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Adverse Reactions to Fillers in n
Men: A Retrospective Study of
Epidemiological and Clinical
Characteristics and the

Usefulness of Diagnostic

Ultrasound™

Complicaciones de rellenos (fillers) en
hombres. Estudio retrospectivo de las
caracteristicas epidemiolégicas y clinicas.
Utilidad de la ecografia en el diagnostico

To the Editor:

The use of fillers for esthetic purposes has increased in
recent years. Complications secondary to the use of perma-
nent and nonpermanent fillers have been widely described.'
However, the literature on complications in men is scarce.
Here, we describe the clinical and epidemiological charac-
teristics of men with adverse reactions to fillers.

We carried out a retrospective study of men with adverse
reactions to fillers who visited the dermatology department
of the Hospital Clinic de Barcelona between May 1, 2015,
and October 31, 2018. Corresponding medical records, pho-
tographs, and additional tests were reviewed. Ultrasound
evaluation was performed using an Esaote Mylab ClassC kit
with 18-MHz and 22-MHz probes.

Our analysis included 6 men (one of whom was the
subject of a previous publication?): 1 was transsexual;
3 were men who have sex with men (MSM); and 2 were
heterosexual (Table 1). Three of the patients had human
immunodeficiency virus (HIV). All had been referred from
another service with different diagnoses. Adverse reactions
to fillers were never suspected. The most frequent filler
injection site was the buttocks (4 patients), followed by
the face (2 patients). The patients reported receiving
injections of hyaluronic acid (1 patient), liquid silicone
(2 patients), petrolatum (1 patient), polyalkylimide (1

* Please cite this article as: Morgado-Carrasco D, Bosch-Amate X,
Fusta-Novell X, Giavedoni P. Complicaciones de rellenos (fillers) en
hombres. Estudio retrospectivo de las caracteristicas epidemioldg-
icas y clinicas. Utilidad de la ecografia en el diagndstico. Actas
Dermosifiliogr. 2020. https://doi.org/10.1016/j.ad.2018.12.009

patient), and an unknown agent (1 patient). Two of the 6
patients initially denied having undergone dermal filling.
The time from infiltration to adverse reaction ranged from 2
to 15 years. The most frequent clinical presentations were
recurrent pseudocellulitis (4 patients), filler migration (3
patients), nodule formation (2 patients), and knee pain (1
patient). Two of the patients had undergone computed axial
tomography (CAT), which revealed signs of myositis and
cellulitis (patients 2 and 5), but not the presence of filling
agent. High frequency ultrasound (HIFU) revealed findings
compatible with adverse reaction to filler in all cases.
In 1 patient who was unaware of the type of filler used,
HIFU revealed a snowstorm-like pattern characteristic of
liquid silicone (Fig. 1). In another individual who reported
having received hyaluronic acid infiltrations, HIFU revealed
characteristics compatible with petrolatum (anechoic
pseudocysts) (Fig. 2). In 1 case, treatment consisted of
removal of the filler. Three patients were treated with oral
corticosteroids, 2 with minocycline, and 2 with nonsteroidal
anti-inflammatory drugs. One patient was lost to follow-up.
The clinical response was variable (Table 1).

Adverse reactions to fillers can cause severe morbidity
with foreign body granulomatous reactions, pseudocelluli-
tis, skin necrosis, embolization and migration of filler
material, and even death."? In our series, the most common
complications were pseudocellulitis and filler migration.

It should be noted that all patients were referred from
other services and in no case was adverse reaction to filler
suspected, likely due to the great variability in clinical pre-
sentation, the long latency to symptom onset (up to 15 years
in our series), a reluctance to admit having undergone the
procedure (or failure to recall the procedure in cases in
which many years had elapsed), and a lack of suspicion of
this condition in men. The misdiagnosis of recurrent celluli-
tis or myositis led in several cases to costly imaging tests and
multiple cycles of broad-spectrum antibiotic therapy, with
potential associated adverse effects.

Some authors have suggested that the use of unau-
thorized fillers such as liquid silicone and petrolatum is
increasing among transsexuals and bodybuilders.>* In our
series, most of the fillers used corresponded to this group
(silicone and petrolatum in 3 and 2 cases, respectively).
However, only 1 of the individuals was transsexual, none
were bodybuilders, and 2 were heterosexual, underscoring
the need for a high index of clinical suspicion when evalu-
ating men with inflammatory dermatoses, especially on the
face, buttocks, and thighs.
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Epidemiological and Clinical Characteristics, Additional Tests, and Treatments of Men with Adverse Reactions to Fillers

Patient

1 27
2 28
3 69
4 39
5 38
6 39

Age, y

Gender
Iden-
tity/Sexual
Orientation

F
(M2F)/unknown

M/heterosexual

M/heterosexual

M/MSM

M/MSM

M/MSM

Comorbidities

HIV

No

Hypertension
IgM
monoclonal
gammopa-
thy

HIV

No

HIV

Type of
Filler/
Infiltration
Site

Liquid
silicone/
buttocks

Petrolatum/
buttocks

Liquid
silicone,
unknown/
face*

Polyalkylimide/
face

**Hyaluronic
acid,
petrolatum/
buttocks

Liquid sili-
cone/buttocks

Adverse
Effect (Time
Since
Infiltration)

Migration to
feet and
secondary
lym-
phedema
(3y)

Repeated
pseudocel-
lulitis in
buttocks

and sacrum
(2y)
Erythematous
nodules,
edema, and
limited
buccal
mobility
(12y)
Erythematous
nodules on
both cheeks

(5y)

Pseudocellulitis
on the right
thigh,
myositis
(12y)

Knee pain,
nodules on
thighs,
pseudocel-
lulitis

(15y)

Dermal
Filling
Denied by
Patient

No

Yes

Yes

No

No

No

High
Frequency
Ultrasound

Snowstorm
pattern.
Small
anechoic

pseudocysts.

No increase
in
vascularity
Pseudocysts
in ST and
muscle.
Increased
vascularity

Snowstorm
pattern.
Increased
vascularity

Pseudocyst
beneath the
muscle.
Increased
vascularity
Pseudocysts
in ST and
muscle.
Increased
vascularity
Snowstorm
pattern

Referral
Diagnosis

Lymphedema

Recurrent
cellulitis

Autoinfl-
ammatory
syndrome
(Schnitzler
syndrome)

Rosacea

Myositis

Fasciitis

Treatment

None

Hydroxych-
loroquine
Allopurinol
Minocycline
Oral
prednisone
Minocycline
Oral
prednisone

Filler
removal

Oral
prednisone
NSAIDs
(dexketo-
profen)
Amoxicillin-
clavulanic
acid

NSAIDs

Response to
Treatment

N/A

Only
responded
to prolonged
oral
prednisone
therapy
Good
response to
prednisone,
then
discontinued
treatment

Good
response

Good
response

Partial
response,
nodules and
discomfort
persisted

Abbreviations: HIV, human immunodeficiency virus; F, female; IgM, immunoglobulin M; M, man; M2F, male-to-female transition; MSM, men who have sex with men; N/A, not applicable;
NSAIDs, nonsteroidal anti-inflammatory drugs; ST, subcutaneous tissue.
" Patient was unaware of the composition of the filler. Snowstorm ultrasound pattern was compatible with liquid silicone.
™ Patient reported receiving hyaluronic acid infiltration. The time to onset of adverse effects and the ultrasound characteristics of the filler were compatible with petrolatum.

(0] 34
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Figure 1 A, Significant increase in volume on the dorsal
aspect of both feet of patient 1. B, Color Doppler ultrasound
(18-MHz probe) in patient 1 reveals a small anechoic pseudocyst
with posterior reinforcement, no increase in vascularization,
and a snowstorm-like pattern.

HIFU is a fast, inexpensive, and safe test. It is useful in
the diagnosis of adverse reaction to filler to assess the mag-
nitude of the inflammatory reaction, identify the type of
filling agent used, monitor the response to treatment, and
guide procedures.>” In our series, HIFU revealed the pres-
ence of fillers in all cases, even in 2 patients in whom CAT
failed to do so.

The only curative treatment for adverse reaction to filler
is extraction of the filling agent,* which can be difficult;
this was achieved in only 1 patient in our series. Variable
responses have been described in patients treated with oral
and intralesional corticosteroid therapy, tacrolimus, allop-
urinol, etanercept, and antibiotics such as clarithromycin
and tetracyclines. " Most patients in our series received oral
corticosteroids, and 1 patient (patient 2) required low doses
of prednisone for more than 12 months.

Adverse reaction to filler in men can occur more than
a decade after the procedure, can have varied clinical

" Laass I-___r___ =
1 e
2

Figure 2
of patient 5. B, Numerous hypoechoic or anechoic pseudocysts
in subcutaneous tissue in patient 5 (B-mode ultrasound with
18-MHz probe). C, Increased vascularization in patient 5 (color
Doppler ultrasound with 18-MHz probe).

A, Erythematous edematous plaque on the left thigh

presentations, and is not limited to MSM or transsexuals.
It should be suspected in individuals with inflammatory con-
ditions affecting the face, thighs, or buttocks, even in those
who deny having undergone dermal filling.
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Bilateral Segmental
Neurofibromatosis on the Lower
Limbs™

Neurofibromatosis segmentaria bilateral en
extremidades inferiores

To the Editor:

Segmental neurofibromatosis (NF) is a rare entity characte-
rized by neurofibromas, with or without the presence of café
au lait spots, distributed in either 1 or, less frequently, 2 or
more dermatomes."?

A 55-year-old woman with no personal or family history of
interest was seen at our dermatology department for multi-
ple skin-colored papules and nodules (3-15 mm in diameter)
with an elastic consistency that had appeared 10 years ear-
lier and were located exclusively in the distal areas of the
legs and on the feet (Figs. 1 and 2). Café au lait spots,
axillary freckles, and plexiform neurofibroma lesions were
absent. Two of the lesions were excised and subsequent
histology confirmed the clinical suspicion of neurofibroma
(Fig. 3). The patient was diagnosed with bilateral segmen-
tal NF. Ocular, neurological, and visceral involvement were
ruled out. The patient was monitored for 10 years, dur-
ing which no new lesions appeared in other areas of the
body.

Segmental NF is 10 to 20 times less frequent than clas-
sical type | NF.23 It is caused by somatic mosaicism due
to a postzygotic mutation in the NF1 gene. Therefore,
all cases are sporadic by definition. Some familial cases
have been described, and can be explained by somatic and
gonadal involvement due to mosaicism, although there are
also some cases of vertical transmission of segmental NF

* Please cite this article as: Fornons-Servent R, Talavera-Belmonte

A, Bauer-Alonso A, Marcoval J. Neurofibromatosis segmentaria
bilateral en extremidades inferiores. Actas Dermosifiliogr. 2020.
https://doi.org/10.1016/j.ad.2018.10.028

that this mechanism cannot adequately explain. Depend-
ing on whether the mutation occurs before or after tissue
differentiation, the clinical phenotype of mosaicism can be
generalized or localized, respectively.'~¢

NF was first classified in 1982, and divided into 8 sub-
types, of which type 5 corresponded to segmental NF,
defined by the presence of pigmentation disorders (includ-
ing café au lait spots or axillary freckles) or of neurofibromas
located in a single unilateral segment of the body without
crossing the midline, without a family history of NF and

Figure 1  Skin-colored papules and nodules compatible with
neurofibromas on the front of the legs and on the feet.

Figure 2 Skin-colored papules and nodules compatible with
neurofibromas on the soles of both feet.
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