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Sensitizing substances
a. Criteria for the assessment of contact
allergens
The allergological evaluation is besed on
a variety of information which must be
seen as providing different qualities of
evidence.
1) Sufficient evidence of an allergenic
effect is provided by valid results from
either
idor ii):
i ) effects in man

studies in which numerous clinically
relevant cases (ie. association of
symptoms and exposure) were observed
in tests with large collectives of patients
in at least two independent centers, or

epidemiological studies which reveal a
relationship between sensitization and
exposure, or

case reports of clinically relevant
sensitization (association of symptoms
and exposure) for more than one patient
from at least two independent centers,

or

i1 ) results of animal studies

at least one positive result in an animal
study without adjuvant carried out
according to accepted guidelines, or

positive results from at least two less
welll-documented animal studies carried
out according to accepted guidelines, one
of which did not use adjuvant.
2) An allergenic effect can be considered
probable on the basis described in i)

(¥E¥ 1)

and i) below:

i ) effects in man

studies in which numerous clinically
relevant cases of sensitization
(association of symptoms and exposure)
were observed in tests in just one center,
or

studies in which numerous cases of
sensitization without details of clinical
relevance were observed in tests with
large collectives of patients in at least two
independent centers

and

it ) results of animal studies

a positive result in an animal study
with adjuvant carried out according to
accepted guidelines, or
from
considerations based on sufficiently valid
results for structurally closely related

evidence structural

compounds.
3) An allergenic effect is not sufficiently
documented, but also not excluded, when
only the data listed below are available:

insufficiently documented case reports,
or

only one positive result in an animal
study with adjuvant carried out
according to accepted guidelines, or

positive results in animal studies
which were not carried out according to
accepted guidelines, or
from

structure-effect relationships or from in

evidence studies of

vitro studies.



a. Criteria for the evaluation of
respiratory allergens
The kinds of data which may be used in
the evaluation respiratory allergens are
listed below; here too the different kinds
of data provide different gqualities of
evidence.
1) Sufficient evidence of allergenic
effects of a substance in the airways or
the lungs is provided by valid data from:
studies or case reports of a specific
hyperreactivity of the airways or the
lungs which are indicative of an
immunological mechanism from more
than one patient and at least two
In addition,

the (clinical) symptoms or adverse effects

independent testing centers,

on the function of the upper or lower
airways or the lungs must be shown to be
associated with the exposure to the
substance.
2) An allergenic effect can be considered
probable on the basis of the results listed
below:

one single case report of a specific
hyperreactivity of the airways or the
lungs

and

other indications of sensitizing effects,
e.g., a close structure-effect relationship
with known airway allergens.
3) An allergenic effect is not sufficiently
documented, but also not excluded, when
only the data listed below are available:

epidemiological studies which

(% D

demonstrate an increase incidence of

symptoms or impaired function in
exposed persons, or

studies or case reports of a specific
hypereactivity of the airways or the lungs
in only one patient, or

studies or case reports of sensitization
IgE)

accompanying symptoms or impairment

(e.g. detection of without
of function causally associated with the
exposure, or

positive results of animal studies, or
with

structure-effect relationships

known respiratory allergens.
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