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(74.1%,
P < 0.001), whereas acupuncture was used more frequently by
patients with ISD (23.5%, P = 0.005).

The 49% global rate for CAM use is consistent with the rate
observed in other European countries.* The typical CAM user

commonly used by patients with skin cancers

has been described as a young woman with a high social sta-
tus,>* but our data do not show any socio-demographic associa-
tion. Here, we show that the prevalence of CAM use remains the
same among patients with cancers and ISD.

Biological-based CAM (bbCAM) methods were used three
times more frequently than ‘mind-body’ CAM, as described in
the literature.” However, our results suggest that patients with
skin cancers use more bbCAM. Indeed, CAM intake is per-
ceived to be a safe and natural intervention to fight cancer.®
Loquai et al.' reported that 85% of patients with melanoma
were at risk of drug interactions with their cancer therapy.
Patients treated with BRAF and MEK inhibitors are particu-
larly at risk for drug interactions, as many herbal therapies
inhibit certain cytochromes (e.g. CYP3A4 and CYP2C8),
which play a role in the metabolism of Dabrafenib. Patients
undergoing immunotherapy are also at risk, as bbCAM (e.g.
mistletoe) could modulate the immune system activation.' In
the field of ISD, the risk of bbCAM-drug association is no
less significant, since cases of interactions have been reported
in psoriatic patients taking methotrexate and red clover,” or
ciclosporin and St John’s wort.®

Our study was monocentric, and the survey was limited to
inpatients. However, conducting the survey anonymously was a
strength because most patients do not declare CAM use to their
physician.’

Knowing patients’ methods of CAM use is helpful to improve
the therapeutic alliance and compliance with conventional medi-
cine. Communication regarding CAM could also reduce the
risks of misuse, especially in patients with skin cancers.
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The role of sweat in the
composition of skin microbiome:
lessons learned from patients
with congenital insensitivity to
pain with anhidrosis

To the Editor,

Congenital insensitivity to pain with anhidrosis (CIPA) is an
extremely rare autosomal recessive disorder with only several
hundred cases reported worldwide. CIPA results in a number
of rare symptoms, including anhidrosis and recurring skin
infections, oftentimes caused by Staphylococci spp.”* In an
effort to shed light on the contribution of sweat in shaping
the composition of the skin microbiome in healthy individu-
als, as well as to characterize the skin microbiome in this
condition, we profiled the skin microbiome of individuals
with CIPA (36 samples from 12 CIPA patients) on the fore-
head, glabella and antecubital fossa and compared the skin
microbiome composition to that of healthy volunteers. Writ-
ten informed consent was obtained from the guardians of
the patients according to the approved protocols and proce-
dures of the Helsinki
University Medical Center, Be’er Sheva, Israel (approval
number 0391-15-SOR). DNA was extracted, and 16S rRNA
amplicon libraries were prepared, sequenced and analysed as

ethical committee of the Soroka

previously described.>® The resulting taxonomic tables were
compared with an existing skin microbiome database of a
paediatric population with matched Tanner levels,” important
due to the effects of puberty on skin microbiome composi-

tion.” Microbial distribution at all three sampled sites was
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Figure 1 Congenital insensitivity to pain with anhidrosis (CIPA) microbiome is dominated by four phyla and six families and is not differ-
entiable across skin sites. (a) Relative abundance of the four major phyla Bacteroidetes, Actinobacteria, Proteobacteria and Firmicutes on
antecubital fossa, upper forehead and glabella. (b) Relative abundance of the major bacterial families, including Streptococcaceae,
Staphylococcaceae, Moraxellaceae, Propiniobacteriaceae Micrococcaceae, Bacillaceae and Corynebacteriaceae on studied skin sites. (c)
Shannon diversity index score on studied skin sites for CIPA patients. Line represents mean, and whiskers represent standard error of
the mean. No significant difference is noted between skin sites. (d) Non-metric multidimensional scaling of Bray—Curtis dissimilarities do
not reveal partitioning between antecubital fossa, forehead or glabella sites.

dominated by the phyla Actinobacteria, Firmicutes and Pro-

teobacteria, similar to previous studies by our group® and

others.*” The relative abundance of these three phyla varied

between individuals yet not so between sites

(Fig. 1a). The most abundant phylum, Firmicutes, represented
48% of bacteria on the antecubital fossa, 46% on the fore-

sampled

head and 52% on the glabella. Similarly, Actinobacteria and
Proteobacteria represented 28% and 22% of bacteria respec-
tively on the antecubital fossa, 24% and 28% on the fore-
head and 23% and 23% on the glabella. This trend was
(Fig. 1b).
Attempts to separate microbial communities by sampled skin

observed at all taxonomic levels above genus

site based on alpha or beta diversity metrics were unsuccess-
ful. Shannon diversity, a measure of community diversity,
was not statistically significant between any of the sites
(Fig. 1c). Furthermore, PERMANOVA of non-metric multidimen-
sional scaling (NMDS) did not indicate any significant differ-
(Fig 1d). Taken these
observations indicate that topographical microbial community

ences between sites together,

differences, a hallmark of the skin microbiome in healthy
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individuals,*®® do not exist in CIPA patients. When com-
pared with healthy individuals (Fig 2), the antecubital fossa
microbiome of CIPA patients harboured less Staphylococ-
caceae (11.4% vs. 21.2%, Fig. 2), a family found almost
exclusively on moist sites.® Conversely, CIPA patients’ skin
harboured higher relative abundances of a panel of other
typical skin-associated microorganisms, including Cutibac-
terium (12.1% vs. 4.9%), a ubiquitous family known to dom-
of other important

population differences were noted (Fig 2). Taken together,

inate sebum-rich sites. A number
these observations point to an altered microbial landscape on
CIPA patients with an observed reduction in the abundance
of Staphylococcaceae, a family of skin commensals and oppor-
tunistic pathogens, with potential standard of care implica-
tions. Additionally, these observations lend credence to the
widely accepted theory that the moisture and sebum content
of skin contributes towards the composition of the skin
microbiome.® To the best of our knowledge, this is the only
study to date exploring the skin microbiome of patients with

CIPA and/or anhidrosis. Its implications reach beyond that

© 2019 European Academy of Dermatology and Venereology
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Figure 2 Differential abundance of bacterial phyla and families between congenital insensitivity to pain with anhidrosis (CIPA) patients
and healthy controls. Of importance, the relative abundance of Staphylococcaceae in CIPA patients is nearly half of what it is in healthy

controls.

of the specific understanding of CIPA as a condition and
effect our understanding of skin microbiome composition in
healthy individuals as well.
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Long-standing patchy alopecia
areata along the hairline, a
variety of alopecia areata
mimicking frontal fibrosing
alopecia and other cases of hair
loss: case series of 11 patients

Editor

Alopecia areata (AA) is second most frequent non-scarring
alopecia,’ and it is classified by extent/pattern of hair loss. We
present a new clinical presentation of AA, with mono/bilateral
chronic patches on the fronto-parietal hairline, which can be
easily misdiagnosed for other hair disorders.

From 2012 to 2017, at Outpatient Consultation for Hair Dis-
eases of Dermatology Unit of the Department of Experimental,
Diagnostic and Specialty Medicine (DIMES) in University of
Bologna, we collected 11 patients (10 females and 1 male), age-
ing from 23 to 60 years old (mean 40.2; Table 1) with long-
standing isolated patches of alopecia on the fronto-parietal hair-
line (Fig. 1).

Two symmetrical patches were most common clinical presen-
tation (72.7%), with affected area devoid of inflammatory signs
and completely (63.6%) or partially devoid of hair (36.4%).
Fringe sign” was present in all cases. Each patient reported long-
standing stable course history, despite previous treatments. Pre-
vious diagnoses included frontal fibrosing alopecia and temporal
triangular congenital alopecia.

Trichoscopic features were mainly yellow dots (100%),
short regrowing hairs (90.9%) and vellus hairs (81.8%);
other findings were circle hairs (27.3%), broken hairs
(18.2%) and black dots (9.1%). Exclamation mark hairs
were never detected.

On histopathology, all patients presented preservation of
follicular units, infundibular dilation, increase in miniatur-
ized follicles and reduction in terminal follicles. Miniaturized

JEADV 2019, 34, e159-€209

follicles were represented by high number of vellus follicles
(up to 62.5%), telogen germinal units (up to 16.7%), minia-
turized telogen (up to 12.5%) and catagen follicles (6.2%).
Moreover, 90.9% of patients presented an increased number
of ‘nanogen’ follicles, that is miniaturized quiescent small
follicles typical of chronic AA. Additional features included
very mild interstitial lymphocytic infiltrate (87.5%) and
variable number of fibrous streamers. Signs of acute inflam-
mation with perifollicular infiltrate were not found in any
patient.

All patients had been previously treated with low-potency
topical corticosteroids for a variable period (2-20 months),
without any improvement. We prescribed topical high-
potency corticosteroids under occlusion, infiltrations of tri-
amcinolone acetonide or both. Majority of patients (63.6%)
did not show any improvement, and 18.2% showed a
partial hair regrowth but incomplete resolution at follow-
up; only 18.2% had an optimal response with complete
resolution.

Our patients presented patches of alopecia clinically and tri-
choscopically indistinguishable from other hair disorders. Mean
age of patients was slightly higher than that typically reported in
AA." Patient’s history and clinical presentation mimics FFA,
especially for duration of hair loss and the site of scalp involve-
ment, with the ‘fringe sign’.?

Trichoscopy showed yellow dots, short regrowing hairs and
vellus hairs in more than 75% of cases, whereas <25% showed
signs of disease activity as broken hairs and black dots.>* This
finding may support the observation that this variant of AA
shows a prolonged duration, with less progression but greater
resistance to treatments.

Histopathology was mandatory for diagnosis, showing in
all cases features consistent with chronic AA, with clear
reduction in terminal hairs and an increase of miniaturized
follicles.” The most predominant were vellus follicles and
‘nanogen follicles’. Typical signs of acute inflammation were
absent, and only a small interstitial lymphocytic infiltrate
was identifiable.° '° We suggest that histopathological clues
to this form of AA include the follwoing: infundibular
dilatation, small interstitial lymphocytic infiltrate, reduction
in terminal follicles, increase in vellus follicles and nanogen
follicles.

Administration of high-potency steroids failed to achieve a
complete and satisfactory hair regrowth in the majority of
patients. Even cases with complete regrowth required long-
course treatments.

To our knowledge, there are currently no previous reports
that describe this peculiar presentation of AA. Despite its appar-
ently benign clinical features, this variant has a poor outcome.
Scalp biopsy is mandatory for a proper diagnosis and to start an
appropriate therapy as soon as possible.
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