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CUTANEOUS ERUPTIONS AND LITHIUM

A study was conducted to compare the incidence of cutaneous lesions in 126 patients
treated with lithium carbonate and in 64 patients treated with minor tranquillizers or other
antidepressant drugs. Culancous eruptions were seen in 78(61.907;) patients in the study
group and in 18(28.12%) patients in the control group.

The commonest skin conditions in the lithium treated group were, acne and acnciform
eruptions (15.1%), diffuse hyperpigmentation of face (9.57;), folliculitis of legs 4.1%),
alopecia (4.0%) and tinea cruris (4.0%). In the control group acne and acneiform erup-
tions, diffuse hyperpigmentation of face and folliculitis of legs were seen in 6.2%, 3.1%
and 1.6% patients respectively. The differences were statistically significant. Psoriasis
with psoriatic arthropathy was observed in 2(1.5877) patients in the study group only.
One striking observation in the study group was significant increase in the number of
patients with diffuse facial pigmentation, progression of which was not affected by sunscreens.
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Cutaneous cruptions in the form ol itchy
maculo-papular lesions in patients taking lithium
carbonate were first mentioned by Callaway et
al.l Subsequently, symmetrical papular crup-
tions resembling dermatitis  herpetiformis,®
symptomatic hyperkeratotic follicular papules
on extensors,? exfoliative dermatitis* and even
precipitation and exacerbation of psoriasis® have
been reported. Pustular lesions reported with
lithium include folliculitis,® acneiform erup-

. tions®” and induction of pustular phase of
psoriasis.® This group of pustular lesions 1s
considered to be dose-dependent and may alert
the clinician to a possible toxic state.? The
present study was conducted to compare the
incidence of cutaneous lesions in patients treated
with lithium carbonate and others treated with
minor tranquillizers or antidepressants.

Materials and Methods

Two groups of patienls were selected.  First
group included 126 paticnts on lithium therapy
for more than 4 weeks without additional psycho-
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active therapy. Second  group of 64 patients
were taking minor tranquillizer or antidepressant
drugs for 4 weeks and acted as the control group.
All patients were interrogated and examined only
once during the course of therapy and subse-
quently if any cutaneous problem needed atten-
tion. None of the patients had any systemic
discase requiring additional drugs. None had
hypothyroidism. Correlation was attempted
between the duration of therapy, serum levels
of lithium and the type of cutaneous eruption.

A cutaneous condition was considered
possibly secondary to lithium therapy if, (1) it
appearcd for the first time after initiation of
therapy, and (2) if the already existing cutaneous
condition exacerbated following therapy.

Results

Out of the 126 patients in the study group,
86 were males and 40 females. The age ranged
from 13-70 years (mean 42.09 years). Duration
of lithium therapy varied from 3-170 months
(mean 59.60 months). The dose of lithium per
day varied from 300-1200 mg. Serum lithium
levels in the last 3 months of therapy varied from
0.19-2.00 mEq/L.
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‘In the control group, there were 37 males
and 27 females. Their ages ranged from 10-60
years (mean 30.96 years). Duration of treatment
varied from 62-66 months (mean 48.0 months).

Cutaneous eruptions were seen in 78 (61.99)
patients in the study group, 52 (66.6%) malcs
and 26 (33.3%,) females. In the control group,
the cutancous lesions were seen in 18 (28.19%)
patients, 6 (33.3%,) males and 12 (66.6%,) females.

Commonest skin condition was acne and
acneiform eruptions, seen in 19 (15.1%,), followed
by diffuse hyperpigmentation of the face in
12 (9.5%), folliculitis of legs in § (6.3%), and
diffuse alopecia and tinea cruris in 5 (4.0%)
patients each. Pityriasis versicolor was present
in 4 (3.2%), and chronic generalised pruritus and
dry ichthyotic skin of legs in 3 (2.4%) each.
Psoriasis vulgaris with psoriatic arthropathy
was observed in 2 (1.6%,) males. In one patient
psoriasis appeared for the first time and in the
other it worsened and became un-responsive to
conventional therapy. Lichen simplex chronicus,
hyperkeratosis and fissuring of feet, contact
dermatitis, monilial intertrigo and scabies were
seen in 2 (1.6%) patients each. Ichthyosis
vulgaris, chronic monilial paronychia, discolo-
ration of nails of both hands, pigmented nevus,
-nummular eczema, keratolysis exfoliativa and
pigmented purpuric dermatoses were seen in
1 (0.89%,) patient each.

In the control group, culancous lesions seen
were acne and acneiform cruptions in 4 (6.2%,),
diffuse alopecia and facial pigmentation in 2
(3.1%) patients each, chloasma, chronic pruritus,
pityriasis versicolor, seborrhoeic capitis, nummu-
lar eczema, tinea cruris et corporis, verruca
vulgaris, infectious eczematoid dermatitis, folli-
culitis of legs and plantar corn were seen in one
(1.6%,) patient each.

Statistically significant differences in the two
groups in the incidence were obscrved for acnei-
form eruptions, -dilluse hyperpigmentation of
face, and folliculitis of legs (Table I).
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Table 1. Incidence of cutaneous lesions in the patients
and controls.

Number (percentage)
of patients in the

Study group Control group

Acneiform eruptions 19(15.199) 4(6.2%)
Diffuse hyperpigmentation  12( 9.5%) 23.1%)
of face

Folliculitis 8( 6.3%) 1(1.67;)
Diffuse alopecia 5( 4.0%) 230 %
Mild ichthyotic change on legs 3( 2.4%) —
Chronic pruritus 3( 24%) 1(1.6%9)
Psoriasis 2( 1.6%) —
Comments

The efficacy of lithium carbonate in the
treatment and prophylaxis of unipolar  and
bipolar affective disorders (manic depressive
psychosis) has been well established.’® The
precise mechanism by which lithium compounds
exert their therapeutic benefit and the precise
site at which the action is cxerted is yet to be
defined. »

Out of the various other toxic effects of
lithium on many systems such as heart, para-
thyroid, thyroid, kidney and nervous system,
skin lesions occur most frequently: Cutaneous
side effects were first mentioned by Callaway
Subsequently, folliculitis, acneiform
eruptions and some other cutaneous side effects
attributable to lithijum have been shown to
respond to a reduction in dosage,»7 12 byt
teappear’ on challenge.? Skin lesions in

“majority are reversxble

Acneiform eruption associated with hthlum

- carbonate was first reported by Kusumi in 19718

and subsequently confirmed by  others.”1s
Exacerbation by lithium was also reported.®
Lithium has also been reported to exacerbate
psoriasis®1®¥ and (o induce the pustular
phase®® with a latency period of one to 36
months. . Psoriasis, resistant (o conventional
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therapy was also reported by other wor-
kers.12:16 In the study of Skoven and Thor-
mann,’® psoriasis had appeared for the first
time in 12, in 3 others pre-existing mild disease
was aggravated and in many it was resistant.
In 10 patients it improved on withdrawal of the
drug and in the 2 challenged it reappeared after
variable periods of time. We however feel that
the incidence of psoriasis seen in lithium treated
group (1.5%) does not differ much from the
overall incidence of psoriasis in the general
population varying from 0.25 to 1.5%.

Another important pustular lesion induced
by lithium includes folliculitis,® which resembles
keratosis pilaris. The gradual onset, frequent
spontaneous remissions and high occurrence
rates imply that it is physiologic rather than
allergic and may be dose related (toxic levels
more than 2 mEq/L).¥ 1n none of our patients
the levels correlated with these lesions.
difference in the incidence in the study (6.3%)
and the control groups (1.5%) was statistically
significant. The folliculitis is of cosmeuc
significance only, the therapy can contmue.
The dermatologist should know that treatment
of acneiform eruptions and folticulitis  with
tetracyclines can result in serious lithium toxi-
city, sometimes producing a nephrotoxic eftect.”

Diffuse hair loss'” and alopecia areata' have
been reported in patients on lithium therapy.
Diffuse loss of hair was found in 5 (3.97)
patients compared 1o 2 (3-19%) in the control
group. Uncommon side elfects 1ncluded ulcers,*
ichthyosis®® and xerosis.’” The last two side
cffects were scen in 2.4% and 1.69%, of our study
patients respectively.

'I'he striking observation in the patient group
was diffuse facial pigmentation. It started 11
the peri-orbital region spreading gradually to
involve the cheeks and forehead. It was seen
in all patients and was often the first to appear.
Colour of pigmentation varied from light to
dark brown mixed with slaty shade in some.

The
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Progress of the pigmentation was not altered
by sunscreens.

In the present study more males (66.6%) in
the lithium treated group developed cutaneous
lesions as compared to the females. This is in
confrast to an earlier study'® where more
females developed cutancous side effects.

The incidence (62%) of cutaneous eruptions
compared to 28.1% in the controls is much
higher than that (3.4%) reported by Vester
gaard et al'® and 7.29% reported by Bone et al.?0
However, the data in these studies was based
on the information volunteered by the patients
which will mostly include symptomatic lesions,
compared to total body examination by a
dermatologist. Sarantidis and Waters®® in 4
detailed study on 91 lithium treated patients
found the incidence of cutaneous reactions
possibly due to lithium in 349%,.
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