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Stigmata of Atopic Constitution in Patients with Atopic
Eczema or Atopic Respiratory Disease
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In the diagnosis of atopic eczema, minor physical
markers (stigmata) frequently provide valuable
clues. The prevalence of nine stigmata (dry skin,
hyperlinearity of the palms or soles, infraorbital fold,
white dermographism, facial pallor, orbital darken-
ing, Hertoghe’s sign, low hairline) was evaluated in
34 atopic eczema patients without atopic respiratory
disease, in 16 patients with allergic rhinitis and/or
asthma without atopic eczema, and in 23 controls
without atopic respiratory or eczematous disease,
and with negative results at prick testing with three
common aeroallergens. Compared with controls, all
features except Hertoghe’s sign were significantly
(p < 0.01) more frequent in atopic eczema, and, ex-
cept for Hertoghe’s sign, dry skin and white der-
mographism, they were significantly (low hairline,
p < 0.05; others, p<0.01) more frequent also in re-
spiratory disease. The prevalence of most stigmata
did not differ significantly (p > 0.05) in cutaneous vs.
respiratory atopic disease, only dry skin being more
frequent in atopic eczema (p <0.05). Although not
specific, most stigmata are characteristic markers not
only of atopic eczema, but of atopy as such.
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Up to now, there is no definite marker which would
allow to decide whether atopy is present or absent in
a given individual. However, there are numerous
features which are characteristic, but mostly non-
specific indicators of atopy. Among these, minor
physical markers in particular provide clinically valu-
able clues. Such stigmata have been reported as
markers of atopic eczema by Hanifin & Rajka (1),
and also by others (2-6). Particularly in recent vears
the prevalence of some of these features has been
studied quantitatively in atopic eczema and controls
(7-16). Despite their importance in the diagnosis of
atopic eczema, the presence of such stigmata in
atopic respiratory disease has not yet been investi-

gated systemically. We have compared the preva-
lence of nine stigmata in three groups: a) atopic
cczema (AE) patients free from history of atopic
respiratory disease; b) patients with allergic rhinitis
and/or asthma without present or previous AE: ¢)
rigorously defined controls.

MATERIALS AND METHODS
Subjects

The study population consisted of consecutive patients and
clinic personnel. Individuals were included in the study if
they fitted into one of the following three groups character-
ized on the basis of anamnesis, inspection of the entire skin
surface, and skin prick testing with three common aero-
allergens (grass pollen, house dust mite D. preronyssinus,
cat epithelium; Bencard, Neuss):

Atopic eczema patients: 34 patients (16 males, 18 fe-
males; 25.5 + 16.6 years old) with a history of as well as
current manifestations of AE (diagnosed according to [1])
and without indications of prior or current respiratory
atopic disease (allergic rhinoconjunctivitis, asthma bron-
chiale). All patients had flexural eczema and at least one
positive reaction to one of the aeroallergens tested (the
latter being not an inclusion criterion),

Patients with atopic respiratory disease. This group was
comprised of 16 individuals (7 males, 9 females; 17.4 £ 7.0
years old) with allergic rhinoconjunctivitis and/or asthma
bronchiale without a history of previous or present mani-
festations of AE. Atopic respiratory discases had been
diagnosed on the basis of a typical history and the demon-
stration of corresponding sensitization in the skin prick test
or RAST. Although not being an inclusion criterion, all
patients exhibited at least one positive reaction to one of
the three acroallergens.

Controls. These were 23 individuals (11 males, 12 fe-
males: 23.0 £ 15.3 years old) without indications of a per-
sonal or family history of AE, allergic rhinoconjunctivitis
or asthma and with negative results at prick testing with the
aeroallergens.

Evaluation of stigmata

The following stigmata were assessed: dry skin, hyperli-
nearity of the palms/soles, white dermographism (testing
performed with a blunt instrument on clinically normal
skin. usually the upper back), facial pallor, orbital darken-
ing, Hertoghe’s sign (lateral thinning or absence of the
eyebrows) and low hairline (reduced distance between
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Table 1. Prevalence of stigmata of atopic constitution

Feature Controls Atopic eczema Atopic respiratory
(n = 23) (n=34) disease (n = 16)
% of n P'< % of n Pi< % of n Pi<
Dry skin 31 0.01 74 0.05 44 ns
Moderate at least 0 0.01 50 ns 25 0.05
Prominent 0 0.01 32 ns 13 ns
Hyperlinear palms 48 0.01 88 ns 94 0.01
Moderate at least 18 0.01 64 ns 50 0.01
Prominent 4 0.01 35 ns 25 0.01
Hyperlinear soles 30 0.01 74 ns 81 0.01
Moderate at least 8 0.01 44 ns 50 0.01
Prominent 4 ns 15 ns 6 ns
Infraorbital fold 13 0.01 82 ns 81 0.01
Moderate at least 0.01 59 ns 31 0.01
Prominent 0 0.05 9 ns 6 ns
White dermographism 4 0.01 38 ns 13 ns
Facial pallor 13 0.01 83 ns 75 0.01
Moderate at least 4 0.01 47 ns 19 0.05
Prominent 0 ns 6 ns 0 ns
Orbital darkening 26 0.01 85 ns 100 0.01
Moderate at least 0.01 41 ns 50 0.01
Prominent 0 0.01 18 ns 6 ns
Hertoghe's sign 44 ns 68 ns 69 ns
Moderate at least 14 0.05 35 ns 38 ns
Prominent 0 ns 6 ns 6 ns
Low hairline 52 0.01 88 ns 88 0.05
Moderate at least 26 0.01 65 ns 69 0.01
Prominent 9 0.01 47 ns 38 0.05

P': Frequency in controls compared with atopic eczema patients. P*: Frequency in atopic eczema patients compared with
q Y p p p q 3 P P P
patients with atopic respiratory disease. P*: Frequency in controls compared with patients with atopic respiratory disease.

ns = not significant.

scalp hairs and the upper margin of the eyebrows). Most
stigmata were graded as ‘absent’, ‘mild’, ‘moderate’ or
‘prominent’; white dermographism was graded as ‘absent’
or ‘present’ only.

Regarding dry skin, hyperlinearity of palms/soles, facial
pallor and orbital darkening, grading was done on the basis
of the clinical impression. The other features, if present,
were graded as follows. Infraorbital fold. Mild: underlining
at most the medial half of the palpebral fissure; moderate:
underlining at most the whole palpebral fissure; prominent:
going beyond the palpebral fissure; Hertoghe's sign. Lat-
eral thinning or absence of the eyebrows: mild: extending
not beyond the lateral corner of the palpebral fissure; mod-
erate: involving the eyebrow above the lateral quarter of
the palpebral fissure; prominent: extending to the eyebrow
above the medial three-quarters of the palpebral fissure;
Low hairline. The lowest distance between scalp hairs and
the upper margin of the eyebrows was measured: mild: 1.6
to 3.0 ¢cm; moderate: up to 1.5 cm; prominent: direct transi-
tion from scalp hair to eyebrow. For statistical analysis,
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Fisher’s exact test was used. If p <0.05, differences were
regarded as significant.

RESULTS

Detailed results are given in Table I. Apart from
Hertoghe’s sign, all other features were significantly
more common in AE patients than in controls. Pa-
tients with atopic respiratory disease and controls
did not differ significantly with regard to the preva-
lence of dry skin, white dermographism or Her-
toghe’s sign. The other stigmata assessed were sig-
nificantly more common in patients with atopic re-
spiratory disease than in controls. The prevalence of
most stigmata did not differ significantly between
patients with atopic eczema and atopic respiratory
disease, only dry skin being more frequent in AE



patients. Dry skin, hyperlinearity of the palms and
low hairline were the most prevalent stigmata promi-
nently expressed by atopic patients.

DISCUSSION

Compared with controls, the prevalence of most
stigmata evaluated was significantly higher in pa-
tients with atopic diseases. Only the prevalence of
Hertoghe’s sign did not differ significantly within the
three groups and there were no significant differ-
ences between controls and patients with atopic re-
spiratory disease regarding the prevalence of dry
skin and white dermographism. When patients with
atopic cutaneous or respiratory disease were com-
pared, no significant differences in the prevalence of
most stigmata were found, only dry skin being more
frequent in individuals with eczema. This indicates
that most of the features are constitutional markers
not only of AE, but rather of the atopic state as
such. However, they are not specific for atopy, as
they are present also in quite a number of presum-
ably non-atopic individuals. Grading of the expres-
sion of stigmata evidently enhances their diagnostic
value, as particularly among controls the frequency
of more pronounced features is much lower than
their overall prevalence. When considering only
strongly expressed stigmata, a loss of sensitivity has
to be accepted.

Many of the features evaluated have been found
in other studies to be significantly more common in
AE patients than in controls, e.g. dry skin (12, 13,
15, 16), hyperlinearity of the palms (13, 15), infraor-
bital fold (12,15), white dermographism (13,14),
facial pallor (12,13), orbital darkening (13), and
Hertoghe’s sign (15). No such differences were
found in a few studies with regard to hyperlinearity
of the palms (11), infraorbital fold (14), or white
dermographism (12). To the best of our knowledge,
the prevalence of hyperlinearity of the soles or of
low hairline, a stigma not found mentioned in the
English. but only in the German literature (2, 5, 6,
17), has not yet been evaluated.

It has been claimed that some stigmata are ac-
tually not constitutional, but that they are rather
direct manifestations or sequelae of AE. This has
been put forward with regard to dry skin (18, 19),
infraorbital fold (10), white dermographism on non-
eczematous skin (8), orbital darkening (20), and
Hertoghe’s sign (20, 21). The interpretation of some
features as secondary to disease may be right in
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certain, but evidently not in all cases. This is strongly
suggested by the finding that patients with respira-
tory or cutaneous atopic disease did not differ signif-
icantly with regard to the prevalence of all stigmata
but dry skin.

Infraorbital fold and orbital darkening have been
known not only as features of AE, but also of atopic
respiratory disease (22-24). Interestingly, this asso-
ciation has been reported for infraorbital fold al-
ready in the first description of this feature (22).
However, quantitative data on the prevalence of
stigmata in atopic respiratory disease are scarce.
White dermographism was reported to occur in 10%
of patients with asthma and/or atopic rhinitis, vis-a-
vis 81% in lesional skin of AE (25). In another study
(12) there was a significant correlation between the
absence of orbital darkening and allergic rhinitis or
asthma, which contrasts with our findings and other
views (23,24). Furthermore, also at variance with
our results, the same authors found an association
between asthma and the absence of an infraorbital
fold (12). Due to the lack of other data, these dis-
crepant findings must await further evaluation.

As there is as yet no method allowing one to
establish or to exclude the presence of an atopic
state. the assessment of constitutional stigmata can
aid considerably in identifying presumably atopic
individuals without manifest disease so far (‘silent
atopy’). However, as stigmata are non-specific,
atopy should be presumed only in the presence of
several clear-cut features. Identification of ‘silent’
atopics may be of considerable value both in the
clinical setting, and for research purposes.
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