ADVERSE EFFECTS

Translated from Rev Prescrire May 2011; 31 (331): 350-357

Skin-lightening cosmetics: frequent,
potentially severe adverse effects

@ Skin-lightening cosmetics are used
by many women and men around the
world.

@ The products contain a variety of
substances, which are often unknown
to the users. Most of these products
include topical corticosteroids, hydro-
quinone and mercury salts. Many other
substances may be added.

@ Several surveys and cohort studies,
including several thousand individu-
als, have shown that reqular applica-
tion of skin-lightening cosmetics to
large surface areas can have irre-
versible cutaneous adverse effects,
such as patchy hyper- or hypo-
pigmentation, skin atrophy, stretch
marks and delayed wound healing,
and can also mask or, on the contrary,
promote or reactivate skin infections.

® Cases of skin cancer have been
attributed to skin-lightening cosmetics.

@ A Senegalese cohort study of
147 women showed a statistically sig-
nificant increase in the risk of hyper-
tension and diabetes linked to the use
of skin-lightening agents.

® Other systemic adverse effects
attributed to skin-lightening cosmetics
include Cushing’s syndrome, adrenal
insufficiency, nephrotic syndrome,
neurological disorders, and ocular dis-
orders. Hypersensitivity reactions,
including anaphylaxis, have also been
attributed to these products.

® Many skin-lightening cosmetics
contain substances that can harm the
unborn child. For example, tretinoinis
teratogenic while salicylic acid is feto-
toxic.

@ In practice, users are often unaware
of the risk of severe adverse effects
associated with skin-lightening cos-
metics. Users should be informed of
these adverse effects and encouraged

to stop using these products, espe-
cially when skin disorders appear.
Rev Prescrire 2011; 31 (331): 350-357,

Skin-lightening (or bleaching) cos-
metics are widely used throughout
the world, especially in Africa (including
North Africa), the Middle East, the West
Indies, the American continent {United
States, South and Central America), Asia
(India, Philippines). In Europe, they are
used by some people originating from
these regions. A lighter skin colour is
often perceived fo be linked to social
success, respect, and better living con-
ditions (1-8). These perceptions have cre-
ated a large market for skin-lightening
cosmetics (2-6). It has been estimated
that skin-lightening products are used by
about one-quarter of the urban population
in Africa, especially women but also men,
regardless of their social origin, level of
education, age, family situation, and coun-
try of origin (3,9-12).

Skin-lightening cosmetics (often
creams, but also gels, body lotions and
soaps) are generally applied daily for
several decades, usually to the face and
the entire body (2,9). Users sometimes
make their own concoctions, while the
contents of commercial products are not
always clearly stated on the labelling (11-
13). Most products contain more or less
potent topical corticosteroids (especially
betamethasone and clobetasol), some-
times combined with hydroquinone or
one of its derivatives, mequinol, or mer-
cury salts (14-16). Other substances
include salicylic acid, glycolic acid,
tretinoin, azelaic acid, ascorbic acid, kofic
acid, bleach, hydrogen peroxide, and
lemon juice (see inset p.211) (2,4,7,11,
12,17).

What health risks do skin-lightening
cosmetics carry, both for the user and, in
pregnant women, for the unborn child?

To answer this question, we reviewed
the available data using the standard
Prescrire methodology (see page 215).

A difficult assessment

The adverse effects of skin-lightening
cosmetics are difficult to assess, for a
number of reasons.

There are a wide variety of products.
They are not pharmaceuticals and there-
fore do not fall within the scope of phar-
macovigilance activities. There are a
plethora of brand names (a). Banned
substances are sametimes used. For
example, in France, cosmetic products
based on mercury salts are banned, as
are those containing hydroquinone (with
certain exceptions) (b,c,d)(18-28). In
addition, skin lightening is a practice that
is often kept secret and that users are
reluctant to discuss with health profes-
sionals (24,25).

To assess the risks associated with
these products, it is essential to examine
the known adverse effect profile of their
individual components. The adverse
effects of some of these components are
summarised in the inset on pages 212-
213.

Some substances may have both cuta-
neous and extracutaneous adverse
effects. The dangers of exposure in utero
are outlined in the inset on page 214. »»

a- Depending on the country, this pracice is referred (o as
“Xeesal”, “tcha tcha”, “leeral”, “caco”, “magquillage ", ete.
(refs 2,7).

b- Since the French ministerial decree of 5 February 2009,
implewenting European directive 2008/88/EC, hydro-
quinone is 1no longer tncluded on the fist of substances that
cast be used in cosmetic products in France, except Jor arti-
ficial niails, ata maxinum congentration of 0.02%, for pro-
Jessional use only and avoiding contact with the skin
(ref 20). The Conumission barnied the use of hydroquinone
because of the lack of safety data (ref 62).

¢ b March 201 1, five products intended for topical appli-
cation and based on mequiral, a substance closely related
to liydroguinone, were granted miarketing authorisation
1 France: Any 8 pour cent®, Any 5 paur eent®, Leucodi-
rirte B 10 pour cent®, Créme des trois fleurs d orient 3 pour
@m®, and Creme des trois fleurs d'orient 10 pour cent®
(refs 15,62). Any 8 pour cent® is aurrently on the market
(ref63).

d- Five cutanreous adverse effects following the use of skin-
liglitening cosmetics possibly containing illicit substances
were reported to the French authorities in 2009: there were
2 cases of atypical acne, 2 cases of pseudo-ochronosis, and
1 case of hiypertrichosis and acvie. Tests of the cosmetic pred-
ucts implicated in the two cases of psendo-oclironosis
revealed that they contaivied hiydroguinone (ref23).
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Sometimes irreversihle
cutaneous adverse effects

Skin-lightening cosmetics have numer-
ous cutaneous adverse effects (2,7).

Patchy or confetti-like hyper- and
hypopigmentation. Among the many
cutaneous adverse effects aftributed to
skin-lightening cosmetics, heterogeneous
skin colour changes are the most fre-
quent, including patchy or confetti-like
hyperpigmentation or hypopigmentation,
resembling ochronosis {e)(1,7,13).

Severe forms usually [eave permanent
traces (7).

Initially used to lighten the skin, these
products are subsequently used to mask
the stains they provoke (26).

The amount and duration of application
varies from day 1o day, and marked depig-
mentation may occur in areas where the
product accumulates, such as under
rings (7).

Local hyperpigmentation is frequent.
A Senegalese prospective study lasting 6
months examined problems encountered
by people who said they used bleaching
creams (unspecified compositions). The
problems included hyperpigmentation of
joints (70 reports), periorbital hyperpig-
mentation (45 reports), and lilac erythe-
ma of eyelids (8 reports) (27).

In a survey conducted in the Paris
region among more than 1000 users, a
bluish hue of the outer ear was noticed in
6 persons from Africa or the West Indies
who said they used a bleaching cream of
unknown composition (8). Bluish-grey
discolouration of the ear is evocative of
pseudo-ochronosis linked to the use of
bleaching creams (7).

Abnormal pigmentation provoked by
bleaching creams can be aggravated by
interaction with medications, especially
antimalarials (2,28).

Rebound effect. Rebound hyperpig-
mentation has also been reported. In a
survey conducted in a Senegalese hos-
pital and including 147 women aged 15 to
60 years, 41 patients said they used
bleaching creams and 6 of them experi-
enced rebound hyperpigmentation after
they stopped using the products (29).

Skin atrophy, stretch marks, delayed
wound healing. Skin atrophy (thinning),
stretch marks, telangiectasia, and delayed
wound healing are among the plethora of
cutaneous adverse effects associated
with skin-lightening cosmetics that contain
topical corticosteroids. Severity depends
on the frequency and duration of use
and the treated surface area (4,7,27,30).

Skin-lightening cosmetics

Other reported cutaneous adverse
effects include dry skin (especially on
the shin), eczema, pruritus and purpura
(2,4,31-34).

Skin infections: mycoses, para-
sitoses. Fungal, parasitic, bacterial and
viral skin infections may occur in users of
skin-lightening cosmetics. These infections
are favoured by the immunosuppression
induced by topical corticosteroids (9,30).

Two reviews of cohort studies or sur-
veys in a total of about 4000 persons liv-
ing in several African countries (Senegal,
Mali, Togo, Burkina Faso, etc.) examined
skin infections affecting users of skin-
lightening cosmetics.

Mycoses were the most frequent infec-
tious complications, affecting 22% to 30%
of users (7,9). Axillary and submammary
tinea and intertrigo of fungal or bacterial
origin were also reported. Tinea was often
masked by raction alopecia, making it dif-
ficult to diagnose (7). Often extensive
fungal infections of the face have been
reported (9). Disseminated pityriasis ver-
sicolor associated with marked achromia
and atrophy was often found in unusual
locations, such as the lower limbs (7,9).

Scabies lesions were crusted, hyper-
pigmented, disseminated and profuse in
users of skin-lightening cosmetics (7,9,35).

Bacterial and possibly viral infec-
tions. Severe infectious dermohypoder-
matitis, often affecting the lower limbs and
buttocks, sometimes with bullous and
necrotic lesions, was responsible for 10%
of admissions to hospital dermatology
units in Dakar (7,9,29,36).

Other bacterial infections such as dis-
seminated folliculitis and impetigo were
frequent (9).

Lesions of viral origin, such as herpes,
molluscum contagiosum, warts and
condylomata, were less frequent (7).

Acne, nodules. Skin rash is more fre-
quent when skin-lightening cosmetics are
used along with greasy cosmetics
(1,33,37).

A cohort study conducted at a Dakar
hospital in 1999, in a sample of 147 women
aged from 15 to 60 years, showed that
19.5% of women using skin-lightening cos-
metics consulted for acne, compared to
4.7% of non-users (p<0.02) (29).

The two above-mentioned reviews of
cohort studies or surveys in a total of
about 4000 people showed that acne
affected between 17% and 34% of
users (7,9). There are no available com-
parisons with non-users.

Other types of skin rash included
rosacea, nodules on the upper back and,
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more rarely, lupus-like lesions that
regressed after hydroguinone exposure
stopped (1,2,4,9,29,38).

Hydroquinone can also cause ochrono-
sis-like lesions with clusters of papules or
micropapules that are lighter or darker
than the surrounding skin, giving the tem-
ples, cheeks, and nape of the neck a het-
erogeneous grey colour (9).

Irritation, with redness, pain, pruri-
tus. A number of substances contained
in skin-lightening cosmetics can cause
skin irritation or peeling.

This irritation may be accompanied by
symptoms such as redness (or, on black
skin, a darker skin tone), pain, a burning
sensation, or pruritus (37,39).

Skin irritation has been reported with
bleaching creams, especially around the
mouth, palms and soles (2,4,26,37,40-42).

Cancer? Several long-term animal
studies indicate that hydroguinone can
cause cancer (43). In the US, in 2006,
based on the results of animal studies,
the FDA decided to make hydroquinone
available by prescription only (26).

Four cases of squamous cell carcinoma
were described in patients who used
bleaching creams containing topical cor-
ticosteroids or hydroquinone, for more
than 10 years in two cases (4,44,45). In
two patients, the carcinoma was located
on the neck, in a sun-exposed area or on
a plaque of ochronosis-like lesions. One
of the patients, whose lesions had reached
the soft tissues and collarbone, died after
a relapse of the initial skin cancer (44).

Several mechanisms have been pro-
posed, including immunosuppression,
reduced photoprotection, or a carcino-
genic effect of hydroquinone, which is a
metabolite of benzene, a chemical known
to cause leukaemia (46,47).

Extracutaneous
adverse effects

In addition to cutaneous disorders,
skin-lightening cosmetics can have sys-
temic adverse effects depending on the
components they contain.

The degree of absorption of topically
applied products depends on the active
substance(s), the excipient(s) (48), the
treated surface area, and the integrity of
the epidermis (48).

Cushing’s syndrome and adrenal
insufficiency. Adrenal insufficiency and
Cushing’s syndrome have both been
attributed to skin-lightening cosmetics
containing topical corticosteroids (48-54).



Many substances lighten skin tone,
through a variety of more or less well
documented mechanisms, mainly involv-
ing either melanin or keratin.

Melanin, a pigment synthesised by
melanocytes, gives the skin and hair
their colour (1). Melanocytes, situated in
the basal layer of the epidermis, transfer
part of the melanin they produce to ker-
atinocytes. Keratinocytes differentiate
as they progress from the basal layer of
the epidermis to the horny layer (1,2).

Keratin is composed of a mass of
dead cells that have migrated from the
basal layer of the epidermis, thus form-
ing the horny layer (3).

Reduction in melanin synthesis
and skin colour. Hydrogquinone and
mequinol are chemically related sub-
stances that inhibit melanin synthesis in
melanocytes (4-7). Monobenzone,
another substance chemically related
to hydroquinone, has a similar mecha-
nism of action and may cause destruc-
tion of melanocytes (8).

Mercury salts appear to inhibit melanin
formation by competing for the copper
necessary for tyrosinase activity, which
is required for melanin synthesis (1).
Kojic acid inhibits melanin synthesis (9).

Tretinoin, a vitamin A derivative, light-
ens the skin through several mecha-
nisms, notably by inhibiting melanin syn-
thesis (1).

Mechanisms of action of skin-lightening products

Hydrogen peroxide and ascorbic acid
bleach melanic pigments (1).

Inhibition of keratin synthesis. Cor-
ticosteroids and azelaic acid inhibit ker-
atin production (10,11). An antiprolifera-
tive effect on keratinocyles has been
observed with corticosteroids and could
explain the lightening and atrophic effects
of these compounds {1,12).

Salicylic acid and tretinoin have a ker-
atolytic (peeling) effect. Glycolic acid,
an organic alpha-hydroxy acid derived
from sugar cane, accelerates cell
turnover in the horny layer, leading to a
lighter skin colour (1,12-16).

Drug interactions. Concomitant use
of antimalarial drugs and bleaching
creams increases the risk of pigmenta-
tion disorders (16,17).
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A 6-month prospective cohort study of
99 pregnant women, 68 of whom used
skin-lightening cosmetics, showed a sta-
tistically significant reduction in plasma
cortisol concentrations in women who
used skin-lightening cosmetics containing
clobetasol (53). Some cosmetics con-
tained hydroquinone, corticosteroids
and/or salicylic acid, and their composi-
tion was sometimes not known.

Diabetes and hypertension. Diabetes
and hypertension have been reporied
after several years of use (29,54).

The above-mentioned cohort study of
147 hospitalised Senegalese women
showed a siatistically significant increase
in the frequency of diabetes and hyper-
tension in the 41 women who admitted
using skin-lightening cosmetics, com-
pared with the 85 women who said they
had never used them. Twenty-one women
refused to participate or were excluded.

Exposure for more than 10 years was
associated with hypertension (29). The
composition of the cosmetics in question
was not known.

Renal disorders: glomerulopathies,
tubulopathies. Serious renal disorders
such as glomerulopathies and tubu-
lopathies have been described in people
using creams that contain mercury
salts (19,40). Cases of haematuria and
nephrotic syndrome have also been attrib-
uted to skin-lightening cosmetics (10,
40,55).

A 21-year-old African woman was hos-
pitalised with facial and peripheral oede-
ma, with marked. proteinuria (10 g/24 h)
and hypoalbuminaemia. Tests for malar-
ia were negative. For the past 1 or 2 years
she had applied a cream containing 10%
to 15% of a mercury salt to her face, neck
and hands every night. She also had a
nephrotic syndrome. The syndrome dis-

appeared 6 to 9 months after withdrawal
of the cream, but moderate proteinuria
persisted (55).

In a descriptive survey conducted in
Lagos, Nigeria, among 450 sellers of
skin-lightening cosmetics, 77% said they
had been using the products themselves,
for an average of 1 to 3 years. Nine said
they had blood in their urine (10).

Neurological disorders. Some sub-
stances contained in skin-lightening cos-
metics can have neurological adverse
effects (40), as illustrated by the foliowing
examples.

A 30-year-old woman experienced a
burning sensation in her feet, progressive
lower-limb weakness leading to diffi- »»

€= Some skin lesions associated with skin-lightening cos-
nietics resenible ochroniosis, a very rare condition associat-
ed with alkaptonuria (ref 64},
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Adverse effect profile of common components of skin-lightening cosmetics

Based mainly on the Prescrire data-
base and Martindale The Complete
Drug Reference (a clinical pharmacolo-
gy textbook), the following is a brief
summary of the adverse effects of sub-
stances often contained in skin-light-
ening cosmetics.

Topical corticosteroids

There are many topical corticosteroids.
The intensity of their effects depends on
their formulation, but the nature of their
adverse effects is similar.

Cutaneous adverse effects. The main
cutaneous adverse effects of corticos-
teroids include:

— skin thinning or atrophy (in the armpits
and the groin skinfolds, areas where the
skin is thinner, moist and often covered),
stretch marks, delayed wound healing;
— dry skin (especially on the shins),
eczema, pruritus, purpura, acne,
rosacea, and nodules;

— fungal, parasitic, bacterial-and viral skin
infections, due o immunosuppression;

— rare hypersensitivity reactions, includ-
ing anaphylaxis; the risk increases with
prolonged or repeated application (1-13).

4. | The typical systemic
' adverse effects of corti-
- costeroids. Cutaneous
[N application of corticosteroids

leads to a degree of systemic absorption,
which varies according to the individual,
the treated surface area, and the integri-
ty of the epidermis, etc. This absorption
can lead to the systemic adverse effects
of corticosteroids, including:
— hypercorticism;
— adrenal insufficiency;
— hypertension;
— hyperglycaemia and hypercholestero-
laemia;
— neuropsychological disorders;

— water-electrolyte disorders, hypokalae-
| mia, and water-sodium retention;
— osteoporosis;

— ocular disorders (cataracts and glau-
coma, etc.) (14-19).

Hydroquinone

Hydroquinone is a benzene metabo-
lite (2). Mequinol is related to hydro-
quinone, and was still marketed in France
in early 2011 (20).

Cutaneous adverse effects. The
main cutaneous adverse effects of
hydroquinone and mequinol include:

— pigmentation disorders (ochronosis-like
lesions): blue-black hyperpigmentation,
clusters of hyperpigmented papules,
confetti-like or plaque hypopigmentation,
which is often irreversible and appears
about 6 months after beginning to use
hydroquinone-based creams on sun-
exposed areas; and brown discolouration
of the nails (reversible after treatment ces-
sation);

— skin thickening;

— skin irritation: darker colour, pain or
burning sensation, and itching, around
the mouth and on the palms and soles;
— cancer: animal studies have shown a
carcinogenic risk associated with hydro-
quinone, and a few cases of cancer have
been reported in long-term users
(2,7,13,21-23).

Systemic adverse effects:
liver. Cutaneous hydro-
quinone application leads to
.| adegree of systemic absorp-
tion that depends on the individual, the
treated surface area, the integrity of the
epidermis, etc. This leads to a risk of sys-
temic adverse effects, such as:
— liver damage in case of heavy expo-
sure;
— a fishy body odour (7,21-23).

Mercury salts

Cosmetic preparations based on mer-
cury salts were withdrawn from the

French market in the mid-1980s because
of allergic cutaneous and systemic reac-
tions (encephalopathy and renal impair-
ment) (24).

Cutaneous adverse effects. The main
cutaneous adverse effects of mercury
salts include:

— rash: dermatitis, bullous rash;

— irritation: darker skin colour, pain or
burning sensation, and pruritus, around
the mouth and on the palms and
soles (2,7,13,22,25).

Mercury poisoning. Cuta-
neous application of mercu-
ry salts leads to a degree of
absorption that varies

f('

depending on the individual, the treated
surface area, the integrity of the epider-
mis, etc. This leads to a risk of systemic
adverse effects such as:

— gastrointestinal disorders: nausea,
vomiting, bloody diarrhoea, sialorrhoea;

—renal impairment: kidney failure,
nephrotic syndrome, tubular necrosis;
— haematological disorders;

— neurological disorders: tremor,
seizures, motor and sensory distur-
bances, intellectual impairment, ataxia,
dysarthria and headache; transdermal
absorption is increased in warm, humid
climates, leading to a higher risk of neu-
rological disorders;

— muscle disorders;

- hypersensitivity reactions, and occa-
sional anaphylaxis (9,13,24,25).

Tretinoin

Tretinoin is a retinoid marketed mainly for
local treatment of acne. Its adverse effect
profile is that of retinoids in general (26).

Mainly cutaneous adverse effects.
The cutaneous adverse effects of
tretinoin mainly include:

— pigmentation disorders;
— skin rash;
— skinirritation: around the mouth, on the

4 culty walking, and pain in the right fore-
arm. Physical examination showed a loss
of muscle strength and tendon reflexes, and
abnormal lower-limb sensitivity. Blood and
urine tests were normal, as was abdomi-
nal and pulmonary radiography. The dis-
orders resolved 4 months after withdraw-
al of the hydroquinone-based cream she

had been using for about 4 years (56).
Similarly, a 30-year-old woman devel-
oped several health problems over a
3-year period, including a facial skin rash
accompanied by a burning sensation,
followed by erythema of the palms and
soles, tremor, and finally sialorrhoea, pru-
ritus, weakness and insomnia. Mercury
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intoxication was confirmed by analysis of
her urine and the cream she had applied
daily to her face for about 5 years (40,57).

Hypersensitivily reactions. Hyper-
sensitivity reactions and cases of ana-
phylaxis have been attributed to skin-
lightening cosmetics (32-34).




palms and soles; black skin may take on
a darker hue, with pain, a burning sen-
sation, or pruritus (26,27).

XZ,

Systemic adverse effects:

mucosal and psychologi-
cal disorders. Tretinoin

T @¥| application to the skin leads

to a degree of systemic absorption that

depends on the individual, the treated

surface area, and the integrity of the

epidermis, etc. This leads to a risk of sys-

temic adverse effects, including:

— mucosal dryness, epistaxis, cheilitis,

colitis, sterile urethritis;

— psychological disorders, depression,

suicide;

— ocular disorders, dry eye, conjunctivi-

tis, keralitis; visual disturbances;

— bone and muscle disorders, hyperos-

losis, ligament and tendon calcification;

— intracranial hypertension,

— hyperlipidaemia, pancreatitis, hyper-

glycaemia;

— hepatic disorders.

Tretinoin is also teralogenic (see inset

page 214) (26-28).
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Fetotoxicity and birth defects. Skin-
lightening cosmetics are widely used by
women of child-bearing age, yet they
often contain unidentified substances that
may harm the unborn child. Depending on
the period of exposure, these substances
may be fetotoxic or cause birth defects
(see inset page 214).

Tretinoin is a retinoid. Malformations
resembling those associated with oral
retinoids have been observed in babies
barn to women who applied tretinoin to
their skin (37,58). The polymalformative
syndrome provoked by oral retinoids
includes a fairly characteristic triad of
craniofacial, cardiac and central nervous

system malformations.

Other products such as mercury salts
and salicylic acid are fetotoxic, potential-
ly causing cataracts, tubulopathies, pul-
monary arterial hypertension, etc. (59,60).

The risks to the unborn child associat-
ed with cosmetic use of hydroquinone and
topical corticosteroids are poorly docu-
mented. Maternal adverse effects of top-
ical corticosteroids include stretch marks,
delayed wound healing after Caesarean
section, and infections (4,33,61).

In practice, warn users of the
risks and encourage them to
stop using these products

Skin-lightening cosmetics can have
serious cutaneous and systemic adverse
effects. Women of child-bearing age who
use these products run a risk of obstetri-
cal complications, fetotoxicity and con-
genital matformations.

Patients are often reluctant to admit to
using these products, but a number of
cutaneous signs, such as pigmentation
disorders, skin atrophy, stretch marks,
etc., as well as systemic signs, can alert
health professionals to this possibility.

Users should be warned of the dangers
associated with skin-lightening cosmetics
and encouraged to stop using them.
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tation of Martindale The Complete Drug Ref-
erence, and Briggs’ Drugs in Pregnancy and
Lactation 2008. We also accessed Medline
(1950-2011. March week 1), Embase/
Excerpta Medica (1991-2011 week 10) and
CIRC, Reprotox, Shepard's and Teris, up to 15
March 2011.

This review was prepared using the stan-
dard Prescrire methodology, which includes
selection and analysis of documents by an edi-
tor, with verification by another editor; prepa-
ration of the ftirst draft with input from sever-
al editors; external review by several
specialists and non-specialists; verification
and integration of the reviewers’ comments
and any further documents; and multiple qual-
ity controls, including a final control with the
references to hand.

1- Prescrire Editorial Staff “Black skin, white masks”
Prescrive Int 1993; 2.(5): 42.
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4- Olumide YM et al. “Complications of chronic use
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I ADVERSE EFFECTS  Skin-lightening cosmetics

Skin-lightening creams: warn women of child-bearing age about the risks

Women who use skin-lightening cos-
metics are often young. The composition
of these products is often unknown (see
main article pages 209-215) and some
components are capable of crossing
the skin and the placenta. Depending on
when the fetus is exposed, these prod-
ucts may cause malformations or feto-
toxicity (1,2).

Tretinoin: teratogenic. Tretinoin, like
isotretinoin, is a retinoid (3). Oral
retinoids are teratogenic: about one-
quarter of infants exposed to isotretinoin
during the first trimester of pregnancy
develop a malformative syndrome, char-
acterised by cranofacial, cardiac and
central nervous system defects.

Available epidemiological data do not
rule out a risk of teratogenesis in children
exposed in utero to cutaneous retinoids;
several cases of malformation compat-
ible with those induced by oral retinoids
have been reported (4).

In practice, women of child-bearing
age who are not using effective contra-
ception should avoid fretinoin.

Salicylic acid: renal failure and pul-
monary hypertension. Salicylic acid
has the same fetotoxicity as aspirin:
renal failure, pulmonary arterial hyper-
tension and a risk of bleeding towards
the end of pregnancy (5).

In practice, cutaneous application of
salicylic acid should be avoided during
pregnancy.

Inorganic mercury salts: likely feto-
toxicity. Inorganic mercury salts do not
seem to be transformed into organic
mercury, i.e. methylmercury, a com-
pound known for its teratogenic effects
mainly affecting the central nervous sys-
tem (6,7).

However, there are no animal or
human studies of the fetotoxicity of inor-
ganic mercury derivatives applied to the
skin during the second or third trimester
of pregnancy (7-9).

A case of bilateral cataracts with
anaemia and renal tubular impairment
was described in a 3-month-old baby.
The baby and mother both had high
mercury concentrations in their blood
and urine. The mother had been using a
soap containing mercury salts for 15
years, and had not stopped using it dur-
ing pregnancy or during the one month

of breastfeeding. She did not use the
soap on her child (10).

In practice, it is better to avoid using
mercury salts during pregnancy.

Hydroquinone: skeletal disorders?
Transplacental passage of hydroguinone
has not been studied. Animal studies
have yielded conflicting results con-
cerning the risk of skeletal malformations
(vertebrae and ribs), and microph-
thalmia (11).

In practice, hydrogquinone should be
avoided during pregnancy.

Corticosteroids: delayed healing
of Caesarean section wounds. Topical
corticosteroids can be absorbed sys-
temically and corticosteroids are known
to cross the placenta (2). Topical appli-
cation of corticosteroids during preg-
nancy is indicated for some cutaneous
disorders (12). In addition, corticosteroid
therapy is sometimes indicated for
severe asthma, autoimmune disorders,
and, in a single dose, to prevent pre-
mature delivery (12-19).

Topical corticosteroids applied to the
abdomen during pregnancy have been
reporied to delay the healing of Cae-
sarean section wounds and to promote
their infection (15,17).

In practice. Skin-lightening cosmetics
have many, often poorly documented
adverse effects and can contain
unknown substances. Their use during
pregnancy places the unborn child at
risk of malformations. Women of child-
bearing age must be informed of these
risks and ‘encouraged to stop using
these products.
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