
polypoid mass in the coccygeal area can be a unique presen-

tation of eccrine naevus. Therefore, we propose a coccygeal

polypoid eccrine naevus as a distinct variant of eccrine

naevus.
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First case series on the use of calcipotriol–
betamethasone dipropionate for morphoea

DOI: 10.1111/j.1365-2133.2007.07971.x

SIR, Morphoea, characterized by localized fibrosis of the skin,

is the result of an immunological imbalance, mainly mediated

by profibrogenic cytokines.1 Current treatments for morphoea

include general measures such as massage or physiotherapy,

topical agents such as corticosteroids, vitamin D analogues and

imiquimod, and systemic therapy with steroids, methotrexate,

antimalarials, D-penicillamine, colchicine, sulfasalazine or

interferon (IFN)-c.1–5 We describe the first case series of

patients with morphoea treated with calcipotriol–betametha-

sone dipropionate, an agent that combines calcipotriol

50 lg g)1 (vitamin D3 analogue) with betamethasone dipro-

pionate 0Æ5 mg g)1 (mid-high potency steroid) in one topical

formulation. The mechanism of efficacy for calcipotriol–

betamethasone dipropionate is twofold as both components

inhibit fibroblast proliferation and act as cytokine immuno-

modulators to decrease fibrosis and inflammation.2,6

Three female and three male patients (age range 15–59

years) with histologically confirmed morphoea were included

in this case series (Table 1). All the patients had evidence of

active morphoea for various lengths of time characterized by

hyper- or hypopigmented, erythematous or violaceous, indu-

rated papules and plaques. The patients were otherwise

healthy, with no unexplained arthralgia, shortness of breath

or cardiac symptoms. Patients had normal complement levels,

and negative serology for antinuclear antibody, anticentro-

mere antibody, antiextractable nuclear antigen and antitopo-

isomerase I (anti-Scl-70). Five patients had previously

attempted other modalities of topical or ultraviolet therapy.

Prior to treatment initiation, patients 1, 2 and 3 had an

ultrasonographic evaluation using a 13-MHz ultrasound probe

for baseline dermal thickness of the untreated morphoea le-

sions compared with untreated or normal areas of skin.7 All

ultrasound studies were interpreted by the same radiologist to

minimize inter-reader variability.

The patients were instructed to apply a thin layer of calci-

potriol–betamethasone dipropionate ointment (Dovobet�; Leo

(a)

(b)

Fig 2. Nodular proliferation of normal eccrine sweat glands

and ducts within the reticular dermis without any angiomatous

proliferation. The epidermis shows slight acanthosis and

hyperkeratosis. Haematoxylin and eosin; original magnification:

(a) · 100, (b) · 200.
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Pharma, Ballerup, Denmark) once or twice daily to affected

areas. Patients were evaluated during routine follow-up visits

at 1 month and subsequently between 2 and 3 months of

treatment. Clinical findings were assigned a numerical value

based on our scoring scheme (Table 2) with +2 representing

marked improvement, +1 representing moderate improve-

ment, 0 representing no improvement, –1 representing lesion

progression and –2 representing a new lesion. Each finding

was then recorded and rated and an overall added score was

totalled for the two follow-up visits following treatment initi-

ation. The lesions were also photographed. Additionally,

punch biopsies were taken from consenting patients. These

were stained with haematoxylin and eosin and subsequently

evaluated for dermal thickness, lymphocytic infiltration and

collagen distribution to correlate with morphoea findings on

clinical examination.

Clinical scores for morphoea lesions are summarized in

Table 3. Figure 1(a–c) shows representative clinical photo-

graphs of a morphoea lesion on the right inner thigh in

patient 4 following treatment with calcipotriol–betamethasone

dipropionate ointment. Ultrasound results were also consistent

with the clinical findings (Table 3). Ultrasound evaluation

of dermal thickness of morphoea lesions before and after

calcipotriol–betamethasone dipropionate treatment at the

2–3-month follow-up visit demonstrated considerable decrease

in dermal thickness consistent with marked improvement of

morphoea lesions on clinical examination for patients 1 and 2.

Patient 3 initially showed clinical improvement after 1 month

of treatment, but did not exhibit improvement by either

clinical or ultrasonographic evaluation at 2 months. The

morphoea lesion of patient 4 treated on the right thigh

with calcipotriol–betamethasone dipropionate fully resolved

Table 1 Patient demographics and clinical scores for morphoea lesions

Patient

Sex ⁄age
(years)

Location

of lesion

Duration

of lesion
pretreatment

(months) Previous treatments

Follow-up
scorea at

1 month

Follow-up
scorea at

2–3 months

Overall
scorea at

3 months

1 M ⁄56 L shin 1 Betamethasone dipropionate
0Æ05% (ratio-Topilene�;

Ratiopharm, Mississauga,
ON, Canada)

0 1 (2Æ5 months) 1

2 F ⁄15 R hip, R chest 12 None 0 1 (2Æ5 months) 1
3 F ⁄50 R ⁄L flank,

R ⁄L abdomen,
R ⁄L arms, back,

R chest

15 Hydrocortisone 0Æ5%

(Cortate�; Schering,
Pointe-Claire, QC, Canada),

fluocinonide (Lyderm�;
TaroPharma, Brampton,

ON, Canada)

1 )1 (2 months) 0

4 F ⁄48 R ⁄L thigh 36 Mometasone furoate

(Elocon�; Schering-Plough,

Kenilworth, NJ, U.S.A.),
calcipotriol (Dovonex�; Leo

Pharma, Ballerup, Denmark),
imiquimod (Aldara�; 3 M,

St Paul, MN, U.S.A.)

1 1 (2Æ75 months) 2

5 M ⁄59 R shin 12 Amcinonide (Cyclocort�; Stiefel,

Coral Gables, FL, U.S.A.),
calcipotriol (Dovonex�; Leo

Pharma, Ballerup, Denmark)

0 1 (2Æ5 months) 1

6 M ⁄25 Back 24 Imiquimod (Aldara�; 3 M, St Paul,

MN, U.S.A.), ultraviolet A

0 1 (2 months) 1

aMorphoea lesions were scored according to Table 2.

Table 2 Clinical scoring scale for morphoea lesions at each follow-up
visit compared with baseline

Numerical
score

Morphoea lesion
characteristics Interpretation

)2 New lesion New lesion(s)

)1 Some lesion expansion,
more induration

Progression of lesion

0 No improvement,
lesion the same size

No improvement

1 Some improvement,
smaller lesion, less

induration, softer lesion

Moderate improvement

2 Much improvement,

much smaller lesion,
no induration, much

softer lesion, indistinct

Marked improvement
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by 2 years of application. No adverse events were reported

with treatment with calcipotriol–betamethasone dipropionate

ointment.

The primary cytokines involved in fibrosis associated with

morphoea are tranforming growth factor (TGF)-b and con-

nective tissue growth factor, which normally act in concert to

promote tissue repair and regeneration via increased collagen

production; however, in morphoea an excess of these cyto-

kines leads to fibrosis and sclerosis.8 The use of immunomodu-

latory agents for morphoea targets profibrotic cytokines, and

treatment with imiquimod4 has shown particular promise

through its induction of IFN-a and IFN-c, which work against

TGF-b.9 Topical corticosteroids have been shown to inhibit

inflammation, fibroblast proliferation and fibrosis.2 The efficacy

of vitamin D3 derivatives in morphoea is attributed to their

property to inhibit fibroblast proliferation,6 thus controlling

resultant fibrosis. In addition, calcipotriene can affect the cyto-

kine environment, whereby immunosuppressive interleukin

(IL)-10 levels are increased, and IL-8 levels are diminished,10

suggesting another mechanism for profibrogenic pathway

inhibition.

To our knowledge, this is the first study using calcipotri-

ol–betamethasone dipropionate as an agent that provides a

synergistic and balanced approach to morphoea treatment by

combining the corticosteroid betamethasone dipropionate

0Æ5 mg g)1 with calcipotriol 50 lg g)1 in one topical for-

mulation. This formulation may augment the therapeutic

activity of calcipotriol while also decreasing its irritative

inflammatory side-effect. Our case series demonstrates that

calcipotriol–betamethasone dipropionate ointment is an

effective treatment for morphoea in our patients, who

exhibited moderate to marked clinical and ultrasonographic

improvement with calcipotriol–betamethasone dipropionate

application. Future controlled clinical trials will compare the

efficacy of calcipotriol–betamethasone dipropionate vs. other

topical treatments including imiquimod, calcipotriol and

betamethasone alone.
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Table 3 Thirteen-megahertz ultrasound evaluation of dermal thickness

Patient

Treated morphoea site (T) ⁄
normal control site (N) ⁄
untreated site (UT)

Lesion
location

Baseline
dermal
thickness
(0 months)

Follow-up
dermal
thickness
(2–3 months)

Overall change
in dermal
thickness

1 T L shin 30 mm 19 mm 11 mm decrease
N R shin 14 mm 15 mm 1 mm increase

2 T R chest 24 mm 18 mm 6 mm decrease
N L chest 19 mm 18 mm 1 mm decrease

3 T R flank 16 mm 20 mm 4 mm increase
UT L flank 17 mm 20 mm 3 mm increase

(a)

(b)

(c)

Fig 1. Morphoea lesion of the right inner thigh on patient 4

following treatment with calcipotriol–betamethasone dipropionate

at 3 months (a), 6 months (b) and 12 months (c).
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Systemic sclerosis in association with
peristomal pyoderma gangrenosum

DOI: 10.1111/j.1365-2133.2007.07964.x

SIR, Pyoderma gangrenosum is an idiopathic skin condition

and an uncommon extraintestinal manifestation of inflamma-

tory bowel disease.1 An unusual presentation of pyoderma

gangrenosum is at the peristomal site in patients with inflam-

matory bowel disease.2 In a study of 525 patients with an

abdominal stoma, three were found to have pyoderma gang-

renosum.3 Pyoderma gangrenosum occurs in association not

only with inflammatory bowel disease, but also with other

diseases.4 We report an unusual case of systemic sclerosis

associated with pyoderma gangrenosum at the peristomal site.

A 73-year-old woman was admitted to our dermatology cli-

nic with a refractory skin ulcer at the peristomal site. She had

undergone surgery for colon cancer and an artificial stoma was

made on the left side of her abdomen 2 years previously. A deep

ulcer developed at the left side of the stoma. The ulcer was trea-

ted with dressing materials and basic fibroblast growth factor,

without success. Examination showed a deep ulcer at the left

side of her stoma (size 20 · 26 mm) (Fig. 1a). Treatment with

oral prednisolone (initial dose 30 mg daily) was started under

the possible diagnosis of pyoderma gangrenosum. The ulcer

had completely re-epithelialized 4 weeks after the start of oral

prednisolone treatment (Fig. 1b). General examination showed

Raynaud’s phenomenon, sclerodactyly, periungual erythema,

and swelling of bilateral hand joints. Autoantibody investiga-

tions showed positive antinuclear antibody (1 : 80 titre), posi-

tive anticentromere antibody and positive anti-SS-A antibody.

The result of chest computed tomography showed mild bibasi-

lar pulmonary fibrosis. Histological examination of her left third

finger showed homogenization and proliferation of collagen

fibres in the lower dermis and subcutaneous fat tissue. These

studies led us to the final diagnosis of systemic sclerosis (limited

type) in association with pyoderma gangrenosum that had

developed at the peristomal site. She has been treated with oral

prednisolone 10 mg daily with no recurrence of the ulcer.

Pyoderma gangrenosum is a complication not only of

inflammatory bowel disease, but also of other diseases.4 A

patient who developed pyoderma gangrenosum 8 years prior to

developing systemic lupus erythematosus (SLE) has been

reported.5 A 55-year-old woman with bullous SLE, who later

developed pyoderma gangrenosum, has also been reported.6

(a)

(b)

Fig 1. (a) A deep ulcer at the left side of the stoma. The size of the

ulcer was 20 · 26 mm. The peripheral border was elevated and the

colour was red. The granulation of the base was poor with mild

bleeding. Fine erythema was found around the ulcer. (b) The ulcer

was completely re-epithelialized at 4 weeks after the start of oral

prednisolone treatment. Several venous blood vessels are seen under

the re-epithelialized ulcer because of the thin epidermis. No erythema

was found around the ulcer.
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