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Abstract

Background: Pustular psoriasis of the digits (acrodermatitis continua of Hallopeau)
may be localized to one or more digits for over an extended period of time. Cha-
racteristic presentation is that of tender, diffusely eroded, and fissured pustular pla-
ques on one or more digits. Transition to other forms of psoriasis and to generali-
zed pustular psoriasis is known to occur. These patients have an increased risk of
acute generalized exanthematous pustulosis (AGEP) compared to the general po-
pulation. Pustular psoriasis is often therapy resistant.

Main observations: We report the case of a 54-year-old Caucasian woman who
presented with a pustular psoriasis flare complicated by AGEP. Treatment course
included hospital admission, cyclosporine, acitretin, and discontinuation of cephalexin.

Conclusion: The precipitating factor in the course of treatment is thought to be ce-
phalexin. When treating patients with pustular psoriasis the occurrence of drug-
induced complications should be carefully examined. Our case suggests that avoidan-
ce of B-lactam antibiotics in these patients is warranted unless absolutely indicated.
(/ Dermatol Case Rep. 2014; 8(2): 42-45)

Introduction

The pustular psoriasis responded to oral cyclosporine (150
mg po bid) and increasing dosages of oral acitretin (25-50

Acrodermatitis continua of Hallopeau is a rare form of pu-
stular psoriasis characterized by tender pustules on erythe-
matous and erosive skin affecting one or more digits." Tre-
atment proves challenging since conventional treatment
often fails.> Acute generalized exanthematous pustulosis
(AGEP) as a consequence of antibiotic use during disease
flare has been reported.”

The mechanism behind pustular psoriasis involves certa-
in T cells such as Th 17 cells, and inflammatory cytokines.?
Autoimmune diseases, family history, and lifestyle factors
are thought to be implicated in the development of psoria-
sis.?10 Recent studies also suggest a genetic component; it
has been suggested that psoriatic flares leading to generali-
zed pustular psoriasis may be linked to mutations in 1L36
receptor.!/12

We report the case of a 54-year-old Caucasian woman
with a four-year history of acrodermatitis continua of Hal-
lopeau who developed a severe flare of pustular psoriasis.

mg po daily). Treatment was complicated by AGEP, most li-
kely secondary to cephalexin which had been used to treat
possible secondary skin infection.

Case report

A 54-year-old Caucasian woman was seen in consultation
for treatment of severe progressive pustular psoriasis. She
had a four year history of recalcitrant acrodermatitis which
had been previously managed with numerous treatments
including: steroid ointments & injections, calcipotriol/beta-
methasone ointment, acitretin, immunosuppressants (me-
thotrexate and azathioprine), and PUVA hand soaks. Pre-
sent treatment included acitretin 10 mg po once daily. She
had previously been unable to tolerate higher doses of aci-
tretin due to "sticky skin".
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Physical examination revealed pustular psoriasis on five
fingers with associated loss of fingernails, and psoriatic pla-
ques on right elbow and left breast. She also had tender,
pruritic, erythematous patches and plaques studded with ti-
ny pustules on her trunk and limbs. In addition she also
complained of arthritic knee and mild finger joint pain. As-
sociated symptoms included fever and chills. She was ad-
mitted to the hospital for management of her pustular pso-
riasis flare.

At time of admission her daily medications included ro-
suvastatin (10 mg once daily), hormone replacement thera-
py (HRT) (conjugated estrogens 0.625 mg once daily & me-
droxyprogesterone acetate 7.5 mg once daily), hydroxyzine
(20 mg qid), and 10 mg acitretin once daily. She was admit-
ted to the internal medicine service and started on the fol-
lowing medications orally: cephalexin 500 mg four times
per day, cyclosporine 150 mg twice a day, hydroxyzine 25
mg four times per day as needed, dimenhydrinate 25-50 mg
every four to six hours as needed, zopiclone 7.5 mg at night
time, and acetominophen 325-650 mg every four to six ho-
urs as needed. Betamethasone n 0.1% cream BID was ap-
plied to affected areas and 1% hydrocortisone cream BID to
flexural psoriasis. Rosuvastatin was held due to drug inte-
ractions with cyclosporine. Investigations revealed an ele-
vated white count of (24.8 X 10%/L, reference value of 4-10
X 10%/L) with a neutrophil predominance. The oral acitretin
dose was increased to 25 mg once daily the following day.

Two days later, because of the spreading pustular erup-
tion, the oral acitretin dose was increased to 50 mg daily.
On the third day of admission she had developed widespre-
ad blistering and peeling of skin with extensive denudation
and weeping (Fig. 1). Patient was admitted to a burn unit
after consultation with plastic surgery. She was felt to have
AGEP or TEN (toxic epidermal necrolysis) secondary to ce-
phalexin, and cephalexin was discontinued. Laboratory re-
sults showed elevated WBC (24.0 X 10%/L), neutrophils (19.9
X 10%/L), platelets (407 X 10%/L), and eosinophils (0.5 X 10%/L),
low CO2 (17 mmol/L), calcium (2.02 mmol/L), magnesium
(0.65 mmol/L), and albumin (22.0 g/L).

Because of the clinical possibility of TEN she was treated
with intravenous immunoglobulin (IVIG). A skin biopsy was
also performed to help ascertain the nature of skin changes.
Our patients’ pathology report demonstrated neutrophilic
spongiosis, neutrophils in both the superficial and deeper
epidermal layers and the presence of a subcorneal pustule
(Fig. 2A,B). PAS stain was negative. Given the histopatholo-
gy and clinical correlation the diagnosis was suggestive of
AGEP. In AGEP histopathology is described with foci of neu-
trophilic spongiosis and subcorneal pustules.’ It is asso-
ciated with papillary dermal edema and perivascular infil-
trates usually containing eosinophils.’® It is differentiated
from pustular psoriasis based on the presence of eosinophils
and/or clinical correlation that suggests the commencement

Figure 1

Acute Generalized Exanthematous Pustulosis (AGEP) during
psoriatic flareup in hospital. (A) Frontal body involvement; (B)
Right forearm; (C) Left arm.
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of a new medication.’ Our patients’ condition slowly im-
proved over the next week with the combination treatment
of acitretin and cyclosporine and discontinuation of antibio-
tics. She received topical wound care to open blistered areas.

Following discharge, she was started on adalimumab (hu-
mira) [1st dose was 80 mg subcutaneous (SC) & 2nd dose
was 40 mg SC]. She discontinued this medication on her
own after two months due to development of a sore thro-
at. She was able to tolerate acitretin 25 mg once daily
(Fig. 3). Her lipid profile indicates elevated triglycerides
2.72 mmol/L [reference value: 0.35-1.70 mmol/L] and cho-
lesterol 7.46 mmol/L [reference value: 3.80-5.20 mmol/L].
She was switched to Ustekinumab once insurance covera-
ge was obtained. Ustekinumab has shown some efficacy
for recalcitrant pustular psoriasis that has failed conventio-
nal and biologic treatments.’> She has noted marked im-
provement since the start of Ustekinumab and has been
able to return to work. Since her psoriasis has not comple-
ted cleared we are planning to increase her dose from the
current subcutaneous dose of 45 mg every 12 weeks to
90 mg every 12 weeks.

Figure 2

Dermatopathology. (A) Neutrophilic spongiosis; (B) Subcor-
neal pustule.

Figure 3

Psoriasis post-hospitalization. (A) Discrete plaques around
Umbilicus & torso; (B) Left dorsal involvement; (C) Right
dorsal involvement.

Discussion

During hospital admission the patients’ psoriasis was most
likely aggravated by cephalexin. Cephalexin has previously
been shown to cause generalized pustular eruptions.* In
fact, in France, -lactams were the cause of AGEP in 44% of
cases.'® Discontinuation of this medication and treatment
with acitretin and cyclosporine resolved the psoriatic flare-up.

The inability of the initial hospital treatment regime to con-
trol the psoriatic flare-up and improvement once cephalexin

J Dermatol Case Rep 2014 2, pp 42-45




Pustular psoriasis complicated with acute generalized exanthematous pustulosis, Abbas et al.

was stopped supports the diagnoses of AGEP. 17% of pa-
tients with AGEP have a prior history of psoriasis and it is
felt that patients with psoriasis are at increased risk for this
form of drug reaction.'® Patch testing with the suspect agent
can reproduce a pustular eruption at 48 hours in approxi-
mately 50% of cases.'® As systemic reactions to patch te-
sting for evaluation of AGEP have been reported we were
reluctant to patch test this patient.’®

Our patient presented with acrodermatitis, pustular, and
plaque psoriasis that has been refractory to conventional
treatment. Antibiotic treatment during hospitalization likely
contributed to the development of AGEP. When treating pa-
tients with pustular psoriasis the occurrence of drug-induced
complications should be considered. As pustular psoriasis
patients are at increased risk for AGEP, clinicians should
avoid the usage of B-lactam antibiotics in these patients
unless absolutely indicated.

Conclusion

AGEP is more likely to develop in patients with pustular
psoriasis or who use B-latctam antibiotics. Hence our case
in particular seems to exemplify this corollary. Clinical cor-
relation with histopathology suggests that the use of cepha-
lexin caused severe AGEP and prolonged our patients’ tre-
atment course in hospital.
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