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PRACTICE POINTS

- Acne fulminans, the most severe form of acne, is
characterized by deep ulcerations covered by a
hemorrhagic crust. It is commonly associated with
fever, polyarthralgia, and myopathy caused by rapid
weight loss.

- This rare condition is recognized as a potential com-
plication of oral isotretinoin therapy.

To the Editor:
Acne fulminans (AF), the most severe form.of acne, is a
rare condition with an incidence of less than'1% of total
acne cases.! Adolescent boys are the ‘mostisusceptible
group of patients.? Painful inflammatory pustules that
transform into deep ulcerationshcovered by abundant
hemorrhagic crust are typical.of AE., Commonly affected
areas include the face, backsneck, and chest. Additionally,
fever and polyarthralgia may be present, and there often
is myopathy due to rapid weight loss.>* Less often,
erythema nodosum and splenomegaly may be observed.
Laboratory testing also may reveal markers of systemic
inflammation such as leukocytosis with neutrophilia,
elevated C-reactive protein levels, increased erythro-
cyte sedimentation rate, and thrombocytosis. Anemia
and elevated hepatic enzyme levels also may be pres-
ent in AF.? It is suspected that AF may be induced by
low doses of isotretinoin therapy with concomitant inher-
ited susceptibility.®

We report the case of a 21-year-old man who was
referred to the Department of Dermatology by his pri-
mary care physician for evaluation of severe hemorrhagic

lesions on the trunk following use of oral isotretinoin
(Figure 1). Prior to ‘development of the lesions, the
patient had started weekly intramuscular injections of
testosterone 500nmg, which he purchased online without
consulting a physician, to address muscle mass reduction
associated‘'with sudden weight loss from intense physical
training=After 8 months of testosterone supplementation
along with continued physical training, the patient pre-
sented to his primary care physician for treatment of acne
vulgaris on the back and trunk of 2 months’duration. Oral
isotretinoin 20 mg once daily was initiated; however, the
patient reported that the acne lesions showed progression
after 1 month of treatment. Isotretinoin was increased to
a more weight-appropriate dosage of 60 mg once daily
2 weeks before admission to our dermatology clinic.

FIGURE 1. Acne fulminans. Severe hemorrhagic lesions on the trunk
following use of oral isotretinoin.
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At the current presentation, dermatologic examina-
tion revealed numerous inflamed ulcerations covered by
a hemorrhagic crust on the back and trunk. The patient
also reported knee, elbow, and inguinal pain, especially
at night. No fever or loss of appetite was reported. The
patient was otherwise healthy and had no remarkable
family history of acne or other dermatologic diseases.

Laboratory testing showed leukocytosis (11,000/uL
[reference range, 4500-11,000/uL]), an elevated C-reactive
protein level (66 mg/L [reference range, 0.08-3.1 mg/L]),
and an elevated erythrocyte sedimentation rate (46 mm/h
[reference range, 0-20 mm/h]). There were laboratory
and clinical signs of a secondary bacterial infection in
the affected areas, and a culture of secretions collected
from lesions on the back grew Staphylococcus aureus with
sensitivity to erythromycin, clindamycin, doxycycline, and
trimethoprim-sulfamethoxazole and resistance to peni-
cillin. A diagnosis of AF was made based on the clinical
presentation and systemic symptoms, and anabolic-
androgenic steroids and low-dose isotretinoin were iden-
tified as etiologic factors.

Treatment initially included cessation of isotretinoin
and administration of prednisone, omeprazole, clindamy-
cin, and doxycycline. Prednisone was given at a dosage
of 40 mg once daily for 1 week, then decreased by 5 mg
every 7 days. Omeprazole was given concurrently as
prophylaxis for the gastrointestinal tract side effects of
long-term prednisone use. Clindamycin was given ata
dosage of 300 mg 3 times daily. Doxycycline was given for
6 weeks at a dosage of 100 mg twice daily. Topical octeni-
dine dihydrochloride also was given.

Marked improvement was noted after” 24 hours
(Figure 2) as well as on the third .day of ‘treatment
(Figure 3A). After 6 weeks, only disfiguring scars were
visible (Figure 3B). Oral isotretinoin was reincorporated

FIGURE 2. Marked improvement of acne fulminans was noted after
24 hours of treatment with prednisone, clindamycin, and doxycycline.
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after 8 weeks and was subsequently discontinued after
5 months of therapy with a cumulative dose of 150 mg/kg.

It is important to differentiate AF from exacerbation of
acne vulgaris because patients typically have mild or mod-
erate acne vulgaris before the onset of acute symptoms.!
Acne fulminans is characterized by systemic symptoms
such as myalgia, polyarthralgia, fatigue, and osteolytic
bone lesions.” Additionally, hematologic symptoms such
as fever, leukocytosis, anemia, splenomegaly, and hepa-
tomegaly may be present."” Our patient demonstrated
the polysymptomatic form of AF. The patient had severe
acne with a tendency to scar. There also were some sys-
temic manifestations such as polyarthralgia, weight loss,

FIGURE 3. A, Acne fulminans lesions on the trunk showed clearance
after 3 days of treatment. B, After 6 weeks, only disfiguring scars
were visible.
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leukocytosis, an elevated erythrocyte sedimentation rate,
and an elevated C-reactive protein level.

The clinical diagnosis in our patient also was sup-
ported by the hypothesis that heredity, overactive immune
reactions, bacterial infections, and use of some drugs
(eg, isotretinoin, tetracycline, testosterone) can trigger
AF.® The most well-known theory is that low doses of
isotretinoin induce AF.® The majority of cases are caused
by doses of less than 20 mg/kg once daily, but there have
been reports of patients using full doses and developing
this condition.” The fact that the use of low- and high-
dose isotretinoin can provoke AF suggests an idiosyn-
cratic reaction that is not clearly dose related. The most
dangerous triggering factor of AF is concomitant usage of
testosterone and isotretinoin.'” Our patient used testos-
terone injections to increase muscle mass and underwent
treatment with isotretinoin for acne.

Treatment of AF is controversial, as there is no stan-
dard therapy. Currently, steroids and isotretinoin are
the treatments of choice. Antibiotic use is controversial
because of a lack of randomized trials."

In the first stage of treatment, prednisone 0.5 to
1 mg/kg once daily is recommended as an initial anti-
inflammatory therapy, with gradual dose reduction.
According to evidence-based recommendations, a
low dose of isotretinoin can be introduced after crusted
lesions have healed. The overlapping therapy with
steroids and isotretinoin should be provided for at
least 4 weeks. High-potency topical corticosteroids can
be used on granulation tissue, which can shorten the
systemic treatment with prednisone or can.be an alter-
native treatment for patients with contraindications to
systemic corticosteroids."

Additionally, local care of the lesions including com-
presses and topical emollients iscerucial. There are some
case reports in which there isdntroduction of high doses
of isotretinoin, subsequently»withi'systemic steroids.”®!?
Seukeran and Cunliffe® provedithat it is beneficial to give
acne prophylaxis to prevent further episodes. Our patient
was similarly treated with systemic steroids and isotreti-
noin. Treatment guidelines for AF do not recommend
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oral antibiotics,’* but data are limited in the case of
isotretinoin-induced AF. Our patient was given doxy-
cycline concomitant with systemic steroids, which was
necessary due to signs of secondary infection from a
lesion culture. Doxycycline was stopped when isotretinoin
treatment was initiated to prevent pseudotumor cerebri.
The patient achieved good clinical improvement with
no relapse.

Using isotretinoin to treat acne vulgaris has many
benefits, despite the possibility of developing AF as an
extremely rare complication. Clinicians should be aware
of the risk of this complication to make the diagnosis and
provide appropriate care, especially in young men. It is
particularly important to consider the possibility of concomi-
tant testosterone and isotretinoin when documenting the
patient’s medical history.
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