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PREFACE TO THE SECOND EDITION

Stuart Robertson and I had hoped that, it we omitted treatment from this little book,
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readership to the cause of making patients better. Giving in eventually to the pleas of
our publisher, our only stipulation was that we would need the help of a third editor.
And who better, we thought, than Sarah Wakelin, already an experienced author
in this field?

At the same time as this wholesale improvement, the opportunity was taken to
correct deficiencies in the coverage of skin disorders, including HIV infection, while
thoroughly revising the original text and illustrations. More than a hundred new
illustrations have thus been incorporated, provided very largely by the
indefatigable Stuart Robertson.

The result is an even more useful book than before, one that will be a dependable
guide to those starting out on dermatological training, whether doctors or nurses, as
well as to more experienced health professionals in other disciplines, including
general practice and occupational health.

I thank both my fellow editors for working with me so attentively to breathe new life
into the Colour Handbook.

RICHARD J G RYCROFT



INTRODUCTION

History

Diagnosis in dermatology follows the standard
approach of history taking and physical examina-
tion. Questions relating to the presenting
dermatosis should answer the following: time and
site of onset; ensuing course; provoking and
relieving factors (sunlight, temperature, occupa-
tion, and so on.) and associated symptoms (itch,
pain, and so on.). Itis important to elicit a history
ofany previous general medical or surgical prob-
lems as well as details of past dermatological
conditions. A past history of eczema or psoriasis
is of particular relevance. Enquiry into the occur-
rence of the common inherited dermatoses (such
as atopic eczema, psoriasis, or ichthyosis) in first-
degree relatives is useful, as is a history of infec-
tious illness in close personal contacts. Aspects of
the patient's daily life are relevant to the diagnosis
of many skin diseases: occupational or recre-
ational contact with potentially sensitizing
substances may be pertinent, as may a history of
excess sun exposure. A detailed drug history is
mandatory. A full list of medications taken for
other conditions may reveal a possible culprit in
iatrogenic skin disease, while knowledge of
concomitant therapies may help to avoid drug
interactions or polypharmacy. Current and past
use of topical agents should be noted.

Examination

The diagnosis of skin disease is dependent on
careful examination and the correct interpretation
of cutaneous physical signs. In addition to an
inspection of the area(s) of involvement, a derma-
tological examination should include visual
assessment of the whole skin. Adequate illumina-
tion is imperative, while additional torch-light
may be required to examine the oral cavity. At
times, a light source positioned obliquely to the
lesions can reveal important morphological infor-
mation. Closer inspection of individual lesions is
often helpful and is facilitated by the use of'a hand
lens. Palpation of the lesional skin should always
be undertaken to provide information on
temperature, consistency, and level of tissue
involvement. Examination of the regional lymph
nodes is sometimes necessary.

In order to extract the maximum amount of
information for diagnostic purposes, four aspects
of the lesion(s) under scrutiny need to be
recorded:

e Morphology.
e Shape.
e Distribution.
e Colour.

Morphology

Most skin lesions have a characteristic
morphology which, once defined, will narrow the
differential diagnosis. The following list describes
the features of the common primary lesions:

e Macule.

Papule.

Nodule.

Plaque.

Wheal.

Vesicle.

Bulla.

Pustule.

Erosion.

Ulcer.

Fissure.

Telangiectasia.

°
L]
L]
L]
L]
L]
L]
L]
L]
L[]
L]
e Comedone.

Macule —a flat, non-palpable lesion,
distinguished from adjacent, normal skin by a
change in colour.
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Papule —a small, solid and raised lesion less than ~ Plaque — a flat-topped lesion with a diameter
5 mm in diameter). A raised legion larger than 5 considerably greater than its height.
mm is a nodule.

Wheal - a transient swelling of the skin of any Vesicle —a blister less than 5 mm in diameter.
size, often associated with surrounding, localized A blister greater than 5 mm in diameter is a bulla.
erythema (the flare).

Pustule — a visible accumulation of pus, Erosion — an area of skin from which the
therefore white, yellow, or green in colour. epidermis alone has been lost.

Ulcer —an area of skin from which the Fissure — a cleft-shaped ulcer.
epidermis and part of the dermis has been lost.

Telangiectasia — a visibly-dilated, small, dermal Comedone —accumulation of keratin and
blood vessel. sebum lodged in dilated pilosebaceous orifice.
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Scale — a flake of keratinized epidermal cells Crust — dried serous or sanguineous exudate.
lying on the skin surface.

Hyperkeratosis — an area of thickened Atrophy — thinning of the skin due to the partial
stratum corneum. loss of one or more of the tissue layers of the
skin (epidermis, dermis, sub-cutis).

=

Sclerosis — hardening of the skin due to Lichenification — thickened skin with increased
dermal pathological change (often an expansion markings usually due to prolonged scratching.

of collagenous elements) characterized by

induration.

Umbilicated — shaped like the umbilicus . Exudate — material escaped from blood vessels
with a high content of protein, cells, cellular
debris,and so on.

Warty — horny excrescence. Excoriation — scratch or abrasion of the skin.



A primary lesion can be associated with addi-
tional, superimposed features:

Scale.

Crust.
Hyperkeratosis.
Atrophy.
Sclerosis.
Lichenification .
Umbilicated.
Exudate.

Warty.
Excoriation.

Shape

The shape of individual lesions has a clinical
significance as certain dermatoses consist of
lesions with a characteristic shape. Commonly
observed shapes or patterns are as follows:

[&

Linear lesion

Pt

e,

Serpiginous lesion
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Linear.

Discoid refers to a coin-shaped lesion.
Annular describes a ring-shaped lesion.
Target describes a lesion consisting of
concentric rings.

Polycyclic describes a pattern of interlocking
rings.

e Arcuate describes lesions that are arc shaped.

Serpiginous describes a linear lesion which is
wavy in shape.

Whorled is used to describe lesions which
follow the developmental lines of Blaschko
and demonstrate a curved or spiral pattern.
Digitate refers to lesions which are finger-
like in shape.

Zosteriform means resembling herpes zoster

(sce p. 231).
®
a

Annular lesion

\

Whorled lesion

R
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Distribution

The majority of skin diseases have a characteristic
distribution or a predilection for certain sites.
Other dermatoses vary in extent of involvement
according to their severity. The recognition of
particular configurations is important diagnosti-
cally, while defining the extent of involvement is
useful for prognostic and therapeutic reasons.

Discrete lesions occurring in a localized area are

called grouped, while multiple lesions distributed

over a wide area of skin are called scattered. There
are terms which define widespread distributions
more exactly:

e Exanthem refers to a predominantly truncal
eruption consisting of multiple, symmetrical,
erythematous, maculopapular lesions. Such
dermatoses (called exanthematous) can be
further described as being either morbilli-
form (meaning measles-like, comprised of
blotchy, pink, slightly elevated lesions) or
scarlatiniform (meaning scarlet fever-like,
comprised of tiny erythematous papules).

e Confluent describes the appearance of a
coalescence of individual lesions to form a
large area of involvement.

e Erythroderma implies that a particular
dermatosis involves more than 90% of the
body surface area and that the involvement
is confluent.

The distribution of lesions can also be
described according to regional involvement,
the recognition of which can help pinpoint a
diagnosis:

e Centrifugal — mostly affecting the
extremities, e.g. granuloma annulare.

e Centripetal — mostly affecting the trunk, e.g.
pemphigus vulgaris.

e Centrifacial — mostly involving the forehead,
nose, and chin, e.g. rosacea.

e Palmoplantar — affecting the palms and
soles, e.g. palmoplantar pustulosis.

e Flexural — involving the flexural skin, e.g.
erythrasma.

e Extensor — involving the extensor skin, e.g.
plaque psoriasis.

e Dermatomal — affecting the skin of one or
more dermatomes, e.g. shingles (herpes
zoster).

e DPeriorbital — distributed around the eyes,
e.g. syringomata.

e DPerioral — distributed around the mouth,
e.g. perioral dermatitis.

e Light-exposed — involving the skin routinely
exposed to sunlight, e.g. chronic actinic
dermatitis.

Colour

Cutaneous lesions can be flesh-coloured, demon-
strate a change in pigmentation (hyper- or hypo-
pigmentation), or be characterized by redness.
Erythema is redness due to microvascular
dilatation which can be blanched by pressure.
Purpura is a darker cutaneous redness due to
erythrocyte extravasation; purpura cannot be
blanched by pressure.

Grouped lesions

Scattered lesions
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ECZEMA/DERMATITIS

Endogenous or constitutional eczemas are a
group of dermatoses where a primary external
cause is not established. Like anaemia, the word
eczema is not a diagnosis in itself and should
prompt further enquiry to identify the subtype of
eczema or a treatable cause.

| Infantile eczema.

3 Flexural eczema.

Atopic eczema
(atopic dermatitis)

DEFINITION AND CLINICAL FEATURES
A chronic, pruritic condition which affects the
skin flexures and usually starts in the first 2 years
of life. The prevalence of atopic eczema in devel-
oped countries has increased in recent decades
and approximately 20% of children are affected at
some time. There is often a family history of atopy
and sufferers are at increased risk of having food
allergies and developing asthma and hay fever. It
is thought that environmental factors such as a
reduction in early exposure to infections and
increased exposure to household allergens are
responsible for the rise in prevalence of atopic
diseases.

4 Orbital eczema.



Eczematous lesions often present on exposed
areas such as the cheeks (1) or outer aspects of the
forearms or legs. The lesions are red, poorly
defined, and surface changes such as scaling,
erosions, papules, or vesicles are present. In the
older child, eczema usually affects flexural sites
such as the antecubital (2) and popliteal fossae
(3), and the neck and face (4).

Children are often upset by intractable itching
which disturbs their sleep and disrupts family life.
Repeated rubbing and scratching leads to licheni-
fication (5). Follicular eczema may occur, espe-
cially in black skin (6). A generally dry skin
(xerosis) is almost always present even in the
absence of active eczema. Two-thirds of children
with atopic eczema are clear by the age of 16, but
the condition may recur as hand eczema in
adulthood (7).

6 Follicular eczema.

Eczema/dermatitis 15

DIFFERENTIAL DIAGNOSIS

Scabies (see p.244) must be excluded in any
widespread pruritic eruption of recent onset.
Contact dermatitis is not usually flexural except
in the case of clothing, wood dust dermatitis, or
autosensitization eczema.

INVESTIGATIONS

These are not usually necessary but a raised serum
IgE level and positive skin prick tests to aero-
allergens support the diagnosis. Skin swabs
should be taken when secondary bacterial infec-
tion is suspected to determine microbial sensitiv-
ities. Patch testing may be helpful to exclude a
coexistent allergic contact dermatitis.

7 Hand eczema.
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8 Secondary infection with Staphylococcus
aureus.

9 Secondary infection with Staphylococcus
aureus.

10 Eczema herpeticum.

SPECIAL POINTS

Secondary infection with Staphylococcus aureus is
common where soreness, crusting, and pustules
may be present (8, 9). Occasionally Herpes
simplex virus infection spreads widely on areas of
atopic eczema (eczema herpeticum) (10). This
requires urgent systemic antiviral therapy.

TREATMENT

First-line therapies include liberal use of emollients
and soap substitutes to help restore the impaired
skin barrier. Topical corticosteroids reduce the
inflammation and itch of eczema and are available
in different formulations (creams, ointments, and
lotions) and potencies. Milder potency corticos-
teroids should be used to treat facial or flexural
eczema to minimize the risk of skin atrophy. More
potent corticosteroids are usually required to
control disease on palmoplantar skin. Topical
calcineurin inhibitors may be useful to manage
facial eczema because they do not cause atrophy.
Other second-line therapies include UVB photo-
therapy, ciclosporin, and azathioprine.



Venous eczema
(gravitational, varicose, or stasis
eczema)

DEFINITION AND CLINICAL FEATURES
Eczema secondary to venous hypertension.
Venous eczema occurs on the lower legs (11).
The inner aspect of the lower leg is the first area
to be affected. There are often accompanying
changes such as pigmentation from haemosiderin
deposition, small white areas of atrophy (atrophie
blanche), oedema, purpura, and venous varicosi-
ties. Trivial injury can often lead to the devel-
opment of a venous ulcer (12). The exact
mechanism of venous eczema is still unknown,
but venous hypertension secondary to a previous
deep vein thrombosis is the most common cause.
The condition is commonest in middle and old
age, and females outnumber males.

DIFFERENTIAL DIAGNOSIS

Contact dermatitis secondary to rubber hosiery
or impregnated bandages usually involves the
whole of the lower leg and shows a sharp cut-off
point. Cellulitis usually develops acutely and the
patient feels unwell with a fever. The affected skin
is tender and inflamed.

I'l Venous eczema..

Eczema/dermatitis 17

INVESTIGATIONS

Colour flow Doppler studies identify incompe-
tent veins which may be amenable to surgery and
assesses the adequacy of the peripheral arterial
circulation. Swabs may be indicated if secondary
infection is suspected. Patch testing is indicated
in unresponsive cases to exclude medicament
allergy.

SPECIAL POINTS

Contact dermatitis from medicaments is a
common problem at this site, so treatment
should be kept as simple as possible.

TREATMENT

Bland emollients and moderate or potent topical
corticosteroids are usually effective in controlling
this condition. Ointment formulations are prefer-
able as they contain fewer potential allergens such
as preservatives.

12 Venous ulcer.
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Seborrhoeic eczema
(seborrhoeic dermatitis)

DEFINITION AND CLINICAL FEATURES

A relapsing eczema affecting seborrhoeic areas of
the scalp, face, and upper trunk. Patients usually
complain of the cosmetic effects of scaling and
redness rather than itching. Lesions of sebor-
rhoeic eczema have fine scaling and are often
quite well demarcated. The scalp may be diffusely
involved or lesions may be localized to the scalp
margins. On the face, the paranasal arecas (13),

eyebrows, and external ears are typically affected.
Elsewhere the presternal area (14 ), interscapular
area (15), axillae, and groins may be involved.

Although the exact aetiology is unknown,
there is strong evidence to link seborrhoeic
eczema with the presence of the lipophilic yeast
Pityrosporum ovale. A variant of seborrhoeic
eczema may occur in infants (16), but its precise
relationship to adult seborrhoeic eczema is
unclear. Seborrhoeic eczema may affect adults of
all ages and is commoner in men.

I3 Seborrhoeic eczema.

I3 Seborrhoeic eczema.
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DIFFERENTIAL DIAGNOSIS

Mild facial and scalp psoriasis can be difficult to
distinguish from seborrhoeic eczema. However,
the lesions of the latter are usually less well demar-
cated and less scaly than those of psoriasis.
Systemic lupus erythematosus usually affects the
malar as opposed to the paranasal areas, and is
associated with systemic symptoms such as
malaise and arthralgia.

INVESTIGATIONS

None are usually necessary. Patch testing should
be considered in any facial dermatitis which does
not fit the above description to exclude contact
allergies.
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16 Seborrhoeic eczema of infancy.

SPECIAL POINTS

While most seborrhoeic eczema occurs in
healthy adults, the sudden appearance of wide-
spread involvement should raise the possibility of
underlying HIV infection.

TREATMENT

Mild potency topical corticosteroids and
topical antiyeast agents are usually effective in
controlling seborrhoeic eczema, but relapses
are common if treatment is discontinued.
Scalp disease should be treated with an
antiyeast shampoo and this can be continued
prophylactically.
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Discoid eczema
(nummular eczema)

DEFINITION AND CLINICAL FEATURES

This is an eczema of unknown cause character-
ized by discrete round lesions on the limbs and
trunk. It is very pruritic and consists of multiple,
well demarcated, coin-shaped lesions measuring
2-6 cm in diameter (17, 18). Lesions show
oozing, crusting, and scaling (19) and vesicles
may be present. The hands may also be affected.

18 Discoid eczema.

Discoid eczema may be seen at any age but is
most common in middle-aged adults. Its precise
relationship to atopic eczema is unknown.
Emotional stress, excessive drying of the skin, and
secondary infection may be important factors in
the dissemination of lesions.

DIFFERENTIAL DIAGNOSIS

The lesions of guttate psoriasis are usually smaller
(1-2 c¢m) than in discoid eczema and are not
intensely pruritic. Tinea corporis lesions are
annular with a distinct scaly margin. Bowen’s
disease may be difficult to distinguish especially
on the lower legs, but is usually not pruritic.

INVESTIGATIONS

None are usually required. Swabs for microbial
culture may reveal secondary infection. Skin
scrapings should be taken from solitary lesions to
exclude tinea infection.

TREATMENT

Potent topical corticosteroids are usually needed
for disease control and preparations with added
antibiotics may be useful. Emollients and soap
substitutes are also indicated.

19 Discoid eczema.
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Asteatotic eczema

DEFINITION AND CLINICAL FEATURES
Eczema caused by the excessive loss of skin lipids.
The elderly are particularly prone with the lower
limbs most commonly affected. The exact preva-
lence of this condition is unknown but it is one of
the commonest reasons for a dermatologist to be
called to see a hospital inpatient. Lesions develop
because natural skin lipid production diminishes
with age and can no longer compensate for its
removal by frequent washing with soaps. High
ambient temperatures and low humidity also
play a role. The skin is generally dry (20) and in
some areas cracks appear which become red
(eczéma craquelé) (21). A generalized eczema or
discoid pattern may eventually develop.

DIFFERENTIAL DIAGNOSIS

Drug eruptions are usually more proximal and
symmetrical, inflamed cracks in the skin surface
being unusual. Congenital ichthyosis, as the
name implies, is present from birth. Lymphoma
or treatment with clofazimine may occasionally
give rise to a generalized dryness of the skin.

INVESTIGATIONS
No investigations are usually necessary.

TREATMENT

Soaps and detergents should be strictly avoided.
Liberal use of soap substitutes and emollients is
usually all that is required to treat and prevent this
condition.

20 Asteatotic eczema.

2| Asteatotic eczema (eczéma craquelé).
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22 Pompholyx.

Vesicular hand and foot
eczema (Pompholyx)

DEFINITION AND CLINICAL FEATURES
A severe form of eczema of the palms and/or
soles in which there are numerous small blisters
or vesicles. These often affect the lateral aspects of
the fingers and can appear acutely in crops. They
may become confluent producing large bullae
(22, 23). Itching is usually intense. Secondary
bacterial infection may complicate the condition.
Pompholyx may occur at any age but its onset is
usually between the ages of 10 and 40 years.
Recurrence is often over long periods, especially
in the summer when sweating increases.

DIFFERENTIAL DIAGNOSIS

Vesicular changes may occur in acute irritant or
allergic contact dermatitis. Pustular psoriasis has
characteristic yellow pustules which turn brown
and scaly and is usually less pruritic. A vesicular
eruption may also occur in tinea of the hands and
feet. Bullous pemphigoid may rarely present with
palmoplantar blistering.

23 Pompholyx.

INVESTIGATIONS
Mycological and/or bacterial examination, as
well as patch testing, may be indicated.

TREATMENT

Moderate to potent topical corticosteroids
should be applied twice daily. Cream formula-
tions are preferable for exudative lesions. Daily
soaking of affected areas in an aqueous solution
of potassium permanganate (1 in 10,000) helps
to dry the blisters. Large blisters can be lanced
and drained, leaving the roof intact. In severe
cases, short tapering courses of systemic corticos-
teroids may be needed, and hand-foot psoralen
with UVA (PUVA) can provide longer term
disease control.
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Juvenile plantar
dermatosis

DEFINITION AND CLINICAL FEATURES
This distinctive form of eczema is characterized
by glazed, fissured erythematous skin on the pres-
sure bearing areas of the soles of the forefeet (24 ).
It typically affects young boys and is thought to
occur due to prolonged wearing of occlusive
footwear, especially trainers.

DIFFERENTIAL DIAGNOSIS
The toe webs are normal, which helps to differ-
entiate this complaint from tinea pedis.

INVESTIGATIONS

None are routinely needed, but patch testing may
be helpful in excluding a footwear allergy if there
is diagnostic doubt.

TREATMENT

Changing footwear to absorbent, natural fabrics
may help. Most cases clear spontancously in
adolescence.
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Nodular prurigo

DEFINITION AND CLINICAL FEATURES
This condition is usually seen in association with
chronic eczema and is characterized by intensely
itchy nodules, usually on the distal limbs. Lesions
are repeatedly excoriated (25) and may become
secondarily infected. Some regress to leave scars.
The cause is unknown, but abnormalities in cuta-
neous neuropeptides have been identified.

DIFFERENTIAL DIAGNOSIS

The appearance and disturbing itch is usually
characteristic. Bullous pemphigoid may rarely
present with nodular rather than blistered lesions.

INVESTIGATIONS

Histology shows marked hyperkeratosis and
acanthosis. Direct IMF to exclude immuno-
bullous disorders.

TREATMENT

Superpotent or intralesional corticosteroids may
be used as a first line therapy with a sedating anti-
histamine at night and topical antipruritic. Other
options include PUVA, immunosuppressants,
and thalidomide.
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Lichen simplex

DEFINITION AND CLINICAL FEATURES
An intensely itchy localized form of eczema
where there is no known predisposing skin
disorder. The condition usually runs a chronic
course, and repeated scratching and rubbing
leads to well circumscribed lichenified patches
and papules with peripheral hyperpigmentation.
The peak incidence is between the ages of 30 and
50, but it may be seen at any time after puberty.
Common sites are the nape (26) of the neck,
outer calves and ankles (27), pubis, vulva, peri-
anal area, and scrotum. Scratching is usually
worse at night.

DIFFERENTIAL DIAGNOSIS
Lichen planus, tinea, and allergic contact
dermatitis (e.g. nail varnish or hair dye).

INVESTIGATIONS

None usually necessary, but in atypical cases a skin
biopsy, mycological examination, or patch testing
may be required.

SPECIAL POINTS

There is often underlying emotional distress and
patients may benefit from learning stress manage-
ment techniques such as relaxation therapy.

TREATMENT

Patients should be advised that habitual rubbing
and scratching perpetuates lichen simplex. Potent
topical corticosteroids can be effective in relieving
pruritus and helping to break the itch—scratch
cycle. They may be used under occlusion for a
limited period, with close supervision to monitor
for signs of skin atrophy. A topical formulation of
2% menthol in aqueous cream can be applied as
needed for immediate itch relief.

27 Lichen simplex.
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Contact dermatitis

DEFINITION AND CLINICAL FEATURES
This is a dermatitis (i.e. an eczema) caused by
contact with external substances (contact factors).
It may be allergic (immunological) or irritant
(non-immunological)

Irritant contact dermatitis/eczema is more
common than allergic, and most cases nowadays
occur because of repeated exposure to weak irri-
tants such as detergents. This complaint mainly
affects adults of working age, and its prevalence is
higher in certain occupations such as hair-
dressing, catering, and heavy industry; this form
of eczema almost invariably affects the hands.
Typical features include dryness and chappingin 28 lIrritant contact dermatitis.
the finger webs (28) and dorsal hands, or palmar
aspects of the fingers (29). This may evolve to a
more inflammatory pattern of eczema which is
clinically indistinguishable from an endogenous
eczema.

29 Irritant contact dermatitis.
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30 Allergic contact dermatitis from nickel.

31 Allergic contact dermatitis from primula.

32 Allergic contact dermatitis from a shoe.

Allergic contact dermatitis can aftect all ages,
although it is rare in infants. It may arise after
years of trouble-free exposure to a particular
allergen, but once established, such allergies are
usually lifelong. Many cases are morphologically
indistinguishable from endogenous eczema
(see above). Certain patterns are characteristic of
some contact allergens, e.g. nickel (30), primula
(31), shoe dermatitis (32), and fragrances (33).

DIFFERENTIAL DIAGNOSIS

As the clinical features may be identical with
endogenous eczema a high level of suspicion is
required, particularly in chronic eczema, eczema
subject to rapid and recurrent relapse, eczema of
an unusual clinical pattern (34), and hand
eczema (35). Psoriasis and tinea are the main
non-eczematous causes of confusion, particularly
on the hands.



Eczema/dermatitis 27

33 Allergic contact dermatitis from fragrance. 34 Occupational allergic contact dermatitis from
airborne epoxy resin.

INVESTIGATIONS
Patch testing is essential in order to identify or
exclude allergic contact dermatitis.

SPECIAL POINTS
Occupational contact dermatitis is among the
commonest of all occupational diseases.

TREATMENT

The mainstay of managing irritant contact
dermatitis is to reduce exposure to the irritant
substance(s). This may include use of personal
protective equipment especially gloves in the
workplace, as well as active treatment of the
dermatitis with emollients, soap substitutes, and
topical corticosteroids. Allergic contact dermatitis
management involves careful avoidance of the
allergen(s). In some situations, e.g. a medica-
ment allergy, another agent which the patient is
not allergic to can easily be chosen, but in an
occupational setting, this may involve a change 35 Occupational allergic contact dermatitis from
of’job. chromate in wet cement.
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Dermatitis artefacta

DEFINITION AND CLINICAL FEATURES
Dermatitis artefacta is the result of self-inflicted
skin damage. This form of deliberate self-harm is
most common in young women. Lesions may be
variable according to the nature of the skin
damage, but are often linear with sharp edges and
are in accessible sites (36, 37). The sufferer may
appear remarkably indifferent to the problem and
needs to be approached with sympathy and tact
in order to explore the underlying psychological
problems.

INVESTIGATIONS

Other possible causes of skin lesions need to be
excluded. A skin biopsy can help identify features
consistent with physical trauma.

TREATMENT

Directly confronting the patient with this
diagnosis usually has a negative effect and their
care should ideally be shared with a psychiatrist.
Skin lesions may be treated with bland emollients,
antiseptics, and occlusion.

36 Excoriated dermatitis artefacta.

37 Dermatitis artefacta on the thigh from a
chemical applied on a glove.



NON-DERMATITIC
OCCUPATIONAL
DERMATOSES

Chloracne

DEFINITION AND CLINICAL FEATURES
A refractory follicular dermatosis caused by
occupational or environmental exposure to
halogenated aromatic compounds of a specific
molecular shape (e.g. dioxins) which may be
accompanied by systemic toxicity. Epidemics
have occurred from accidental ingestion or
inhalation as well as from external skin contact in
chemical plants (and surrounding populations
after plant explosions) and chemical waste
disposal plants. All ages are susceptible.

Open comedones (blackheads) (38) with
small, pale-yellow cysts (39) predominate in
milder cases. In more severe cases, inflammatory
pustules and even cold abscesses develop. The
skin just below and to the outer side of the eye
and behind the ear (39) is the most sensitive, next
the cheeks, forehead (but not the nose), and
male genitalia, followed in severe cases by the
shoulders, chest, and back (38), buttocks, and
abdomen. Lesions may continue to appear after
exposure ceases and tend to persist in spite of
treatment.

38 Chloracne.
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DIFFERENTIAL DIAGNOSIS
Acne vulgaris in younger patients, senile come-
dones in older patients, cystic acne in severe cases.

INVESTIGATIONS

Occupational or community clustering of similar
cases and appropriate exposure should be
enquired for. Biopsy shows characteristic kerati-
nous cysts replacing sebaceous glands. The
patient’s weight, peripheral nervous system, lung
function, liver function, blood lipids, and urinary
porphyrins should be checked.

SPECIAL POINTS

Chloracne is generally the most sensitive indicator
of toxic exposure to such chemicals. Mild cases
are casily missed.

TREATMENT

Conventional antiacne therapy may be given but
the response is typically poor and chronicity
is usual.

39 Chloracne cysts.
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Other occupational
dermatoses

These non-dermatitic conditions are primarily
caused by the patient’s work and account
for 10% or less of occupational dermatoses.
A wide variation exists, ¢.g. glass-fibre dermatitis
(40), contact urticaria, oil acne (41), chrome
ulceration (42), cement burns (43), leukoderma,
scleroderma-like disease (see p. 101), squamous
cell carcinoma (44 ), and koilonychia (45).

DIFFERENTIAL DIAGNOSIS
Non-occupational forms of, for example, contact
urticaria and epithelioma, and idiopathic forms of
such conditions as leukoderma, scleroderma, and
koilonychia.

INVESTIGATIONS
These are indicated by the condition in question,
¢.g. prick testing in contact urticaria.

40 Glass-fibre dermatitis.

TREATMENT

Management of these conditions may include use
of personal protective equipment or redeploy-
ment in the workplace.

41 Oil acne. 42 Chrome ulceration.
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Hyperhidrosis

Hyperhidrosis is the result of excessive produc-
tion of eccrine sweat. Most cases are idiopathic
and affect the hands, feet, and axillac. Generalized
hyperhidrosis may occur with metabolic or
endocrine diseases, while localized hyperhidrosis
may result from injury to the central or peripheral
nervous systems, and these must be distinguished
by thorough history taking and examination.

People with palmar hyperhidrosis may cause
terrous material to rust if repeatedly handled, for
example in engineering (46). They are colloqui-
ally known as ‘rusters’. Problems arise especially
when this occurs to finished metal products in
transit to the customer.

TREATMENT

Adequate control of the hyperhidrosis may be
achieved by use of topical aluminium chloride
hexahydrate solution, tap water iontophoresis
or, in severe cases, endoscopic transthoracic
sympathectomy.

43 Cement burns.

45 Koilonychia. 46 Palmar hyperhidrosis in a ‘ruster’.
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URTICARIA

The urticarias are a group of dermatoses
commonly known as hives. They consist of tran-
sient pruritic areas of erythema and dermal
oedema which occur due to plasma leakage and
resolve within hours without leaving residual
cutaneous signs such as scaling or dryness.
Lesions may take the form of focal papules,
plaques, or annular areas of palpable dermal
oedema with or without erythema (47). The
time course, distribution, and morphology of the
lesions is influenced by the precipitating cause.

Contact urticaria

DEFINITION AND CLINICAL FEATURES
Contact urticaria is a localized wheal-and-flare
reaction to contact with external substances; it
may be immunological or non-immunological.
The morphology of individual lesions resembles
other forms of urticaria but the history and
localized site are characteristic. Lesions usually
develop within minutes of contact with the
urticant and resolve within an hour or so without
any residual signs of skin damage. Immunolog-
ical contact urticaria may be associated with
severe, systemic allergic symptoms.

The prevalence of non-immunological contact
urticaria is unknown, as mild reactions are easily
overlooked. Natural rubber latex allergy has
evolved as one of the most important causes of
immunologic contact urticaria in recent decades.
The incidence peaked in the 1990s due to a surge
in the use of poor quality rubber gloves with high
residual levels of latex protein and glove powder
(48). This condition is important to diagnose
because of the risk of anaphylaxis from invasive
medical interventions with natural rubber latex
containing devices.

47 Urticaria.

48 Immunological contact urticaria from rubber
latex glove.
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49 Dermographism.

DIFFERENTIAL DIAGNOSIS

Idiopathic urticaria is usually more widespread
and wheals are longer lasting. Contact dermatitis
evolves over several days and is associated with
skin surface changes.

INVESTIGATIONS

Non-immunological contact urticaria is not
routinely investigated. Skin prick tests or meas-
urement of allergen specific IgE (RAST) may be
helpful to confirm a diagnosis of immunological
contact urticaria.

TREATMENT

Treatment is not usually required because of the
short lived nature of contact urticaria. Medical
therapy is indicated for more generalized
urticarial reactions and those associated with
systemic symptoms.

50 Cholinergic urticaria.

Physical urticaria

DEFINITION AND CLINICAL FEATURES
This is a subgroup of urticaria where a specific
physical stimulus induces wheals. These are typi-
cally short lived, so the skin often appears normal
when examined. Dermographism, the most
common physical urticaria, consists of urticated
wheals developing at sites where the skin is firmly
stroked (49).

Other forms of physical urticaria include pres-
sure, vibration, cold, heat, sunlight, and water.
Cholinergic urticaria is triggered by sweating
which usually occurs with stress, exercise, or heat
(50). It is a common complaint and usually
affects fit young people. It presents with pruritic
small papules and wheals on the upper body. The
wheals of delayed pressure urticaria are more
persistent and develop several hours after
sustained pressure. They are often painful as well
as pruritic, and may occur in patients with chronic
ordinary urticaria.

INVESTIGATIONS

None are routinely necessary. The diagnosis may
be confirmed by a provocation test such as an ice
cube test for cold urticaria.

TREATMENT

Reassurance may be all that is needed, but
prophylactic treatment with non-sedating oral
antihistamines may be used when symptoms are
troublesome.
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Ordinary urticaria

DEFINITION AND CLINICAL FEATURES

Ordinary urticaria is a term used when other
forms of urticaria have been excluded. It is a
common complaint and most cases are mild.
Many cases are self-limiting and resolve within
days or weeks; these are classified as acute
urticaria. Chronic urticaria is defined by daily
wheals for 6 or more weeks. Some patients also
suffer from angioedema and this is associated
with a longer disease course. Chronic urticaria is
seldom due to an underlying allergy and an
underlying autoimmune cause has been identified
in about 40% of patients. They may suffer from
other autoimmune diseases, particularly those
affecting the thyroid. In some patients there are
precipitating factors including drugs such as sali-
cylates, opiates, and antibiotics. These are more
likely to be found in acute urticaria than chronic
urticaria. Food allergy may cause acute urticaria
but the diagnosis is usually clear from the history.

DIFFERENTIAL DIAGNOSIS

The diagnosis of urticaria is rarely a problem,
although urticarial vasculitis should be considered
in patients with lesions that persist for longer than
24 hours or that resolve leaving postinflammatory
changes (see p.103).

INVESTIGATIONS

Acute urticaria, especially when episodic, may
require investigation for suspected allergies as
indicated by the history. In patients with chronic
urticaria, investigations can be limited to a full
blood count and ESR. Thyroid function tests and
thyroid autoantibodies may also be tested. Food
allergy testing is not indicated in chronic urticaria.

TREATMENT

Non-sedating H1 antihistamines are the first line
of therapy and help symptom control in most
cases. Sedating antihistamines may be useful at
night. In patients who fail to respond, combina-
tion of H1 and H2 antihistamines can be used.
Strict pseudoallergen-free diets have been found
to help some patients with chronic idiopathic
urticaria. Oral corticosteroids are effective in
treating various forms of urticaria, especially acute
severe urticaria, but they should not be used as for
long-term treatment because of their side-eftects.
Ciclosporin is an alternative in refractory cases.

Urticarial vasculitis

DEFINITION AND CLINICAL FEATURES
Urticarial vasculitis is an uncommon variant of
urticaria in which the individual lesions persist for
more than 24 hours and resolve with bruising or
staining of the skin (51). This may simply repre-
sent the more severe end of the spectrum of
common urticaria, but may be the presenting
feature of'an underlying connective tissue disease,
particularly systemic lupus erythematosus (SLE).
Such patients more frequently have arthralgia and
reduced complement C2 and C4.

DIFFERENTIAL DIAGNOSIS

Urticarial vasculitis needs to be distinguished
from a reactive erythema or exanthem, as well as
from simple urticaria.

INVESTIGATIONS

A general physical examination of patients with
urticarial vasculitis is important. Urine must be
tested for proteinuria or haematuria and, if either
is present, sent for microscopy and culture. Full
blood count, ESR, urea and electrolytes, creati-
nine, liver function tests, C2, C4, and ANF
should be done as baseline investigations, as well

51 Urticarial vasculitis.
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as a skin biopsy for routine histology. Infective
triggers, such as recent streptococcal infection or
mycoplasma, should also be considered.

TREATMENT

There is usually a limited response to oral
antihistamines, and systemic corticosteroids are
indicated for initial disease control. Other second-
line drugs including dapsone may be substituted
for long-term management.

52 Angio-oedema.

Angio-oedema

DEFINITION AND CLINICAL FEATURES
Angio-oedema consists of transient episodes of
focal subcutancous and dermal oedema (52)
which may affect any body site but which are
most commonly seen in a perioral or periorbital
distribution. Glottal (53) and laryngeal angio-
oedema are of particular concern because, in rare
instances, sudden severe episodes may cause
obstruction of the airway. Lesions are usually
non-pruritic and frequently last for 24-48
hours (54).

Angioedema associated with urticaria is
usually idiopathic. In patients with an underlying
allergy, for example to food or venomous
insects, this diagnosis is usually evident on taking
a careful history. Hereditary angio-oedemaisa 53 Glottal angio-oedema.
rare autosomal dominant disorder in which there
is a deficiency or inactivity of complement C1-
esterase inhibitor. Patients suffer from symptoms
related to subcutaneous and gastrointestinal
angio-oedema. These patients are at risk of
sudden death due to laryngeal oedema. Cl1-
esterase inhibitor deficiency may also arise as an
acquired disorder in association with B-cell
lymphoma and SLE.

DIFFERENTIAL DIAGNOSIS

Acute facial allergic contact dermatitis, especially
from hair dye, may present with gross periorbital
swelling resembling angio-oedema, but resolves
over several days to leave eczematous changes.

INVESTIGATIONS

Routine blood tests including a full blood count,
ESR, and ANF and complement C2 and C4
levels should be measured. If complement levels
are reduced, Cl-esterase inhibitor levels and
functional assays should be performed.

54 Eyelid angio-oedema.
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SPECIAL POINTS

Angiotensin-converting enzyme inhibitors may
be overlooked as the cause of acquired angio-
oedema because the onset can be delayed for
several months after starting medication.

TREATMENT

Treatment of idiopathic angio-oedema is essen-
tially the same as for chronic urticaria. Hereditary
angio-oedema requires prophylactic treatment
with attenuated androgens (danazol and stana-
zolol). Cl-inhibitor concentrate is the first-line
therapy for an acute attack. An intramuscular
adrenaline autoinjector is indicated for allergic
angio-oedema.

Mastocytosis and
urticaria pigmentosa

DEFINITION AND CLINICAL FEATURES
Mastocytosis is a rare condition characterized by
an excessive number of normal mast cells in the
skin, bone marrow, and gut. Urticaria pigmen-
tosa is the commonest cutaneous form, and may
develop in early infancy or adulthood.
Childhood (paediatric) urticaria pigmentosa
usually presents with a number of brownish
dermal papules and plaques widely distributed
over the body (55). When rubbed, these plaques
become urticated (Darier’s sign). Solitary lesions
(mastocytomas) can also occur, and tend to

55 Childhood urticaria pigmentosa.



blister with friction (56). Patients suffer from
pruritus due to the release of mast cell media-
tors and, in severe cases with extensive involve-
ment, may have systemic symptoms including
wheezing, diarrhoea, and syncope. Mast cell
mediator release may be triggered by physical
stimuli such as temperature extremes, towelling,
alcohol, and medication, particularly non-
steroidal anti-inflammatory drugs and opiates.
Clinical evidence of systemic involvement is
uncommon in children and spontaneous resolu-
tion of the cutaneous manifestations is the rule.

Adult urticaria pigmentosa presents with an
insidious onset of monomorphic pigmented
reddish-brown maculopapular lesions, sometimes
with prominent telangiectasia on the trunk and
limbs (57, 58). Involvement of the bone marrow
may be asymptomatic, but symptoms include
diarrhoea, nausea and vomiting, palpitations,
headache, and fatigue. Bone cysts, osteoporosis,
and spontanecous fracture may occur.

DIFFERENTIAL DIAGNOSIS

Pacdiatric urticaria pigmentosa is usually
confirmed by the presence of Darier’s sign but
other infiltrative processes, such as Langerhans’
cell histiocytosis and sarcoidosis, need to be
considered. The differential diagnosis is similar
for adult urticaria pigmentosa.

INVESTIGATIONS

A skin biopsy is desirable to confirm the diag-
nosis, although this may be deferred in younger
children. Symptoms suggesting systemic involve-
ment should be investigated. A full blood
count should be performed at presentation to
exclude significant bone marrow involvement;
other symptoms should be investigated on merit.

SPECIAL POINTS

It is important to advise the pathologist of the
possible diagnosis of urticaria pigmentosa actively
as skin biopsies may not be diagnostic unless
special stains for mast cells are performed.

TREATMENT

There is no specific treatment, but management
includes avoidance of triggers for mast cell
degranulation, antihistamines for symptomatic
relief, and monitoring for significant systemic
disecase. UVB phototherapy and oral PUVA may
temporarily improve symptoms and appearance
of adult disease.
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56 Bullous lesions in urticaria pigmentosa.

57 Urticaria pigmentosa.

58 Adult urticaria pigmentosa.
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PAPULOSQUAMOUS
ERUPTIONS

Psoriasis

DEFINITION AND CLINICAL FEATURES
Psoriasis is a common chronic inflammatory
papulosquamous eruption with a prediliction for
the extensor aspects of limbs and scalp. Both
sexes are equally affected and there is a bimodal
distribution of the age of onset which peaks in
adolescence and middle age. The severity of
disease may vary with time and a range of clinical
patterns are recognized. Family studies indicate
a strong genetic component, and precipitating or
exacerbating factors include trauma (Kobner
phenomenon) (59), streptococcal infection,
various drugs (e.g. lithium, beta-blocking agents,
antimalarials), stress, alcohol, and smoking.

Chronic plaque psoriasis (psoriasis vulgaris),
the commonest form, is characterized by well-
demarcated, thickened, deep-red plaques,
surmounted by silvery scale (60). They may be
distributed anywhere, although characteristically
occur on the extensor aspects of limbs, particu-
larly the knees (61) and elbows, sacrum, scalp
(along the hairline) (62) and ears. The plaques
vary in size from small (1-2 ¢m) to very large
(e.g. covering the entire extensor aspect of a
limb). The disease may be localized to one or
two areas only, or cover most of the body (63).

Rupioid psoriasis is a term given to grossly
hyperkeratotic limpet-like plaques (64).

Guttate psoriasis classically occurs following a
streptococcal throat infection in children and
young adults: showers of red, oval or round, scaly
plaques up to 1 cm in diameter rapidly appear on
the trunk and proximal limbs (65).

59 Kobner phenomenon.

60 Psoriatic plaque.

61 Psoriatic knee.
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63 Widespread psoriasis.

64 Rupioid psoriasis. 65 Guttate psoriasis.
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68 Generalized pustular psoriasis.

Pustular psoriasis may be localized or general-
ized. Chronic, localized pustular psoriasis (also
called palmoplantar pustulosis) occurs predomi-
nantly in adults and manifests as recurrent
crops of sterile yellow pustules, 0.1-0.5 ¢cm in
diameter, on the palms and soles (66, 67). The
pustules involute to leave red-brown macules
with scaling. Generalized pustular psoriasis is an
unstable, severe form of psoriasis. Erythematous
plaques studded with pustules rapidly appear at
any site and may become confluent (68). Fever
and malaise are common. Erythrodermic
psoriasis is a widespread severe variant with gener-
alized erythema, and scaling. It is associated with
systemic symptoms, and if untreated, carries a
significant mortality (69). It may evolve from
pustular psoriasis or be triggered by infection,
over-treatment with tar, dithranol, or the sudden
withdrawal of corticosteroids. Patients are at risk
of fluid and protein loss, poor temperature
control, and infection.

67 Pustular psoriasis.

69 Erythrodermic psoriasis.

The clinical features of psoriasis may be
modified by site. Involvement of flexures leads to
loss of scale, with erythema and maceration only
(70). Scalp psoriasis, particularly in children and
young adults, may be associated with thick,
white scale adhering to the scalp and hair shaft
(pityriasis amiantacea) (71). Nail changes
are common, especially in association with
arthropathy, and manifest as pitting, onycholysis,
yellow-brown areas of discolouration (salmon
patches or oil-drop sign) (72), and subungual
hyperkeratosis (73).
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70 Flexural psoriasis. 71 Pityriasis amiantacea.

72 Psoriatic pitting, onycholysis,and salmon
patch.

73 Subungual hyperkeratosis.
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74 Psoriatic arthritis.

Psoriatic arthritis (74) is an inflammatory
arthritis associated with psoriasis of the skin or
nails, in the absence of circulating rheumatoid
factor. The prevalence amongst psoriasis patients
is uncertain, but it appears more common in
those with severe skin disease. Different clinical
patterns are recognized including an asymmet-
rical oligoarthritis, erosive deforming disease, and
an ankylosing spondylitis-like variant.

DIFFERENTIAL DIAGNOSIS

The diagnosis of psoriasis is usually made clini-
cally. Chronic plaque psoriasis confined to the
palms or soles may closely resemble chronic
eczema or tinea. Facial psoriasis may share
features and be difficult to distinguish from
seborrhoeic eczema (see 14-16). Guttate psori-
asis can simulate pityriasis rosea, pityriasis
lichenoides, and secondary syphilis. Flexural
psoriasis is often misdiagnosed as chronic inter-
trigo, but is characteristically well demarcated.
Erythrodermic psoriasis may be indistinguishable
from other causes of erythroderma, particularly
pityriasis rubra pilaris.

INVESTIGATIONS

No investigations are routinely necessary unless
the diagnosis is unclear in which case a skin biopsy
may be helpful. Patch testing or mycology of skin
scrapings should be considered in hand and foot
disease where there is diagnostic doubt to exclude
allergic contact dermatitis and tinea.

TREATMENT

Although psoriasis is incurable, the majority of
patients with mild disease can benefit from topical
treatments including corticosteroids, vitamin D
analogues, coal tar, and dithranol. UVB and
PUVA phototherapy are indicated for more wide-
spread involvement, and a range of systemic
drugs are indicated for more severe disease. These
include methotrexate, retinoids, ciclosporin and,
more recently, biologics. Their efficacy in terms
of disease control and improvement in quality of
life needs to be balanced against long-term safety
and side-eftect profiles.



75 Chronic superficial scaly dermatitis.

Small plaque
parapsoriasis

DEFINITION AND CLINICAL FEATURES
Also known as chronic superficial scaly dermatitis,
and digitate dermatosis, this is a chronic asymp-
tomatic condition that typically affects middle
aged adults. The rash is characterized by small,
thumb-print-like superficial, pink plaques with
fine surface scaling on the trunk and limbs (75).
Lesions may show signs of atrophy. The cause is
unknown, and the condition is usually asympto-
matic with a tendency to improve on sun expo-
sure. Emollients and mild topical corticosteroids
can be used if there is any associated pruritus. The
classification of this condition is confusing as it
was once grouped amongst the so-called pre-
mycotic eruptions which have a tendency to
evolve into mycosis fungoides. However, small
plaque parapsoriasis is now considered to be a
benign entity that does not progress to a cuta-
neous lymphoma.
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DIFFERENTIAL DIAGNOSIS

Other eczematous disorders and psoriasis.
Lesions of early mycosis fungoides are usually
larger, and show evolving histological features of
lymphoma.

OTHER INVESTIGATIONS

Histology shows mild eczematous features and
lacks epidermotropism, or lymphocyte atypia.
There is no change in the histological features
with time, which helps to differentiate this con-
dition from early mycosis fungoides. In cases
of doubt, follow-up skin biopsies should be
performed.
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Pityriasis rosea

DEFINITION AND CLINICAL FEATURES
This is an acute, self-limiting, rash, probably of
infectious origin, which mainly affects young
adults. The first lesion to appear, or ‘herald patch’
(76) is larger than the subsequent oval pink scaly
patches that appear several days later in crops over
subsequent weeks. These mainly affect the trunk
and proximal limbs in a Christmas tree pattern
(77). There may be mild pruritus. Spontaneous
resolution usually occurs within 6 weeks and
recurrences are rare.

DIFFERENTIAL DIAGNOSIS
Seborrhoeic dermatitis, guttate psoriasis, lichen
planus, pityriasis lichenoides, tinea corporis, drug
reactions, and secondary syphilis.

INVESTIGATIONS

None are routinely necessary. In atypical cases,
skin scrapings should be taken for mycology and
serological tests for secondary syphilis considered.

76 Herald patch in pityriasis rosea.

TREATMENT

An emollient and moderate potency topical
corticosteroid may be prescribed if pruritis is
troublesome.

77 Christmas tree pattern in pityriasis rosea.



Pityriasis rubra pilaris

DEFINITION AND CLINICAL FEATURES
Pityriasis rubra pilaris (PRP) is a rare, acquired
group of inflammatory disorders of keratinization
of unknown cause. Griftiths’ classification has
identified five subtypes:

Type 1 or classical adult PRP.

Type 2 or atypical adult form.

Type 3 or classical juvenile form.
Type 4 or circumscribed juvenile PRP.
Type 5 or atypical juvenile PRD.

Their common features are follicular hyperker-
atosis, branny scale on a background of orange-
red erythema (78). This typically spreads from
the head downwards over a period of weeks or
months. The extensor proximal digits are often
affected producing a nutmeg-grater effect.
Palmoplantar keratoderma and a nail dystrophy
consisting of thickened nail plates may develop

78 Pityriasis rubra pilaris.
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(79, 80) and, later in the course, an erythro-
derma with islands of spared normal skin may
result. Mild pruritus is common. Many cases,
especially Type 3, improve spontaneously but the
disease can persist for years and may progress to
erythroderma.

DIFFERENTIAL DIAGNOSIS

Psoriasis, erythrokeratoderma, and extensive
seborrhoeic eczema. In the early and late stages
of disease a confident diagnosis may be difticult.

INVESTIGATIONS
Histology of a typical lesion may support the
diagnosis, but features can be non-specific.

TREATMENT

Bland emollients are used to reduce scaling.
Systemic retinoids or methotrexate may be of
benefit in widespread disease, but their effective-
ness in PRYP is less predictable than in the treat-
ment of psoriasis.

80 Nail dystrophy.
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Pityriasis lichenoides

DEFINITION AND CLINICAL FEATURES
Pityriasis lichenoides is a dermatosis of unknown
actiology characterized by multiple papules and
plaques which develop in crops on the trunk and
limbs. The chronic form, pityriasis lichenoides
chronica, is more common and mainly affects
young adults with a 2:1 male predominance.
It is characterized by small reddish-brown
papules with an adherent mica-like scale (81) and
scarring is unusual. The more acute form, pityr-
iasis lichenoides acuta et varioliformis (pleva
or Mucha-Habermann disease), mainly affects
children, with an equal sex incidence. Lesions
evolve from erythematous papules into haemor-
rhagic vesicles and necrotic ulcers, and heal with
chickenpox-like scars (82). Systemic upset with
fever and malaise may occur rarely (febrile ulcero-
necrotic variant). Both acute and chronic forms
may follow a relapsing course over several months
or years. Cases have been reported in association
with a variety of infections, and one hypothesis is
that pityriasis lichenoides represents a vascular
injury response following hypersensitivity to an
infective organism.

DIFFERENTIAL DIAGNOSIS

The acute form is usually distinctive, but may
resemble other vesicobullous disorders, including
viral eruptions and insect bites and, in severe
cases, may be difficult to differentiate from
lymphomatoid papulosis. The chronic form
should be differentiated from other papulosqua-
mous disorders, including psoriasis, lichen planus,
and secondary syphilis.

INVESTIGATIONS

Histology usually helps support the diagnosis,
with features varying according to the stage of the
lesion and severity. Early lesions show a dense
lymphocytic infiltrate with dilated superficial
blood vessels and erythrocyte extravasation, while
chronic lesions show epidermal changes such as
spongiosis, acanthosis, and parakeratosis.

TREATMENT

Success has been reported with long-term
erythromycin or tetracycline treatment or photo-
therapy.

81 Chronic pityriasis lichenoides.

82 Acute pityriasis lichenoides.
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Lichen planus

DEFINITION AND CLINICALFEATURES
Lichen planus (LP) is an intensely pruritic
eruption of purple-tinted, polygonal flat-topped
papules (83). On clearing, these characteristi-
cally leave post-inflammatory hyperpigmenta-
tion (84). All races and ages are susceptible,
although the greatest incidence is from 20 to 50
years of age. The cause is unknown though an
immunological basis is suggested. Some drugs
can induce LP-like eruptions (e.g. antimalarials,
heavy metals, antituberculous therapy). An asso-
ciation with hepatitis C infection has also been
reported in some countries.

LP can affect any part of the body but is most
commonly seen symmetrically on the flexor
surfaces of the wrists, forearms, ankles, and lower
back. White streaks (Wickham’s striae) (85)
overlie the lesions and are frequently observed
on the buccal mucosa where they form a lacy
pattern (86). Unlike candidiasis, these cannot be
removed by gentle wiping with a swab. Lesions
on the lower legs and palmoplantar surfaces

84 Lichen planus hyperpigmentation.

86 Oiral lichen planus.

83 Flat-topped papules.

85 Wickham’s striae.
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87 Hyperkeratotic lichen planus.

89 Scarring alopecia.

are frequently hyperkeratotic (87) and share
features with chronic lichenified eczema (88)
and scalp involvement produces scarring
alopecia (89). Nail involvement causes longitu-
dinal ridges, variable atrophy, and permanent
scarring (pterygium) (90). Lesions occur at sites
of trauma (Kobner phenomenon) (91). Annular
lesions may occur, especially on the penis (92).
Spontaneous recovery is usual within 9 months,

90 Pterygium.

but hypertrophic lesions can persist for many
years, especially on the lower legs. An uncommon
variant affecting the oro-genital mucosa typically
runs a recalcitrant course (see p.86). Lichen
nitidus is an uncommon variant of LP which
presents with multiple minute grouped papules
(93) that typically affect the forearms, penis,
torso, and buttock. It affects children and young
adults.
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91 Kaobner phenomenon.

DIFFERENTIAL DIAGNOSIS

Oral lesions may be confused with candidiasis and
frictional hyperkeratosis. Hyperkeratotic lesions
on the palmo-plantar skin and legs may resemble
chronic eczema.

INVESTIGATIONS
Histology of active lesions shows lichenoid
inflammation and supports the diagnosis.

SPECIAL POINTS

A drug history is important in patients with
atypical lichenoid eruptions to exclude drug-
induced disease.

TREATMENT

Potent topical, intralesional, or occasionally
systemic corticosteroids are helpful in reducing
pruritus. Hypertrophic lesions may benefit from
occlusive dressings. Widespread acute LP may
occasionally require a reducing course of oral
corticosteroids. Other second-line treatments
which are used for severe cutaneous or mucosal
LP include acitretin, phototherapy, and
ciclosporin.

92 Annular lichen planus.

93 Lichen nitidus.
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BLISTERING DISEASES

Blistering may be a feature of a wide range of skin
diseases. The morphology of the blister depends
on the level of the split within the skin (94).
Subcorneal (beneath the stratum corneum) and
intraepidermal blisters (within the prickle cell
layer) rupture easily, whereas subepidermal
blisters (between the dermis and epidermis) are
less fragile.

The autoimmune blistering disorders are a
rare acquired group of diseases characterized by
blistering and erosions of the skin and/or
mucous membranes. Immunofluorescence (IF)

techniques are the mainstay of diagnosis and
classification of this group of diseases. In
pemphigus, pemphigoid, dermatitis herpeti-
formis, and linear IgA bullous dermatosis the
findings are specific for the particular disease
(Table 1). Direct IF of the skin or mucosal
surface demonstrates where immunoglobu-
lins, components of complement 3 (C3), and
fibrinogen have been deposited. Indirect IF of the
serum detects circulating autoantibodies. Split
skin techniques, which artificially cleave the
lamina lucida of the basement membrane zone
(BMZ), improve the sensitivity of indirect IF and
aid diagnosis of subepidermal bullous diseases.

[94]

Stratum corneum

Basement
membrane zone

Subcorneal

Pemphigus foliaceus

Pemphigus erythematosus
Subcorneal pustular dermatosis
Miliaria crystallina

Intraepidermal
Pemphigus vulgaris
Pemphigus vegetans

Subepidermal
Bullous/Cicatricial pemphigoid
Pemphigoid gestationis
Epidermolysis bullosa acquisita
Dermatitis herpetiformis
Linear IgA disease

Bullous systemic lupus
erythematosus

94 Level of cleavage of blister in the bullous skin diseases.



Blistering diseases 51

Table 1
Immunofluorescence findings
Disease Direct Indirect
Pemphigus
foliaceus Intercellular IgG Intercellular IgG
vulgaris When disease is active,
C3 is present
vegetans Mixed IF pattern with Intercellular IgG
erythematosus intercellular IgG/C3 associated
with granular BMZ
Pemphigoid
bullous Linear BMZ IgG/C3 Anti-BMZ IgG. The binding on split
cicatricial skin is to the roof
Pemphigoid gestationis Linear BMZ C3 Complement binding and anti-

BMZ 1gG. The binding on split skin

is to the roof

Epidermolysis bullosa
acquisita

Linear BMZ IgG

Anti-BMZ IgG. The binding on split
skin is to the base

Linear IgA bullous dermatosis

Linear BMZ IgA

Anti-BMZ IgA. The binding on split

(LAD and CBDC) skin is usually to the roof
Dermatitis Granular deposits of IgA No circulating antibodies to BMZ
herpetiformis in the dermal papillae or dermal papillae components.

IgA endomysial antibodies*

Discoid lupus erythematosus

Granular BMZ IgM band
(lupus band) in lesional skin;
uninvolved skin is negative

Systemic lupus erythematosus

Granular BMZ IgM band
(lupus band) in both lesional
and uninvolved skin

* This is a specific marker for the presence of underlying gluten-sensitive enteropathy
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Subcorneal blisters

Miliaria crystallina

DEFINITION AND CLINICAL FEATURES
Miliaria crystallina follows the superficial obstruc-
tion of sweat ducts, leading to the development
of subcorneal vesicles. They are often seen in
febrile illnesses in association with profuse
sweating or after heavy exertion. The proposed
mechanism is that sweat accumulates under the
stratum corneum leading to the appearance of
vesicles without underlying erythema. Clear thin-
walled vesicles about 1-2 mm in diameter
develop on non-inflamed skin (95). Lesions
occur in crops, especially on the trunk, and are
asymptomatic. The vesicles rupture easily and are
followed by a superficial brawny desquamation.
Lesions may become secondarily infected with
bacteria.

DIFFERENTIAL DIAGNOSIS
Folliculitis.

INVESTIGATIONS
None routinely necessary.

TREATMENT

Avoidance of sweating, proper cooling and venti-
lation of the skin are all that is necessary to treat
this self-limiting process.

Subcorneal pustular
dermatosis

DEFINITION AND CLINICAL FEATURES
Subcorneal pustular dermatosis (Sneddon—
Wilkinson disease) is a chronic, benign, relapsing,
pustular eruption which has a distinctive
histology with subcorneal blisters containing
neutrophils. It mainly affects women over the age
of 40. Pea-sized oval-shaped pustules develop on
normal or erythematous skin and these may
rupture easily or coalesce (96). Some may
demonstrate a level of pus with clear fluid above.
Pustules dry up within a few days resulting in
impetigo-like crusting and scaling. The eruption
occurs mainly in the large flexures and spares the
face and mucous membranes.

96 Subcorneal pustular dermatosis.

DIFFERENTIAL DIAGNOSIS

Impetigo, pemphigus foliaceus, dermatitis
herpetiformis, chronic bullous disease of child-
hood, eosinophilic spongiosis, erythema multi-
forme, and pustular psoriasis must all be
considered. IgA pemphigus may present with
very similar clinical features, but shows inter-
cellular IgA in the upper epidermis on direct IF.

INVESTIGATIONS
Histology shows numerous neutrophils in a sub-
corneal blister. Immunofluorescence is negative.

TREATMENT

Dapsone is the treatment of choice. Sulpha-
pyridine and sulphamethoxypyridazine may be
used as alternatives.



Intraepidermal blisters

Hailey-Hailey disease
(benign familial chronic pemphigus)

DEFINITION AND CLINICAL FEATURES
Hailey—Hailey disease is a rare autosomal domi-
nant genodermatosis, characterized by defective
keratinocyte adhesion. It is caused by mutations
in a gene that controls a calcium pump, and
is similar to the defect that underlies Darier’s
disease. Small blisters develop in the intertrigi-
nous areas, such as the axillae, groin, and
submammary regions. The neck may also be
involved. The blisters easily rupture resulting in
erythematous eroded areas on which crusts form.
A typical feature is small linear fissures in the
affected skin (97). The disease usually presents in
early or middle adult life and may be exacerbated
by cutaneous yeast or bacterial infection. Herpes
simplex virus can cause a widespread vesicular
flare.
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DIFFERENTIAL DIAGNOSIS
Seborrhoeic eczema, psoriasis, fungal and
especially candidal infections.

INVESTIGATIONS

Skin biopsy shows separation of suprabasal
keratinocytes (acantholysis) leading to splits,
lacunae, and blisters. Direct and indirect IF are
negative.

TREATMENT

Simple measures to reduce sweating with loose
absorbent clothing helps to keep flexures dry and
prevent bacterial overgrowth. Moderate to
potent topical corticosteroids and topical or oral
antibiotics and antiseptics can be of benefit.

97 Hailey—Hailey disease.
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Pemphigus

DEFINITION AND CLINICAL FEATURES
Pemphigus is an uncommon autoimmune
bullous dermatosis caused by a circulating IgG
autoantibodies directed against epidermal anti-
gens. There are several forms of pemphigus,
which differ in their geographical distribution,
clinical presentation, histology, and target anti-
gens. Pemphigus vulgaris and pemphigus foli-
aceus are the two main forms, and the rarer
variants include pemphigus vegetans, pemphigus
erythematosus, and pemphigus herpetiformis.
Pemphigus mediated by IgA antibodies has also
been described (IgA pemphigus).

The disease affects the skin and mucous
membranes. Widespread flaccid blisters develop
and rapidly rupture forming generalized erosions
and crusts, often with secondary bacterial infec-
tion. The blisters are not haemorrhagic. Shearing
stresses on normal skin may cause a new lesion to
form (Nikolsky’s sign). The oral cavity is the
commonest mucous membrane affected, and

99 Pemphigus vulgaris.

98 Oral pemphigus vulgaris.

in one-third of cases the mouth is affected
prior to the skin (98). Pemphigus vulgaris is the
commonest type, in which blisters and erosions
predominate (99). In pemphigus foliaceus,
widespread very superficial blisters rupture,
leaving predominantly erosions and crusts (100).

100 Pemphigus foliaceus.



There is no mucosal involvement. Pemphigus
vegetans is a more localized form in which
heaped-up or cauliflower-like lesions are present,
especially in flexural sites such as the groins and
axillae (101). Pemphigus erythematosus (also
called Senear— Usher disease) probably represents
coexistence of pemphigus and lupus erythe-
matosus. Paraneoplastic pemphigus has been
described in patients with underlying malignancy
and is characterized by severe mucosal erosions
and polymorphic skin lesions which overlap with
erythema multiforme and lichen planus.

Pemphigus may affect all ages and shows
marked racial and geographical variation.
Pemphigus vulgaris tends to be common in
people of Jewish or Indian origin. Pemphigus
foliaceus is endemic in Brazil, where it is thought
to be initiated by an insect-borne trigger. Drug-
induced cases may also occur. Transient neonatal
disease may occur in the offspring of mothers
with pemphigus, due to transplacental transfer of
IgG autoantibodies.
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DIFFERENTIAL DIAGNOSIS
Other immunobullous disorders, impetigo, and
seborrhoeic eczema (pemphigus foliaceus).

INVESTIGATIONS

Lesional skin shows intraepidermal blistering and
acantholysis of the epidermal cells. Direct IF of
perilesional skin shows characteristic intercellular
epidermal deposits of IgG and C3. Approxi-
mately 90% of patients also have circulating
autoantibodies and the titre of circulating auto-
antibody often correlates with disease activity.

TREATMENT

High-dose systemic corticosteroids are usually
started to initiate disease control followed by the
introduction of a steroid-sparing drug. A number
of immunosuppressants have been used including
azathioprine, cyclophosphamide, and myco-
phenolate mofetil. Intravenous immunoglobulin,
plasmapheresis, and rituximab have been used in
resistant cases.

101 Pemphigus vegetans.
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Subepidermal blisters

Bullous pemphigoid

DEFINITION AND CLINICAL FEATURES
Bullous pemphigoid is a chronic autoimmune
condition in which subepidermal blisters develop
due to a circulating IgG autoantibody directed
against antigens in the dermo—epidermal junc-
tion. Bullous pemphigoid is predominantly a
disease of the elderly. Tense blisters develop on
erythematous urticarial areas, especially on the
flexural aspects of the limbs (102). The lesions
may be very itchy and the blisters may become
large and remain intact for days, sometimes
becoming haemorrhagic. The face and scalp are
not usually affected, but the oral mucosal may
develop small blisters. Nikolsky’s sign is negative
(see under Pemphigus).

DIFFERENTIAL DIAGNOSIS

Other immunobullous diseases, bullous systemic
lupus erythematosus, and erythema multiforme.
Drugs may induce or trigger pemphigoid.

102 Bullous pemphigoid.

INVESTIGATIONS

Biopsy shows subepidermal blisters often with an
infiltrate of eosinophils. Direct IF of perilesional
skin demonstrates linear deposition of IgG and
C3 along the BMZ. Indirect IF demonstrates
circulating autoantibodies, which bind to the roof
of salt-split skin.

TREATMENT

Localized disease may respond to superpotent
topical corticosteroids. More widespread disease
usually requires systemic corticosteroid treatment
for adequate control of blistering. Dapsone or
tetracycline and nicotinamide have been reported
to be effective alternatives. Immunosuppressant
drugs such as azathioprine or methotrexate may
also be used as monotherapy or steroid-sparing
agents. As most patients are elderly and often frail
it is important to monitor them carefully for
adverse drug effects and to balance the risks of
treatment against the benefits.

Mucous membrane
pemphigoid
(cicatrical pemphigoid)

DEFINITION AND CLINICAL FEATURES
Mucous membrane pemphigoid is a chronic
immunobullous disorder which causes erosion,
ulceration, and scarring of the mucous
membranes, particularly the conjunctivae. It may
also affect the skin. This disease mainly occurs in
middle-aged and elderly people but is less
common than bullous pemphigoid.

Oral lesions occur in most patients as
small blisters and ulcers which are slow to
heal, erosions on the palate, and erosive gingivitis.
Other sites of involvement include the upper
respiratory tract, oesophagus, and anogenital
mucosa, where scarring may result in strictures.
Conjunctival involvement may lead to blind-

ness (103).



103 Mucous membrane pemphigoid.

DIFFERENTIAL DIAGNOSIS
Other subepidermal blistering diseases, erosive
lichen planus.

INVESTIGATIONS

Skin biopsy shows subepidermal blistering with
cosinophils and neutrophils. There may be
dermal scarring. Direct IF of the buccal mucosa
is positive in most patients. Circulating autoanti-
bodies may be present in low titre.

TREATMENT

Treatment is often unsatisfactory and difficult to
evaluate due to the fluctuating and scarring
nature of this disease. Topical therapy may help
reduce to disease activity but seldom achieves
remission. Systemic treatment with corticos-
teroids and immunosuppressive drugs may be
indicated for severe mucosal or laryngeal lesions
and ocular disease requires management by an
experienced ophthalmologist.
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Pemphigoid gestationis

DEFINITION AND CLINICAL FEATURES
Pemphigoid gestationis is a rare immunobullous
disorder associated with pregnancy or the post-
partum period. It has occasionally been reported
with trophoblastic tumours. It characteristically
begins in the second or third trimester. Inten-
sely itchy blisters develop on urticated areas
initially round the umbilicus (104) and may
spread to involve the rest of the body, especially
the hands and feet (usually sparing the face and
mucosal areas). Pemphigoid gestationis may
occur in subsequent pregnancies, often with
increased severity and can be exacerbated by the
oral contraceptive pill. Transient blistering may
occur in the neonate due to the transplacental
passage of the autoantibody.

DIFFERENTIAL DIAGNOSIS
Especially in the pre-bullous phase, polymorphic
eruption of pregnancy and eczema.

INVESTIGATIONS

Biopsy shows subepidermal blistering. All
patients have complement binding activity at the
BMZ as shown on direct and indirect IF, and
about 50% have circulating autoantibodies. The
target antigens are identical to those in bullous
pemphigoid.

TREATMENT

Systemic corticosteroids are usually needed to
control blistering and may be increased post-
partum to prevent a flare. Oral antihistamines and

potent topical corticosteroids can be used for
mild disease.

104 Pemphigoid gestationis.
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Epidermolysis bullosa
acquisita

DEFINITION AND CLINICAL FEATURES
Epidermolysis bullosa acquisita (EBA) is one of
the rarest immunobullous diseases. The classic
form is characterized by acquired fragility, blis-
tering, and erosion of the skin and mucosa.
Lesions heal with scarring and milia (105). An
inflammatory bullous pemphigoid-like variant is
also recognized. There is an association with
inflammatory bowel disecase and underlying
malignancy. The target antigen has been identi-
fied as collagen VII of anchoring fibrils.

DIFFERENTIAL DIAGNOSIS

Porphyria cutanea tarda, dominant dystrophic
epidermolysis bullosa, other immunobullous
diseases.

INVESTIGATIONS

Biopsy usually shows subepidermal blistering.
Direct IF is indistinguishable from bullous
pemphigoid, but circulating IgG BMZ anti-
bodies in EBA bind to the dermal side of the salt-
split skin.

TREATMENT

Due to its rarity there is no established treatment.
The mechanobullous variant is often resistant to
therapy. Systemic corticosteroids and dapsone or
sulfonamides may be tried.

105

Epidermolysis bullosa acquisita.

Dermatitis herpetiformis

DEFINITION AND CLINICAL FEATURES
Dermatitis herpetiformis (DH) is a chronic
autoimmune blistering skin disorder associated
with an underlying gluten-sensitive enteropathy.
It mainly affects Europeans and can present at any
age. Intensely pruritic grouped papules and vesi-
cles occur symmetrically on the extensor aspects
of the elbows, knees (106), buttocks (107),
shoulders, and scalp. Intact blisters may be
destroyed by excoriation. The associated
enteropathy is often asymptomatic.

DIFFERENTIAL DIAGNOSIS
Other pruritic dermatoses, such as eczema,
scabies.

107 Dermatitis herpetiformis.



INVESTIGATIONS

Biopsy of intact blister or lesional skin shows
subepidermal blistering and neutrophil-rich
microabscesses at the tips of dermal papillae.
Direct IF of normal, uninvolved skin shows
granular deposits of IgA in the upper papillary
dermis. There are no circulating antibodies to the
BMZ or dermal papillae. However, 80% have
endomysial antibodies which are a marker for
the severity of underlying enteropathy. Auto-
antibodies against tissue transglutaminases may
be identified in DH and coeliac disease, and are
thought to play a pathogenic role. Small intestinal
biopsy in DH usually shows partial or subtotal
villous atrophy.

TREATMENT

Dapsone is the drug of choice and settles
symptoms dramatically within a few days. The
eruption also responds slowly to a gluten-free
diet, which must be strictly followed if medication
is to be tapered or discontinued. Sulphapyridine
or sulphamethoxypyridazine are alternatives in
patients who are intolerant of dapsone. There is
an increased risk of small bowel lymphoma in
patients with DH and a strict gluten-free diet has
a protective effect against this.

Linear IgA disease

DEFINITION AND CLINICAL FEATURES
Linear IgA disease is a rare, acquired subepi-
dermal blistering disease which is defined by its
unique immunopathological finding of linear
deposits of IgA along the cutaneous basement
membrane. It encompasses a clinically heteroge-
neous group of patients divided into two main
forms, linear IgA of adults (LAD) and chronic
bullous disease of childhood (CBDC).

Clinically it resembles dermatitis herpetiformis
but some lesions develop on the trunk and limbs
similar to bullous pemphigoid (108). The trunk
and limbs are almost always involved. However,
in young children the perineum is a characteristic
site (109). Mucosal involvement can be promi-
nent and associated with scarring. Unlike
dermatitis herpetiformis there is no associated
gluten-sensitive enteropathy.

Linear IgA disease is less common in the West
than either bullous pemphigoid or dermatitis
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109 Chronic bullous disease of childhood.

herpetiformis. LAD may present throughout
adult life with peaks at 30 and 65 years. The onset
of CBDC is usually in the pre-school years and
children often recover spontaneously.

DIFFERENTIAL DIAGNOSIS
Bullous impetigo, erythema multiforme, and
other immunobullous diseases.

INVESTIGATIONS

Histology shows a subepidermal blister with
eosinophils and neutrophils. Direct IF shows
linear IgA deposition at the BMZ. Around 20%
of LAD patients have circulating autoantibodies
compared to 75% of CBDC patients.

TREATMENT

Dapsone or sulfonamides are usually prescribed.
Other options include tetracycline, erythromycin,
nicotinamide, and colchicine. Immunosuppres-
sants may be used for recalcitrant disease.
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Bullous systemic lupus
erythmatosus

DEFINITION AND CLINICAL FEATURES
This is a rare autoimmune blistering eruption
occurring in patients with underlying systemic
lupus erythematosus (SLE). Blisters do not arise
within specific LE lesions but, as in the primary
blistering diseases, arise de novo on clinically
normal-appearing skin which may be either sun-
or non-sun-exposed. Primary lesions include
widespread tense vesicles, bullae, and macu-
lopapular erythema. Blisters may rupture leaving
erosions and crust (110). Pruritus may be severe.
Involvement of the oral mucous membranes
occurs in about one-third of patients. Most
patients do not have other cutaneous manifesta-
tions of SLE.

DIFFERENTIAL DIAGNOSIS
Photosensitivity, bullous drug eruptions.

INVESTIGATIONS

Histology shows subepidermal blister formation
with a neutrophil-rich infiltrate in the upper
dermis. Direct and indirect IF demonstrate IgG
and IgA anti-BMZ antibodies that may target
collagen VII as in epidermolysis bullosa acquisita.

TREATMENT

Dapsone may be very effective. Other patients
respond to increased doses of oral corticosteroids
used to control their SLE.

Bullous erythema
multiforme

DEFINITION AND CLINICAL FEATURES
This is a variant of erythema multiforme (see
p. 164) with blistering lesions. These appear as
erythematous macules or plaques, often with a
central blister or peripheral ring of vesicles (111).
The mucous membranes are often involved with
painful ulcers and erosions.

1 10 Bullous systemic lupus erythematosus.
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I I'l' Bullous erythema multiforme.

Bullous lichen planus
and lichen planus
pemphigoides

DEFINITION AND CLINICAL FEATURES
Blistering is an uncommon feature of lichen
planus, and tends to occur within typical lesions
on the lower legs (bullous lichen planus) (113),
The gross blistering is thought to follow severe
liquefaction degeneration of basal keratinocytes,
which causes subepidermal splits. Blistering also
occurs in lichen planus pemphigoides (LPP),
a rare disorder with mixed features of bullous
pemphigoid and lichen planus (113). It is specu-
lated that antibasement membrane zone anti-
bodies arise in LPP secondary to damage to the
basal keratinocytes. LPP tends to occur in
younger patients than bullous pemphigoid.
Blistering is not confined to lichenoid lesions and
may occur in apparently normal skin.

DIFFERENTIAL DIAGNOSIS
Other immunobullous disorders, bullous drug
reaction.

INVESTIGATIONS

Histology of lesional skin may show a mixed infil-
trate in LPP with subepidermal blistering, and
direct IMF and indirect IMF are positive, with
identical features to bullous pemphigoid.

I 12 Blistering in lichen planus.

I 13 Blistering in lichen planus pemphigoides.

TREATMENT
Blisters in lichen planus may be drained and
lesions treated with superpotent topical corticos-
teroids. Systemic corticosteroids and immuno-
suppressant therapy are usually needed for disease
control in LPP.
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Epidermolysis bullosa

DEFINITION AND CLINICAL FEATURES
Epidermolysis bullosa (EB) is a rare group of
inherited skin fragility disorders, caused by
genetic mutation and characterized by blistering
of the skin and mucous membranes, particularly
in trauma-prone areas. Intensive study has helped
identify the underlying genetic and molecular
defects in these diseases, and this has furthered
our understanding of normal skin structure and
function. There are three major forms of
inherited epidermolysis bullosa. They are
classified by the structural level of the skin within
which blisters spontaneously develop — suprabasal
intracpidermal (EB simplex); lamina lucida
subepidermal (EB junctional); and sublamina
densa subepidermal (EB dystrophic) (114).

Sublamina densa

'ﬂ_ Split in junctional EB

U Split in dystrophic EB

Epidermolysis bullosa
simplex

Epidermolysis bullosa simplex (or EB simplex) is
the commonest form. It is usually inherited as
an autosomal dominant condition. Several
variants exist, the most common of which is
Weber—Cockayne disease with localized involve-
ment of the palms and soles (115). More
generalized variants include Kobner and
Dowling—Meara. Trauma-induced blisters heal
without scarring and tend to be worse in warm
weather. In the generalized forms grouped
blisters develop, especially on the trunk, with
marked keratoderma on the palms and soles.
Abnormalities in genes coding for keratins 5 and
14 have been identified. Most patients with EB
simplex have no extracutaneous involvement or
nail abnormalities.

« Split in EB simplex

1 14 Level of split in inherited forms of epidermolysis bullosa.
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Junctional epidermolysis
bullosa

Junctional epidermolysis bullosa (JEB) is inher-
ited as an autosomal recessive condition. At birth,
large erosions develop around the mouth and
anus which are slow to heal. Blisters and erosions
heal with atrophic scars. Nails are abnormal or
absent, dental enamel may be defective, and
scarring alopecia may occur.

There are several variants that differ in disease
extent and severity, extracutaneous involvement
and the presence or absence of excessive granula-
tion tissue. The most severe form is Herlitz (JEB-
H), which is usually lethal — patients often do not
survive infancy. The less severe non-Herlitz
variant (JEB-nH) has two subsets, generalized
and localized (116), and there are also inverse,
115 Weber—Cockayne disease. and late-onset clinical subsets.

I 16 Junctional epidermolysis bullosa.
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1 17 Dystrophic epidermolysis bullosa.

Dystrophic epidermolysis
bullosa

There are two main variants of dystrophic epider-
molysis bullosa (or dystrophic EB), autosomal
dominant (DDEB) and autosomal recessive
(RDEB). Those with the autosomal dominant
variant usually have milder disease. Both diseases
are due to abnormalities in collagen VII of
anchoring fibrils. Patients suffer from widespread
blistering with scarring and milia formation.
Scarring alopecia may occur and the nails and
teeth may be absent or abnormal. In RDEB
fusion of the skin between the digits of the fingers
and toes causes syndactyly and mitten deformities
(117). Mucous membrane involvement may lead
to oesophageal and anal strictures. Other compli-
cations include anaemia, growth retardation, and
squamous cell carcinomas in areas of repeated
blistering and scarring.

DIFFERENTIAL DIAGNOSIS
Staphylococcal scalded skin syndrome, bullous
impetigo, neonatal herpes simplex, autoimmune
bullous diseases, incontinentia pigmenti, aplasia
cutis, focal dermal hypoplasia.

NVESTIGATIONS

Skin biopsy for histology, immunofluorescence,
and electron microscopy to demonstrate the level
of blistering. Specific antibody probes can be used
to demonstrate a reduction or absence of certain
antigens in the dermo—epidermal junction.

TREATMENT

There is no specific treatment for EB and
management is based on protecting the skin
against trauma and dealing with complications
such as stricture formation. A multi-disciplinary
approach is needed for patients with the more
severe forms of EB. Prenatal diagnosis in the first
trimester and pre-implantation genetic diagnosis
have been used for couples at high risk of having
affected children.



DISORDERS OF
KERATINIZATION

Keratosis pilaris

DEFINITION AND CLINICAL FEATURES
Keratosis pilaris is a dry skin disorder due to
abnormal keratinization of hair follicle epithe-
lium. Mild forms are very common and start in
early childhood, peaking in adolescence, and
improving with age. Its features are prominent
follicular hyperkeratosis with plugging that
predominantly affects the extensor aspects of the
upper arms (118) and legs and the buttocks.
Perifollicular erythema (keratosis pilaris rubra)
may occur. It may be associated with facial ery-
thema and atrophy of the eyebrows (ulerythema
ophryogenes) and pitted atrophic scars on the
cheeks (atrophoderma vermiculata). A genetically
distinct variant involves the scalp and leads to
progressive scarring alopecia (keratosis follicularis
spinulosa decalvans). Keratosis pilaris may be
inherited as an autosomal dominant trait and is
associated with ichthyosis vulgaris.

DIFFERENTIAL DIAGNOSIS

A rough skin resembling mild keratosis pilaris
frequently occurs in people with a tendency
to dry skin. Phrynoderma is a more extreme
form of follicular keratosis which affects bony
prominences and results from nutritional defi-
ciency. Pityriasis rubra pilaris and the various
forms of minute or digitate keratoses are casily
distinguished.
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INVESTIGATIONS
Histology of a lesion shows follicular hyper-
keratosis and plugging.

TREATMENT

Emollients containing salicylic acid, lactic acid, or
urea may help reduce the surface hyperkeratosis.
There is usually a temporary improvement with
sun exposure.

Perforating keratotic
disorders

DEFINITION AND CLINICAL FEATURES

This ill-defined group of disorders present with
keratotic papules, and may show epidermal extru-
sion (perforation/transepidermal elimination) of
degenerate material derived from the dermis. All
except elastosis perforans serpiginosa are associ-
ated with diabetes and renal failure. Kyrle’s
disease, or acquired perforating dermatosis, is
characterized by larger keratotic nodules and
papules on the limbs, while the lesions of Flegel’s
discase (119) are smaller and more widely distrib-
uted with a characteristic irregular margin (corn-
flake sign) and underlying erythematous base.

DIFFERENTIAL DIAGNOSIS

Lesions may resemble stucco-keratoses, actinic
or arsenical keratoses, or disseminated actinic
porokeratosis.

118 Keratosis pilaris.

119 Flegel’s disease.
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INVESTIGATIONS
Histology of a lesion may show ortho- or
parakeratosis in an otherwise atrophic epidermis.
There is a variable band-like lymphocytic infiltrate
and disruption of some follicular walls. Labora-
tory tests to exclude associated renal, liver, or
endocrine diseases should be carried out.
Elastosis perforans serpiginosa is a distinctive
condition characterized by annular or serpiginous
patterns of small keratotic papules which extrude
abnormal elastic tissue. It is associated with
connective tissue disorders such as Ehlers—-Danlos
syndrome, Down’s syndrome, and penicillamine
therapy.

TREATMENT
Topical retinoids and destructive therapy such as
cryotherapy or CO, lasers may be of help.

Erythrokeratodermas

DEFINITION AND CLINICAL FEATURES

Erythrokeratodermas are a group of rare dis-

orders characterized by localized hyperkeratotic

plaques and circumscribed but variable erythema.

Mutations in genes coding for gap junction

proteins have been identified in some families.
The features of erythrokeratoderma variabilis

are transient migratory patches of polycyclic

erythema which fade within weeks, and fixed

scaly keratotic erythematous plaques over the

extensor surfaces. There may be an associated 120 Erythrokeratoderma progressiva

palmoplantar keratoderma. Progressive symmet- ~ symmetrica.

rical erythrokeratoderma lacks the migratory

erythema, and is characterized by fixed symmet-

rical hyperkeratotic orange-red plaques with fine

scale over the extensor surfaces, torso, ankles, and

wrists (120). Onset is in infancy.

DIFFERENTIAL DIAGNOSIS
Dityriasis rubra pilaris and psoriasis.

INVESTIGATIONS
Histology is non-specific.

TREATMENT
The oral retinoid acitretin and PUVA may be
of help.



Darier’s disease

DEFINITION AND CLINICAL FEATURES
First described in 1889, Darier’s disease is a rare
autosomal dominant disorder of keratinization.
It is caused by a mutation in a gene on chromo-
some 12 which encodes serca-2, an ion pump
that controls intracellular calcium levels. This
leads to abnormalities in processing of cell
membrane proteins and defective formation of
desmosomes which are essential for normal cell
adhesion. The clinical features are characteristic
keratotic papules affecting the seborrhoeic areas
in childhood or early adult life. Yellow-brown,
warty, greasy papules arise on the upper chest and
back, lower neck, scalp, and forchead and may
coalesce into plaques (121). Occasionally hyper-
trophic plaques evolve in the major flexures and
natal cleft and, rarely, bullous lesions can occur.
Pruritus and body odour are common complaints
and can cause considerable cosmetic and social
disability. The dorsal hands and feet may show
discrete skin-coloured papules (acrokeratosis
verruciformis) and palmoplantar pits are very
common. The nails are longitudinally ridged with
notching at the free edges (122). Many patients
have white patches on the oral mucosa. Bacterial
and viral infections especially with Staphylococcus
and herpes simplex are not uncommon. The
condition is also aggravated by warmth and
sunlight.

An increased incidence of neuropsychiatric
problems including epilepsy have been noted in
families with Darier’s disease.

DIFFERENTIAL DIAGNOSIS

Clinically, early lesions may resemble seborrhoeic
dermatitis or epidermal naevi. Histologically,
other acantholytic disorders may cause confusion,
in particular Hailey—Hailey disease and Grover’s
acantholytic dermatosis.

INVESTIGATIONS

Histology shows characteristic changes of dysker-
atosis — abnormal keratinocytes with premature
partial keratinization (corps ronds and grains),
and acantholysis (separation) of suprabasal
keratinocytes.
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121 Darier’s disease.

122 Nails in Darier’s disease.

TREATMENT

Most patients with mild disease can control symp-
toms with emollients, good hygiene, and advice
to avoid sun exposure and excess sweating. More
severe disease usually responds to the oral
retinoids, isotretinoin and acitretin.
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Palmoplantar
keratodermas

This diverse group is characterized by persistent
hyperkeratosis of the palms and soles. They may
be hereditary or acquired and can occur as an
isolated abnormality or in association with other
skin, ectodermal, or systemic abnormalities. Kera-
todermas are classified clinically as diffuse, focal,
striate, or punctate. Genetic defects have been
identified in some inherited keratodermas, but
there is a lack of clear correlation between the
abnormal gene and phenotypical features.

123 Thost—Unna PPK.

124 Vohwinkel PPK.

Hereditary palmoplantar
keratoderma

DEFINITION AND CLINICAL FEATURES
A palmoplantar keratoderma (PPK) is a common
associated feature of genetic disorders or syn-
dromes such as hidrotic ectodermal dysplasia,
epidermolysis bullosa simplex, ichthyosiform
erythrodermas, pachyonychia congenita, dysker-
atosis congenita, Rothmund-Thomson syn-
drome, and other poikilodermatous disorders.

The commonest inherited isolated PPKs
are Thost—Unna (123) and Vorner keratoderma.
These are diffuse keratodermas, and abnormali-
ties in genes coding for type keratins 1 have been
demonstrated. Histology of Vorner’s kerato-
derma shows epidermolytic changes while
Thost—Unna is non-epidermolytic. Transgradient
keratodermas such as Vohwinkel’s syndrome
(124) are distinguished by involvement of the
extensor surfaces of the hands, knees, and elbows.
Many other keratodermas have been described
in association with extracutaneous features
including hair, nail, or tooth abnormalities,
neurological, skeletal, and cardiac defects as
well as internal malignancies. For example,
Howell-Evans’ syndrome or tylosis is a focal type
of keratoderma associated with oesophageal
cancer. In pachonychia congenita, a focal thick-
ening of the palms and soles is accompanied by
distinctive wedge-shaped nails due to subungual
hyperkeratosis (125). Keratodermas of the feet
may be associated with hyperhidrosis and
malodour due to bacterial overgrowth, and can
cause disability due to pain on walking.

DIFFERENTIAL DIAGNOSIS

Focal acral hyperkeratosis and punctate palmar
keratoses are common autosomal dominant
conditions characterized by discrete warty
papules in Afro-Caribbeans (126). They are not
regarded as palmoplantar keratodermas.

INVESTIGATIONS
Histology of Vorner’s keratoderma is distinctive.

TREATMENT

Mild keratodermas may respond to emollients
and keratolytics. Oral retinoids may be indicated
for patients with functional impairment.



125 Subungual hyperkeratosis due to

pachonychia congenita.

Disorders of keratinization 69

126 Focal acral hyperkeratosis.

Acquired palmoplantar
keratoderma

Acquired palmoplantar keratoderma may occur
in association with various dermatosis including
pityriasis rubra pilaris and Reiter’s disease, psori-
asis, eczemas, lichen planus, porokeratosis, viral
warts, tinea manuum, lupus erythematosus,
treponemal disease, and scabies. It may also occur
in iododerma, hypothyroidism, internal malig-
nancy, and HIV disease. A peri-menopausal
plantar keratoderma (keratoderma climacter-
icum) has been described in overweight women
in their forties.

127 Punctate palmar keratoderma.

Punctate palmar
keratoderma

DEFINITION AND CLINICAL FEATURES
Pinpoint hard keratotic papules appear on the
palms and soles (127). Lesions are initially
translucent then opaque and warty, and appear in
adulthood. There may be associated punctate
keratoses of the palmar creases. The latter are
common in Afro-Caribbean people.

DIFFERENTIAL DIAGNOSIS
There is clinical overlap with other marginal
keratodermas including focal acral hyperkeratosis.

INVESTIGATIONS
None needed.

TREATMENT
Topical therapy with keratolytics and retinoids has
little effect. Systemic retinoids may be of benefit.
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Ichthyoses

Ichthyosis (from zchthys, Greek for fish) describes
dry, rough skin with persistent scaling which may
resemble fish scale. It is a disorder of keratiniza-
tion and differs from other scaly skin diseases
such as eczema and psoriasis by being diftuse,
uniform, and generally fixed in pattern. Mucosal
surfaces are spared and hair, nails, and teeth
are rarely affected. The inherited ichthyoses are
a heterogeneous group comprising primary
ichthyotic diseases and several ichthyosiform
syndromes. Acquired ichthyosis may occur as a
result of malabsorption, chronic hepatic or renal
disease, hypothyroidism, sarcoidosis, leprosy,
HIV disease, lymphoma, and other malignancies.

Ichthyosis vulgaris

DEFINITION AND CLINICAL FEATURES
This is the commonest hereditary ichthyosis and
is an autosomal dominant condition with a
reported incidence of 1 in 250 people. Scaling is
usually obvious from 2 months onwards but may
be delayed until childhood. The scale is white,
flaky, and semi-adherent. It is most pronounced
on the extensor surfaces of the arms (128) and
lower legs and characteristically spares the
flexures. The trunk, especially the abdominal
wall, perioral skin, and the pinnae may also
be involved. Palmoplantar hyperlinearity and
keratosis pilaris are common associated features
of both ichthyosis vulgaris and atopic eczema.
The condition shows seasonal variation in most
patients, improving in warm and sunny weather.
Many patients improve in later life.

DIFFERENTIAL DIAGNOSIS
Acquired ichthyosis, severe xerosis, and recessive
X-linked ichthyosis.

128 Ichthyosis vulgaris.

INVESTIGATIONS

Histology shows mild hyperkeratosis and a
diminished or absent granular layer. Electron
microscopy reveals scanty and fragmented kerato-
hyaline granules in the granular cells.

TREATMENT

Avoidance of low humidity and regular use of
emollients is of benefit. Urea or alpha hydroxy
acid-containing preparations have keratolytic
actions and reduce surface scaling.



129 Recessive X-linked ichthyosis.

Recessive X-linked
ichthyosis

DEFINITION AND CLINICAL FEATURES
An X-linked ichthyotic disorder affecting males
which is caused by a defect in the enzyme steroid
sulphatase. This causes defective disintegration of
stratum corneum intercellular lipids and impaired
desquamation. Scaling is generally evident within
the first month of life and increases throughout
childhood, stabilizing in the teens. The scale typi-
cally is polygonal, adherent and light brown in
colour (129). It affects the extensor surfaces of
the upper arms, the outer thighs, and around the
lower legs. The neck, abdomen (130), and pre-
auricular facial skin are also commonly affected.
The palms and soles are spared. Placental steroid
sulfatase deficiency coexists and may lead to
prolonged and complicated labour, with
increased risk of neonatal birth trauma. Affected
males also have an increased incidence of testic-
ular maldescent, cryptorchidism, and testicular
cancer.
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130 Recessive X-linked ichthyosis.

DIFFERENTIAL DIAGNOSIS
Ichthyosis vulgaris.

INVESTIGATIONS

Histology of affected skin shows hyperkeratosis
and a variable granular cell layer. Steroid (choles-
terol) sulfatase deficiency can be demonstrated in
fibroblast and leucocyte cultures. Raised serum
cholesterol sulphate can be detected on serum
lipoprotein electrophoresis. Serum cholesterol
levels are normal.

TREATMENT
As for ichthyosis vulgaris (see above).
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Non-bullous
ichthyosiform
erythroderma (NBIE)

DEFINITION AND CLINICAL FEATURES
A rare and usually severe autosomal recessive
ichthyosis. Over 90% of cases present at birth with
a collodion membrane — a yellow, shiny, tight film
like a sausage skin. Ectropion and constricting
bands may occur and the membrane sheds over a
period of weeks, revealing a generalized scaly
erythroderma. Scaling can affect all areas (131)
including the scalp, ears, face, flexures, palms, and
soles and is white, light, superficial and semi-
adherent. Scalp involvement often causes pityri-
asis amiantacea (see p. 41) and may lead to patchy
cicatricial alopecia. Ectropion (132), which
generally improves, digital constriction, and nail
dystrophy are features of severe disease. Hypo-
hidrosis occurs due to obstruction of sweat ducts
by the hyperkeratotic stratum corneum.

DIFFERENTIAL DIAGNOSIS
Lamellar ichthyosis, Netherton’s syndrome,
trichothiodystrophy, psoriasis.

INVESTIGATIONS

Histological features support the clinical diag-
nosis. Electron microscopy shows abnormal
lamellar bodies which are retained in the stratum
corneum.

TREATMENT

Emollients and keratolytics as for other ichthy-
oses. Oral retinoids may help reduce scaling,
pruritus, and erythema.

132 Ectropion in non-bullous ichthyosiform erythroderma.
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Bullous ichthyosiform
erythroderma

DEFINITION AND CLINICAL FEATURES
A rare autosomal dominant disorder of kera-
tinization that in its early phase is associated with
blistering caused by mutations in the genes for
keratins 1 and 10. Extensive, flaccid blistering,
and skin fragility are apparent within hours of
birth. These heal without scarring and blistering
and erythroderma diminish in childhood as a
characteristic grey, waxy scale increases. Linear
hyperkeratosis is most prominent in the flexures,
scalp, anterior neck, abdominal wall, and
infragluteal folds (133). Erosions and recurring
skin infections occur with malodorous skin.
Palmoplantar hyperkeratosis develops in many
patients (134). This condition tends to improve
with age.

DIFFERENTIAL DIAGNOSIS

In the neonate: epidermolysis bullosa, staphylo-
coccal scalded skin syndrome, herpetic infections,
and incontinentia pigmenti. In older children:
other ichthyoses.

INVESTIGATIONS

Histology of skin shows characteristic changes
of epidermolytic hyperkeratosis. Electron
microscopy reveals clumped keratin filaments
around granular keratinocyte nuclei.

TREATMENT

At least half of the cases have no family history of
the disease and are due to new keratin mutations,
but parents of affected children should be exam-
ined carefully for focal keratotic lesions as these
indicate that future siblings will be affected.
Emollients are of limited use, as the scaling is
greasy, and keratolytics may be irritating. Topical
antiseptics can reduce microbial overgrowth and
oral retinoids may help, although they increase
skin fragility.

134 Palmar hyperkeratosis in bullous
ichthyosiform erythroderma.
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135 Lamellar ichthyosis.

Lamellar ichthyosis

DEFINITION AND CLINICAL FEATURES
A rare autosomal recessive ichthyosis. Infants
usually present as collodion babies, but the
erythroderma is less intense than in infants with
NBIE. Thick, plate-like, pigmented, adherent
scale (135) over most of the skin ensues but mild
variants occur. Additional problems include
pruritus, hypohidrosis, ectropion, and crumpled
pinnae.

DIFFERENTIAL DIAGNOSIS
X-linked recessive ichthyosis, other ichthyosiform
erythrodermas.

INVESTIGATIONS

Light microscopy shows massive orthohyper-
keratosis; the remainder of the epidermis may be
of normal thickness. Electron microscopy shows
various epidermal abnormalities.

TREATMENT
Emollients and keratolytics. Oral retinoids may
be used for severe disease.

136 Harlequin ichthyosis.

Harlequin ichthyosis

DEFINITION AND CLINICAL FEATURES
Harlequin ichthyosis is a very rare severe erythro-
dermic ichthyosis that causes a striking appear-
ance at birth. The affected infant, usually
premature, is encased in grossly hyperkeratotic,
thick, yellow, firmly adherent plaques covering
the whole body surface and severely restricting
movement (136). Soon after birth deep red
fissures appear, producing the harlequin pattern.
Severe ectropion, eclabium, rudimentary nose
and ears, and conjunctival oedema contribute to
the typical facies. Respiratory insufficiency, poor
temperature control, and feeding difficulties
commonly lead to a rapid demise. It is an auto-
somal recessive condition and although the
phenotype is uniform, various genetic defects
have been identified.

DIFFERENTIAL DIAGNOSIS
Collodion baby (usually due to other ichthyosi-
form erythrodermas — see NBIE).



INVESTIGATIONS

Skin biopsy shows massive orthohyperkeratosis
extending down into the hair follicles and pilo-
sebaceous units. In some cases vacuoles are seen
in the stratum corneum and EM shows abnormal
lamellar bodies.

TREATMENT

Intensive neonatal care can improve the chances
of survival. Acitretin therapy hastens shedding of
hyperkeratotic scale. Parents should be offered
detailed genetic counselling and prenatal diag-
nostic for subsequent pregnancies.

Ichthyosiform syndromes

Netherton’s syndrome

This autosomal recessive syndrome comprises an
ichthyosiform dermatosis, hair shaft defects, and
atopic features. It may initially escape diagnosis
due to a gradual evolution of the major manifes-
tations. Mutations in the gene coding a serine
protease inhibitor SPINKS5 have been identified
in several patients. The triad of congenital
erythroderma, failure to thrive in infancy, and
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poor hair growth suggest the diagnosis. Many
patients develop recurrent crops of erythematous,
scaly, migrating lesions with an incomplete
double edge of peeling scale, so-called ichthyosis
linearis circumflexa (137). Another patho-
gnomonic feature is a ball-and-socket hair-shaft
defect known as trichorrhexis invaginata. Raised
total and specific IgE levels and childhood food
allergies are characteristic.

DIFFERENTIAL DIAGNOSIS

Erythrodermic atopic eczema, psoriasis, staphylo-
coccal or candidal infection, immunodeficiency
states.

Other very rare ichthyosiform syndromes
include Sjogren—Larsson and Refsum’s disease
which are associated with neurological impair-
ments, IBIDS (ichthyosis, brittle hair, impaired
intelligence, decreased fertility, and short stature).

INVESTIGATIONS
Hair shaft analysis for trichorrhexis invaginata.

TREATMENT

Regular emollients and topical or systemic anti-
biotics for skin and respiratory infections.
Retinoids should be avoided. Future treatment
may include use of protease inhibitors.

137 Ichthyosis linearis circumflexa (Netherton’s syndrome).
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ACNE AND RELATED
DISORDERS

Acne vulgaris

DEFINITION AND CLINICAL FEATURES

A common inflammatory disorder of the pilo-
sebaceous unit characterized by excessive produc-
tion of sebum and the presence of comedones,
papules, pustules, and cysts. Lesions almost
always occur on the face though the upper back
and chest are involved in around 70% of cases.
The condition usually starts in adolescence
and its peak prevalence is between the ages
of 14 and 19. However, acne may persist into
adult life and may present first after the age of 25
(late onset acne). Increased production of sebum,
hypercornification of the pilosebaceous ducts,
and colonization with Propionibacterium acnes are

138 Acne vulgaris.

all important actiological factors. The increased
sebum production (seborrhoea) occurs in
response to raised levels of androgens and gives
the skin a shiny appearance (138). Comedonal
lesions (139) usually precede inflammatory
lesions (140) by several years. In dark-skinned
individuals, resolution of lesions may be followed
by disfiguring long-lasting postinflammatory
hyperpigmentation.

Deep nodules and cysts may occur (nodulo-
cystic acne) (141) resulting in disfiguring
hypertrophic scars (140). Nodulocystic acne is
often a recalcitrant disease with widespread
involvement of the trunk (142), and requires
prompt treatment to prevent extensive scarring.
Acne conglobata is an uncommon severe variant
of nodulocystic acne with multiple draining
sinuses (143). In rare cases it may present
acutely with malaise, fever, and arthralgia (acne
fulminans).

139 Comedones (blackheads) in acne vulgaris.

140 Scarring in acne vulgaris.



Acne and related disorders 77

DIFFERENTIAL DIAGNOSIS

Acne is rarely misdiagnosed. Rosacea usually
starts in adulthood and lacks comedones and
scarring. Inflammatory papules and pustules
occur in perioral dermatitis but comedones are
not present. Chloracne (see page 29).

INVESTIGATIONS

None are usually required. Rarely acne may occur
as part of an endocrine disorder such as polycystic
disease of the ovaries, Cushing’s disease, or
adrenogenital syndrome.

TREATMENT 141 Nodulocystic acne.
Acne can be a source of considerable psycholog-
ical distress. It should be treated actively to lessen
this burden and prevent scarring. Oily cosmetics
should be discontinued as these may encourage
comedone formation. Topical retinoids, kera-
tolytics, and antibiotics are used as monotherapy
or in combination for mild acne. More severe
disease may require a prolonged course of oral
antibacterial therapy, but increasing levels of
antibiotic-resistant P acnes have emerged in
recent years. Hormonal therapy with the
combined oral contraceptive pill and the anti-
androgen cyproterone acetate may be helpful in
females who require contraception and menstrual
control. Oral isotretinoin is the most effective
antiacne drug and is indicated for severe acne, and
in milder cases where other treatment has failed
or there is profound psychological distress.
Pregnancy must be avoided as this drug is a
known teratogen.

Drug-induced acne

142 Nodulocystic acne.
A number of drugs including isoniazid, oral
corticosteroids and gonadotrophins, lithium,
phenytoin, and iodides may give rise to a
monomorphic acne which responds poorly to
conventional treatment. Acne in body builders
may occasionally indicate use of androgens such
as anabolic steroids.

143 Acne conglobata.
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Ache excoriée

This condition occurs predominantly in females
and is caused by repeated picking of minor acne
lesions which delays healing and causes linear
excoriations and erosions (144). Lesions are
usually present on the chin and cheeks. Patients
often have an underlying psychological problem
such as depression.

Infantile acne

This rare form of acne mainly affects baby boys
and is characterized by papular and pustular
144 Acne excoriée. lesions on the cheeks which may leave scars. The
onset is usually between 3 months to 2 years of
age, and is thought to occur due to transplacental
stimulation of the adrenal gland (145).

Acne-associated scalp
folliculitis

DEFINITION AND CLINICAL FEATURES
Various forms of pustular folliculitis on the hair-
bearing scalp may occur in association with acne.
Folliculitis decalvans is a chronic progressive
scalp folliculitis that leads to scarring and atrophy
(146). It may occur in association with severe
acne and hidradenitis suppurativa, and collectively
these are called the follicular occlusion triad.
Dissecting folliculitis of the scalp is similar to
145 Infantile acne. nodular acne with suppurative, painful dis-
charging nodules. It is commonest in Afro-
Caribbean men.

DIFFERENTIAL DIAGNOSIS

Folliculitis keloidalis nuchae has a predilection for
the nape of the neck. Erosive pustular dermatosis
and tufted folliculitis.

TREATMENT
Oral antibiotics and oral isotretinoin may help but
both conditions can respond poorly to treatment.

146 Folliculitis decalvans.



Rosacea

DEFINITION AND CLINICAL FEATURES

This is a chronic inflammatory skin disorder,
characterized by papules and pustules on a back-
ground of erythema and fine telangiectasia, in
which the convexities of the face are chiefly
involved (147). During inflammatory episodes,
papules and pustules are evident (148), and facial
swelling may occur (149). Minor degrees of
ocular involvement occur in around 50% of
rosacea sufferers. Conjunctivitis and blepharitis
are the most frequent ocular complaints, and
rosaceal keratitis can lead to corneal scarring.
Rosacea typically begins in the third or fourth
decade and may be commoner in females.

147 Rosacea.
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Itis seen less frequently in those with pigmented
skins, and a fair skin complexion combined with
chronic sun exposure may be important in its aeti-
ology. Occasionally, persistent tissue thickening
due to oedema, fibrosis, and sebaceous hyper-
plasia develops giving rise to phymas. These are
almost exclusive to males and the commonest is
rhinophyma which gives a bulbous craggy
appearance to the nose (150).

DIFFERENTIAL DIAGNOSIS

Acne occurs in younger individuals and is distin-
guished by the presence of comedones. The
central facial distribution of seborrhoeic
dermatitis is similar to rosacea, but pustules and
papules do not occur.

149 Facial swelling in rosacea.

150 Rhinophyma.
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INVESTIGATIONS
None are usually indicated.

TREATMENT

Mild cases of papulopustular rosacea usually
respond well to topical metronidazole. Oral tetra-
cyclines or oral isotretinoin are indicated for more
severe or recalcitrant disease. The underlying
telangiectasia and erythema may persist, and can
be improved with vascular laser therapy. Facial
erythema is often accompanied by a sensitivity to
minor irritants including cosmetics. Sun blocks
are recommended. Phymas can be remodelled
surgically.

Perioral dermatitis

DEFINITION AND CLINICAL FEATURES
An cruption of multiple tiny papulovesicles
around the mouth. The perioral distribution of
this eruption is characteristic (151), with
predominance in the nasolabial folds and sparing
of a small area around the vermilion of the lip
(152). The periocular area may also be involved
(153). This condition typically occurs in young
women. The cause is unknown, but occlusive
cosmetics have been incriminated and the erup-
tion may follow use of topical corticosteroids.

I51 Perioral dermatitis.

DIFFERENTIAL DIAGNOSIS

Rosacea tends to affect the upper face; the back-
ground erythema is striking. Contact dermatitis
from lipstick or toothpaste is more localized and
involves the lip vermilion. Irritant contact
dermatitis secondary to lip licking is eczematous
and not papular.

INVESTIGATIONS
None.

TREATMENT

Topical corticosteroids should be stopped. This
may trigger an initial flare, but there is usually
a good response to a 6-week course of an oral
tetracycline.

152 Perioral dermatitis showing sparing around
the lips.

153 Periocular dermatitis.



GENITAL AND PERIANAL
DERMATOSES

The genital and perianal skin can be affected by
many of the dermatoses that characteristically
occur at other sites, but some conditions have a
predilection for this anatomical region. Difficul-
ties arise in diagnosis as the classical morphology
is altered due to the effect of occlusion at these
flexural sites. A brief review of the embryology
and anatomy of this area is important in under-
standing the nature and distribution of the
dermatoses that do occur.
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EMBRYOLOGY AND ANATOMY

The external genitalia begin to form at about
4 weeks, shortly after the cloaca has developed,
but sexual differentiation is not apparent until
12 weeks. At 7 weeks, the primitive perineum is
formed (154) when the urorectal septum has
reached the cloacal membrane, dividing it into
the anterior urogenital membrane and posterior
anal membrane. Subsequent masculinization
(155) or feminization (156) is a consequence of
tissue response to the presence or absence of
androgens.

Genital fold

Urogenital
membrane

Anal membrane

154

Genital tubercle

Genital swelling

Urorectal septum

Anal fold

154 Primitive perineum (simplified) at 7 weeks.

155 Adult male external genitalia (simplified).

156 Adult female external genitalia (simplified).
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157 Angiokeratomas.

Angiokeratomas

DEFINITION AND CLINICAL FEATURES
Acquired, ectatic, thin-walled vessels covered by
hyperkeratotic epithelium, affecting the scrotum
or labia majora. They appear as bright red papules
(157), which darken with age. They develop
most commonly in middle age and are considered
to be a degenerative phenomenon. Lesions are
usually asymptomatic, but occasionally bleed
following trauma. Rarely, they may be extensive,
affecting the penis and upper thighs.

DIFFERENTIAL DIAGNOSIS
Angiokeratoma corporis diffusum (Anderson—
Fabry’s discase) (see page 132).

INVESTIGATIONS

Histopathology may help differentiate between
these angiokeratomas and those secen in
Anderson—Fabry’s disease, as vacuoles may be
seen in the endothelial and smooth muscle cells
in the latter.

TREATMENT

Reassurance may suffice. Hyfrecation, electro-
cautery or laser ablation may be performed but
lesions tend to recur.

158 Penile pearly papules.

Papillomatosis

DEFINITION AND CLINICAL FEATURES
Benign papillary projections of the epithelium.
These are thought to be a normal variant and are
unrelated to papilloma virus infection. They
occur as shiny, opalescent micropapules encircling
the coronal sulcus in men and are known as penile
pearly papules (158). They also occur in women,
sited symmetrically on the inner aspects of the
labia minora or the vulval vestibule (159). They
may be very tiny projections giving the affected
epithelium a granular appearance but occasion-
ally they may be long and filiform. The lesions
are normally asymptomatic.

DIFFERENTIAL DIAGNOSIS
Viral warts.



159 Vestibular papillomatosis.

INVESTIGATIONS

This is not usually necessary. However, histology
shows identical features to angiofibromas with
epithelial projections with a core of normal
connective tissue and a dense vascular network.

SPECIAL POINTS
No treatment is necessary other than reassurance.

160 Fordyce spots.
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Fordyce spots

DEFINITION AND CLINICAL FEATURES
Sebaceous gland hyperplasia on the mucosal
surfaces where the glands do not have an associ-
ated hair unit and open directly onto the surface.
They appear on the inner labia majora and
minora, penile shaft, and buccal mucosal and are
considered a normal variant. Fordyce spots
appear after puberty as numerous small yellow
papules and are more noticeable when the skin
is stretched (160). Sometimes they are so
numerous that they appear as confluent patches
(161). They are usually asymptomatic but in
some female patients they may be associated with
pruritus.

DIFFERENTIAL DIAGNOSIS
Epidermoid cysts, milia. Sebaceous gland
adenoma.

INVESTIGATIONS
None necessary.

TREATMENT
Reassurance.

161 Fordyce spots.
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162 Epidermoid cysts.

Epidermoid cysts

DEFINITION AND CLINICAL FEATURES
A dermal cyst lined with stratified squamous
epithelium and filled with keratin and its break-
down products. Epidermoid cysts usually arise on
the cornified squamous epithelium of the ano-
genital skin and are not seen on the glans penis or
vulval vestibule (162). They are common and are
often multiple. Lesions appear as dome-shaped
yellow or white papules. A central punctum can
sometimes be seen. The cysts enlarge slowly and
occasionally can become inflamed.

DIFFERENTIAL DIAGNOSIS
Steatocystoma multiplex, eccrine gland tumours.

INVESTIGATIONS

Histology shows features of an epidermoid cyst.
A hair may be present within the cyst, and there
is often an associated chronic inflammatory or
surrounding foreign body reaction.

TREATMENT
Symptomatic lesions may be excised.

163 Scrotal calcinosis.

Scrotal calcinosis

DEFINITION AND CLINICAL FEATURES
An idiopathic disorder characterized by multiple
hard white papules and nodules on the scrotum
(163) and, rarely, the penis. Similar lesions may
rarely occur on the vulva. Their origin is unclear
but they may arise from other benign cysts or the
eccrine ducts.

DIFFERENTIAL DIAGNOSIS
Epidermoid cysts, onchocerciasis nodules (in
endemic areas).

INVESTIGATIONS
None usually necessary.

TREATMENT
Symptomatic or unsightly cysts may be incised
and extruded under local anaesthetic.



Lichen sclerosus

DEFINITION AND CLINICAL FEATURES
A chronic, scarring, inflammatory dermatosis that
has a predilection for the genital and perianal skin.
Typically, at extragenital sites, the lesions are
porcelain white papules and plaques (164 ) with
plugged follicles and sweat ducts. The individual
lesions may coalesce to form sheets of atrophic
skin, often with extensive areas of purpura.
Bullous lesions can occur. In the anogenital area
there are usually confluent, white, atrophic
patches (165), occurring in a figure-of-cight
pattern. There is usually architectural distortion,
with either partial or complete loss of the labia
minora, burying of the clitoris and introital
narrowing in females, and partial or complete
phimosis and meatal stenosis in males (166).

The cause is unknown but there is an associa-
tion with autoimmune diseases and the condition
is commoner in females. The peak incidence in
females is in childhood or around the menopause,
so hormonal factors may be important. It is more
difficult to assess the incidence in boys, as, very
often, they are circumcised for phimosis but the
tissue is not routinely examined histologically, so
may go undiagnosed.
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164 Lichen sclerosus.

DIFFERENTIAL DIAGNOSIS

Other dermatoses that can produce atrophy
and scarring, i.e. lichen planus, cicatricial
pemphigoid, and pemphigus.

165 Lichen sclerosus.

166 Balanitis.
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INVESTIGATIONS
A skin biopsy will show epidermal atrophy with
hyalinization of the underlying papillary dermis,
and a lymphocytic infiltrate. Screening for other
autoimmune diseases in particular thyroid disease
if clinically indicated.

TREATMENT

For genital lesions potent topical corticosteroids
give symptomatic relief and can improve clinical
signs and prevent scarring. Topical sex hormones
are also prescribed but there is less evidence to
support their use. Soap substitutes and emollients
are also usually recommended Circumcision may
be needed in males and, if the foreskin alone is
involved, can be curative. Extragenital lesions
may respond to calcipotriol or low-dose UVAL.
Adult patients with genital lichen sclerosus should
be monitored for development of premalignant
areas and squamous cell carcinoma. This usually
arises in sclerotic areas in approximately 5% of
patients.

167 Lichen planus.

Lichen planus

DEFINITION AND CLINICAL FEATURES
A lymphocyte-mediated, inflammatory, muco-
cutaneous disease with characteristic lesions on
the skin and mucous membranes of the mouth
and genitalia (see pp. 47-49).

Lichen planus can present in the anogenital
area with the classical lesions of flat-topped, shiny,
violaceous papules and Wickham’s striac (167).
Annular lesions may occur, particularly on the
penis (168). However, lichen planus may present
cither as crosive disease (169) or with hyper-
trophic, hyperkeratotic plaques. In either of these
variants there may be associated atrophy and
scarring. Erosive disease may affect the gingiva
(170), vagina (171), and vulval vestibule, which
is known as the vulvo-vaginal-gingival syndrome.
This is typically a treatment resistant, chronic
disease and it may lead to severe vaginal stenosis.
Postinflammatory hyperpigmentation may also
be seen.
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168 Annular lichen planus. 169 Erosive lichen planus.

DIFFERENTIAL DIAGNOSIS
Lichen sclerosus, perianal lichen simplex chron-
icus, cicatricial phemphigoid, and pemphigus.

INVESTIGATIONS

A skin biopsy should confirm the diagnosis.
There is a dense, lymphocytic, band-like infiltrate
along the dermo-epidermal junction with
vacuolar degeneration of the basal layer.

TREATMENT

Potent topical corticosteroids are usually given for
symptomatic oral or genital lesions. A range of 170 Erosive lichen planus.
systemic drugs have been used for severe erosive
disease with inconsistent results, including
retinoids, ciclosporin, and immunosuppressants.
There is a rare association with the development
of squamous cell carcinoma.

i

171 Erosive lichen planus.
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Reiter’'s syndrome

DEFINITION AND CLINICAL FEATURES
This is a triad of urethritis, conjunctivitis, and
arthritis. Its actiology is uncertain but it may
follow infectious gastroenteritis or chlamydial
urethritis. There is a strong association with HLA
B27 and the disease occurs most commonly in
young men. The main cutaneous lesions seen in
Reiter’s are keratoderma blenorrhagica, and circi-
nate balanitis. Keratoderma blenorrhagica
describes psoriasiform, hyperkeratotic papules on
the volar aspects of the hands and feet (172),
which may occasionally be pustular. The lesions
may extend to affect the extensor surfaces of the
limbs and dorsal aspects of the toes and fingers.
The nails may also be affected by changes similar
to those seen in psoriasis. Erythematous scaly or
eroded annular lesions on the glans penis which
spread outwards are described as circinate
balanitis (173).

DIFFERENTIAL DIAGNOSIS

Psoriasis.

172 Keratoderma blenorrhagica.

INVESTIGATIONS

There is no diagnostic test for Reiter’s.
Microscopy and culture of urethral smears, urine,
and stools may help to establish a relevant infec-
tion. Skin biopsies are of little value as the
histopathological features are similar to those
seen in psoriasis.

TREATMENT

Any underlying infection should be treated.
NSAIDs are usually given for arthritis. Skin
lesions may be treated topically as for psoriasis.

173 Circinate balanitis.



|74 Balanitis of Zoon.

Balanitis of Zoon

DEFINITION AND CLINICAL FEATURES
A chronic reactive balanitis characterized by well-
demarcated glazed erythematous or orange-
brown patches of the glans and mucosal prepuce
(174). It usually occurs in middle-aged men with
a poorly retractile foreskin and is thought to
represent a chronic irritant process. A similar
entity may occur on the vulva.

DIFFERENTIAL DIAGNOSIS

Lichen planus, Bowen’s disease, psoriasis, sebor-
rhoeic dermatitis, secondary syphilis, Kaposi’s
sarcoma.

INVESTIGATIONS

A skin biopsy should be performed to confirm
the diagnosis. Histology shows a character-
istic dermal band of plasma cells with extra-
vasited erythrocytes haemosiderin and vascular
proliferation.

TREATMENT

Improved washing with soap substitutes and
application of moderate or potent topical cortico-
steroids with or without added anticandidal
agents may help, but the condition usually runs a
relapsing course. Circumcision is the definitive
treatment.
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|75 Extramammary Paget’s disease.

Extramammary Paget’s
disease

DEFINITION AND CLINICAL FEATURES
Alocalized plaque resembling Paget’s disease of
the nipple clinically and histologically but occur-
ring at sites rich in apocrine glands such as the
axillae and anogenital area. The vulva is the
commonest site for extramammary Paget’s
disease. The condition may arise primarily in the
epidermis or secondary to an underlying adeno-
carcinoma. The lesion appears as a sharply demar-
cated eroded or scaly red plaque (175) and
pruritus is prominent so there may be secondary
lichenification.

DIFFERENTIAL DIAGNOSIS
Dsoriasis, intraepithelial neoplasia, basal cell
carcinoma, lichen simplex.

INVESTIGATION

A skin biopsy will show invasion of the epidermis
with pale vacuolated Paget cells. The patient
should be examined for an underlying adenocar-
cinoma of the cervix or rectum.

TREATMENT

Any underlying malignancy should be excised
with all clinically abnormal epithelium. Moh’s
micrographic surgery may help define tumour
margins as inadequate excision can lead to
tumour recurrence. Topical 5-fluorouracil,
imiquimod, bleomycin, and photodynamic
therapy have also been used.
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Hidradenitis suppurativa
(apocrine acne)

DEFINITION AND CLINICAL FEATURES
A chronic inflammatory and suppurative condi-
tion of apocrine gland follicles. Tender, inflamed,
papules, pustules, and cysts arise in the axillae,
submammary flexures, inguinal areas, and
perineum (176). The initial lesions may develop
sinuses and fistulous tracts with considerable scar-
ring (177). Double-pored or polyporous come-
dones are often present in the affected areas. The
cause is unknown, but occlusion of the apocrine
gland follicle unit and obstruction of apocrine
gland secretion may be the initiating event
(‘apocrine acne’). It occurs after puberty when
the apocrine glands are fully developed and is
commoner in women, suggesting hormonal
influences. Hidradenitis suppurativa usually
occurs alone but may be associated with acne
conglobata and dissecting cellulitis of the scalp,
the so-called follicular occlusion triad.

DIFFERENTIAL DIAGNOSIS
Furunculosis, Crohn’s disease, granuloma
inguinale, and lymphogranuloma venereum.

INVESTIGATIONS

Pus swabs should be taken for microbiological
assessment to determine antibiotic sensitivities,
but pathogens are often not isolated. Skin biopsy
of chronic ulcers in long-standing disease to
exclude malignancy.

176 Hidradenitis suppurativa.

TREATMENT

The disease often runs a chronic course. Weight
loss in the obese with improved local hygiene,
and the use of antiseptic washes may help. Long-
term oral antibiotics as used for acne rather than
penicillins are usually given. Oral clindamycin
may be considered for more severe disease.
Intralesional corticosteroids can reduce inflam-
mation in localized disease. Surgical intervention
ranges from simple excision of cysts and laying
open of sinus tracts, to radical excision of all
affected tissue.

Acrodermatitis
enteropathica

DEFINITION AND CLINICAL FEATURES
A rare condition of abnormal zinc absorption,
characterized by dermatitis, diarrhoea, failure to
thrive, and alopecia. It is thought to be inherited
as an autosomal recessive trait. Typically, the
infant develops symptoms and signs at about
6 weeks after weaning (178, 179 or earlier if not
breast fed. Erythematous, scaly areas develop
periorificially, around the eyes, mouth, and nappy
area. Lesions also develop on the hands and feet.
There may be vesicobullous areas. The scalp hair
becomes sparse and is lost. Zinc absorption
usually improves in adulthood. Chronic zinc defi-
ciency may also occur in adults with alcoholic liver
disease and pancreatitis and typically causes skin
lesions on pressure prone sites with seborrhoeic
dermatitis-like changes on the face, and a non-
itchy scaly dermatitis on the trunk.

177 Hidradenitis suppurativa.



178 Acrodermatitis enteropathica.

DIFFERENTIAL DIAGNOSIS
Eczema, psoriasis, and candidiasis.

INVESTIGATIONS

Measurement of plasma or serum zinc level.
However, plasma albumin binds zinc, so levels
may be falsely low in hypoalbuminaemia. Alkaline
phosphatase levels are also low.

SPECIAL POINTS
Oral zinc clears the clinical lesions within 2 weeks
but must be continued at least until adult life.

179 Acrodermatitis enteropathica.
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Cutaneous Crohn’s
disease

DEFINITION AND CLINICAL FEATURES
Chronic inflammatory changes of flexural skin,
characterized by lymphoedema or ulcerative
necrosis, occurring in association with either
active or inactive Crohn’s disease. Skin disease
usually occurs in association with gut disease, but
may precede the onset of symptoms by several
years and does not correlate with the degree of
active bowel disease. The commonest site is the
perianal area, where chronic sinuses and ulcers
develop which can lead to fistulas and ischiorectal
abscesses. There is also marked oedema and tag
formation. Vulval involvement usually presents
with severe, generalized oedema of the labia, but
it may be unilateral. There is often intense ery-
thema and oedema. There may be deep, linear
fissuring along the skin folds (180).

DIFFERENTIAL DIAGNOSIS

Apocrine acne (hidradenitis suppurativa), deep
fungal infection, lymphogranuloma venereum,
amocbiasis, Behget’s syndrome, and sarcoidosis.

INVESTIGATIONS

Skin biopsy may show characteristic granuloma-
tous inflammation or lymphangiectasia. If rele-
vant, investigation of gastrointestinal function.

TREATMENT

Topical and intralesional corticosteroids and
drugs used to control bowel disease including
sulfasalazine, mesalazine and, recently, anti-
tumour necrosis factor antibodies.

180 Cutaneous Crohn’s disease.
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181 Behget’s syndrome.

Behcet’'s syndrome

DEFINITION AND CLINICAL FEATURES
Behget’s syndrome is the association of recurrent
aphthous stomatitis with genital ulceration and
eye disease. In addition, there may be other cuta-
neous and systemic manifestations. The majority
of the patients are male and of Mediterranean or
Eastern origin and there is an association with
certain HLA types. The cause is unknown but
there is usually an underlying leukocytoclastic
vasculitis and immune complexes can be identi-
fied. Oral and genital ulcers are usually large and
classified as major aphthae. They are painful and
recurrent. Over 90% of patients have eye involve-
ment, including iridocyclitis, anterior and poste-
rior uveitis, retinal vasculitis, and optic atrophy
(181, 182). An associated arthralgia, erythema
nodosum, and papulopustular nodules may
occur. There may also be profound, systemic
symptoms; neurological involvement is a serious
complication.

182 Behget’s syndrome.

DIFFERENTIAL DIAGNOSIS
Aphthous ulceration, herpes simplex, cyto-
megalovirus infection, secondary syphilis,
Crohn’s, erythema multiforme.

INVESTIGATIONS

There is no diagnostic test and it is a diagnosis of
exclusion. Therefore, investigations must be
directed to exclude other causes of genital ulcer-
ation. Pathergy, the tendency to pustulate at a site
of trauma, is a characteristic feature. Histology of
papulopustular lesions may support the diagnosis.

TREATMENT

The disease runs a chronic course and causes
considerable morbidity. Potent topical cortico-
steroids and colchicine can help mucocutaneous
disecase. Other systemic treatments include
dapsone, ciclosporin, methotrexate, and oral
corticosteroids.



Intraepithelial neoplasia

DEFINITION AND CLINICAL FEATURES
Loss of the normal orientation and architecture
of the epithelium with cellular atypia. The termi-
nology and classification of genital epithelial
neoplasia has been subject to controversy and
change. The newer terminology for vulval
intraepithelial neoplasia recommends distin-
guishing mild basal atypia (previously termed
VIN1), which is often regenerative, from atypia
involving two-thirds to full thickness of the
epithelium — now called undifferentiated VIN
(previously VIN 2 and 3), or severe basal atypia
with differentiated upper layers — now called
differentiated VIN. VIN may be multifocal and
may also involve the vagina, cervix, perianal area,
and anal canal. There is a strong association
between multifocal anogenital disease and onco-
genic papilloma virus, particularly HPV 16
and 18. Similar variants of intraepithelial neoplasia
can also affect the penile area (PIN). Full thick-
ness PIN occurs in various clinical patterns previ-
ously termed erythroplasia of Queyrat, Bowen’s
disease of the penis, and bowenoid papulosis.
Morphologically, there is great variation in
these lesions. Solitary lesions may arise, which
clinically can appear as erythematous scaly
plaques, erosions, or white patches (183). Multi-
focal disease may demonstrate a variety of lesions
with different morphological features in the same
patient. These range from pigmented papules
and plaques, resembling seborrhoeic keratoses
(previously bowenoid papulosis) (184 ).

DIFFERENTIAL DIAGNOSIS

Psoriasis, lichen planus, lichen sclerosus, basal
cell papillomas, viral warts, and squamous cell
carcinoma.

INVESTIGATIONS
Histology. Screening for HPV and other sexually
transmitted infections. Cervical screening for
affected women, and all those whose sexual
partners have lesions.
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TREATMENT

Treatment depends on the sex of the patient, site
of involvement, and severity. Options include
excision of small lesions, topical 5-fluorouracil,
topical imiquimod, and superficial destructive
treatment such as cryosurgery, curettage, and
cautery laser ablation and photodynamic therapy.
Circumcision may be indicated. Patients require
long-term follow up as they are at risk of invasive
carcinoma. Thicker or polypoid lesions on the
vulva should be excised.

184 Multifocal undifferentiated VIN.
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185 Vulval herpes simplex.

Herpes genitalis

DEFINITION AND CLINICAL FEATURES
Infection of the genital area with herpes simplex
viruses (HSV) Type I or Type 2 which is usually
sexually transmitted (see p. 232). HSV-2 is the
commonest type in this area. Ulcers may be
preceded by malaise and are most frequent on the
glans, prepuce, and shaft of the penis, and in
females the vagina and cervix may be involved in
addition to the vulva. Primary infection results
in multiple turbid vesicles that are usually bilateral
and coalesce to produce eroded areas which are
very painful (185). There may be marked
oedema and secondary urinary retention. Recur-
rent disease is due to reactivation of the virus, and
presents with smaller closely grouped vesicles
(186) without constitutional symptoms. Chronic
ulcerative disease may occur in patients with HIV
infection (see pp. 238--239).

186 Recurrent penile herpes simplex.

DIFFERENTIAL DIAGNOSIS
Impetigo, herpes zoster.

INVESTIGATIONS

Culture of virus from vesicle fluid or direct
visualization by electron microscopy. Screening
for other sexually transmitted disease.

TREATMENT

Antiviral therapy is indicated in severe primary
infection or troublesome recurrent disease.
Aciclovir has been widely used but has low
bioavailability; valaciclovir and famciclovir are
newer alternatives. Other drugs which may be
used for severe infection with aciclovir-resistant
HSV include foscarnet and cidofovir.



Candidiasis

DEFINITION AND CLINICAL FEATURES
An opportunistic infection with yeasts of the
Condida genus that can occur on any epithelium
but has a predilection for mucosal surfaces.
Various sites in the anogenital area may be
affected in isolation or together. Vulval candidi-
asis is usually associated with vaginal infection and
a curdy, white vaginal discharge. The vulval skin
is red, oedematous, and sometimes studded with
subcorneal pustules (187). In chronic cases the
mucosa may become glazed and atrophic.
Candidal balanitis usually affects uncircumcised
men and is characterized by small papules or
pustules which rupture, leaving very superficial
erosions on the glans. Flexural candidiasis aftects
the genitocrural folds, perianal area, and natal
cleft. The classical features of this intertrigo are
erythema and maceration which spread on to the
surrounding skin where satellite pustules develop.
Over 70% of infections are caused by Candida
albicans (see p.226) The healthy vagina may be

K A
187 Vulval candidiasis.
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colonized by yeast in a minority of women. Its
overgrowth may be triggered by pregnancy, high-
dose oral contraceptive, diabetes, oral antibiotics,
inflamed macerated dermatoses, and immuno-
suppression due to disease or drugs.

DIFFERENTIAL DIAGNOSIS

Bacterial or tinea intertrigo, trichomonas,
Hailey—Hailey disease, psoriasis, seborrhoeic
eczema, contact eczema.

INVESTIGATIONS

Direct microscopy of smears with 10% potassium
hydroxide (KOH). Culture of swabs. Exclude
diabetes mellitus.

TREATMENT

In many cases topical antifungal therapy with a
polyene or azole antifungal will suffice. Single-
dose oral azole therapy may also be used for acute
vulvovaginitis. Courses of systemic therapy are
needed for immunocompromised patients.
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Syphilis

DEFINITION AND CLINICAL FEATURES
An infectious disease caused by the spirochacte
Tieponemn pallidum. Syphilis is a contagious,
sexually acquired infection, which, if untreated, is
characterized by a variety of cutaneous and
systemic signs and symptoms. The incubation
period ranges from 9-90 days. Primary syphilis
(188) is characterized by a chancre, which is a
well-defined, painless ulcer at the site of contact,
most frequently in the anogenital area. It is
usually solitary but there may be multiple lesions.

With secondary syphilis (189) in the
untreated patient, a maculopapular eruption
occurs on the face, trunk, and limbs which has a
psoriasiform appearance with distinctive lesions
on the palms and soles (190). In flexural sites of
the anogenital area, clusters of papules develop
which vary from being smooth and shiny to wart-
like and are known as condylomata lata (191).

There has been an increase in the incidence of
syphilis in homosexual men with a high propor-
tion of HIV coinfection. Congenital syphilis is
now very rare due to routine screening for syphilis
in pregnancy.

DIFFERENTIAL DIAGNOSIS

Primary chancre: any ulcer, e.g. Behget’s,
Sutton’s, major aphthous. Secondary: psoriasis,
pityriasis rosea. Condylomata lata: viral warts.

INVESTIGATIONS

Smears of primary and secondary lesions with
dark field microscopy. Serology for antibody
detection. Histopathology. Screening for other
sexually transmitted infections.

TREATMENT

Primary prevention is based upon safe sexual
practices and consistent condom use. Parenteral
penicillin G is the preferred drug at all stages
of syphilis and the dose and duration depend on
the clinical stage and disease manifestations.
Tetracyclines and macrolides are alternatives in
penicillin-allergic individuals. Follow up and iden-
tification of sexual contacts is an important part
of management.
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188 Primary syphilis. 189 Secondary syphilis.

190 Secondary syphilis. 191 Condylomata lata.
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HAIR DISORDERS

Alopecia areata

DEFINITION AND CLINICAL FEATURES
A chronic non-scarring autoimmune disorder
affecting the hair follicle. Typically, there is a
sudden onset of solitary or multiple circular or
oval bald areas, usually affecting the scalp (192)
but any hair-bearing area may be affected. The
residual hair follicles are visible confirming a lack
of scarring. Diagnostic exclamation mark hairs
may be visible at the margins of the lesion. The
affected scalp is usually normal in colour but may
be erythematous. Hairs at the edge of the patch
may be easily removed with gentle traction.
Spontaneous regrowth frequently occurs, but the
areas may spread peripherally and may eventually
involve the whole scalp (alopecia totalis) and even
facial (193) and body hair (alopecia universalis).
Rarely, a diffuse alopecia may occur without
discrete bald patches. Regrowing hairs are usually
white. Nail changes may also occur, particularly
in extensive disease, as fine regular pitting or
a roughened, sandpaper appearance (trachy-
onychia) (194). Alopecia areata is a common
disorder affecting all races and either sex equally.
It occurs at any age, with the highest incidence
between 10 and 30 years.

DIFFERENTIAL DIAGNOSIS

Scalp fungal infections in children may be
confirmed on mycological examination and
Wood’s light. Trichotillomania shows broken
hairs of varying lengths. In older patients, scar-
ring alopecia due to lichen planus or discoid
lupus erythematosus may also cause patchy
alopecia. Telogen effluvium also causes diffuse
non-scarring alopecia.

INVESTIGATIONS
Organ-specific autoantibodies may be demon-

strated. Scalp biopsy may be required to exclude
other disorders.

TREATMENT

Spontaneous regrowth usually occurs in
localized disease. Topical, intralesional, and
systemic corticosteroids can produce temporary
regrowth. Contact sensitization therapy using
irritants  (dithranol) or allergens (diphen-
cyprone) and PUVA are also used. The more

192 Alopecia areata.

193 Facial alopecia areata.

194 The nails in alopecia areata.

extensive the hair loss, the less likely the
prospect of regrowth. Extensive involvement,
atopy, other autoimmune diseases, nail involve-
ment, and onset in childhood are poor prog-
nostic factors. Patients with extensive hair loss
may need considerable psychological support.



Telogen effluvium

DEFINITION AND CLINICAL FEATURES
Increased shedding of club (telogen) hairs due to
an increase in the number of hairs in the resting
phase of the hair cycle. It may follow a variety of
triggers. Acute telogen effluvium presenting with
sudden extensive hair shedding may occuring
4-8 weeks after a severe illness or systemic upset.
Loss of several hundred hairs per day produces a
diffuse alopecia affecting the entire scalp (195).
Other hair-bearing areas may also be involved.
Pre-existing androgenetic alopecia may become
more evident, the scalp appears normal, and dura-
tion is variable (but recovery is usually complete
within 6 months). Chronic telogen effluvium
refers to idiopathic telogen hair shedding
persisting for longer than 6 months. Chronic
diffuse hair loss may also be secondary to starva-
tion, malnutrition, connective tissue diseases,
thyroid dysfunction, iron deficiency anaemia,
syphilis, and drug treatment.
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DIFFERENTIAL DIAGNOSIS

Diftuse hair shedding can also occur in the early
stages of female androgenetic alopecia. Anagen
effluvium occurs within 1-2 weeks of the precip-
itating drug or event.

INVESTIGATIONS

Trichogram (plucked scalp hairs) will show an
increase in the number of telogen hairs and
reduction in anagen hairs. Scalp biopsy in chronic
telogen effluvium shows an anagen: telogen ratio
of 1:8 compared with 1:14 in a normal scalp. In
patients with chronic telogen hair loss investiga-
tions to exclude systemic disease, e.g. FBC,
ferritin, TSH, ANA, syphilis serology should be
considered.

TREATMENT

Acute telogen effluvium should resolve sponta-
neously. Any underlying cause should be treated
in chronic diffuse telogen loss.

195 Diffuse alopecia in telogen effluvium.
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196 Androgenetic alopecia (male pattern
baldness).

Androgenetic alopecia

DEFINITION AND CLINICAL FEATURES
Miniaturization of the hair follicles through
successive cycles affecting the fronto-vertex and
crown of the scalp, producing a gradual conver-
sion of terminal to vellus hairs. The scalp hair loss
begins with recession at the temples and the
frontal hairline in men (Hamilton pattern) (196)
and thinning over the crown and vertex. This
progresses slowly over several years; in severe
cases hair remains at the occiput and sides of the
scalp alone. Vellus hairs may remain on the vertex.
In women (Ludwig pattern) the frontal hairline
is maintained but a diffuse thinning occurs over
the top of the scalp with widening of the parting.
Although increased shedding may occur initially,
the history is usually one of gradual thinning.
The androgen dihydrotestosterone is thought to
play a causal role in shortening the duration of
anagen and causing miniturization of susceptible
follicles.

DIFFERENTIAL DIAGNOSIS

Telogen effluvium may produce diffuse alopecia
but usually aftects the back and sides of the scalp
as well as the fronto-vertex. Hairstyles producing
traction may cause recession of the anterior hair
margin.

INVESTIGATIONS

Severe hair loss in women with associated
menstrual irregularities should be investigated to
exclude an androgen-secreting tumour.

197 Scarring alopecia.

TREATMENT

Topical minoxidil increases the duration of
anagen and may improve hair coverage but cessa-
tion of treatment results in loss of all new hairs.
Oral finasteride inhibits the synthesis of dihydro-
testosterone and is effective in men. Systemic
antiandrogens such as cyproterone acetate or
spironolactone may be used in women, but preg-
nancy must be avoided as these drugs can cause
feminization of a male foetus. Surgical options
include excision of bald areas with tissue expan-
sion and hair transplantation.

Scarring alopecia

DEFINITION AND CLINICAL FEATURES

Permanent destruction of hair follicles secondary
to inflammatory and scarring cutaneous dis-
orders. Scarred patches of alopecia without visible
hair follicles occur irregularly throughout the
scalp (197) or other hair-bearing area. The skin
is usually scarred and atrophic. There may be
signs of active cutaneous disease, such as lichen
planus elsewhere or discoid lupus erythematosus
with erythematous indurated scaling plaques
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198 Pseudopelade.

and follicular plugging. Pseudopelade (198) is a
noninflammatory form of scarring alopecia of
unknown cause, characterized by pale, waxy,
patchy areas of skin atrophy. Folliculitis decalvans
is a slow, progressive form of the disorder, with
pustules around the hairs and chronic staphylo-
coccal infection (see p. 78). Other scarring dis-
orders include burns, X-ray therapy, trauma,
staphylococcal infection, fungal infections, and
neoplasms.

DIFFERENTIAL DIAGNOSIS
Patchy alopecia may be produced by alopecia
areata, which is non-scarring.

INVESTIGATIONS

Scalp biopsy will confirm the presence of scarring,
with destruction of hair follicles and sebaceous
glands, and may provide evidence of the under-
lying inflammatory dermatosis.

TREATMENT

Hair loss in areas of scarring alopecia is perma-
nent. Therapy includes treating any underlying
disorder, e.g. with corticosteroids, antimalarial
drugs, or long-term antibiotics. Cosmetic plastic
surgery may be useful at a later stage.

199 Trichotillomania (traumatic alopecia).

Trichotillomania

DEFINITION AND CLINICAL FEATURES
Self-induced alopecia produced by deliberate
trauma to the hair. A diftuse area of thinned hair
with a poorly defined margin (199). Scalp skin is
normal. Affected hairs show breakage of varying
lengths. The area may be solitary or multiple.
A normal, tonsural, long-haired margin often
remains. Patients may exhibit other evidence
of self-mutilation (see dermatitis artefacta, p. 28).
Trichotillomania occurs more frequently in
females and may occur at any age. It is usually a
sign of underlying psychological distress.

DIFFERENTIAL DIAGNOSIS

Alopecia areata produces more discrete,
completely bald areas of alopecia. Tinea capitis
can produce broken hairs, and scaling and inflam-
mation may be present. Mycological examination
confirms the diagnosis.

INVESTIGATIONS

Hair microscopy will reveal broken hairs of
various lengths. Mycology to exclude fungal
infection.

TREATMENT

Occlusion of the area often allows recovery.
Children frequently outgrow the habit, while in
adults psychiatric therapy may be required.
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200 Hirsutism.

Hirsutism

DEFINITION AND CLINICAL FEATURES
Excessive growth of coarse terminal hairs in
women in an androgen-dependent pattern (face
breasts, upper back, lower abdomen) (200). The
perception of what is normal or desirable hair
growth depends on social, cultural and racial
influences. The degree of hirsutism may be scored
using the grading system of Ferriman and
Gallwey.

INVESTIGATIONS

Ifthere are associated menstrual irregularities the
patient’s androgen profile should be checked
to exclude an underlying endocrine abnormality
or virilizing ovarian tumour. Many hirsute
women have subtle underlying polycystic ovarian
syndrome, but in some there is no apparent
abnormality.

TREATMENT

Excess hair may be bleached, plucked, waxed,
sugared, or shaved. Topical eflornithine decar-
boxylase may improve cosmesis by slowing and
thinning terminal hair growth. Laser hair removal
is a newer option, but several treatments are
necessary as only follicles in anagen respond. The
hair reduction is not permanent, but repeated
treatment may lead to a gradual reduction in hair
density.

201 Localized hypertrichosis.

Hypertrichosis

DEFINITION AND CLINICAL FEATURES
Excessive growth of hair, typically vellus, in a
non-androgen pattern. It may be localized or
generalized. Congenital hypertrichosis occurs in
several rare hereditary syndromes and if localized
to the lumbosacral area may be associated with
underlying spinal cord problems (201). Acute
diffuse hypertrichosis may occur in thyroid
disease, porphyrias, malnutrition, anorexia
nervosa and, very rarely, with underlying malig-
nancy. It may also be induced by several drugs
including ciclosporin, minoxidil, diazoxide, corti-
costeroids, psoralens, and minocycline.

DIFFERENTIAL DIAGNOSIS
Hirsutism.

TREATMENT
Discontinue offending drug if possible and
consider hair removal as for hirsutism.
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PIGMENTATION DISORDERS

Hypermelanosis

Postinflammatory
hyperpigmentation

DEFINITION AND CLINICAL FEATURES
A brown or purple-brown discolouration from
the accumulation of haem, iron, and melanin
pigments in the dermis, with or without increased
melanin in the epidermis. Postinflammatory
hyperpigmentation occurs after trauma, thermal
injury, or inflammatory dermatoses such as atopic
eczema, lichen planus, acne, and SLE. The
discolouration intensifies and persists after
the primary lesions have resolved (202, 203).
It is particularly likely to occur in dark-skinned
individuals.

DIFFERENTIAL DIAGNOSIS

Other causes of hyperpigmentation including
melasma, ochronosis, and so on. Exogenous
material may stain the skin or be implanted
during trauma to produce a dark macule or
tattoo. Identification of the cause of postinflam-
matory hyperpigmentation relies on a history of
a pre-existing condition and on examination of
coexisting lesions.

INVESTIGATIONS

Histology may be helpful in lichen planus but is
often unable to identify the pre-existing inflam-
matory condition.

TREATMENT

Postinflammatory pigmentation usually resolves
spontancously, although this may take many
months. The primary dermatoses should be
adequately controlled in order to prevent further
pigmentary changes.

202 Postinflammatory hyperpigmentation.

203 Lichen planus.
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Café-au-lait macules

DEFINITION AND CLINICAL FEATURES
Café-au-lait (‘white coffee’) macules are hyper-
pigmented areas occurring on any cutaneous
surface, unrelated to UV exposure. Characteris-
tically homogeneous in colour, typically light
brown, they vary in size (from 1 mm to many
centimetres) and number and may be present at
birth or acquired in early childhood. They are
sharply demarcated from the surrounding skin
by a smooth contour (204, 205). Café-au-lait
macules occur as solitary lesions in 10-15% of the
normal population, but the presence of six or
more café-au-lait macules greater than 5 mm in
diameter is usually a sign of neurofibromatosis.
This is usually the earliest cutaneous sign of this
genetic disorder. Other diagnostic signs include
axillary (206) and inguinal freckling, and pres-
ence of two or more neurofibromas (207, 208).

Larger more irregular melanotic macules
are also seen in Albright’s syndrome, in which
there is fibrous dysplasia of bone and endocrine
dysfunction. The full syndrome with precocious
puberty occurs only in girls. The dark macules of
the syndrome are usually larger and few in
number, and they tend to be unilateral and may
be arranged in a linear or segmental pattern
(209) with irregular edges.

204 Café-au-lait macule.
DIFFERENTIAL DIAGNOSIS
Congenital melanocytic naevi.

INVESTIGATIONS

Ophthalmic examination reveals Lisch nodules
and iris harmatomas in most patients with
neurofibromatosis. The diagnosis of neurofibro-
matosis is usually made on clinical grounds, but
molecular genetic testing is feasible as the
abnormal gene has been identified.

TREATMENT

Café-au-lait macules do not require treat-
ment. Patients with suspected neurofibromatosis
should receive genetic counselling. Treatment is
symptomatic.

205 Café-au-lait macules.
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207 Multiple neurofibromas in
neurofibromatosis.

-

208 Multiple neurofibromas in 209 Albright’s syndrome.
neurofibromatosis.
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210 Macular amyloid.

Macular amyloid and
lichen amyloidosus

DEFINITION AND CLINICAL FEATURES
A chronic hyperpigmented eruption consisting of
pruritic macules or papules with histological
evidence of amyloid deposition in the papillary
dermis. Macular amyloid often involves the upper
back and chest and appears as clusters of small
pigmented macules which may coalesce into a
reticulate or rippled pattern (210). It may follow
prolonged friction and hypopigmented arcas may
develop. Papular amyloid usually presents as a
pigmented pruritic eruption on the lower limbs,
especially the shins.

DIFFERENTIAL DIAGNOSIS
Lichen planus, postinflammatory hyperpigmen-
tation.

INVESTIGATION
Skin biopsy and special stains for amyloid.

TREATMENT

Potent topical corticosteroids may be tried with
or without occlusion, but improvement is often
only temporary. Calcipotriol and phototherapy
are other options.

211 Becker’s naevus.

Becker’s naevus

DEFINITION AND CLINICAL FEATURES
An acquired area of hyperpigmented skin which
may show evidence of increased androgen sensi-
tivity. Becker’s naevus is a relatively common
anomaly affecting 0.5% of young men. It usually
develops in adolescence as an irregular asymmet-
rical area of hyperpigmentation which may later
thicken and develop coarse dark hairs (211).
Lesions usually arise on the upper chest or shoul-
ders. The melanocyte density within lesions may
be normal or increased but ultrastructurally there
is evidence of increased melanogenesis. It is
thought to arise from an abnormal skin clone
with hypersensitivity to androgens.

DIFFERENTIAL DIAGNOSIS
Café-au-lait macule, linear and whorled naevoid
hyperpigmentation.

INVESTIGATION
None usually necessary. Histological changes may
be subtle.
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Incontinentia pigmenti

DEFINITION AND CLINICAL FEATURES
Incontinentia pigmenti is a complex develop-
mental syndrome due to an X-linked dominant
trait that is usually lethal in males; 95% of cases are
females. Vesicular, verrucous, and pigmented
skin lesions are associated with developmental
defects of the eye, skeleton, and central nervous
syndrome. Skin changes are present at or soon
after birth. Three clinical stages are recognized:
blisters, warty papules and irregular pigmenta-
tion. Linear groups of clear, tense blisters develop
on the limbs and/or trunk in recurrent crops
(212). They are accompanied or followed by
smooth red or bluish-purple nodules or plaques.
Linear warty lesions may appear on the backs of
the fingers or toes. Sometimes pigmentation
is the only abnormality. Brown or blue-grey
pigmentation may be present from the outset or
may develop as the inflammatory lesions are
subsiding. A bizarre ‘splashed” or ‘Chinese figure’
distribution is diagnostic (213). The pigmenta-
tion slowly fades, becoming imperceptible by the
third decade.

DIFFERENTIAL DIAGNOSIS
During a purely bullous phase, childhood bullous
pemphigoid must be excluded.

INVESTIGATIONS

Skin biopsy shows subepidermal blistering and
cosinophilia in the bullous phase, but direct
immunofluorescence is negative.

TREATMENT

No specific treatment is available, but genetic
counselling should be offered to the affected
family.

212 Incontinentia pigmenti.

213 ‘Chinese figure’ distribution in incontinentia
pigmenti.



108 PART 1 Dermatoses

Melasma

DEFINITION AND CLINICAL FEATURES

Melasma or chloasma is a common hyperme-
lanosis on the sun-exposed skin of the face that
typically occurs in women during pregnancy or
when taking the oral contraceptive pill. The aeti-
ology is not clear but raised oestrogen levels may
play a role. Only rarely is melasma seen in post-
menopausal women, or in men. The hyperpig-
mentation affects the cheeks, forehead, upper lip,
and chin (214), and becomes more marked
following sun exposure. The pigmentation is
usually symmetrical with a ragged border and is
accentuated by examination under Wood’s light.

DIFFERENTIAL DIAGNOSIS
The appearance is usually diagnostic. Postinflam-
matory hyperpigmentation.

INVESTIGATIONS
None usually necessary.

TREATMENT

Pregnancy-induced melasma usually fades post-
partum. Discontinuing hormonal contraception
may help. Melasma usually fades in winter
weather and strict sun protection measures
should be taken. Topical treatment includes
hydroquinone 2—-4%, retinoic acid, azelaic acid,
and chemical peels.

Poikiloderma of Civatte

DEFINITION AND CLINICAL FEATURES
Pigmentation and telangiectasia in a characteristic
distribution on the lateral cheeks and side of the
neck in middle-aged women. Milder forms are
common and often not brought to medical atten-
tion. A reddish-brown, reticulate pigmentation
with telangiectasia and atrophy develops in irreg-
ular but symmetrical patches on the lateral cheeks
and sides of the neck (215). Areas shaded by the
chin are spared, implicating chronic sun sunlight
as an actiological factor. Photoactive substances
in cosmetics may also be important.

DIFFERENTIAL DIAGNOSIS
Postinflammatory hyperpigmentation.

214 Melasma (chloasma).

215 Poikiloderma of Civatte.

INVESTIGATIONS
None usually necessary.

TREATMENT

There is no established treatment but sunscreens
may be indicated and vascular laser therapy can
reduce the telangiectasia, although care needs to
be taken to avoid scarring.
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Dermal melanocytosis

DEFINITION AND CLINICAL FEATURES
Hyperpigmentation of the skin due to the
presence of functional dermal melanocytes which
have failed to migrate fully to the skin during
development. Lesions present as brown-blue-
grey macules. Mongolian blue spots are very
common in oriental babies and usually affect the
lumbosacral area (216). They usually fade in carly
childhood. In naevus of Ota, the hyperpigment-
ation affect the upper face (217) and naevus of
Ito affects the upper neck and back. These naevi
tend to persist throughout life.

DIFFERENTIAL DIAGNOSIS
Mongolian blue spots may be misdiagnosed as
bruises.

INVESTIGATIONS
None required.

TREATMENT
Laser treatment, e.g. with Q-switched ruby laser,
may help reduce facial hyperpigmentation.

217 Naevus of Ota.

216 Mongolian blue spots.
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Hypomelanosis

Vitiligo

DEFINITION AND CLINICAL FEATURES
Vitiligo is an acquired, idiopathic, progressive
whitening of the skin and hair characterized by
the total absence of melanocytes in affected skin.
It is common, with an incidence of about 1% of
the population, and is thought to have an auto-
immune basis.

Vitiligo usually presents with discrete, well-
circumscribed, chalk-white macules on the
extensor surfaces and in periorificial areas, which
are typically symmetrical (218). Spontaneous
remission can occur but is not usual. Progression
can lead to widespread depigmentation and a
218 Perioral vitiligo. cosmetically debilitating condition, especially in
darker-skinned persons (219). Patients with
vitiligo have an increased risk of developing other
autoimmune diseases, including thyroid disease,
diabetes mellitus, pernicious anaemia, and
Addison’s disease.

DIFFERENTIAL DIAGNOSIS

Chemically induced leukoderma, which is usually
occupational, may become clinically indistin-
guishable from idiopathic vitiligo, so an occupa-
tional history should always be taken. Piebaldism
is present at birth.

INVESTIGATIONS

Consider screening for other autoimmune
diseases with fasting glucose, thyroid autoanti-
bodies and TSH, antinuclear antibodies.

TREATMENT

There is no curative therapy. Cosmetic camou-
flage can safely and effectively conceal affected
areas. Sunscreens should be used on depig-
mented areas in sunny climates. Potent topical
corticosteroids or topical tacrolimus may
encourage repigmentation of localized areas.
For more widespread disease, topical or systemic
psoralen-UVA (PUVA) therapy can be used.
Repigmentation may take many months to
achieve and is often incomplete. Other treatments
include the 308 nm excimer laser and skin
219 Vitiligo. grafting.




220 Halo naevus.

Halo naevus

DEFINITION AND CLINICAL FEATURES
An acquired halo of depigmentation around a
melanocytic or neuronal naevus. Most halo naevi
are benign melanocytic naevi (220), but this
phenomenon may also occur around malignant
melanomas and neurofibromas. Lesions are
commonest on the trunk and may be multiple.
The naevus tends to flatten and may disappear
completely. The phenomenon is common in chil-
dren and young adults and is associated with
vitiligo and other autoimmune diseases.

DIFFERENTIAL DIAGNOSIS
Eczema and postinflammatory hypopigmenta-
tion around naevi, malignant melanoma.

INVESTIGATIONS
Excision biopsy if diagnostic doubt.

TREATMENT
None usually necessary.
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221 Naevus depigmentosus.

Naevus depigmentosus

DEFINITION AND CLINICAL FEATURES
A circumscribed area of depigmentation also
known as hypochromic naevus presenting at
birth. The naevus may be unilateral, circular, or
rectangular in shape and is most commonly
found on the trunk (221). Microscopy of the
skin reveals normal numbers of melanocytes,
with sometimes rather stubby dendrites,
containing autophagosomes with aggregates of
melanosomes.

DIFFERENTIAL DIAGNOSIS
Ash leaf macules of tuberose sclerosis.

INVESTIGATIONS
None necessary.

TREATMENT
None necessary.
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222 Incontinentia pigmenti achromians of Ito.

Incontinentia pigmenti
achromians of Ito

DEFINITION AND CLINICAL FEATURES
This is a distinct neurocutaneous syndrome
where hypomelanosis is associated with neuro-
logical and muskuloskeletal abnormalities. Skin
changes are usually present at birth, with symmet-
rical, bizarre whorls and streaks of hypomelanosis
(222) on the trunk, extremities, or face. Associ-
ated ectodermal and CNS abnormalities include
seizures, mental retardation, hypertelorism, scol-
iosis, strabismus, and myopia. Females are more
commonly affected than males and familial cases
have been reported.

DIFFERENTIAL DIAGNOSIS
Naevus depigmentosus, focal dermal hypoplasia,
late stage incontinentia pigmenti.

INVESTIGATIONS
Histology to exclude other disorders as above.

TREATMENT
None available, but affected families should be
offered genetic counselling.

223 Oculocutaneous albinism.

Oculocutaneous
albinism (0CA)

DEFINITION AND CLINICAL FEATURES
A heterogeneous group of inherited disorders
characterized by a partial or complete failure to
produce melanin in the skin and eyes. In tyrosi-
nase-negative albinism the skin is pink, the hair is
white, and the iris translucent resulting in a
prominent red reflex. Most patients have hori-
zontal or rotatory nystagmus and photophobia.
The commoner tyrosinase-positive OCA has
marked but incomplete dilution of pigment of
the skin, hair, and eyes and, with increasing age,
some pigment formation and the development of
flaxen-yellow hair. In Afro-Caribbeans, the skin is
a yellowish-brown colour that with age develops
dark-brown freckles, resembling PUVA lentig-
ines, in sun-exposed areas (223). In temperate
climates, the visual defects cause the greatest
disability. In hot climates, sun-damaged skin and
carly development of skin cancers is the main
problem.

DIFFERENTIAL DIAGNOSIS
Other very rare genetic disorders associated with
albinism, e.g. Chediak—Higashi syndrome.

INVESTIGATION
None usually necessary.

TREATMENT
Strict sun protection and regular examinations of
the skin for premalignant and malignant lesions.
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Piebaldism

DEFINITION AND CLINICAL FEATURES
Piebaldism is a rare autosomal dominant condi-
tion characterized by stable vitiligo-like areas of
skin which are present at birth and associated
with a white forelock (224 ). The distribution is
characteristic with frontal or paramedian patches
and asymmetrical involvement of the upper chest,
abdomen, and limbs, sparing the hands, feet, and
back. Islands of normal or hypermelanotic skin
occur within the white areas (225).

DIFFERENTIAL DIAGNOSIS
Waardenburg’s syndrome where the interpupil-
lary distance is increased and 20% of patients are
deaf, naevus depigmentosus.

INVESTIGATIONS

The absence of melanocytes and melanosomes on
microscopy differentiates piebaldism from naevus
depigmentosus.

TREATMENT
Cosmetic camouflage and photoprotection.

i —

225 Piebaldism.
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226 Pityriasis alba.

Pityriasis alba

DEFINITION AND CLINICAL FEATURES
Pityriasis alba is a common, acquired hypome-
lanosis characterized by poorly circumscribed,
fine, scaly macules on the face of children (226).
There may be mild inflammation. It is thought to
represent a low-grade form of eczema. It may also
occur on the limbs and is more noticeable in dark
skinned races. There is a slow improvement and
most cases resolve by puberty.

DIFFERENTIAL DIAGNOSIS
Vitiligo, tinea, hypopigmented mycosis fungoides.

INVESTIGATIONS
None usually necessary. Skin scrapings to exclude
tinea. Biopsy if diagnostic doubt.

TREATMENT

Bland emollients and mild potency topical
corticosteroids or topical calcineurin inhibitors
(tacrolimus/pimecrolimus).

227 ldiopathic guttate hypomelanosis.

Idiopathic guttate
hypomelanosis

DEFINITION AND CLINICAL FEATURES
A common condition of acquired hypomelanosis
presenting as small, sharply defined, white
macules. These range from 2-6 mm in diameter
with sharply defined, angular, or irregular borders
(227). In Caucasian skin they typically occur on
sun-exposed areas of the limbs. Sun damage is
thought to be an important factor. Non-actinic
lesions are seen in Afro-Caribbeans and may be
found in unexposed areas on the trunk.

DIFFERENTIAL DIAGNOSIS
Vitiligo.

INVESTIGATIONS
Histology shows a decrease in pigment granules
and a reduction in the number of melanocytes.

TREATMENT

None necessary. Fair skinned individuals should
use sun protection as this is usually a sign of
chronic sun damage.

MISCELLANEOUS

Other important causes of hypopigmented skin
lesions such as leprosy and sarcoidosis and pityri-
asis versicolor are found elsewhere in this book.
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Non-melanin
pigmentation

DEFINITION AND CLINICAL FEATURES
Alteration in skin colour due to excess or
abnormal forms of normal body constituents or
exogenous substances such as metals (see below).
Jaundice is a common yellow discolouration of
the skin and sclera caused by staining of the skin
with bilirubin when circulating levels are raised.
Yellow pigmentation also occurs in carotenaemia,
due to excessive carotene levels (p.116), and with
mepacrine therapy.

INVESTIGATIONS
Histology with special stains and spectroscopy
may help identify the nature of non-melanin
pigment. Metal deposits can be demonstrated
by histology with dark field illumination and
electron microscopy.

TREATMENT
Withdrawl of the offending exogenous agent.
However, pigmentation may be permanent.

Haemosiderosis

Haemosiderosis is caused by deposition of the
iron-containing pigment haemosiderin within
the skin. This commonly results from the
local destruction of red blood cells, but also
occurs in haemochromatosis (bronze diabetes).
Haemosiderin deposition stimulates melano-
genesis, so that varying degrees of hypermelanosis
are usually associated. It is seen most commonly
on the lower legs in venous hypertension (hypo-
static haemosiderosis); involved areas initially
show grouped specks of orange-red pigment
(228) but, with increasing hypermelanosis, later
produce a more uniform deep-brown pigmenta-
tion that persists even if the venous hypertension
is corrected. In capillaritis (e.g. Schamberg’s
disease) (p. 141) , cayenne pepper-like haemo-
siderosis without detectable hypermelanosis is
seen especially on the lower legs and thighs

(229).

£

229 Capillaritis.
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Carotenaemia

Carotenaemia is a yellow discolouration of the
skin and palate due to excessive blood carotene
levels. This yellow discolouration is most marked
in areas of hyperkeratosis, especially the palms and
the soles (230), or where subcutaneous
fat is plentiful. It is seen in patients taking
f-carotene or in food faddists who eat excessive
amounts of carotene-containing foods such as
carrots or oranges. Diagnosis is confirmed by
measuring blood carotene levels. Rarely, carote-
naemia is due to an inborn error of metabolism.
It may be associated with hyperlipidaecmia,
diabetes, nephritis, or hypothyroidism.

Ochronosis

Ochronosis is the deposition of a melanin-like,
brownish-black pigment derived from polymer-
ized homogentisic acid. Exogenous ochronosis
usually arises due to the long-term application
of hydroquinone-containing skin-lightening
creams. A dusky, cutaneous pigmentation is
usually most marked over the cheeks and fore-
head. Ochronosis may also occur due to an
inborn error of metabolism (alkaptonuria) with
widespread pigmentation of the connective
tissue, ear cartilages, and eyes.

Argyria

Argyria is the deposition of silver within the skin,
either from industrial exposure or from medica-
tion. A slate blue-grey pigmentation slowly accu-
mulates over many years until clinically apparent,
especially in sun-exposed areas of skin. Sclerae,
nails, and mucous membranes may also become
pigmented, the pigmentation being permanent.

Lead poisoning may result in a blue-black line
at the gingival margin with grey discolouration of
the skin.

230 Carotenaemia.

Chrysiasis

Chrysiasis is a permanent pigmentation of the
skin due to parenteral treatment with gold salts.



Drug-induced
pigmentation

DEFINITION AND CLINICAL FEATURES
A drug-induced alteration in skin colour resulting
from a number of mechanisms, including increased
melanin synthesis, postinflammatory hyper-
pigmentation (see fixed drug eruption, p.170),
and cutaneous deposition of drug-related material.
Withdrawal or a reduction in the dose of the
offending drug is usually appropriate unless other
alternatives are not available.

The clinical picture varies according to the
drug in question. The oral contraceptive pill,
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for instance, may induce melasma. Long-term
antimalarial therapy may result in brown or
blue-black pigmentation on the shin, face, and
hard palate. Amiodarone or long-term high-
dose chlorpromazine can both cause a blue-
grey pigmentation of sun-exposed areas (231).
Minocycline-induced pigmentation is not
uncommon following prolonged high-dose
courses and may present as a diffuse or general-
ized hyperpigmentation or as a blue-black
pigment at sites of previous inflammation such
as acne scars (232). Skin biopsy shows brown-
black granules in the upper dermis that stain
for iron.

232 Minocycline-induced pigmentation.
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PHOTOSENSITIVITY
DISORDERS

Ultraviolet irradiation (UVR) has early and late
effects on the skin. Early effects include inflam-
mation (sunburn), tanning, hyperplasia, vitamin
D synthesis, and down-regulated skin immunity.
Late effects include photoageing and photocar-
cinogenesis.

The erythema, pain, heat, swelling and, in
severe cases, blistering of sunburn develops over
hours (maximal effects 2472 hours) and settles
over days (233). Photoageing effects include
wrinkling, dryness, coarseness, laxity, loss of
tensile strength, telangiectasia (234 ), mottled

233 Sunburn.

235 Comedones.

pigmentation and comedones (235). Histologi-
cally, changes of solar elastosis are seen. Colloid
milium is a degenerative change with yellowish,
translucent papules on light-exposed skin (236).

Acquired idiopathic
photodermatoses

Acquired idiopathic photodermatoses include
polymorphic light eruption (the commonest
of all photodermatoses), actinic prurigo, chronic
actinic dermatitis, and solar urticaria. They
all appear to be immunologically mediated.
The history and examination are distinctive in
each case.

234 Telangiectasia.

236

Colloid milium.



Polymorphic light
eruption (PLE)

DEFINITION AND CLINICAL FEATURES

This is a common intermittent skin reaction to
UV exposure, which may represent a delayed-
type hypersensitivity response to UV-induced
cutaneous antigens. It affects up to 20% of the
population in temperate areas, particularly
women under 30 years of age. PLE presents with
an itchy, non-scarring, symmetrical papular rash
on light-exposed sites (237) within hours or days
of significant sun exposure. Large and small
papules, papulopustules, and vesicles can occur,
sometimes coalescing into oedematous plaques.
The eruption is transient, and resolves within
several days, but it may persist if exposure
continues. Chronically exposed sites such as the
face are often spared. The eruption is usually
restricted to the spring and early summer and
often improves (i.e. tolerance develops) as the
summer progresses. Juvenile spring eruption is
probably a variant of PLE and typically presents
as itchy blisters on the light-exposed helices of
young boys following sun exposure (238). Toler-
ance to UV exposure usually develops, so the
complaint is commonest in the spring months.

DIFFERENTIAL DIAGNOSIS

The history and clinical features of PLE will
usually distinguish it from other photoder-
matoses. Photoallergic contact dermatitis may be
difficult to exclude where there is a history of
sunscreen use, and patch/photopatch testing
considered. Cutaneous lupus should be consid-
ered, and a minority of patients with PLE may
subsequently develop lupus after several years.

INVESTIGATIONS

Circulating antinuclear antibodies and extractable
nuclear antibodies should be measured to exclude
cutaneous lupus. Lesional histology may support
the diagnosis. If diagnostic uncertainty persists,
phototesting with monochromator irradiation or
a solar simulator can be performed.

SPECIAL POINTS

PLE is often provoked by longer wavelength
UVA, or UVA and UVB, and so may be induced
through window glass (e.g. when driving) or
through thin clothing.
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237 Polymorphic light eruption.

238 Juvenile spring eruption.

TREATMENT

Most patients can control their rash by sensible
sun exposure and regular applications of highly
protective combined UVA/UVB sunscreens.
More severely affected patients may need prophy-
lactic treatment with UVB or PUVA therapy. For
treatment of an acute attack, potent topical corti-
costeroids or a short course of oral corticosteroids
is usually effective.
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239 Actinic prurigo.

Actinic prurigo

DEFINITION AND CLINICAL FEATURES
Also known as Hutchinson’s summer prurigo,
this rare and chronic photodermatosis is likely to
have an immunological basis. Actinic prurigo
(AD) is sometimes regarded as a persistent variant
of PLE, but its clinical features are quite distinct.
Actinic prurigo is extremely itchy and lesions are
therefore excoriated. It affects light-exposed and,
to a lesser extent, non-exposed sites (239). The
rash consists of excoriated nodules and papules,
which may be crusted if secondarily infected.
Unlike PLE, the eruption usually starts in child-
hood and may improve following puberty.
Lesions persist into winter, often failing to clear
completely and, when severe, the eruption often
extends to involve the covered skin of the limbs
and buttocks. Characteristically all light-exposed
sites are affected, the lesions leaving pitted scars
on resolution. Cheilitis (240) and conjunctivitis
are recognized associations. AP is more common
in females and has an association with HLA DR4
in Caucasoid populations. It has different HLA
associations in the American Indians where it
is a relatively common and frequently severe
dermatosis.

240 Associated cheilitis.

INVESTIGATIONS

Two-thirds of patients are abnormally sensitive to
monochromatic irradiation, most commonly
within the UVA wavelengths.

TREATMENT

Appropriate clothing and UVA protective
sunscreens should be used. Intermittent courses
of low-dose thalidomide are effective in severe
cases. PUVA or UVB phototherapy may be
helpful (as for PLE).
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P i T
241 Chronic actinic dermatitis (CAD).

Chronic actinic dermatitis

DEFINITION AND CLINICAL FEATURES
Chronic actinic dermatitis (CAD), also known
as photosensitivity dermatitis (PD) or actinic
reticuloid syndrome (AR), is a disabling eczema-
tous photodermatosis mostly affecting light-
exposed sites. It is probably immunologically
based, possibly a delayed-type hypersensitivity
reaction to an UV-induced neoantigen. Older
men are most commonly affected with persistent
eczematous papules and plaques on photo-
exposed sites (241). CAD may, when severe,
mimic lymphomatous infiltration both clinically
(242) and histologically. Some patients have had
a preceding photoallergic or airborne contact
dermatitis, others a history of endogenous
eczema. CAD is worse in summer and after sun
exposure but patients may fail to recognize this,
particularly if affected all year round. Any skin
type may be affected although it is seen most
commonly in fair-skinned individuals with an
occupational or recreational history of many years
of outdoor existence.

242 Severe CAD mimicking lymphomatous
infiltration.

DIFFERENTIAL DIAGNOSIS AND
INVESTIGATIONS

Photosensitive eczema and photoallergic contact
dermatitis may present similarly and, indeed, may
co-exist. Patch and photopatch tests will establish
any associated contact sensitivities.

INVESTIGATIONS

Abnormal phototesting results in CAD charac-
teristically show a low erythemal threshold to
UVB, often to UVA and, occasionally, also to
visible irradiation.

TREATMENT

Rigorous avoidance of UV and other known
allergens and regular use of high protection factor
sunscreens is important but is rarely sufficient.
Topical or intermittent oral corticosteroids are
often needed, and for recalcitrant disease inter-
mittent courses of azathioprine or ciclosporin
may be required. Topical tacrolimus may be
helpful.
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Solar urticaria

DEFINITION AND CLINICAL FEATURES
Solar urticaria (SU) is an uncommon photoder-
matosis and form of physical urticaria in which
sun exposure leads to wheals on exposed skin. SU
appears to be an immediate (Type I) hypersensi-
tivity response involving a circulating photoal-
lergen, which is generated on absorption of UV
radiation or visible light by a precursor. Within
5-10 minutes of exposure to sunlight, patients
develop an itching or burning sensation that is
rapidly followed by erythema and patchy or
confluent whealing (243). With sun avoidance
the rash resolves completely within 12 hours
(unlike PLE). If severe, there may be accompa-
nying systemic symptoms or even syncope. When
severe this is an extremely incapacitating condi-
ton.

DIFFERENTIAL DIAGNOSIS

The history of an immediate reaction resolving
rapidly should distinguish SU from PLE. Artifi-
cial irradiation testing may be able to induce
typical lesions and demonstrate the wavelengths
responsible.

INVESTIGATIONS

Phototesting should confirm the diagnosis with
immediate whealing using monochromator or
broad band UV sources.

TREATMENT

Sunscreens are seldom sufficient. Non-sedative
antihistamines in high doses may give reasonable
protection. Regular exposure to the inducing
wavelengths occasionally helps, and PUVA, given
with fractionated doses under specialist super-
vision, may provide useful remissions.

Hydroa vacciniforme

DEFINITION AND CLINICAL FEATURES
Hydroa vacciniforme (HV) is an exceedingly rare
photodermatosis usually confined to childhood.
HV is characterized by recurrent crops of vesicles
on sun-exposed skin with subsequent vacciniform
scarring. The aetiology is unknown.

Within hours of sun exposure, clusters of
2-3 mm erythematous macules appear on light-
exposed sites, especially the face and the backs of
the hands, often associated with a severe burning
sensation. These rapidly progress to papules and
then vesicles which umbilicate over a day or so;
they then dry, form a crust (244) and heal into
pitted, varioliform scars (245). Occasionally there
are associated systemic features such as headache,
fever, or malaise. Remission often occurs during
adolescence. The diagnosis is made clinically.
Repetitive broad spectrum UVA and UVB will
often induce typical lesions.

TREATMENT
Broad spectrum sunscreens with UVA protection
should be prescribed.

Phytophotodermatitis

DEFINITION AND CLINICAL FEATURES
This is a distinctive linear blistering eruption
on exposed sites caused by skin contact with
the sap of psoralen (furocoumarin)-containing
plants and exposure to sunlight. Plants of
the Umbelliferae and Rutaceae families are
common culprits. It represents a phototoxic reac-
tion. Painful erythema and blistering occur 24
hour or later after exposure and are often
followed by long-lasting post-inflammatory
hyperpigmentation (246).

DIFFERENTIAL DIAGNOSIS
Allergic contact dermatitis from plants predomi-
nantly affects the hands and fingertips, although
other exposed