticosteroids for allergic rhinitis
and asthma, respectively.

Physical examination findings included moderate lesions localised around the eyes (Figure 1)
and mild lesions affecting the upper limb flexures. The Investigator’'s Global Assessment (IGA) score
was 3, the Eczema Area and Severity Index (EASI) was 5.5, body surface area (BSA) was 5% and the
Pruritus Numerical Rating Scale (Pruritus-NRS) was 7/10, indicating mild-to-moderate AD.
Epicutaneous patch testing showed negative results; other allergy tests, such as blood and skin prick
tests, were not conducted. In addition, laboratory results showed normal eosinophil count and
immunoglobulin E levels of 1760 IU/mL. Diagnosis of AD, mainly periocular AD, was confirmed
clinically based on the signs and symptoms.

After the visit to the clinic, the patient was prescribed pimecrolimus twice daily for 12 days and
EC twice daily for AD-affected skin. He was advised to continue applying EC indefinitely to AD-
affected skin and to re-initiate pimecrolimus after the 12 days if the AD symptoms relapsed or
worsened. He also continued to take bilastine 20 mg for allergic rhinitis.

At the 3-week follow-up visit, the AD lesions had improved and were categorised as very mild.
The IGA score was 1, the EASI was 0.9, BSA was <1% and the Pruritus-NRS was 1/10. The patient
reported that between Day 12 and Week 3, he applied only EC to AD-affected skin and did not use
pimecrolimus. From Week 3 onwards, he continued to apply only EC to AD-affected skin.

At the 8-week follow-up visit, the clinical signs of AD and the disease severity evaluation scores
remained unchanged. Between Weeks 3 and 8, the patient confirmed that he continued to use only
EC.

At the 16-week follow-up visit, the severity of AD remained unchanged, similar to Week 3 and
Week 8 (Figure 2). However, the patient reported mild worsening of AD symptoms on his face at
Week 12, resulting in the application of pimecrolimus twice a day for five days. Overall, the patient
reported a flare-free period between Weeks 3 and 12 and between Weeks 13 and 16. Throughout the
16 weeks, no tolerability issues were reported.

Figure 1. Before treatment (Week 0): moderate AD lesions localised around the eyes

Abbreviations: AD, atopic dermatitis
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Figure 2. Following continuous treatment with EC every day and intermittent application of

pimecrolimus for treatment of flares (Week 16): very mild AD lesions

Abbreviations: AD, atopic dermatitis; EC, emollient plus cream

Discussion

Management of AD is often challenging as it needs to address both the intermittent and chronic
nature of AD; treatment strategies aim to achieve long-term control by preventing flares and
minimising flare episodes (3, 7). This case report demonstrates a complementary approach of daily
maintenance EC and intermittent pimecrolimus for flare management of mild-to-moderate AD that
is resistant to TCS. Within three weeks of treatment, the mean IGA score was improved from a
baseline score of 3 to 1, the EASI decreased from 5.5 to 0.9, BSA reduced from 5% to <1% and the
Pruritus-NRS was reduced from 7/10 to 1/10. These conditions remained unchanged between Week
3 and Week 12. Although the patient did experience worsening of AD symptoms at Week 12, the
clinical signs and symptoms of AD had improved by Week 16 following re-initiation of pimecrolimus
for five days and continuous use of EC.

A previous study that employed a similar synergistic approach, with pimecrolimus for flare
treatment and EC for maintenance therapy between flares, maintained AD remission (12). In the
open-label, multi-centre study, application of EC after induction of remission of AD symptoms with
pimecrolimus therapy maintained the regression of flare for up to four months. The flare-free period
experienced by the patient in this case study is broadly in line with those results (flare-free period of
three months). However, in contrast with the previous study, the patient required re-initiation of
pimecrolimus due to worsening of AD, which reduced the symptoms within three weeks. As no
disease severity assessments were obtained between Week 12 and Week 16, the flare severity was
unknown and thus the potential benefit of the complementary treatment approach could not be
quantified. However, this case study illustrates that a complementary approach using daily
administration of maintenance EC and intermittent application of pimecrolimus for flare
management was effective for controlling flare in this patient with mild-to-moderate AD.

Basic emollient therapy is crucial for AD treatment (13). Guidelines advise the frequent use of
emollients as primary treatment for mild disease, and as part of the treatment plan for moderate-to-
severe disease to restore skin barrier and prevent flares (2, 14, 15). The next generation of emollients,
known as emollients plus, are vehicle-type substances with additional non-medicated, active
ingredients (2, 9, 10). The emollient plus EC, for example, contains key active ingredients that target
multiple mechanisms involved in AD pathophysiology: liquorice extract that has anti-inflammatory
properties (16); niacinamide, sterols, glycosphingolipid and Linum seed oil for barrier enhancement
(9, 17, 18); xylitol and galacto-oligosaccharide for selective antibacterial and prebiotic activity to
maintain the skin microbiome (19-21); and laureth-9-polydocanol to reduce itching (22). Evidence
from in vitro and clinical trials suggest that EC is able to help restore epidermal homeostasis and
improve the skin of patients with mild-to-moderate AD (11). In this case study, the use of
maintenance EC and intermittent pimecrolimus was effective for preventing flares between Weeks 0
and 12.
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Anti-inflammatory therapies such as TCI or TCS are crucial for long-term flare management in
AD (15). Although TCS are the recommended first-line pharmacological treatment for patients with
AD who have failed to respond to emollients alone, prolonged exposure has been associated with
side effects including skin atrophy, telangiectasia and striae (15, 23). The degree of corticosteroid
exposure can also impact the progression of AD disease, including the worsening and spreading of
AD symptoms, and the development of new conditions, such as anxiety, depression and food or
environmental allergies (23). TCI are corticosteroid-free alternatives to TCS. Importantly, TCI do not
have the same risks of skin atrophy, impaired epidermal barrier function or enhanced percutaneous
absorption associated with TCS usage (24). Furthermore, it has been demonstrated that TCI exhibit
significantly improved efficacy, as measured by physician's global assessment, compared with TCS
of varying potencies (25). However, the use of TCI can be associated with a burning sensation (25),
which can be mitigated by pre-cooling the tube (26).

Given the risks associated with anti-inflammatory therapies, guidelines recommend
corticosteroid-sparing strategies in certain situations (e.g., in patients who have received long-term
uninterrupted TCS, in patients with steroid recalcitrance, for use on sensitive skin areas and for
steroid-induced atrophy) (15). Emollient therapies have been shown to provide a significant
corticosteroid-sparing effect, decreasing the need for TCS (9). Thus, the complementary approach
used in this study may be a viable alternative for the long-term management of AD, offering a
corticosteroid-sparing approach and reducing the need for topical anti-inflammatory treatment while
maintaining efficacy for up to three months. However, prospective clinical trials are required to
confirm this hypothesis.

Conclusion

In this case study, a complementary approach using daily administration of maintenance EC
and intermittent application of pimecrolimus for flare management was effective for treating mild-
to-moderate AD. This approach may be particularly beneficial for patients who exhibit resistance to
TCS. Furthermore, implementing EC and pimecrolimus in this manner could limit the need for
topical anti-inflammatory treatment. Comparative studies are required to further understand the
value of this treatment approach.
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