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KEY POINTS

e Pruritus is extremely debilitating
and prompt management is
essential.

e A phone call to a dermatologist
regarding a desperate patient
should ensure prompt review.

e Dry, sun-damaged skin is itchy
and avoiding soap and moisturiser
and overheating will help all
patients with pruritus.

o A careful history and examination
is essential.

¢ Investigations are only indicated if
the diagnosis is not obvious or
simple treatments fail.

e Printed patient information and
treatment instruction sheets are
essential.
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A careful structured approach to the diagnosis and management of
pruritus, with simple intensive topical treatment regimens at least

initially, helps patients with pruritus.

ruritus (itch) is a common reason
for presentation to the primary care
physician and is a source of misery
to the patient and a challenge to the
doctor. It is a feature of many diseases,
including allergic, contact, irritant and
nummular eczema, idiopathic itch, psori-
asis, tinea, systemic disease and urticaria,
and it may be a symptom of adverse drug
reactions (Figures 1 to 3a and b).
Anapproach to the diagnosis and man-
agement of pruritus is discussed in this
article. Asitis not possible to discuss in detail
the treatment of all the conditions that can
produce pruritus, the causes highlighted are
those responsible for most cases and those
thatitisimportant not to miss as they present
more challenging management problems,
including systemic diseases, neuroderma-
titis and delusions of parasitosis.
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Pathophysiology

Control and elicitation of pruritus involves
acomplex interaction between skin recep-
tors, the peripheral and central nervous
system, and a range of cytokines and
neuromodulators produced in the dermis
and in keratinocytes.

The sensation of pruritus is transmitted
through the primary afferent nerve type C
fibres (which, being unmyelinated, are
slow-conducting) and possibly also through
type A-delta fibres (myelinated and there-
fore fast-conducting), with the free nerve
endings - the nociceptors — located near
the dermoepidermal junction or in the
epidermis. Activators of the polymodal
(chemical, mechanical and thermal)
C nociceptors include histamine, neuro-
peptide substance P, serotonin, bradykinin,
proteases (such as mast cell tryptase) and
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Figure 1. Allergic contact dermatitis due to
epoxy resin exposure. Note the vesicular
dermatitis.

endothelin (which stimulates the release of
nitric oxide). A-delta nociceptors are acti-
vated by mechanical and thermal stimuli.
The sensitivity of these nerve fibres to tem-
perature explains the well recognised
phenomenon of a lowered itch threshold
when the skin temperature is raised.

Opioids are known to modulate the
sensation of pruritus, both peripherally
and centrally. Although pruritus is an
entirely separate sensory modality from
pain, the neural pathways both follow the
same overall route from the dorsal route
ganglion to the spinothalamic tract and
eventually to the thalamus and cerebral
cortex.

Under pathological conditions such
as tissue damage and nerve injury, the
sensation of itch can increase markedly,
such that a normally insignificant sti-
mulus can produce itching sensations
(alloknesis). Moreover, a normally pruritic
stimulus can elicit a greater than normal
duration and/or magnitude of itch
(hyperknesis).

Diagnosis
At the outset, it is important to know
whether the itch is associated with a
rash. This is not as easy as it sounds, as
sometimes the skin may be covered in
excoriations, or even small ulcers, without
any other features. The next important
feature is whether the itch is localised
to a particular area of the body or
generalised.

Diagnostic lists based on a simple
division of clinical features, determined
by the presence or absence of the rash and

how much of the body is affected are pre-
sented in the Flowchart. The diagnostic
clues and the appropriate investigations
and management of the conditions are
summarised in the Table.

Scratching the skin can eventually pro-
duce secondary changes like lichenification
(thickening of the skin), which can be
chronic, intensely itchy and treatment resist-
ant (Figure 4). It is essential to reverse the
itch-scratch cycle for these patients to get
better.

Lichen simplex chronicusisalocalised,
well-demarcated area of lichenification. It
is sometimes termed neurodermatitis. The
scratching and/or rubbing appears to
heighten the skin sensitivity and alter the
itch perception of local nerve endings.
Lichenification occurs in many different
dermatoses, when there is scratching and
rubbing.

Careful examination may reveal dry,
slightly scaly xerotic skin without any
inflammation. This is a feature of some
systemic diseases and is common in the
elderly. In Australia, many patients have
significant sun damage to their skin, and
this is prone to produce dry, itchy excori-
ated patches on the arms, shoulders and
upper back.

In patients with scabies there may be
little to find on examination unless the
examination is very thorough. Favoured
sites for infestation with the scabies mite

Figure 2. Typical psoriasis. Patients
sometimes present because of itch but may
only be worried about the appearance.

that should always be checked are the
genitals in men and the chest in women.

Some patients, especially older men,
develop atypical dermatitic eruptions with
no obvious underlying disease but severe
itch that is poorly responsive to treatment
(Figure 5). Several diagnostic terms for
variants have been used, including
urticarial dermatitis and ‘itchy red bump
disease’.

Patients with urticaria often have no
visible wheals at presentation but the
history is highly suggestive of the diagnosis.
Stroking or rubbing the skin can produce
the linear wheals of dermographism, which
can be intensely itchy. Some patients may
not get a rash unless they rub or scratch,

Figures 3a and b. Tinea corporis. a (left). The very extensive rash on the back was
undiagnosed and treated as eczema for a long time, altering the appearance — ‘tinea
incognito’. b (right). The ‘tell-tale’ well-demarcated border of tinea.
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PRURITUS continued I

A DIAGNOSTIC APPROACH TO PRURITUS

Patient presents with pruritus
|

\J v

Rash present No rash (excoriation may be present)
|

\ | ¥ v ’ 7

Persistent itch Fluctuating itch Generalised itch  Generalised itch Localised
+ (with or without (without xerosis) itch
Xerosis)
e Urticaria
¢ Symptomatic dermographism ¢
e Senile pruritus ¢ Delusions of * Nostalgia
* * ¢ Drugs parasitosis paraesthetica
. . * Systemic ¢ Psycho- * Brachioradial
CEIFEEE LegellEas] diysease cui/aneous pruritus
* + dermatitis ¢ Dysaesthesias
Common Uncommon Common
¢ Drugs ¢ Infections (e.g. HIV) e Contact dermatitis
* Eczema/dermatitis * Haematological * Venous eczema
e Papular urticaria malignancy » Seborrhoeic dermatitis
¢ Infestation — scabies ¢ Hodgkin’s lymphoma * Grover’s disease
e Other insect bite e Bullous pemphigoid e Pruritus ani
¢ Lichen simplex e Dermatitis e Fixed drug eruption
chronicus/ herpetiformis e Tinea
neurodermatitis e Linear IgA disease Uncommon

* Prurigo nodularis

¢ ‘ltchy red bump lymphoma

Cutaneous T-cell

e Lichen amyloidosis

disease’ * Mastocytosis
¢ Urticarial dermatitis e Dermatomyositis
¢ Folliculitis e Cutaneous lupus
e Psoriasis

and this is an urticarial variant know as
symptomatic dermographism.

The area to which a rash localises can
offer important clues for diagnosis, but
inflammatory dermatoses such as eczema
can ‘systemise’ once the immune system
is primed. A good example of this is venous
eczema (also known as stasis eczema or
gravitational dermatitis), which may be
present on the lower legs for months and
then spread to the arms and trunk (Figures
6a and b). Grover’s disease is occasionally
surprisingly widespread.

Systemic disease

When no other cause is obvious for pru-
ritus, a systemic cause is likely - a diagnosis
of exclusion.
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Renal pruritus

Renal pruritus is most often seen in
patients receiving haemodialysis. The con-
dition is not due to elevated serum urea
levels, and the actual pruritogenic sub-
stance has yet to be identified. Xerosis
greatly exacerbates the condition and raises
the ‘itch threshold”.

Cholestatic pruritus

Cholestatic pruritus is more common in
patients with intrahepatic cholestasis than
in those with extrahepatic cholestasis. It
does not appear to relate to bile salt or
bilirubin levels. The accumulation of endog-
enous opioids seems to be involved because
opioid antagonists have been shown to
partially relieve cholestatic pruritus.
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Haematological pruritus

Patients with pruritus and iron deficiency
may not be anaemic, suggesting that
pruritus may be related to iron and not
haemoglobin. Pruritus can be a feature of
myelodysplasia. Mastocytosis is generally
very itchy due to the high number of mast
cells in the skin and sometimes systemi-
cally. Polycythaemia rubra vera can also
produce very intense pruritus and is
associated with aquagenic pruritus.

Endocrine pruritus

Hyperthyroidism and hypothyroidism
both produce pruritus, the latter especially
due to the associated xerosis. Diabetes
mellitus is generally included on the list
of causes but is unproven.
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PRURITUS continued I

Condition

Diagnostic clues

TABLE. PRURITUS: CAUSES, DIAGNOSIS AND MANAGEMENT

Investigations

Management

Itch with rash

Generalised, common

Drugs

Rash may be morbilliform or
eczematous, can be very
extensive

Usually ‘new’ medication

Careful history most helpful, if
sick or extensive rash FBC,
UEC and LFT

Stop drug, intensive topical treatment
If unwell, consider oral corticosteroids

Eczema/dermatitis

Erythema, scale, papules and
patches

Biopsy will show ‘spongiotic
dermatitis’

Intensive topical treatment
If no response, refer

Folliculitis

Follicular pustules

Swab for bacteria

Cephalexin or other appropriate anti-
staphylococcal antibiotic

May be due to rubbing in ointments
and irritating hair follicles

‘Itchy red bump disease’

Extensive erythematous
papules worst on the trunk

Biopsy may show some
spongiosis, often just dermal
lymphocytes with some
eosinophils

Intensive topical treatment
If no response, phototherapy or
systemic treatment

Lichen simplex chronicus/
neurodermatitis

Dry thickened skin,
sometimes plaques especially
limbs, upper back

Clinical diagnosis

Intensive topical treatment with
occlusion

Papular urticaria (can be
localised or generalised)

Erythematous papules in
location that reflects

type of bite, e.g. flea bites

on legs

Once sensitised, itches all over

Clinical diagnosis, biopsy may
show intense dermal
perivascular inflammation and
eosinophils

Protect from insects, high-dose
antihistamines, intensive topical
treatment

If no response, refer

Prurigo nodularis

Excoriated nodules that may
resemble an SCC
Especially on limbs

Clinical diagnosis, but biopsy
may be required

Intensive topical treatment with
occlusion, intralesional triamcinolone
5 to 10 mg/mL

If no response, refer

wheals, flare lasting up to
24 hours

be the only clue, ‘smartphone
photos’

Scabies Burrows in wrists, web Clinical diagnosis, use ¢ Permethrin two treatments six days
spaces, instep of foot, genital | dermatoscope to look for apart, can use ivermectin 200 pg/kg
papules men, breasts women | ‘black dot’ of scabies mite at immediately, repeat at one week

end of burrow ¢ Treat all contacts
Urticaria Typical history of dermal Clinical diagnosis, history may | ¢ Nonsedating antihistamines in doses

up to four times recommended
dosage, combine different types;
oral corticosteroids five days

0.5 mg/kg in emergency situations
If no response, refer

Urticarial dermatitis

Erythematous papules and
dermal urticarial looking
plaques, especially lower
trunk

Biopsy shows dermal
inflammation

Very poor response to intensive
topical treatment or antihistamines
If response to prednisolone but
quickly rebounds, refer

Psoriasis

Typical plagues, scalp, natal
cleft, nail pitting, elbows and
knees

Clinical diagnosis

If extensive, refer for systemic
treatment including phototherapy

continued on next page
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PRURITUS continued

Condition

Diagnostic clues

TABLE. PRURITUS: CAUSES, DIAGNOSIS AND MANAGEMENT continued

Investigations

Management

Itch with rash

Localised, common

Contact dermatitis

Erythematous papules,
patches sometimes vesicles
localised to area of skin
contact

Usually clinical history
indicative
Biopsy shows spongiosis

Intensive topical treatment plus oral
corticosteroids, if severe tapering
over several weeks

Refer for patch testing

Grover’s disease

Scaly, eroded papules on
upper abdomen or back in
men and between breasts in
women

Clinical diagnosis or confirm
with skin biopsy

¢ Intensive topical treatment
If no response, phototherapy or
acitretin (oral retinoid)

Seborrhoeic dermatitis

Scalp scale, erythema with
scale ears, central face
occasionally central chest,
upper back, axillae and groins

Clinical diagnosis

Combined hydrocortisone and
antifungal cream, occasionally use a
more potent topical corticosteroid
Oral fluconazole 200 mg once or
twice a week

Venous eczema

Erythematous, scale, swelling,
crust on lower legs, can
‘generalise’

Clinical diagnosis

Intensive topical treatment with wet
dressings
e Grade Il compression stockings

Itch without rash

Generalised

Psychogenic pruritus

Extensive excoriations,
sometimes ulcers

Healed ‘porcelain’ scarring on
upper back and arms

Clinical diagnosis

Intensive topical treatment with
occlusion, explanation, amitriptyline
Psychological support

Senile pruritus

Very dry skin

Clinical diagnosis

e Good skin care and moisturiser

Systemic disease

May have xerosis, excoriations
or no obvious rash

Diagnosis of exclusion, blood
tests as suggested in text

* Treat underlying disease, moisturiser,
can try topical corticosteroids
Phototherapy

Localised

Brachioradial pruritus

Intense formication (crawling
itch) forearms or upper arm,
most often unilateral, relieved
by ice

Clinical diagnosis

Capsaicin cream, osteopathy or
manipulative physiotherapy,
acupuncture, plus sun protection

Nostalgia paraesthetica

Intense itch on back usually
localised to unilateral scapula

Clinical diagnosis

Capsaicin, can try topical corticosteroid,
upper thoracic mobilisation

Abbreviations: FBC = full blood count; LFT = liver function tests; SCC = squamous cell carcinoma; UEC = urea, electrolytes and creatinine.

Pruritus and malignancy

Pruritus has been linked to almost every
type of malignancy in numerous reports
but in practice is nota common presenting
symptom of malignancy. It is, however, a
common feature of Hodgkin’s lymphoma.
The author has seen it present as severe
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papular urticaria and prurigo following an
exaggerated insect bite reaction.

Cutaneous T-cell lymphoma, although
rare, is one of the more common T-cell
lymphomas and can present with intracta-
ble pruritus and what looks like an extensive
eczema or psoriasis (Figure 7).

AUGUST 2017, VOLUME 18, NUMBER 8

Psychogenic pruritus
Patients may present with severe itch that
is so intense that only breaking the skin
seems to provide relief. They sometimes
admit to scratching when stressed.

The repetitive scratching results in
excoriations, erosions and sometimes
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PRURITUS continued I

Figure 4. Lichen simplex with prurigo, caused
by chronic scratching.

frank ulcers. Skin that is torn can heal
with characteristic white ‘porcelain’ scars,
especially on the upper arms and upper
back. The itch may be concentrated to
single or multiple areas of lichenification
that may then go on to form prurigo
nodules.

Itis essential to reverse the itch-scratch
cycle for these patients to get better.

Delusions of parasitosis

Patients with delusions of parasitosis may
have pruritus but essentially are convinced
that their skin is being infested with insects
or other parasites. The descriptions can be
bizarre and they may bring containers filled
with ‘evidence’ of their infestation contain-
ing skin debris. Family members may

collude with the diagnosis or describe
similar problems.

This is regarded as a psychosis — a
psychocutaneous disorder — and is a very
serious illness with significant morbidity.
Psychiatric referral is essential.

Investigations

Skin biopsy

If a rash is present, a skin biopsy may be
helpful in confirming a diagnosis. Punch
biopsies (3 mm) should be taken from two
or three locations. Inflammatory patches
or papules will give the most information;
biopsying ulcers and excoriations should
be avoided.

Generally, the pathologist will give a
description of a ‘reaction pattern’. The diag-
nosis can only be made from a clinicopatho-
logical correlation between the history and
what is seen, and what the biopsy reveals.

Blood tests
The author generally orders blood tests
when an underlying systemic disease is
suspected as the cause of pruritus, and also
investigates patients whose inflammatory
rash has proved completely refractory to
intensive topical, and sometimes systemic,
treatment. The diagnostic yield from these
tests is low.

The basic screening tests for investiga-
tion of pruritus are listed in Box 1. More
specific screening such as HIV antibody

Figure 6a and b. Venous eczema (also known as stasis eczema and gravitational dermatitis).
a (left). On the leg. b (right). ‘Generalised’ to the body.
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Figure 5. Urticarial dermatitis. A classic case
of an intensely itchy erythematous papular
rash on the back with a nonspecific biopsy
result and topical treatment resistance.

test, connective disease serology, full
thyroid function testing, full iron studies,
anaemia screen and hepatitis serology
would be predicated by clinical features
and the results of initial tests.

Treatment
Simple treatment regimens should be devel-
oped. Treatments can be time-consuming,
and regimens that involve at the most twice
dailyactivity can help compliance. Patients
should be reviewed after one or two weeks
of treatment, and moved on to the next step
if there is no progress. Referring a distressed
patient early if they are no better is a sign
of a conscientious physician and will be
appreciated by patients (Box 2).

Printed patient information and treat-
mentinstruction sheets are essential. Reliable

Figure 7. Cutaneous T-cell ymphoma, a rare
condition that can present with what looks
like extensive eczema or psoriasis.




CAUSES OF PRURITUS

1. INVESTIGATION FOR SYSTEMIC ‘

¢ Full blood count

¢ Erythrocyte sedimentation rate
e C-reactive protein

e Liver and renal function tests

¢ Thyroid-stimulating hormone level
measurement

e Ferritin
* Fasting blood glucose

¢ Electrophoresis or
immunoelectrophoresis

¢ |gE antibody measurement if atopy or
allergy suspected and no clear cut
history or clinical clues

online sources of information for patients
with pruritus are provided in Box 3.

Intensive topical treatment

The backbone of all treatment for pruritus
is intensive topical treatment. Dry skin is
itchy skin. Patients should be encouraged
to avoid overheating, which is a problem
especially for the elderly and those who are
ill. Central heating and slow combustion
fires dehumidify the atmosphere, and elec-
tric blankets and doonas may increase
nocturnal itch. Long hot showers and baths
should be avoided.

Soft, synthetic fabrics are kinder to
irritable skin than wool or rough natural
fibres. Similarly, sand, carpets and uphol-
stery will aggravate atopic dermatitis in
small children.

If possible, provide patients with writ-
ten instructions on skin care and keep
regimens reasonably simple. If there is
only dry skin and no inflammatory
changes then moisturiser is a good start-
ing point, especially in xerosis of the
elderly. Always advise the avoidance of
alkaline soaps and washes; sorbolene
soaps, goat’s milk-based soaps and soaps
containing moisturisers (such as Dove)
are suitable if patients cannot afford pro-
prietary non-soap cleansers.

Moisturiser in tubs should be used, as
it is thicker than moisturiser in pump

2. WHEN TO REFER PATIENTS WITH
PRURITUS

Patient not getting better or
deteriorating despite treatment

¢ No effective diagnosis

Blistering or extensive vesicular
rash evident

Erythroderma, or any ‘sick’ patient

* Diagnostic tests indicate a disease
you have never managed

If you or the patient are unhappy
with progress

3. RESOURCES ON PRURITUS AND
PRECIPITATING CONDITIONS

¢ Australasian College of Dermatologists
— www.dermcoll.edu.au
* New Zealand Society of Dermatologists

— www.dermnetnz.org

‘Googling’ a specific skin disease that
has pruritus as a symptom will usually
bring up DermNet New Zealand in the
search results; adding ‘ACD’ to the
topic search will bring up Australasian
College of Dermatologists pages.

packs. It should be applied when the skin
is wet as water is a good humectant but will
worsen skin dehydration if allowed to
evaporate. Always smooth on in direction
of hair and do not rub because this can
cause folliculitis.

If topical corticosteroids are to be used,
the author prefers ointment-based more
potent corticosteroids such as betametha-
sone dipropionate, mometasone furoate or
methylprednisolone aceponate, provided
they are not contraindicated. If patients have
an aversion to ointments then a cream may
be used. Ointments are more moisturising,
better absorbed and significantly more
potent. With streamlined authorities, a rea-
sonable amount is easily prescribed on the
PBS. The author always instructs patients
to apply moisturiser over the corticosteroid.
Recommending moisturiser to be used twice
a day and topical corticosteroid at night
should increase compliance.

Wet dressings can be applied over the
applied corticosteroid ointment and
moisturiser. For localised areas, cotton
bandaging (wet then dry over the top) can
be used; for the whole body, use pyjamas
wetted with tap water and wrung out and
then worn. The bandages can be worn
overnight; for the whole body dressings,
wrapping in a cotton blanket may be
needed for comfort and the wet dressings
only applied for an hour once or twice a
day. An alternative to wet dressings is a
‘soak treatment’: the patient hasa 15-minute
oil or oatmeal bath, the topical cortico-
steroid and moisturiser is applied to the
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skin without drying and the patient then
dresses in light pyjamas and retires for the
night.

The rationale for using potent cortico-
steroids is to achieve good control quickly.
Patients should be encouraged to use
topical corticosteroids regularly until the
skin inflammation has settled and then
maintain the skin in that condition with
a moisturiser and occasional use of
corticosteroid.

The topical calcineurin inhibitors
pimecrolimus and tacrolimus (off-label use
of tacrolimus, asa compounded ointment)
arean alternative to topical corticosteroids.
These immunomodulators are similar in
potency to hydrocortisone 1% but more
expensive. Their advantage is that they do
not cause epidermal atrophy, and may
therefore be more appropriate for use on
the face or longer term in the flexures.

If a patient has had no response after a
few weeks of treatment then re-evaluation
and consideration of systemic treatment is
generally required.

Systemic treatments
Antihistamines are the primary treatment
for pruritus when histamine is the principle
mediator, as occurs in urticaria. Nonsedat-
ing antihistamines are preferable in urti-
caria, and up to four times the normal
recommended dosage may be required.
The sedation provided by traditional
antihistamines, and by tricyclic anti-
depressants (TCAs) such as doxepin, may
give patients some extra relief at night.
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PRURITUS continued I

Both sedating antihistamines and low-
dose TCAs (e.g. 10 mg doxepin or ami-
triptyline) are often used in patients with
nonspecific itch.

Narrow-band ultraviolet B photother-
apy can be extremely helpful in a variety
of diseases precipitating pruritus, includ-
ing urticaria, psoriasis, eczema, idiopathic
itch, systemic disease and urticarial
dermatitis.

Prednisolone can be used to gain control
of very acute dermatitis in patients in whom
topical treatment has failed. A moderate
dose of about 0.5 mg/kg is adequate to
provide relief for almost all patients with
pruritus. Start at 25 mg daily and reduce
by 5 mg/day every five to seven days; stop
at 5 mg/day and review progress. Reducing
the dose slowly reduces the risk of rapid
flaring below the immunosuppressive level
of about 15 mg/day.

Diabetes is not an absolute contraindi-
cation for a short course of oral corticos-
teroids but the patient will need careful
monitoring. The prednisolone can be taken
in a single morning dose and patients
warned of the possibility of disturbed sleep.

When all else fails patients with pruri-
tus may need immunosuppressive medi-
cation, at least in the short term, to gain
control of the disease precipitating it. The
medications that have been shown to work
well include azathioprine, ciclosporin,
methotrexate and mycophenolate (off-label
use for skin conditions). Oral retinoids
(such as acitretin) and dapsone can be
effective in intractable Grover’s disease
and dermatitis herpetiformis, respectively
(both off-label uses). Immunosuppressive
medications are best prescribed by physi-
cians with relevant experience of prescrib-
ing and monitoring these agents.

Treatment of psychogenic pruritus
Itis essential to break the itch-scratch cycle
for patients with this condition. Topical
treatments may help but systemic measures
are often required. The GP is the ideal per-
son to provide counselling, support and
medication for any underlying depression
or anxiety.
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Treatment of delusions of parasitosis
Patients with delusions of parasitosis need
support without measures that will
reinforce the delusion. Referral is essential,
and should include a dermatologist and
a psychiatrist. Several psychoactive medi-
cations have been reported as useful,
including risperidone, selective serotonin
reuptake inhibitors and olanzapine.

Conclusion

Pruritus is an extremely debilitating sensa-
tion and prompt management is essential.
A careful structured approach to its diag-
nosis and management, with referral early
rather than late, will yield rewards. Review
is important to gauge treatment efficacy
and reconsider the diagnosis. It is also an
opportunity for consideration of systemic
treatment and eventual referral if there is
1O progress. MT
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