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Olgu Sunumu

LATE-ONSET NEVUS COMEDONICUS IN AN ADULT PATIENT
WITH DIABETES MELLITUS

Erigkin bir Diyabetes Mellitus Hastasinda Ge¢ Bagslangi¢cli Neviis Komedonikus
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ABSTRACT
(NC) is

malformation of the pilosebaceous unit characterized by dilated

Nevus comedonicus classically defined as a
follicular ostia and comedone-like hyperkeratotic follicular
plugs. In addition to the classical type, inflammatory NC (NC
suppurativa) is accompanied by inflammatory lesions and has
been rarely reported in the literature. We report a case of late-
onset NC suppurativa on the midline of the forehead in a 47-
year-old male patient with diabetes mellitus (DM). Skeletal,
central nervous system, dental, and ophthalmologic
examinations for NC syndrome were normal. The coexistence
of NC suppurativa and DM may not be incidental. Regular
monitoring of patients with NC suppurativa for signs of DM
could be beneficial. Future studies should include diagnostic
tests for DM in all patients with NC suppurativa to clarify the

potential link with DM.
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Nevus komedonikus (NC) klasik olarak dilate folikiiler ostia ve
komedon benzeri hiperkeratotik folikiiler tikaclarla karakterize
pilosebase {initenin bir malformasyonu olarak tanimlanir. Klasik
tipin yani sira, inflamatuar lezyonlarin eslik ettigi inflamatuar
NC (NC siipiirativa) literatiirde nadiren bildirilmistir. 47 yasinda
diyabetes mellituslu (DM) bir erkek hastada alin orta hattinda
yerlesen ge¢ baslangicli NC siiplirativa olgusu sunulmustur.
Hastanin NC sendromu i¢in yapilan iskelet sistemi, merkezi
sinir sistemi, dis ve g6z muayeneleri normaldi. NC siipiirativa
ve DM birlikteliginin tesadiifi olmayabilecegini diisiiniiyoruz.
NC suppurativa hastalarin DM belirtileri agisindan diizenli
olarak izlenmesi yararli olabilir. Gelecek calismalarda DM ile
iliskiyi netlestirmek i¢cin NC siipiirativa’li tiim hastalarda DM
acisindan tanisal testler yapilmalidir.

Anahtar Kelimeler: Diyabetes mellitus, epidermal neviis, kil
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INTRODUCTION

Nevus comedonicus (NC) is classically defined as a
malformation of the pilosebaceous unit characterized by
dilated  follicular  ostia ~and  comedone-like
hyperkeratotic follicular plugs. In addition to the
classical type, inflammatory NC (NC suppurativa) is
accompanied by inflammatory lesions (e.g., papules,
pustules, and cysts) and has rarely been reported in the
literature.!

CASE REPORT
A 47-year-old man presented with an irregularly
circumscribed hyperpigmented plaque with nodules and
a cystic lesion measuring approximately 4x4 cm in
diameter on the midline of the forehead (Figure 1).

Figure 1: Irregularly circumscribed hyperpigmented plaque
containing nodules and a cystic lesion.

The lesion had developed 2 years previously. The
patient routinely noticed that the cystic lesion regressed
and recurred every 4-6 months. No family history of
similar lesions was reported, and the patient’s oral
mucosa examination was normal. The patient’s diabetes
mellitus (DM) was inadequately controlled despite
treatment with oral metformin. Microbiological
analysis of the aspirated material from the cystic lesion
revealed no microbial growth. Hematological
parameters were within normal limits. Routine
biochemical investigations were unremarkable, with the
exception of an elevated fasting blood glucose level of
180 mg/dL and a hemoglobin Alc (HbAlc) of 7.6%.
Histopathologic examination of the biopsy obtained
from the edge of the cystic lesion, including the
perilesional skin, showed minimal acanthosis and
minimal elongation of the rete in the epidermis,
inflammation and pigmented melanophages in the
superficial dermis, and some ruptured cystic hair
follicles surrounded by dense neutrophil-rich
inflammation in the deep dermis (Figure 2).

Figure 2: Histopathology of nevus comedonicus: (a) details
with large follicles containing lamellated keratin but absent
hair shafts; the epidermis is hyperkeratotic and may show a
combination of atrophy and acanthosis (hematoxylin & eosin
stain x 40); (b) ruptured follicle and inflammatory granulation
tissue (hematoxylin & eosin stain x 100).

Based on these findings, the patient was diagnosed with
NC complicated by a hidradenitis suppurativa (HS)-like
lesion (NC suppurativa). Evaluation for NC syndrome,
including  skeletal, neurological, dental, and
ophthalmologic assessments, yielded normal findings.
As the patient refused medical treatment, he was
referred to the plastic surgery department for surgical
excision of the lesion, but was subsequently lost to
follow-up.

DISCUSSION

NC can be localized anywhere on the body in a
dermatomal, blaschkoid, unilateral, bilateral, or
interrupted distribution. The majority of cases are
diagnosed at birth or before puberty. Adult-onset NC is
rare, as in our case.” NC infrequently arises secondary to
posttraumatic events, bacterial or viral cutaneous
infections, and various inflammatory dermatoses.® In
our case, there was no history of trauma, infection, or
skin disease before lesion presentation.

The etiopathogenesis of nevus comedonicus (NC)
remains poorly understood. However, emerging
evidence suggests that somatic mutations in the NEK9
(never in mitosis gene A-related kinase 9) may interfere
with follicular differentiation, while upregulation of
ABCA12 (ATP-binding cassette subfamily A member
12) may alter sebaceous gland architecture, both
contributing to the development of NC.** Fibroblast
growth factor receptor 2 (FGFR2) signaling has also
been reported to play a critical role in the development
of the pilosebaceous unit. Overstimulation of FGFR2
signaling increases interleukin-1 (IL-1) alpha expression
and triggers acne vulgaris, acne formation in Apert
syndrome, and NC development.® Until recently, it was
known that NC was not associated with systemic
diseases, except for NC syndrome, which is
accompanied by skeletal, brain, eye, and dental
anomalies. However, Mazzella et al. reported obesity
comorbidity in a patient with NC and acne vulgaris.” In
that study, the relationship of FGF signaling with
metabolic syndrome and acne via the mTOR pathway
was emphasized. Considering that activation of the
mTOR pathway leads to insulin resistance and DM?, it
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may be possible that the FGF—mTOR relationship may
lead to NC and DM comorbidity in our case. Other
possible mechanisms behind the comorbidity of NC and
DM may involve increased levels of the
proinflammatory cytokine IL-1 and disruption of the
neurogenic locus notch homolog (Notch) signaling
pathway, both of which are linked to comedogenesis.**
IL-1 contributes to DM by causing insulin dysregulation
and pancreatic beta-cell apoptosis, while disruption of
Notch signalling impairs insulin metabolism and plays a
key role in the development of insulin resistance and
DM %10

Chronic hyperglycemia-related microvascular damage
can reduce oxygen and nutrient supply to hair follicles,
leading to follicular damage. This is linked to hair
thinning, decreased hair density, slower hair growth, and
androgenetic alopecia.!! The effects of insulin on
sebaceous glands can be summarized as follows: It
promotes hypertrophy and hyperplasia of the sebaceous
glands, activates lipogenic transcription factors to
stimulate de novo lipogenesis, and increases sebum
production. In cases of insulin resistance, the sebum
increase driven by de novo lipogenesis can trigger local
inflammation and infundibular epithelial proliferation.!?
In our patient, hyperglycemia and insulin resistance
likely contributed to follicular damage, excessive sebum
production, and an inflammatory response. While
sebum overproduction and infundibular hyperkeratosis
typically cause comedone formation, chronic
inflammation and microvascular dysfunction may have
disrupted follicular integrity, leading to early rupture or
a direct progression to nodular and suppurative lesions,
contributing to NC development.

HS is a chronic, recurrent, inflammatory disease
affecting apocrine glands. HS-like lesions (such as
inflamed nodules, abscesses, sinus tracts, ulcers, and
scars) accompanying NC have rarely been reported in
the literature."!*!> The critical role of follicular
occlusion in the pathogenesis of both NC and HS may
explain the coexistence of lesions from both diseases. In
our case, the presence of HS-like cystic lesion clinically,
sterility of the cyst aspiration material, and suppurative
inflammation around ruptured cystic hair follicles on
histopathology can be listed as findings in favor of HS.
Unlike cases with NC and HS-like lesions reported in
the literature, where HS-like lesions are typically
localized in the folds, trunk, or buttocks, similar to
classical HS, the lesion in our case is localized on the
face, which is rarely affected by classical HS. The
reason for this unusual localization remains unclear;
however, uncontrolled DM, known to be associated with
chronic inflammation and immune dysregulation, may
contribute to this unusual localization.

Sharma et al. proposed the term “NC suppurativa” for
HS-like lesions accompanying NC due to features such

as resistant clinical course, frequent recurrence, and
affecting quality of life compared to NC.! Our case is
compatible with NC suppurativa because of recurrent
HS-like cystic lesions that negatively affect social life.
Most NC suppurativa cases present in childhood with
comedones. However, in our case, the lesion developed
in adulthood without comedones. This delayed onset
may be due to the initially normal functioning of the
pilosebaceous unit in the absence of DM, with
cumulative DM-related changes over time impairing
follicular integrity and eventually leading to lesion
development. Although sebum overproduction due to
insulin resistance can promote follicular occlusion,
chronic inflammation and microvascular dysfunction
may have disrupted keratinization, causing follicular
damage. This could have prevented comedone
formation while promoting nodular and suppurative
lesions. Due to the lack of long-term follow-up, we
could not assess whether new lesions, particularly
comedones, developed over time.

While NC usually does not require treatment except for
cosmetic concerns, NC suppurativa necessitates
treatment due to its resistant clinical course.
Management options for NC suppurativa include oral
retinoids, cryotherapy, ablative laser therapies, and
surgical excision; however, therapeutic outcomes
remain variable and unpredictable.! Moreover, the
frequency of disease recurrence in long-term follow-up
after treatment has not been adequately investigated.

In conclusion, we suggest that the coexistence of NC
suppurativa and DM may not be incidental. Regular
monitoring of patients with NC suppurativa for signs of
DM could be beneficial. Future studies should include
diagnostic tests for DM, such as fasting glucose and
HbAlc, in all patients with NC suppurativa to clarify the
potential link with DM.
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