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Summary
IgA subtype antiphospholipid syndrome is a 
variant within the antiphospholipid syn-
drome group. It is also associated with a sig-
nificantly increased risk of thrombembolic 
complications, as is the IgG antiphospholipid 
syndrome, IgM isotype. The clinical picture on 
the skin is varied, ranging from livedo race-
mosa to ulcers cruris and disseminated vas-
culitic lesions. Especially the vasculitic 
changes can best be explained by the proper-
ties of the immunoglobulin subtype. The ad-
dition of IgA antibodies and a skin biopsy is 
often helpful for further diagnosis and differ-
entiation of other differential diagnoses. 
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Zusammenfassung
Das Antiphospholipid-Syndrom vom IgA-Sub-
typ ist eine Variante innerhalb der Erkran-
kungsgruppe des Antiphospholipid-Syn-
droms. Es ist ebenso mit einem deutlich er-
höhten Risiko für thrombembolische Kompli-
kationen assoziiert wie das Antiphospholi-
pid-Syndrom vom IgG, IgM-Isotyp. Das klini-
sche Bild an der Haut ist mannigfaltig, es 
reicht von einer Livedo racemosa, über Ulce-
ra cruris bis hin zu disseminiert auftretenden, 
vaskulitisch imponierenden Läsionen. Vor al-
lem die vaskulitischen Veränderungen lassen 
sich am ehesten durch die Eigenschaften des 
Immunglobulin-Subtyps erklären. Zur weite-
ren Diagnosesicherung und Abgrenzung an-
derer Differentialdiagnosen ist die Hinzunah-
me von IgA-Antikörpern sowie eine Haut-
biopsie oft hilfreich.
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Background
Antiphospholipid syndrome (APS), first 
described in 1959 by P. Hughes and P.G.I. 
Stovin (1), is a systemic autoimmune dis-
ease characterised by the increased occur-
rence of thromboembolic events (2). Ac-
cording to recent studies, the frequency of 
APS in the general population is 1–5% with 
a marked female predilection (3).

APS manifests itself through recurrent 
arterial and venous thrombosis and, in 

women of child-bearing age, complications 
of pregnancy such as early abortion and 
miscarriages. The disease often has an epi-
sodic course and disease-free intervals can 
last for weeks, months or even years (4,5).
Criteria for the classification of the disease 
were drawn up for the first time in 1999 by 
an expert committee in Sapporo, Japan (6). 
According to the consensus paper of 2006 
(7) the following criteria are now to be used 
to classify the disease:

Clinical criteria:
a) Vascular thrombosis – one or more epi-

sodes of arterial, venous or small-vessel 
thrombosis

b) Pregnancy morbidity
– One or more stillbirths of a morpho-

logically normal foetus
– One or more premature births
– Three or more consecutive sponta-

neous abortions

Laboratory criteria:
a) Anticardiolipin antibody of the IgG 

and/or IgM isotype in serum or plasma, 
present in medium or high titre at two 
or more examinations at least 12 weeks 
apart, measured by standardised tech-
niques

b) Beta-2 glycoprotein-I antibody of the 
IgG and/or IgM isotype in serum or 
plasma, present in medium or high titre 
at two or more examinations, at least 12 
weeks apart, measured by standardised 
techniques

c) Lupus anticoagulant present in plasma 
at two or more examinations at least 12 
weeks apart (according to the Inter-
national Society on Thrombosis and 
Haemostasis guidelines)

Case
Disease history

A young, 35-year old female patient pres-
ented at our outpatient clinic in 2016 with a 
10-year history of recurrent small ulcers in 
the ankle and knee area. A diagnostic wor-
kup was undertaken. The vasculitis wor-
kup, including current antiphospholipid 
antibodies such as antibodies to cardioli-
pin, beta-2 glycoprotein I and lupus antico-
agulant, had been normal several times in 
the past, so that despite the lack of duplex 
ultrasound and clinical correlation, com-
pression therapy had been recommended 
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externally, based on a diagnosis of chronic 
venous insufficiency. 

Thorough history-taking revealed 
neither miscarriages nor stillbirths and no 
arterial or venous thrombotic events in the 

large vessels. The patient described a wor-
sening of the findings predominantly in the 
summer months. 

Clinical manifestation

On presentation, we saw ulcers of 0.5 cm in 
diameter with a punched-out appearance 
on the lateral aspect of both knees and bi-
laterally in the region of the medial and lat-
eral malleolus, with hyperpigmentation of 
the surrounding dermis. In addition to 
these changes, there were areas of ectatic 
small blood vessels on both legs (▶ Figs. 
1–3). Typical signs of chronic venous insuf-
ficiency such as calf oedema, paraplantar 
corona phlebectatica or trophic changes to 
the calves were absent. Dermatoscopy re-
vealed abnormal vessel patterns in the form 
of corkscrew-shaped, tortuous blood 
vessels and microthrombi in the ectatic 
vessels alongside small ulcers (▶ Figs. 
4–6).

Laboratory diagnosis

Since a vascular genesis of the clinical 
changes was still suspected, a skin biopsy 
was taken to start with and, since the der-
matoscopic findings were strongly sugges-
tive of vasculopathy, the serological investi-
gations were then widened to include an 
extensive antibody profile. This revealed a 
high titre for the beta-2 glycoprotein IgA 
subtype.

Histological picture

The histological picture was consistent 
with vasculopathy affecting the small 
vessels and excluded vasculitis as the cause. 
Below a normally constructed epidermis, 
there were groups of small thick-walled 
vessels (post-capillary venules), some of 
which showed thrombosis, alongside ex-
travasated red blood cells (▶ Fig. 7). There 
was no perivascular infiltrate, as classically 
occurs in vasculitis.

Treatment and subsequent course 
of the disease

Treatment was initiated with aspirin 100 
mg daily as guideline-conforming platelet 
aggregation inhibiting therapy. This led to 
a complete healing of the initially present 
ulcers. Results remained stable on follow-
up for up to one year after the start of treat-
ment. In July 2017, the patient presented 

Fig. 1 
Healing ulcers above 
the left lateral malleo-
lus together with hy-
perpigmentation and 
atrophie blanche-like 
areas

Fig. 2 
Groups of teleangiec-
tatic changes dissemi-
nated across both legs

Fig. 3 
Groups of teleangiec-
tatic changes dissemi-
nated across both legs 
together with porce-
lain-coloured small 
scars and a florid ulcer 
(arrow)
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with a renewed episode. Once again, the 
clinical picture showed disseminated small 
ulcers in the region of the medial malleo-
lus. As laboratory studies revealed a re-
newed high titre of beta-2 glycoprotein 
IgA, we introduced systemic chloroquine 
phosphate 250 mg/day in parallel to the 
existing platelet aggregation inhibitor. 
When a further increase in symptoms oc-
curred in March 2018, the systemic treat-
ment with aspirin was increased from 100 
mg to 300 mg daily. Under this treatment 
the findings stabilised, no new ulcers devel-
oped and the systemic treatment with 
chloroquine phosphate could be reduced to 
50 mg daily and aspirin to 100 mg daily.

Discussion

For several years there has been disagree-
ment in clinical research about the import-
ance of IgA antibodies in antiphospholipid 
syndrome. According to the recommen-
dation of the consensus paper of the 14th 
International Congress on Antiphospholi-
pid Syndrome, IgA subtype antiphospholi-
pid antibodies should be measured if there 
is a strong clinical suspicion of an anti-
phospholipid syndrome but negative titres 
of IgM and IgG antiphospholipid anti-
bodies (8).

In our case, the typical prepartal com-
plications were not present. This could be 
because, unlike IgG, IgA does not cross the 
placenta. Nevertheless, the clinical appear-
ance of disseminated tiny ulcers in the skin, 
together with pre-existing atypical patterns 
of vessels in the form of teleangiectasia, did 
not allow many differential diagnoses. In 
addition to the group of highly inflamma-
tory forms of small-vessel vasculitis, blood 
vessel disease also includes coagulopathies. 

These can be quickly differentiated by 
histology. The antiphospholipid syndrome, 
which is one of the vasculopathies, causes 
microthrombi in the dermal vessels, and 
the resulting hypoperfusion causes tissue 
death of the associated skin segment. In 
contrast, by inducing inflammatory 
changes of the vessel walls, vasculitis in-
duces extravasation of red blood cells 
through the increased tissue permeability 
and the typical palpable purpura. Inflam-
mation of the vessels leads to secondary oc-

clusion of the lumina and thus to skin ne-
crosis.

Similar to IgA-positive vasculitis that is 
sometimes limited only to the skin (9), the 
IgA vasculopathy also only affected the 
skin in our patient. Therefore certain paral-
lels can be drawn between these two IgA 
immune complex diseases. 

In the case of IgA-positive leukocyto-
clastic vasculitis (Schoenlein-Henoch pur-

pura), the reduced activity of beta1,3 galac-
tosyltransferase in the peripheral B-cells 
leads to abnormal glycosylation of IgA-1. 
The pathological IgA causes a reduced im-
mune defence at the mucous membranes. 
This leads to the formation of large im-
mune complexes in the blood (10) that, in 
the case of antiphospholipid syndrome, can 
result in occlusions in the small vessels of 
the dermis.

*
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Fig. 4 Dermatoscopy: a small ulcer with a 
cream coating surrounded by corkscrew-shaped 
vessels (arrow) 

Fig. 5 Dermatoscopy: healed porcelain-colour-
ed areas (*) surrounded by pigment deposits and 
ectatic, sometimes freshly thrombosed vessels 
(arrow) 

Fig. 6 
Dermatoscopy: healed 
porcelain-coloured 
areas (*) surrounded 
by ectatic, corkscrew-
shaped vessels and a 
small active ulcer 
(arrow)

Antibody

Cardiolipin IgM

Cardiolipin IgG

Beta-2 glycoprotein IgM

Beta-2 glycoprotein IgG

Beta-2 glycoprotein IgA

Titre

<2Mpl/ml (normal range <2Mpl/ml)

2.1Gpl/ml (normal range <12Gpl/ml)

5 RU/ml (normal range <20)

<2 RU/ml (normal range <20)

>200 RU/ml (normal range <20)

Tab. 1 
Extension of the sero-
logical investigations 
to supplementary anti-
body profiles: this 
showed a high titre for 
the beta-2 glycopro-
tein IgA subtype.
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Summary
In the case of recurrent and disseminated 
ulcers of unknown cause – particularly on 
the lower extremities – and negative pri-
mary autoimmunological serology, the 
possibility of the rare IgA antiphospholipid 
syndrome should be considered. In addi-
tional to appropriately expanded labora-
tory tests, a biopsy is often helpful.
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*

Fig. 7 
HE stain, 10x. Histo-
logical picture of vas-
culopathy: many sub-
epidermal small 
vessels, arranged in 
groups (arrow) (that 
correspond to the 
clinical correlate of the 
corkscrew-like pattern) 
with hyaline-thickened 
walls with no perivas-
cular infiltrate, in addi-
tion there are extrava-
sated red blood cells 
(*)
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