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considered as a novel trigger of inducible urticaria and FTU
might be considered as a distinct form of inducible urticaria.
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Methylisothiazolinone: Still on Leave-on Products, but
No Longer on Baby Wipes

To the Editor:

Methylisothiazolinone (MI) and its related thiazolinone de-
rivatives including methylchloroisothiazolinone (MCI) and
octylisothiazolinone are potent biocides used as preservatives
in primarily industrial products such as paints, solvents, and
cleaning fluids. Methylisothiazolinone and MCI are potent sen-
sitizers and can cause both occupational and nonoccupational
allergic contact dermatitis (ACD). Methylchloroisothiazolinone
and MI, at a ratio of 3:1, used as a combined biocide, caused a
rise in nonoccupational cases of ACD in the late 1980s, related
to primarily cosmetic non—rinse-off personal care products.’

In 2005, MI began to be used as a noncombination preserva-
tive in cosmetic and household products at a maximum
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concentration of 100 ppm, 26 times the MI level in the MCI/
MI combination preservative.” This change drove an epi-
demic of nonoccupational MI ACD in the early and mid-
2010s. The first and most memorable of these cases were related
to MI-containing wet wipes/baby wipes.” These cases and the
resulting medical and media attention drove increased regula-
tion in the European Union and new guidelines by the leading
US-based trade association.* This attention has impacted the
choice of preservative use among baby wipe manufacturers,
resulting in a near absence of MI in commercially available
baby wipes.

The 100 best-selling items in the product categories baby
wipes, lotions, and sunscreens from 2 major North American
online retailers (Amazon and Walmart), as listed on their Web
sites, were screened for MI and other preservative contents by in-
gredient list screening (Table 1, Supplemental Digital Content 1,
http://links.Iww.com/DER/A19, and Table 2, Supplemental Dig-
ital Content 2, http://links.lww.com/DER/A20). After excluding
identical products with minor packaging differences (eg, differ-
ent packaging sizes or dispensing mechanisms), 31 and 44
unique baby wipe products were identified from these 2 retailers.
Of these, none listed MI or other isothiazoline derivatives as
ingredients—for 5 products, no ingredient lists were available
(Table 1). In contrast, 6.6% (4/61) and 5.4% (3/55) of the
unique lotions from these retailers contained MI. Similarly,
12.2% (6/49) and 6.8% (3/44) of sunscreens from these retailers
contained MI. Common preservatives used in baby wipes from
these retailers include phenoxyethanol, sodium benzoate, and
sorbic acid derivatives (Table 1).

Baby wipes have historically been a relevant avenue for
MI sensitization and elicitation. However, based on this

Preservatives Listed in Popular Baby Wipes

From 2 gnline Retailers

Retailer 1 Retailer 2

n=31 n=39*
Phenoxyethanol 14 (45) 20 (51)
Sodium benzoate 20 (65) 23 (59)
Sodium citrate/citric acid 2(71) 26 (67)
Potassium sorbate/sorbic acid 8 (26) 8 (21)
lodopropynyl butylcarbamate 0 4 (10)
Silver citrate/silver dihydrogen citrate 3(10) 1(3)
Ethylhexylglycerin 2 (6) 1(3)
Sodium levulinate/levulinic acid 1(3) 2 (5)
Citrus grandis seed extract 1(3) 2 (5)
Parabens 0 2 (5)
Dehydroacetic acid 1(3) 1(3)
Alcohol 1(3) 1(3)
Others (DMDM hydantoin, benzalkonium 0 3(8)

chloride, p-anisic acid)

Values are number (percentage).

*Ingredient lists were not available for 5 products.
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convenience sampling of best-selling baby wipes available on
popular online retailers, MI is no longer commonly used in baby
wipes, despite the lack of any new MI-related regulation. In con-
trast, other leave-on products such as lotions and sunscreens still
contain ML These data reinforce previous studies that indicate a
general decrease in MI use in wet wipes® and an increase in clin-
ically relevant MI ACD from non-wet wipe products.® Clini-
cians should be aware that patients with MI allergy may not
have baby wipe-related ACD or an ACD distribution associated
with baby wipe use. Accordingly, other leave-on products such
as lotions and sunscreens may be more likely MI ACD-—
eliciting culprits. Of note, only 1 of 7 lotions and 0 of 9 sun-
screens containing MI also contained MCI, suggesting that
the combination MCI/MI preservative is infrequently used.
Phenoxyethanol, sodium benzoate, and sorbic acid derivatives
were frequently used as preservatives in these products, in line
with previous studies.” However, these allergens are relatively
weak sensitizers, and their relevance to baby wipe—related ACD
to date is low. Iodopropynyl butylcarbamate allergy preva-
lence in North America has nearly doubled in the past decade
and was found in approximately 6% of baby wipes.” Baby
wipes contain other nonpreservative allergens such as decyl
and lauryl glucosides and fragrances. Clinicians should query
patients with MI contact allergy on all personal care product
use—current relevance of baby wipe use in MI-positive patch
test patients may be low.
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Herpes simplex-like Fixed Drug Eruption
Induced by Fluconazole Without Cross-reactivity
to Itraconazole

To the Editor:

Fixed drug eruption (FDE) consists of reddish plaques
appearing on the same locations after repeat administration of
a drug. The eruption can affect mucosae, where the lesions
can be misdiagnosed as herpes simplex lesions.

A 20-year-old woman was referred to our department because
of burning, recurrent, facial and labial, and genital mucosa lesions.
The lesions resolved without any treatment, leaving post-
inflammatory hyperpigmentation. She was receiving monthly
prophylactic treatment with fluconazole and famciclovir for recur-
rent vaginal candidiasis and genital herpes simplex, which was con-
firmed by immunoglobulin G against herpes simplex virus 1+2
seroconversion in peripheral blood. Lesions on the labial mu-
cosa began after starting treatment with both drugs.

Physical examination showed a purpuric red plaque on her left
cheek and grouped vesicles on an erythematous base on her lower
lip (Fig. 1). The lesions were located on the same site as previous
episodes and started within 60 to 120 minutes after intake of flu-
conazole and famciclovir. After a 4-week pause, a systemic provo-
cation test was negative to famciclovir and positive to fluconazole,
with identical lesions appearing on the same locations 24 hours af-
ter oral intake of fluconazole 150 mg. Because of recurrent candidi-
asis, after a negative provocation test with itraconazole, she was
prescribed this azole with good tolerance and continued famciclovir
without new episodes in the next 4 months.

Fixed drug eruptions are most commonly caused by systemic an-
tibiotics, metamizole, nonsteroidal anti-inflammatory drugs, paracet-
amol, and allopurinol, whereas naproxen and cotrimoxazole are
the most common drugs related to FDE on mucosae.' Diagnosis
can be performed by patch testing the suspected drug on lesional
skin or by systemic provocation test.” Because the first method is
safer and its efficacy has been proved, it should be performed
first, except when location of the lesions makes impractical this
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