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Preservatives, essential in our daily life, can sensitize
and elicit allergic contact dermatitis (ACD). Before intro-
duction in the market their sensitizing risk is assessed
based on in vivo studies. However, normal exposures
to preservative-containing products in the real world
can cause ACD. During recent decades we recall sev-
eral ‘epidemic’ outbreaks of ACD from newly intro-
duced preservatives. Methyldibromo glutaronitrile was
completely banned from cosmetic products as no safe
use limits were determined. For methylchloroisothiazoli-
none/methylisothiazolinone (MCI/MI), risk management
measures were introduced and following ‘safe’ limits of
this preservative in cosmetics in the EU (15 ppm), contact
allergy to MCI/MI significantly decreased to around 2%
of patch tested patients after the 90’s and until recently.
The sensitizing properties of MCI/MI were attributed to
methylchloroisothiazolinone (MCI) whereas methylisoth-
iazolinone (MI) was considered a weaker sensitizer, unable
tosensitize individuals in concentrations below 1000 ppm
(1,2). Afterthe year 2000, MI was introduced in industrial
products (e.g., paints, inks, glues, lacquers, varnishes and
cooling fluids), and due to its weaker biocide effect, using
higher concentrations. Despite the first description of ACD
in an occupational setting in 2004 (3), the following year
MI was also allowed in cosmetics products at a maximum
level of 100 ppm (Cosmetic Directive 2005/42/EC).

Several cases of occupational ACD from MI were then
observed from paints (4, 5) followed by non-occupational
cases in 2010 (6), mainly due to wet wipes for hygiene
(baby wipes, moist tissues, moist toilet paper), hair
cosmetics (shampoos), facial cosmetics (7, 8), deodorants
(9) and sunscreens (10). Moreover, airborne exposure to
MI caused severe cases of airborne and systemic dermatitis
particularly from recently painted walls (11, 12) or from
toilet cleaners (13), including a case in a 4-year-old child
very probably sensitized to MI through baby wipes (11).

Accompanying the increasing number of published
cases of ACD from MI, particularly since 2009, in Europe a
rise in contact allergy to MCI/MI, the only isothiazolinone
patch tested in the baseline series, has been observed.

In Germany, with more than 12000 patients
tested/year, positive patch tests to MCI/MI increased from
2.3% in 2009 to 3.9% in 2011 (14), similar to Leeds, UK
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(increase from 0.9% to4.9%) (15) and London (from < 3%
to > 8%) (Orton D& Willis C, Contact Dermatitis, submitted).
In Coimbra, Portugal, reactivity to MCI/MIrose from 1.5%
(in 2006/7) to 2.9% and 3.6%, respectively in 2011 and
2012 (personal data). Similar figures are being observed
all over Europe, with alerts particularly during late 2012
in France and Belgium at the REVIDAL, a system to collect
alerts in contact dermatitis.

The rise in contact allergy to MCI/MI cannot be
explained by a change in exposure to MCI/MI but
is due to the increasing exposure to MI, present in
concentrations very near 100 ppm both in leave-on and
rinse-off cosmetics, as documented in a recent survey from
Denmark (8).

MI has only recently been tested as a single allergen
in the baseline series in several countries. Reactivity was
around 1.5% until 2008 in Denmark (8) but values
increased from 0.9% in 2006 to 1.8% in 2008 in
Finland (16) and very high values were detected in
2011/12 in Leeds (4.6%) (15), London (6%), Coimbra
(4.5%) and Leuven, Belgium (5.8%), with a very high
percentage of relevant reactions (personal data). In
Germany, although in selected patients with suspected
cosmetic or occupational exposure, MI reactivity rose
from 1.9% in 2009 to 4.4% in 2011, particularly in
female patients (188% increase) and in patients with facial
dermatitis (200%), suggesting that increase in reactivity
is most probably related to cosmetic exposure (14). In
the USA a similar situation seems to occur as MI was
considered the allergen of the year 2013 (10).

The increasing rise in contact allergy to MI recalls
the outbreak of contact allergy to methyldibromo
glutaronitrile but occurring at a faster rate, particularly
if we note that MI by itself has been allowed in cosmetics
for only 7 years. MI needs to be included in the European
baseline patch test series. Testing with MCI/MI, even
if at 200 ppm, has too low a concentration of MI (50
ppm) to properly diagnose contact allergy to MI. There
is no agreement on the best concentration to test MI,
with commercial allergens varying between 0.02% and
0.2% in water (200—2000 ppm). The concentration of
300 ppm fails to detect almost half of the cases. Increasing
to 1000 ppm is not irritating and detects more cases,
and relevant ones as all patients reacted in the ROAT
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with a cream containing 100 ppm, the highest allowed
concentration in cosmetics (16).

The rising ‘epidemic’ of contact allergy to MI must be
dealt as a priority by dermatologists, who need to be alert
to this new allergen. A recommendation paper from the
ESCD and EECDRG on the best concentration to test MI
will soon be available. Of greater importance is urgent
intervention by DG Sanco (Consumer Safety & Health
Protection) of the European Commission. A speedy re-
evaluation of the dermatological safety of MI is necessary
followed by rapid risk management. The ESCD raised
an alert with DG Sanco in February 2013 (although
the matter had been repeatedly raised internally at DG
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