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One-year treatment of chronic urticaria with 
mizolastine: efficacy and safety. 

 

J Eur Acad 

 

Dermatol Venereol

 

 2000; 14: 83–90

 

To the Editor

 

With a certain degree of surprise we read this study on a ‘novel’

antihistamine for the treatment of chronic urticaria.

 

1

 

 Neither

the substance nor the study is new, this open-label multicentre

study was performed from 1992 to 1995. Several weaknesses

hamper any conclusion drawn from this publication, and here

we mention just a few.

The introduction tells us that ‘oral mizolastine administered

once daily has been shown to be significantly more effective

than placebo in relieving the symptoms of chronic idiopathic

urticaria’ (CIU). Ring 

 

et al

 

.

 

2

 

 was published in a company spon-

sored supplementum and the article refers to a poster abstract

without giving specific details. Brostoff 

 

et al

 

.

 

3

 

 was a study per-

formed in parallel to this study from 1991 to 1994 and Motoles

 

et al

 

.

 

4

 

 again is an abstract in a supplementum; the message is not

too surprising – better than placebo – but also not too well

documented. However, the major point is: Why publish any

study in 2000 that neither has a placebo nor any control group

at all? According to good clinical practice guidelines

 

5

 

 there

have to be good arguments for omitting controls, but such

reasons are not mentioned in this article. The introduction

continues saying that ‘oral mizolastine compared favourably

with loratadine in double-blind, placebo-controlled trials’.

Murriet-Aguttes 

 

et al

 

.

 

6

 

 again is an abstract in a supplementum,

and Dubertret 

 

et al

 

.

 

7

 

 say that ‘there was no difference between

the two antihistamines in terms of urticaria relief ’.

The Materials and Methods section does not mention any

diagnostic approaches before patients are included, and the

inclusion of 22% of patients suffering from physical urticaria

forms makes the data non-comparable with most historical

control publications, on which an open-label non-control

study is so much dependent on. The drug dose was increased

to 15 mg daily in non-responders, but no data are given as to

how frequently this occurred and which data on safety and

side-effects were obtained with either the 10 mg or the 15 mg

dose.

The Results section shows that 40% of the patients enrolled

did not finish the study, most of them because of lack of efficacy

or adverse events. However, in ‘the global assessment by the

investigator at the end of the study, 70% of patients were

considered to have benefited from treatment’. And the detailed

data given are somehow vague, in that 210 patients entered the

study, but data on only 208 are given in fig. 2 and 127 are said

to have finished, but fig. 2 mentions 125 and fig. 3 126.

The Discussion summarizes that ‘mizolastine appears to be

safe in the studies so far, but more data are still needed’. The

authors then conclude that ‘more data are still needed on the

safety of this and other non-sedating antihistamines’. Regarding

this latter conclusion concerning other antihistamines, there

are several antihistamines on the market for the therapy of CIU,

that have been shown to be effective and safe in double-blind,

placebo-controlled trials. To mention just three of them, this

seems true for fexofenadine,

 

8

 

 loratadine

 

9

 

 and cetirizine.

 

10

 

 And

regarding long-term safety, the latter has proven to be safe if

administered even in very young, sick children in high doses

over an 18-month period.

 

11

 

According to the Acknowledgements, the manuscript was

written by a person that is not the author of the paper, and, not

too surprising, the manufacturer of the drug co-authors the

paper and is acknowledged. Sponsorship okay, but this is (too)

much for a scientific paper.

The reader expects from a publication on clinical trials: (i) new

knowledge on efficacy, safety, equivalence, etc.; (ii) detailed

information for the determination of the quality of the data;

(iii) correct and detailed statistical evaluations with consistent

data; and (iv) reasonable interpretation concerning the gener-

alization of results with regard to current knowledge.

 

12

 

 Neither

point seems to be fulfilled in this publication. To publish an old

piece of work, call it a phase III trial and show off with the

information, that the drug ‘is the only histamine H1-inhibitor

with European approval currently marketed’ sounds somehow

cynical. There are instruments on the market to measure the

methodological quality of a study (CONSORT Statement);

 

13

 

too many points have been neglected in this study, where the

protocol was probably developed close to 10 years ago. And

regarding the criteria of evidence-based medicine for the

proof of evidence for efficacy,

 

14

 

 this publication probably does

not fulfil the criteria of a top category study. So why publish it

in a peer-reviewed journal, our dermatology journal?
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Authors’ reply

 

It is also with a certain degree of surprise that we have taken

note of Pr Aberer’s critical letter, and we would like to point out

the following.

Mizolastine was launched in western Europe between 1998

and 1999 and as such can be considered a ‘novel’ antihistamine.

Registration was obtained through a mutual recognition pro-

cedure; mizolastine is the first antihistamine with a European

approval gained using this procedure.

This paper was accepted for publication in October 1999,

after the peer-review agreement of the journal. Even if this pub-

lication seems more or less belated with regard to study dates,

we know that ‘nothing in science has any value to society if it’s

not communicated’.

 

1

 

 The disclosure of long-term data from

open-labelled studies of a new chemical entity are of valuable

medical and scientific interest due to the lack of significant

experience compared with a more well-established drug. This

opinion was shared by this journal, which accepted the manu-

script for publication. In short, the article contributes to the

knowledge of the scientific community regarding the long-term

safety of an antihistamine, mizolastine.

Regarding the methodology of the study, it seems a little con-

fusing to refer to the CONSORT Statement, which describes

‘the quality of reporting of randomised controlled trials’

 

2

 

 while

at the same time criticizing us for describing an open study. The

manuscript referred to publications (full papers and abstracts)

that were available at the time of preparation. The publication

concerning a very young population suffering from atopic

dermatitis

 

3

 

 could indeed not be cited in our article, as unfortu-

nately it was not published at the time of our submission. In any

case, comparisons could not have been drawn as it was not con-

ducted in a similar population. The inclusion of patients with

either idiopathic or physical urticaria reflects everyday clinical

practice and their proportion is comparable with that described

in the literature.

 

4,5

 

Patients were evaluated for both safety and efficacy whatever

the dose (10 or 15 mg). Although an information concerning

the dose finally received by the patients is missing, the results are

of value regarding the safety profile of the drug, as the recom-

mended dose in clinical practice is 10 mg per day.

The statistical analysis of efficacy parameters used the LOCF

procedure that takes the last evaluation of the patients into

account, including those who withdrew prematurely from the

study, and notably those who dropped out for lack of efficacy.

This analysis is also responsible for the apparent variations

in the patient numbers depending on the parameter tested, the

figures corresponding to the exact number of patients assessed

by each parameter. For example, a total of 210 patients entered

the study, two of whom did not complete the visual analogue

scale (VAS) after baseline. Thus, 208 patients are referred to in

fig. 2. One hundred and twenty-seven (60%) patients com-

pleted the study, but because of missing data regarding the

VAS or number of urticaria episodes, the exact sample size is

125 or 126, respectively. This is honest data and not ‘somehow

vague’.

It takes many years before the safety profile of a drug is fully

established; thus, as commonly recognized in the scientific

community,

 

6

 

 sizeable experience is necessary with this and

other new non-sedating antihistamines.

The last part of Pr Aberer’s critical letter addresses our

Acknowledgements section. According to current practice and

to the Health Policy Report,

 

7

 

 ‘a manuscript represents the

accumulation of the intellectual and physical process, and any

parties be they industry staff, investigators, or others who

contribute to the contents of articles should have their names

listed on the articles’.

In conclusion, this work regarding the long-term therapeutic

potential of mizolastine was reported in an objective manner

with a scientific and honest approach as requested by a peer-review

journal, and in complete accordance with the Instructions to

Authors.
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Treatment of plantar erosive lichen planus 

 

with topical cyclosporin

 

To the Editor

 

Erosive lichen planus (LP), is an unusual variant of LP able to

provoke major functional impairment of the affected areas,

mainly mucous membranes and extremities. When the feet are

affected the toenails are almost always involved, and there are

disabling ulcerations with frequent vicious scarring and

residual atrophy.

 

1

 

 Multiple treatments are used in an attempt to

control the disease, often at the risk of dangerous secondary

effects,

 

2,3

 

 and relapse is common on cessation of treatment.

Topical cyclosporin, which is not absorbed by normal

stratum corneum, has been used in the treatment of several

inflammatory skin diseases with contrasting results.

 

4

 

 It has

been efficacious in mucosal forms of erosive LP, without the

undesirable secondary effects.

 

5

 

 The drug seems to have only

local effects and in most patients there are no detectable

cyclosporin levels in blood during treatment,

 

6

 

 which probably

depend both on the concentration of the solution used and

the surface of application.

We report the case of an 81-year-old female with ulcerations

on the sole of her right foot, without any other lesions. She had

had recurrent plantar ulcerations since her late fifties. In 1984 a

cutaneous biopsy confirmed the clinical diagnosis of erosive LP.

Over the years she has undergone several topical and systemic

treatments, namely steroids, retinoids and thalidomide, with

limited improvement and frequent relapses. The best results that

allowed the patient to walk almost normally, were obtained with

combination treatment with low doses of steroids and retinoids.

In July 1997, the patient was admitted to the hospital with

extensive and extremely painful ulcerations on the sole of her

right foot (fig. 1). General examination was normal as were

routine laboratory analysis.

Treatment with topical cyclosporin was started on the

affected skin with 500 mg of cyclosporin per day (50 mg

cyclosporin/mL) in topical oily dressings applied on the plantar

surface. The dressings were changed daily.

The pain disappeared at the end of the first week and after

3 weeks the ulcerations were partially epithelized. The patient

went home able to walk after 4 weeks of this treatment, although

the ulcerations had not completely healed. The treatment was con-

tinued twice a week for 10 months with considerable improvement.

During the treatment cyclosporin was never detected in blood

tests, and we did not notice any undesirable secondary effects.

This case suggests the possibility of using topical cyclosporin

in the cutaneous forms of erosive LP, with acceptable or even

good results, thus avoiding the undesirable secondary effects

associated with systemic treatments.

fig. 1 Large plantar erosions and vicious scarring resulting from previous

lesions.
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Facial orf

 

To the Editor

 

Orf infection is a skin zoonosis caused by a parapoxvirus that

primarily infects sheep and goats. Human infection can take

place when abraded skin comes into contact with infected

animals. This disease usually runs an asymptomatic course and

heals in 3–6 weeks. The hands and arms are the body sites most

frequently affected by this virus.

 

1,2

 

 When lesions appear in other

areas, orf infection may be confounded with other skin

disorders characterized by rapidly growing tumours. We report

a shepherd with orf on the right eyelid.

A 40-year-old woman was referred for a skin tumour that had

appeared over a traumatic erosion on her right eyelid 1 week

before. She was a shepherd and she had been feeding a lamb

with mouth ulcers some days before the skin lesion appeared.

Physical exploration disclosed a 2-cm well defined tumour,

covered with crusts and marked oedema of both right eyelids

(fig. 1). A skin biopsy revealed spongiosis, necrosis of the upper

epidermis and cytoplasmic, eosinophilic, inclusion bodies in

some keratinocytes. The dermis showed oedema, capillary

proliferation and dilation and a dense inflammatory infiltrate

mostly composed of lymphohistiocytes. Electron microscopy

with negative staining with phosphotungstic acid showed

typical parapox viral particles. Biopsy cultures for fungi, bac-

teria and mycobacteria were negative. The tumour and eyelid

oedema spontaneously diminished in the following weeks.

Three months later it had completely disappeared (fig. 2).

Orf infection advances through six stages and heals unevent-

fully in 3–6 weeks.

 

1,2

 

 Our patient presented at the acute stage

with a rapidly growing tumour on her right eyelid. Pyogenic

granuloma and skin metastases were considered among the

differential diagnosis. Orf infection was also considered as the

patient was a shepherd and had possibly been in contact

with infected lambs. Moreover, her skin lesions appeared on a

cutaneous erosion. Several case reports have been published

on orf involving skin sites other than the hands and arms.

 

3–6

 

All these reports highlight the importance of an initial clinical

suspicion of orf to allow for prompt diagnosis, which alleviates

the anxiety of these patients and rules out other disorders with

a worse prognosis.
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fig. 1 Tumor over right eyebrow at first visit.

fig. 2 Same as fig. 1, 3 months later.
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Topical therapy with fluorinated and 
non-fluorinated corticosteroids in patients 
with atopic dermatitis

To the Editor

Atopic dermatitis is well known to be a chronically relapsing

disease, which, together with allergic rhinitis, conjunctivitis and

bronchial asthma, belongs to the group of atopic diseases. The

frequency of atopic dermatitis is increasing, currently involving

about 5–20% of the general population.1

The disease is considered to be hereditary with increased pro-

duction of IgE stimulated by the dominant gene on chromo-

some 6.2 It often presents with a positive family history, and the

risk of children getting the disease is 25–30% if one parent has

atopy and about 60% if both parents do.2,3

Atopic dermatitis is a type IV (cellular type) allergic reaction,

explained by IgE binding on specific receptors on Langerhans

cells in epidermis, which react with allergens and stimulate T

lymphocytes to cause late eczema-type reactions.4

The most efficacious therapy is avoidance of all allergens

that test positive, avoidance of provocative factors (stress,

infections) and topical application of corticosteroids with

antihistamines in acute stages of disease.1 Proper education of

the patient and family members is necessary.

In order to present some simple data about therapy and

its effects, we compared the results of therapy with beta-

methasone dipropionate cream and momethasonum cream in

60 patients with acute atopic dermatitis, from mid-1998 to 1999.

Atopic disease was recorded in the family history of 46 patients;

12 patients also had allergic rhinitis and two patients bronchial

asthma.

As the disease was in exacerbation, therapy lasted for 3 weeks

(it was finished earlier if there was a regression), and patients

were checked every 3–4 days. The effect of the treatment was

evaluated by following the intensity of erythema, maceration,

erosions, vesicules and itching (Table 1).

We also tried to exclude all possible provocative factors such

as disorders in cellular and humoral immunity, environmental

factors, climatic factors, infections, skin irritations and

neurovegetative and psychogenic factors (in Croatia there were

a great number of acute exacerbations during the war years).1,4

One of the first corticosteroids to be synthesized (30 years

ago; hydrocortisone), is too weak, although side-effects are not

pronounced. Fluorinated corticosteroids are very effective but

cause side-effects, such as atrophy of the skin, increased blood

cortisol levels, diabetes and osteoporosis.5 Thus, all dermatolog-

ists were delighted when a new generation of corticosteroids

for topical use with the potency of the fluorinated ones, but

practically negligible side-effects, such as hydrocortisone, ap-

peared. One of these products is momethasonum;6–8 symptoms

recede quickly, and remissions are longer than with betameth-

asone dipropionate, even allowing for proper intermittent

application with regular interruptions for neutral skin. The

treatment can be easily explained to the patient and can be

prolonged for years with no evident side-effects.8

Better results were achieved by adding the new generation

of non-sedating antihistamines (e.g. loratadine) or, today,

third-generation antihistamines that can also be applied long

Group Symptoms First improvement

1: Betamethasone Erythema After 7 days

dipropionate twice daily Maceration After 5 days

20 subjects Erosions and vesicules After 5 days

Itching After 4 days

2: Momethasonum Erythema After 4 days

once daily Maceration After 3 days

20 subjects Erosions and vesicules After 2–3 days

Itching After 2–3 days

3: Betamethasone Erythema After 5 days

dipropionate twice daily Maceration After 4 days

+1 tablet of astemizole Erosions and vesicules After 4 days

10 subjects Itching After 3 days

4: Momethasonum once Erythema After 3 days

daily +1 tablet of Maceration After 2 days

loratadine Erosions and vesicules After 2 days

10 subjects Itching After 1 day

Total: 60.

Table 1 Follow-up of the patients with atopic 

dermatitis, grouped by therapy
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term because they do not cause side-effects, can be used also

for prevention when exacerbating factors are expected; they

are also useful against other atopic manifestations, such as

hay fever.9

Together with constant follow-up and good patient–

doctor relationships this treatment gives good results in

severe atopic dermatitis. The results of the study are outline

in Table 2.
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combination with corticosteroid

To the Editor

Paronychia is defined as an inflammatory disease of the nail

fold, which can be classified as congenital, acute acquired and

chronic acquired. Middle-aged women are at greatest risk for

acute-acquired paronychia.1,2

Acute paronychia is frequent following minor trauma of the

nail apparatus. In particular the involvement of the lateral nail

fold is painful even after minor trauma, such as manicure. The

primary event is the separation of the eponychium from the nail

plate followed by bacterial invasion. If the treatment is inappro-

priate, deeper soft tissue and bone infections may result as well

as chronic paronychia with or without permanent damage of

the nail plate.3,4

In the majority of cases, mixed flora is found. Staphyloccocus

aureus and pyogenes and Streptococci spp. are the most common

aerobic bacteria, while anerobic isolates include Bacteroides

spp., Fusobacterium nucleatum and Gram-positive cocci.

Occasionally, Gram-negative organisms such as Pseudomonas

spp., Proteus spp. and Escherichia coli or Candida albicans yeasts

may be responsible for acute paronychia.3,5

We investigated a first-line outpatient treatment of uncom-

plicated bacterial paronychia with two topical formulations in a

non-blinded study.

Patients attending the outpatient clinic of the Department of

Dermatology, University of Jena, Germany, were included if

they suffered from uncomplicated acute bacterial paronychia

of the fingernails after minor trauma. Subjects requiring sys-

temic antibiotics or surgery were excluded. The case series

comprised five males and 15 females from 22 to 63 years old

(Table 1). None of these subjects suffered from neoplastic

disease, diabetes mellitus or human immunodeficiency virus

infection and none was known as a drug abuser or alcohol

addict.

Two different topical treatments were performed as first-

line therapy: group A, a combination of fusidic acid and

Table 2 Final evaluation of therapy in 60 patients with atopic dermatitis

Group Improvement Healing
Side-effects 
(local)

Side-effects 
(systemic)

Allergic 
reactions

‘Rebound 
phenomenon’ Remissions

1 After 7 days After 3 weeks Skin atrophy 

in 2 patients

Changes in cortisol 

level in the blood

In 2 patients 2 patients Up to 1 month

Telangiectasia 

in 3 patients

of 1 patient

2 After 4–5 days After 14 days None None None None Up to 3 months

3 After 5–6 days After 3 weeks None None None 1 patient 1 month

4 After 2–3 days After 10–14 days None None None None 3–4 months

*In two patients with allergy to betamethasone dipropionate, we continued topical therapy with flumetasone pivalat twice daily, for 3 weeks.
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bethamethasone-17-valerate in ointment (Fucicort® Creme,

Leo GmbH, Neu-Jsenburg, Germany), and group B, gentamicine

ointment (Sulmycin® Creme, Essex, UK). Both ointments were

applied as often as necessary as a home-based self-treatment.

Patients were seen twice during the following 2 weeks.

Redness, swelling, exudation and pain were scored from 0

(absent) to 3 heavy.

Both treatments were well tolerated and produced no

unwanted side-effects. The pain was the first symptom to be

reduced by treatment A followed by swelling and redness. A

50% reduction in the cumulative pain score was seen in group

A after 3.5 ± 2.0 days vs. 5.1 ± 3.1 days in group B. The individual

reduction in score points is shown in figs 1 and 2.

Acute bacterial paronychia is common, although epidemi-

ological data are missing. Whereas self-treatment is performed

by patients frequently, the more severe or painful cases present

to the dermatologist. It is obvious that these cases are only the

tip of the iceberg. The more advanced cases and those resistant

to topical therapy are referred for surgery.3,6 Pain is the leading

symptom and often causes temporary handicap. The reduction

of pain and inflammation is therefore a major therapeutic aim.

Treatment should start as early as possible and microbial dia-

gnostics should be performed to modify second-line therapy if

necessary.

In the present study, gentamicin alone was compared with

fusidic acid in combination with betamethasone. Fusidic acid

penetration is facilitated by horny layer disruption, as found in

paronychia. Penetration through normal skin is negligible.7

Gentamicin can penetrate the skin, and thus applications on

the outer ear should be avoided because of possible inner ear

damage.8

We saw that inflammatory score reduction was faster with

the combination of fusidic acid and betamethasone than

with gentamicin alone. The time of application and area were

strictly limited, and no systemic or local side-effects were

observed. The combination of fusidic acid and betamethasone

is a safe and effective therapy of uncomplicated acute bacterial

paronychia and seems to offer advantages compared with

topical antibiotics alone.

U Wollina

Department of Dermatology and Dermatological Allergology, 

Friedrich-Schiller-University of Jena, 07740 Jena, Germany, 

E-mail: uwol@derma.uni-jena.de
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Table 1 Epidemiological data

Patient Age Gender Localization Cumulative score

Treatment A

1 54 Male Thumb 8

2 32 Female Index finger 9

3 41 Female Index finger 7

4 38 Female Thumb 8

5 49 Male Middle finger 8

6 23 Female Ring finger 6

7 39 Female Thumb 8

8 63 Male Thumb 8

9 42 Female Index finger 9

10 23 Female Thumb 7

Treatment B

11 29 Female Index finger 7

12 22 Female Middle finger 8

13 38 Male Thumb 8

14 43 Male Index finger 8

15 48 Female Index finger 7

16 29 Female Middle finger 6

17 37 Female Thumb 7

18 53 Female Index finger 9

19 47 Female Thumb 6

20 51 Female Index finger 7

fig. 1 Improvement of scores in acute paronychia, topical treatment with

fusidic acid and betamethasone.

fig. 2 Improvement of scores in acute paronychia, topical treatment with

gentamicin.
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Keratosis lichenoides chronica

To the Editor

Keratosis lichenoides chronica (KLC) is a rare dermatosis

characterized by lichenoid keratotic papular lesions arranged in

a linear or reticular pattern on the extremities and/or trunk and

a distinctive seborrhoeic dermatitis or rosacea-like facial

eruption.1–3 Although some authors have considered KLC to be

a variant of lichen planus,4–7 KLC is generally considered a

distinct dermatological condition, on the basis of its clinical and

histological features. We report a case of KLC that proved

resistant to multiple therapies, including common treatments

of lichen planus, thus providing further support to the nosolog-

ical independence of KLC.

A 37-year-old woman had a 4-year history of non-itching

eruption on the limbs, back and abdomen. She had noted that

the rash tended to worsen before her menses. Physical exam-

ination revealed a symmetric generalized eruption consisting of

violaceous lichenoid papules with keratotic surface and

arranged in a linear and reticular pattern (fig. 1). In addition,

there was maculopapular erythema with desquamation on

the forehead, cheeks and perioral areas. There was marked

hyperkeratosis of the palms and soles. The nails were dystrophic

and thickened. The mucosae were not involved. The general

physical examination was normal, with no evidence of ocular,

laryngeal or other abnormalities. The results of Coulter blood

counts and routine blood and urine biochemical determina-

tions were normal. There was no laboratory evidence of immune

deficiency.

Three punch-biopsy specimens from different skin regions

were submitted for histopathological study, with similar results

(fig. 2). The epidermis showed areas of acanthosis and hyper-

keratosis with focal parakeratosis. There was a dense band-like

lymphomononuclear infiltrate with abundant plasma cells in

the upper dermis, associated with focal vacuolization of the

basal cell layer.

Successive therapeutic trials with topical corticosteroids and

calcipotriol, 0.035 mg ethinyl-oestradiol and 2 mg ciproterone

acetate, 40–60 mg/day isotretinoin for 6 months, 25 mg/day

acitretin plus photochemotherapy for 4 months and 3 mg/kg

per day oral cyclosporin for 1 month did not improve the

patient’s dermatosis. The patient was eventually lost to follow-up.

KLC is an acquired dermatosis that usually begins in adult

life; it is rare in children. The classical clinical presentation

of this dermatosis is characterized by keratotic violaceous

lichenoid papules symmetrically distributed on the limbs and

trunk, predominantly on the dorsal aspect of the extremities,

and arranged in a linear and reticular pattern. In 75% of cases

there is a facial eruption consisting of erythematous scaly papules

and plaques resembling seborrhoeic dermatitis or rosacea. Nail

dystrophy can be found in 30% of cases, and palmoplantar

hyperkeratosis in 40%. The rash is usually asymptomatic, and

can be associated with oral ulcers, as well as ocular and genital

involvement.

The histological findings are relatively uniform, correspond-

ing to a lichenoid reaction pattern with epidermal changes.1–3,5

The epidermis shows areas of irregular acanthosis and atrophy,

as well as marked hyperkeratosis with focal parakeratosis and

formation of keratotic plugs. In some cases various degrees of

spongiosis can be observed. There is a dense lymphohistiocytic

fig. 1 Hyperkeratotic violaceous papules, resembling lichen planus and

arranged in a linear or reticular pattern, are the main clinical feature of

the disease.
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and plasmocytic band-like infiltrate in the upper dermis with

focal degeneration of the basal layer and presence of colloid

bodies. Telangiectasia of the superficial dermal vessels is some-

times noted. Cornoid lamellae and amyloid deposits in the dermis

were reported in one case.

The course of KLC is chronic and progressive and the disease

is very resistant to therapy, although spontaneous resolution

has been reported.8 KLC is resistant to topical therapy, but some

success was reported recently with topical calcipotriol.9,10 Sys-

temic corticosteroids, antimalarial agents, sulphones, gold,

methotrexate, superficial X-ray therapy and cyclosporin are

generally ineffective. In some patients, oral isotretinoin, etretin-

ate, photochemotherapy or psoralen + ultraviolet A and

oral etretinate have induced some improvement, but have

proved ineffective in others.3 The possible relationship between

KLC and lichen planus has been disputed during the last

decades. The clinical and histological appearance and the lack

of response to cyclosporin in the case we report here provide

further support to the nosological independence of KLC, as

opposed to lichen ruber moniliformis or other variants of

hypertrophic lichen planus.

R Taberner,† L Puig,†* T Fernández-Figueras,†‡ A Alomar†

†Department of Dermatology, Hospital de la Santa Creu i de Sant Pau, 
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Longitudinal red streaks on the big toenails 
in a patient with pseudobulbar syndrome

To the Editor

Among vascular diseases affecting the central nervous system, a

number of syndromes are known to be due to the occurrence of

so-called ‘lacunar’ infarcts,1,2 which are defined as areas of

cerebral infarction of small dimensions. Subcortical bilateral,

but not necessarily symmetrical, microinfarctions cause the

so-called ‘pseudobulbar’ syndrome,3 characterized by dysar-

thria, dysphagia, apraxia, emotional instability, gelasma, brisk

mandibular and deep tendon reflexes, snout reflex, Babinski

reflex and slow parkinsonian gait.

A 66-year-old man presented, over the last few years, slow

progressive global motor impairment, walking disturbances,

speaking and swallowing difficulties, muscular hyposthenia of

all four limbs, cerebellar disturbances, gelasma and cognitive

decline. Neither postural hypotension nor sweating distur-

bances were reported. Pupillary function was normal. Cerebral

spin-echo magnetic resonance scans showed diffuse chronic

vascular lesions involving particularly the external capsule and

periventricular white matter on the left side, associated with

marked cortical atrophy. Screenings performed on blood and

urine showed normal results. Arterial ultrasound examination

of epiaortic vessels and femoral vessels was normal. Thus, pseu-

dobulbar syndrome was diagnosed in this patient.

Dermatological examination showed no alterations of the

skin or fingernails, but inspection of the feet revealed well-

defined longitudinal red streaks only on the big toenail plates.

fig. 2 Thickened epidermis with acanthosis, hyperkeratosis, exocytosis and

focal vacuolization of the basal layer. Foci of parakeratosis and keratotic

plugs with thickened granular layer can also be seen. A focal band-like

infiltrate composed of lymphomononuclear cells can be seen in the upper

dermis (haematoxylin and eosin, original magnification × 40).
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On the right big toe (fig. 1) the streak was medial whereas on

the left big toe it was paramedial (width was 2 and 1 mm,

respectively), both extended for the full length of the nail plates

and did not disappear on pressure. Convexity of both nail plates

was physiological, and the cuticles and lunulae were normal.

There were no signs of onychodystrophia, onychomycosis or

periungual lesions. No overlapping of the second toe on the first

toe was observed. The patient, who refused nail biopsy,

denied having ever assumed drugs, which might have caused

the dyschromic changes of the big toenail plates,4 and he had

never performed any type of work or sport, which might have

caused trauma. Moreover, he had never worn shoes whose pres-

sure would create discomfort for the big toenails. No alterations

were found on other adnexae.

To our knowledge, no disease of the central or peripheral

nervous system has ever been associated with similar dyschro-

mic alteration of big toenail plates. Dermatological conditions

where red streaks are seen in the nail, such as Darier’s disease,

were ruled out because of lack of peculiar signs.5 As to fingernail

plate colour, we previously described some peculiar dyschromic

changes observed in a patient with multiple system atrophy.6

In pseudobulbar syndrome, the vegetative nervous system is

constantly damaged. We believe that in our patient, even in

the absence of clear clinical signs, a disturbance of the sub-

cortical centres regulating the vegetative functions might have

caused an autonomic failure in peripheral neurovascular home-

ostatic mechanisms, in particular of microcirculation control.

These conditions might have damaged the anatomical integ-

rity of the nail matrix producing a longitudinal nail plate defect

arising from a focal matrix abnormality. We think that such

an abnormality appears as a longitudinal red streak because the

nail plate is more translucent in one axis, as a consequence of

matrix dysfunction resulting in a thinned nail along that line.

Unfortunately, the patient refused nail matrix biopsy, which

could have given a definitive answer. Two circumstances might

have favoured the onset of the longitudinal red streaks: (i) there

is a greater susceptibility of the lower limbs, especially in older

patients, to suffer from microcirculation deficits, and (ii) the

possibility that the big toenail plates may feel the negative

effects of extrinsic or intrinsic microtrauma, because of their

forward position or their larger dimensions compared with

the other toes. Our observation of this peculiar dyschromic

alteration of big toenail plates seems to confirm that some

neurological diseases may be associated with modifications of

the nail.6–8
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Comparative effects of calcipotriol and 
betamethasone 17-valerate solution in 
the treatment of seborrhoeic dermatitis 
of the scalp

Presented as a poster at the 8th EADV Congress, 29 September–3 October 1999, Amsterdam, The Netherlands.To the Editor

In the past 10 years calcipotriol (C), a vitamin D3 analogue,

with effects comparable with those of moderately potent

corticosteroids, has been used for the treatment of psoriasis1–3

and recently in form it has been used successfully for psoriasis

of the scalp.4,5 Seborrhoeic dermatitis (SD) appears to have a

histogenesis similar to that of psoriasis; when localized on the

fig. 1 Well-defined longitudinal medial red streak on the right big toenail plate.
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scalp it is clinically and histologically almost indistinguishable

from psoriasis. In addition to the finding of psoriasiform epi-

dermal hyperplasia, migration and accumulation of neutrophils

in the parakeratotic horny layer and exfoliative cytology have

suggested that the pathophysiological mechanism might be

similar to that seen in psoriasis.6,7 Thus, the treatment modal-

ities of these two entities would be similar. The aim of this study

was to evaluate whether C solution is also beneficial in the

treatment of SD. We compared the efficacy and safety of C

solution with that of betamethasone 17-valerate (BV) solution,

a treatment used for SD of the scalp.

Sixty patients presenting SD of the scalp clinically character-

ized by erythema, scaling and itching were recruited for the

study. Following a 1-week washout period, during which only

a mild, non-medicated shampoo was used, patients were

randomly assigned to two groups of 30 subjects for treatment

with either C (50 µg/mL) solution or BV (1 mg/mL) solution,

applied twice daily for 4 weeks. For those patients with only

slight improvement at the end of 4 weeks, treatment was con-

tinued for another 4-week period. Both groups were followed

up by the same investigator at the end of 1, 2 and 4 weeks of

treatment, and the severity of erythema, scaling and itching

of the scalp was rated on a four-point scale (0, absent; 1,

slight; 2, moderate; 3, severe) together with the treatment

responses. Treatment was classified as successful in cases with

total clearance of lesions. The total score for SD (the sum of the

scores for erythema, scaling and itching) was calculated for each

visit. Itching was then assessed separately in relation to the other

symptoms. All adverse events were recorded and routine

biochemical analysis, including serum total calcium levels

were recorded before and after treatment. After cessation of

treatment, patients entered a follow-up period for 4 weeks.

Reappearance of the lesions for those who were completely

cleared were noted as recurrences.

The total scores decreased significantly from baseline at all

visits in both treatment groups. The mean percentage changes

in the total score from baseline to the end of treatment are

shown in Table 1. The scores for the individual signs of

erythema, scaliness and itching reflected the same pattern of

response. The improvement of itching during treatment is

shown in fig. 1. When the treatment groups were compared, BV

was statistically significantly superior to C at all assessments

(P < 0.05).

Twenty of 30 subjects in the BV group and seven of 30

subjects in the C group were totally cleared. For 13 subjects in

the C group and three of those in the BV group, showing insuf-

ficient response, treatments were continued up to 8 weeks, and

three of those in the C group were totally cleared. The difference

in the total scores between the 4-week and 8-week duration of

C treatment was statistically significant (P < 0.05) except for

erythema. None of the subjects in the BV group who were

treated for 8 weeks were completely cleared. There were seven

withdrawn from the C group; six had completed the 4-week

cycle and one the 8-week cycle of treatment. Two withdrawals had

adverse effects (facial skin sensitivity) at the end of the 4-week

treatment and the rest did not want to continue because of an

unacceptable treatment response. There was no change in

serum total calcium levels and the biochemical tests were within

normal limits at the end of the treatment. More adverse events

were reported in the C group (17 subjects) than the BV group (two):

burning sensation (two BV, 16 C group), stinging (one C group),

irritation of scalp (four C group) and facial skin sensitivity

(three C group). Of the 20 subjects in the BV group and the

seven in the C group who attained satisfactory treatment response,

seven and two relapsed, respectively, in the follow-up period. No

recurrence was observed in any of the 8-week treated C patients.

C inhibits epidermal keratinocyte proliferation and promotes

differentiation in vivo and in vitro.8–10 De Mare et al. proposed

that C was at least as effective as BV with regard to the effect on

epidermal growth.3 In this study, 4-week treatment with C

Table 1 Total score changes during treatment

Betamethasone
valerate 
(total score)

Calcipotriol
(total score) P-value*

Baseline 

(mean ± SD)

5.7 ± 1.5 6 ± 1.2

1 week 

(mean ± SD)

2.4 ± 1.4 4 ± 1.4 < 0.05

% change from 

baseline

56.73 32.22

2 weeks 

(mean ± SD)

1.4 ± 1.3 3 ± 1.9 < 0.05

% change from 

baseline

75.44 50 

4 weeks 

(mean ± SD)

0.5 ± 1.2 2.2 ± 1.9 < 0.05

% change from 

baseline

90.06 67.84

* P is calculated with the Mann–Whitney U-test

fig. 1 Improvement in itching during treatment.
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solution was slightly effective in the treatment of SD of the scalp.

However, in the BV group, the response was more rapid and BV

was superior to C in reducing itching. In addition, BV was well

tolerated comparing to C. Although continuing treatment with

C for up to 8 weeks is statistically meaningful, the cost and

difficulty in patient compliance should be considered. Know-

ing all available treatments have drawbacks, C solution might

have a place in SD of the scalp.
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152001194LettersLettersLetters0000Graphicraft Limited, Hong KongTinea of the scalp and eyebrows caused by 
Trichophyton violaceum in a 62-year-old 
diabetic woman

To the Editor

Tinea capitis occurs rarely in adults unless the immunological

status of the patient is altered by an underlying disease. Herein

we report a case of tinea corporis and tinea capitis with

involvement of the eyebrows caused by Trichophyton violaceum

in a 62-year-old woman with diabetes mellitus. She was

admitted to Hacettepe University Medical School, Department

of Dermatology with the complaint of skin lesions of 2 years’

duration. Before admission the woman had been treated with

topical corticosteroids. She reported that the lesions first

appeared on the neck and upper part of the chest as round, red,

pruritic and scaly plaques. Seven months later, she noticed

similar lesions on her extremities, abdomen and back. At that

time, she had also diffuse scaling, alopecia and severe pruritus

on the scalp and eyebrows. Dermatological examination revealed

multiple well-defined, erythematous, circinate, scaly plaques

with active erythematous, raised margins on the neck, upper

part of the chest, abdomen, extremities and the back. There

were moderate amounts of scales and black dots on the scalp

(fig. 1) and eyebrows together with diffuse alopecia (fig. 2). The

nails were normal.

KOH examination of scrapings of the skin lesions revealed

hyphae and the affected hairs from the scalp and eyebrows

showed arthrospores within the hairs. T. violaceum was iden-

tified on cultures of Sabouraud’s dextrose agar made from the

scrapings of the scalp, eyebrows and glabrous skin. Testing for

anti-human immunodeficiency virus was negative. Treatment

was initiated with oral griseofulvin (500 mg/daily, microsized),

topical bifanozole twice a day for the skin lesions and keto-

conazole shampoo for the scalp. The clinical response was

remarkable in the second week of therapy. The treatment was

continued for 8 weeks until mycological cure was obtained.

fig. 1 Tinea capitis caused by Trichophyton violaceum with alopecia and fine

scaling. ‘Black dots’ and numerous short hair stubs are seen in the bald area.
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Tinea capitis is seen rarely in adults.1 Secretion of sebum and

colonization by Pityrosporum orbiculare are believed to protect

the scalp against invasion of dermatophytes after puberty;

however, the existence of an immune defect may facilitate hair

invasion.2 When seen in adults most subjects are postmeno-

pausal women.3–5 This may be explained by hormonal changes

resulting in reduction of sebaceous secretion.2

Dermatophytic infections of the eyebrows are also rare.6 As a

rule they are secondary to an infection of the scalp or glabrous

skin. Microsporum canis and T. violaceum are the most fre-

quently implicated fungi.6

In the countries of eastern Europe and the Mediterranean

basin, including North Africa, T. violaceum is predominant,

whereas in western Europe and America T. tonsurans is the

agent most frequently isolated.7 T. violaceum is an endothrix

organism and may cause black-dot tinea capitis, such as

T. tonsurans.8 T. violaceum is an organism frequently isolated

from children with tinea capitis in Turkey.9

To our knowledge there was no other case of dermatophytosis

observed in the subject’s household; however, our patient was

postmenopausal and had had diabetes mellitus for 5 years and

her blood glucose levels were not regulated in that period. Our

patient’s immune status was completely normal, but there are

reports that show diabetes mellitus can result in a partial defect

in cell-mediated immunity.10 Also, inappropriate treatment of

skin lesions with topical corticosteroids may have be an

aggravating factor in the spread of the infection to the scalp and

eyebrows. In conclusion our case emphasizes the importance

of routine mycological studies in adult patients with scalp

pruritus.
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Multiple squamous epitheliomas during 
long-term treatment with hydroxyurea

To the Editor

Hydroxyurea is an antimetabolite commonly used in the

treatment of chronic myelogenous leukaemia (CML), poly-

cythaemia vera and idiopathic thrombocytosis. Several cutane-

ous complications have been described during therapy with

hydroxyurea. These include diffuse xerosis, hyperpigmentation,

malleolus ulcers, longitudinal pigmented bands on the nails,

striated melanonychia, plantar keratoderma1–3 and, more

rarely, squamous and basal cell epitheliomas.4

We report the case of a 60-year-old man with a normal per-

sonal and family history who was treated with hydroxyurea for

CML for approximately 10 years, achieving good laboratory

and clinical response. During the past 7 years he underwent

surgery on several occasions for squamous epitheliomas on the

face, scalp and backs of his hands. One year ago, because of the

repeated episodes of epitheliomatous elements in light-exposed

areas hydroxyurea therapy was discontinued and replaced with

mercaptopurine (50–100 mg/day) combined with etretinate

(1 mg/kg per day) for 3 months, without improvement. Radi-

otherapy initially yielded good results but relapse, observed

during the summer, was highly aggressive and destructive.

Chest X-rays and abdominoechography were constantly

fig. 2 Tinea of the eyebrows due to Trichophyton violaceum. Hair loss is

present especially in the lateral area of the eyebrows.
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negative. The patient was subsequently treated with four cycles

of chemotherapy based on vincristine (1 mg/m2) on day 1

followed by bleomycin (30 mg/day) for the next 4 days, but only

mild clinical improvement was achieved.

Hydroxyurea inhibits DNA synthesis by a mechanism

that blocks diphosphate ribonucleotide reductase and DNA

thymidine uptake.5 In vitro it has been shown to induce chromo-

some damage and inhibition of DNA repair in ultraviolet

(UV)-irradiated human cells.6,7 It was, therefore, postulated

that hydroxyurea may interfere with cell replication in the basal

layer of the epidermis.3 Thus, the appearance of squamous

and basal cell epitheliomas in patients receiving long-term

hydroxyurea therapy does not seem to be fortuitous.8 How-

ever, in our opinion, it is likely that other predisposing factors

exist. UV rays seem to play an important part in hydroxyurea-

induced impairment of DNA repair. Location of the lesions in

light-exposed areas is due to a mechanism we can define as

‘xeroderma pigmentosum-like’. To this substrate we must add

interaction of immunosuppression and malfunctioning of

natural killer cells, a typical finding in CML.9

In conclusion, we recommend careful evaluation of epithe-

liomas in the follow up of CML patients receiving hydroxyurea

in order to ensure prompt replacement of therapy as required.

We also encourage long-term protection against UV rays,

particularly in patients with alopecia and a long history of

sun-exposure.
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Epithelioid haemangioma (angiolymphoid 
hyperplasia with eosinophilia) in the 
inner canthus

To the Editor

Epithelioid haemangioma or angiolymphoid hyperplasia with

eosinophilia is an unusual benign tumour. Microscopically, the

lesion is usually multilobular with a large central vessel

surrounded by smaller ones. The vessels are lined with

characteristic plump endothelial cells, having large, vesicular,

occasionally indented nuclei protruding into the lumina

and eosinophilic often vacuolated cytoplasm (epithelioid

appearance).1 The vascular structures are surrounded by an

inflammatory infiltrate that contains lymphocytes, eosinophils,

plasma cells, histiocytes and scattered mast cells. The disorder

presents as one or more angioma-like nodules involving the

dermis or subcutaneous tissues, mainly on the head and neck,

but occasionally other sites are affected as well.2,3 We describe

herein a case of epithelioid haemangioma in the inner canthus.

A 24-year-old Greek male presented with a 16-month history

of a soft-tissue swelling in the region of the left inner canthus

and in the upper eyelid. The distension first became evident in

the shape of a lentil that was palpable, rubbery and mobile. The

swelling enlarged slowly and during the last 6 months had

doubled in size. It was painless, without redness or itchiness.

However, the patient had tears in his eye and felt considerable

inconvenience during eye movements on the horizontal axis.

The computed tomography scan of the head and neck revealed

a lump of soft tissue in the region of the left inner canthus. The

nodule was surgically removed; it was situated deeply and

indented the lacrimal canaliculi. No continuance was detected

between the left nasal bone and the orbital rim. Macroscopic

examination of the extracted nodule revealed a well-defined,

smooth, firm, round lesion measuring 1 cm in diameter.

Inflammatory limits were not detected. No recurrence of the

lesion was detected 3 months after the operation. There were no

symptoms after the excision.

Microscopically, the lesion was marked by the presence of

hyperplastic vessels, with a multilobular arrangement, lined by

plump, vacuolated and eosinophilic endothelial cells (epithelioid

appearance), with oval nuclei, lacking any obvious mitosis or

atypical cells. A compact inflammatory infiltrate containing

lymphocytes and eosinophils was also detected around the

vessels (fig. 1). A mild degree of fibrosis was also observed. No

mast cells were noticed.
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Immunohistochemical analysis revealed positive staining

with antifactor VIII and anti-CD31 for the prominent endothelial

cells. Moreover, an equal distribution of T and B lymphocytes

was observed using the CD3 and L26 antibodies, respectively.

Epithelioid haemangioma is closely related to Kimura’s dis-

ease, and for many years the two disorders were considered

identical, as they exhibit such histopathological similarities as

vascular proliferation and tissue eosinophilia. In particular,

Kimura’s disease predominantly affects young males with a high

incidence of blood eosinophilia and histologically shows more

fibrosis and fewer distinctive endothelial cells than epithelioid

haemangioma. Thus, final diagnosis of the latter disorder can

be made only after histological examination.1

The face and scalp are the prominent sites of epithelioid

haemangioma, with very few cases involving the orbit.4,5 Only

in one of the latter cases the tumour affected the inner canthus.

The lacrimal gland has been influenced in a limited number of

cases;5,6 however, to our knowledge influence of the lacrimal

sac has not been reported. Epithelioid haemangioma in the

orbit area is usually treated with complete excision of the

nodules.1,3,4
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Contact allergy to henna

To the Editor

Traditional henna is a greenish powder made from the leaves

of Lawsonia alba a shrub cultivated in North Africa, India

and Sri Lanka. Lawsone, a naphtoquinone (2-hydroxy-1,4-

naphtoquinone) is the active dye ingredient.1

The use of henna dye is traditional in Islamic countries. The

dye is used on nails, skin and hair by married woman and tra-

ditionally it is also used by the major participants in marriage

ceremonies, when the bridegroom and the best man also apply

henna to their hands.2 Today, henna is used not only as a hair

and skin colorant but also as a component of some shampoos,

conditioners and other products.

Henna is well known cause of occupational sensitization in

hair dressers. However, despite its increased use, because of its

low allergenicity, contact dermatitis to henna seems to be rare in

individuals without occupational exposure.3

A 38-year-old teacher developed severe angioedema involv-

ing her eyelids, face, forehead, scalp and tongue within 4 h after

using a commercial product of henna that she had applied to

dye her hair. For the previous 6 months, she had been applying

natural powder henna obtained from a herbalist without any

negative results; however, she had had problems after the last

application.

She was treated with corticosteroid injections and oral

antihistamines and recovered within a few days and there were

no laboratory abnormalities.

Patch tests were performed with the European Standard

Series, a specific series of hairdressing agents and both commer-

cial and natural henna diluted with sterile saline solution in 1%

concentration. Reactions were read at 48 and 72 h. The patient

showed a positive reaction to both commercial and natural

fig. 1 Epithelioid haemangioma of the inner canthus. Lobular vascular

regions with central vessels surrounded by an inflammatory infiltrate, rich

in eosinophils. Scale bar is equal to 15 µm. Haematoxylin and eosin stain,

original magnification × 100.
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henna (+ +) and paraphenylenediamine (PPD) (+ +) in the

European Standard Series according to the International

Contact Dermatitis Research Group criteria.

Henna is applied in two forms. Fresh green henna leaves are

made into paste by grinding it with a little water and the paste

is applied on the skin or hair. The second method is to dry the

leaves and stems and make them into a powder, which can be

kept for longer periods; when required, the powder is converted

into paste by adding water. Henna is used alone or in combina-

tion with other colouring agents such as PPD.2 Normally, the

dying process takes 6 h or more, but when henna has been

mixed with PPD, the same cosmetic effect is achieved in only

30 min or less using considerably less henna.4

Our patient was allergic to both henna and PPD. She had pre-

sented with severe angioedema and we thought this was a con-

tact angioedema due to henna. She had had previous exposures

to henna with no reactions.

Reaction to henna may occur within a few hours of topical

application in the form of angioneurotic oedema of the face, lips,

pharynx, larynx and bronchi progressing to acute renal failure

and ultimately death due to renal tubular necrosis.5 However,

we saw no severe side-effects except angioneurotic oedema.

Henna is included in test series in Saudi Arabia,6 which is

important because it is frequently used. We decided to publish

this case because Turkey is an Islamic country where many

people traditionally use henna as a dye. This was an interesting

case presenting serious angioedema that was treated successfully

with corticosteroids and oral antihistamines, as shown in fig. 2.
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