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Abstract

Primary anetoderma is a rare idiopathic disease of the skin, characterized by circumscribed areas of loose skin, and loss of elastic fibers
upon histopathologic examination. It is occasionally observed in patients with systemic lupus erythematosus or other autoimmune dis-
eases, but has been most consistently associated with antiphospholipid antibodies.

We report two cases of primary anetoderma, both with presence of anticardiolipin and anti-32-glycoprotein | antibodies, but only one
with lupus anticoagulant. None of the patients fulfill diagnosis criteria for systemic lupus erythematosus or antiphospholipid syndrome.
After reviewing the literature on the subject matter, we believe it is necessary to perform systematic screening for antiphospholipid anti-
bodies in each primary anetoderma patient (Dermatol Argent 2008;14(5):372-378).
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Introduction

Anctoderma is an clastolytic skin process clinically character-
ized by circumscribed rounded areas of loose skin; and histo-
logically, by loss of elastic dermal fibers. Two forms are tradi-
tionally distinguished, primary and secondary. The latter refers
to an abnormal repair mechanism of preexisting skin lesions,
where acne and varicella are the most frequent causes. In con-
trast, in the primary form lesions appear de 70v0 on the previ-
ously healthy skin, and they have been related to a variety of
pathologies, mainly autoimmune diseases.! Due to its low fre-
quency, only isolated reports and series with few cases have
been published. However, recently the strong link existing be-
tween dermatosis and the presence of antiphospholipid anti-
bodies was established.

Firstly, we shall present the two cases we had the opportuni-
ty to study, and then we shall make some considerations on the
subject matter.

Case 1

A 33-year-old male patient with recent diagnosis of membra-
nous glomerulonefritis treated at the time of the consulta-
tion visit with the immunosuppressor mofetil mycopheno-
late 1.5g/day, and deltisone 40mg/day. Renal biopsy showed
granular deposits of IgG, IgM, IgA, and C3 on the glomeru-
lar capillary wall, and the case had been construed as probably
of lupus etiology. The patient was referred to our Dermatology
Department for assessment of lesions on trunk and arms of a
4 years’ evolution, asymptomatic, appearing without preexist-
ing skin alterations. When examined, multiple round or oval
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circumscribed lesions of 1 to 2cm diameter were ob-
served, a little paler than the surrounding healthy
skin, with smooth surface and atrophic appearance.
Some adopted a saccular aspect, and all had reduced
consistency at palpation (Figure 1). Skin biopsy
with hematoxylin-cosin evidenced the presence of
superficial and deep perivascular lymphocyte infil-
trates (Figure 2). Elastolysis and elastorrhexis were
found by elastic fibers stain, thus confirming diag-
nosis of anetoderma. Direct immunofluorescence
of one of the lesions in the dermo-epidermal junc-
tion showed granular deposits of IgG, IgM, and C3;
no deposits were found in the non-exposed healthy
skin. Complete blood count, sedimentation rate,
and blood and urine chemistry were normal. VDRL
was reactive 1/8 with negative FTAbs, and extend-
ed 55 second KPTT. Antiphospholipid antibodies
were requested, and results were positive for lupus
inhibitors, anticardiolipin IgM and anti-b2-glyco-
protein I IgG and IgM antibodies. Anticardiolipin
IgG antibodies were present in low titers. The study
was completed with serum tests for ANA, rheuma-
toid factor and HIV; all with negative results.

In the second determination of antiphospholipid
antibodies, after more than 12 weeks, lupus inhib-
itor and anticardiolipin IgG antibodies were posi-
tive. On this occasion, anticardiolipin IgM antibod-
ies evidenced low titers. So far, no thrombotic event
has ever occurred with the patient, and no other cri-
terion was added for systemic lupus erythemato-
sus. No new anctoderma lesions appeared ecither.
Glomerulonefritis was controlled with lower doses
of prednisone. Aspirin 100 mg/day was added to his

usual medication.

Case 2

A 30-year-old patient with history of years of ar-
thralgia, medicated with hydroxychloroquine
200 mg/day. She was referred to Dermatology to as-
sess the presence of asymptomatic lesions on trunk
and neck of an 8 years’ evolution, appearing on pre-
viously healthy skin, and for the study of two facial
plaques finally resulting in clinical and histological
tumid lupus. The examination of superior back, an-
terior aspect of thorax and neck showed multiple
round and oval lesions not greater than 2 cm diam-
eter, well delimited, normal skin-colored or slightly
lighter, a smooth surface, atrophic appearance and
reduced consistency (Figure 3). Skin biopsy with
hematoxylin-cosin evidenced the presence of super-
ficial and deep perivascular lymphocyte infiltrates,
and elastolysis plus clastorrhexis were found with
clastic fiber stain (Figures 4 and 5). With diagnosis

Figure 1. Circumscribed, round lesions, slightly more clear than the surrounding skin, with reduced consis-
tency on palpation (continuous arrows). Two lesions with saccular aspect are noted (discontinued arrows).

Figure 2. Slight mononuclear inflammatory dominantly superficial and deep perivascular infiltrate (H-£ 10°).

of primary anctoderma, direct inmunofluorescence on one of the lesions
and on non-exposed healthy skin was requested and no immunoglobulin
or complement deposit was found in any of the samples. Complete blood
count, and blood and urine chemistry were normal, and sedimentation
rate was 33 mm in the first hour. La VDRL was non-reactive and coagu-
lation tests were normal. Antiphospholipid antibodies were requested; lu-
pus inhibitor was negative and anticardiolipin IgG and anti-b2-glycopro-
tein I IgG antibodies were positive. Rheumatoid factor and ANA were re-
active, the latter with a 1/160 titer with spotted pattern, and positive re-
sults for anti-Ro and anti-La antibodies. The study was completed with
HIV serology, with negative results.
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Second determination of anti-b2-glycoprotein I IgG
antibodies, after more than 12 wecks, was again pos-
itive. On this occasion anticardiolipin IgG and IgM
antibodies were found in low concentrations.

So far, the patient has not shown thrombotic events,
become pregnant, shown clinical signs of Sjogren’s
syndrome and, beyond photosensitivity and posi-
tive ANA, she has not added any other systemic lu-
pus erythematosis criterion. No new anctoderma le-
sions have appeared either. She continues with hy-
droxychloroquine 400 mg/day and although tumid
lupus lesions responded partially to topic tacrolimus
and photoprotection, she may present intermittent
exacerbations, which are controlled with topic and
intralesional corticoids and brief periods of mepred-
nisone 5 mg/day. Aspirin 100 mg/day was added to
her usual medication.

Values of anticardiolipin and anti-b2-glycoproten
antibodies found in cases 1 and 2 are detailed in
Table 1.

Discussion

Clinically, primary anetoderma lesions (PA) appear
as circumscribed round or oval areas of skin with
atrophic aspect and reduced consistency on palpa-
tion, which occasionally adopt a protruding saccular
appearance. Most frequently, they localize on trunk,
neck and arms, but there are reports of their appear-
ing in other sites. No previous type of lesion pre-
cedes them on the location where they develop, but
they appear de novo. The patient may be totally as-
ymptomatic or refer pruritus and inflammation on
the lesions, thus having an itching aspect at the onset
or at any other time.! Due to these different presen-
tation forms, traditionally two forms of anetoder-
ma were described, the Jaddasohn-Pellizari-type and
the Schweninger-Buzzi-type, according to the exis-
tence or not, respectively, of associated inflamma-
tion.! The classification has lost relevance, since no
difference has been observed between the two enti-
ties as regards general prognosis or associated disease
profile.” In addition, as discussed below, in practice
there is always an inflammatory tissue component.

Histologically, a superficial, and usually also deep,
perivascular lymphocyte infiltrate is identified with
hematoxylin and cosin. Although lymphocytes
dominate, other inflammatory cells may be found.
No epidermal or subcutancous cell tissue alterations
are observed.? Occasionally, giant cells may be found
in the dermis, including granuloma formation.>*
It should be mentioned that in a minority of pa-
tients microthrombi of dermal vessels have been de-

Figure 3. Subtle, rounded lesions with fine superficial wrinkles. Reduced consistency on palpation.

Figure 4. Absence of elastic fibers in the papillar dermis and their fragmentation at the reticular dermis
level (resorcin-fuchsine 10°).

scribed,’ and the possibility of the absence of this phenomenon being real-
ly a consequence of the opportunity of sample taking cannot be ruled out.
The diagnosis of certainty of anetoderma is done upon a finding of elas-
tolysis and elastorrhexis mainly affecting papillar and frequently reticular
dermis by elastic fiber stain. The remaining fibers, in addition to be frag-
mented, adopt a characteristic tortuous and thinned-out aspect.’

The role played by direct immunofluorescence in the study of dermato-
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Figure 5. Fragmentation and thinning of elastic fibers in reticular dermis (resorcin-fuchsine 40°).

TABLE 1. VALUES OF ACL AND A-B2-GPI ANTIBODIES FOUND (IN UNITS)

Case 1 Case 2

1std 2ndd 1std 2ndd
aCL1gG 32 98 61 32
aCLIgM 42 15 <2 8
a-B2-GPl IgG 24 nd 12 22
a-p2-GPlIgM 23 nd 19 16

aCL: anticardiolipin antibodies. a-32-GPl: anti-B2-glycoprotein |.

1st d: first determination; 2nd d: second determination. Nd: not done.

Currently considered:
positive titers (by definition intermediate-high) of anticardiolipin IgG or IgM antibodies, values
exceeding 40 U.
positive titers of anti-B2-glycoprotein | IgG and IgM, values exceeding 10 and 20 units, respectively.

sis is not clear. Case series and isolated reports on said analysis performed
show variable results, and as with our patients, fluorescent deposits may or
may not be found.®” Morphology of the latter may be granular or linear.
Several combinations of immunoglobulins (mainly IgM e IgG, occasion-
ally IgA) and complement fractions (especially C3 and C1q) are possible.
They may be found in the dermo-epidermal junction area, in the vascular
walls or in the dermis, following disposition of elastic fibers.”'* In many
patients with positive immunofluorescence, deposits are usually found si-
multaneously on the junction area and the dermal vessels;”**** sometimes,
on the three sites mentioned above. Although seemingly less frequent, im-
mune deposits may also be found in healthy skin, at the dermo-epidermal
junction and the perivascular level.”'* Although few publications count on
the immunofluorescence test on undamaged skin, only a minority of pa-
tients with positive findings in this location had diagnosis of systemic lu-

pus erythematosus (LES) or cutancous lupus manifestations in general.”°

PA has been related to multiple diseases. For
some time, its association with autoimmune pa-
thologies has been highlighted, mainly LES and
antiphospholipid antibodies syndrome (APS).!>¢
Communications of discases of this type include,
among others, cutancous varieties of lupus ery-
thematosus,>'” Graves’ disease,'' Hashimoto thy-
roiditis," systemic scleroderma,” Addison’s dis-
case,” hemolytic anemia,”” autoimmune thrombo-
cytopenia,’ etc.

Likewise, serological tests usually accompanying said
entities (antinuclear antibodies, rheumatoid factor,
anti-thyroid antibodies, among others) have frequent-
ly been communicated coexisting with PA, even as
separate laboratory findings. More recently, cases of
PA have also been published in the HIV patient con-
text."® However, where work performing exhaustive
and complete study is done on the presence of an-
tiphospholipid antibodies, the most strong associa-
tion of PA is with these antibodies. Although these
antibodies may appear separately, they usually relate
to autoimmune diseases or with infections, which
may justify the heterogeneity of entities linked to der-
matosis. Notoriously among LES patients, PA is only
found in those with antiphospholipid antibodies.>***
Stephansson et al. found PA lesions in 5 of 33 patients
with LES plus antiphospholipid antibodies; these au-
thors did not find the antibodies in the 37 lupus pa-
tients studied which did not have these antibodies.>
Likewise, Lindstrom et al. detected the presence of
antiphospholipid antibodies en 7 of 8 HIV-positive
patients with anetoderma, although the latter was sec-
ondary in most analyzed cases.'®

Making a short revision of the literature on the sub-
ject matter, it is noteworthy that some publications
of the midst of last century report cases associated to
syphilis serology tests, but without cutaneous mani-
festations.”In one of the largest series on PA, Venecie
and Winkelman determined VDRL (which has low
sensibility and specificity as antiphospholipid anti-
bodies detection method) in 14 patients and found
only one false positive case.” Later, Hodak et al. per-
formed VDRL and lupus inhibitor on six patients,
but only one resulted positive for the latter, and no
one was reactive for VDRL.

However, in introducing anticardiolipin (aCL) IgG
and IgM antibodies in PA patients, antiphospholipid
antibodies detection sensitivity increases. In the above
mentioned study by Stephansson et al., of the 5 pa-
tients with anetoderma and LES, 4 were positive for lu-
pus inhibitor and 3 for aCL antibodies isotype IgG, M,
and/or A. In spite of that, in a later work, the same au-
thor retrospectively studied the presence of lupus in-



Primary anetoderma and antiphospholipid antibodies | 83

Antiphospholipidic

antibodies \
v

Microthrombosis
of dermal vessels

Dermal vessel

- > Cross reaction
inflammation

with elastic
fiber epitopes
(a-B2-GPI)

F————— Ischemia
|

v l

L Expression TExpression
of metalloproteinase of metalloproteinases
inhibitors (gelatinases)

L————» Elastolysis «——

v

Anetoderma

Graph 1. Physiopathogenic mechanisms suggested for primary anetoderma.

hibitor and aCL antibodies isotypes IgG and IgM in 14 patients with PA (one
of them with LES) and only found antiphospholipid antibodies in one case.?!
However, as the antibody search is performed with higher sensibility and
specificity methods, the ratio of cases evidencing the PA-antiphospholipid
antibodies association increases. Publications completing the analysis anti-
b2-glycoprotein I antibodies (a-b2-GPI) dosage show more definite data in
this sense.” Examples are the work by Disdier et al. and by Sparsa et al. In the
first, the authors found the antibodies in the patients studied with anctoder-
ma;'¢ in the second, in 8 of the 9 cases.”® Where in addition to isotypes IgG
and IgM, isotypes IgA of aCL and a-b2-GPI antibodies are determined, the
results are even more conclusive. Thus, the last study by Hodak et al. detect-
ed presence of antiphospholipid antibodies in each of the 9 patients with
PA analyzed. None of them had diagnosis of lupus erythematosus.”
Therefore, currently PA is recognized as a possible manifestation of the pres-
ence of antiphospholipid antibodies.'>** These may be an isolated labora-
tory alteration, related to autoimmune diseases or HIV infections as men-
tioned above, or be a part of an APS.? It should be noted that almost half of
patients studied in the most recent case series may be included in said syn-
drome, since in addition to the presence of the antibodies, these patients ev-
idence some thrombotic event or obstetric complications.’'** In some of
them, these alterations developed years after occurrence of the anetodermic
lesions, which constituted the first clinical signs of the syndrome.”
Physiopathogeny of PA is unknown. Many theories try to explain the elasto-
lytic phenomenon. A possible mechanism may be the immunologic attack
of elastic fibers, a product of cross-reaction between the b2-glycoprotein I
and epitopes of these elastic fibers. This would be supported by the presence
of immune deposits surrounding the elastic fibers in immunofluorescence of
some patients.”'*'* However, the current tendency considers the problem as
a disequilibrium between metalloproteinases and their inhibitors. The an-
tiphospholipid antibodies may trigger tissue ischemia and/or an inflamma-
tory response, thus increasing the expression of gelatinases and reducing the
expression of their inhibitors, causing elastolysis.?**” The presence (in a mi-
nority of biopsies) of dermal vessel micro-thrombosis would suggest that

ischemia triggers the phenomenon,>*' while the fluo-
rescent perivascular immune deposits (found in many
cases) would support inflammation as main respon-
sible.”'>!* Graph 1 summarizes the physiopathogen-
ic theories.

Conclusion

PA may be considered a cutaneous lesion highly sug-
gesting the presence of antiphospholipid antibod-
ies within or out of the context of a defined APS.
Therefore, in every patient with said dermatosis, the
exhaustive investigation of the presence of said anti-
bodies is recommended, in addition to ruling out au-
toimmune diseases (especially LES) and HIV infec-
tion. In those patients with moderate-high titers of
antiphospholipid antibodies and without history of
thrombotic events, treatment with low doses of aspi-
rin and primary preventive anticoagulant therapy is
justified in surgeries requiring immovilization.?®

It is also important to prevent other prothrombotic
factors such as obesity, smoking, oral contraceptives,
etc. Since PA may be an early sign of diverse autoim-
mune diseases, long-term follow up of these groups
of patients is mandatory, due to the possible appear-
ance of a systemic disorder.
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