OBSERVATION

Lymphocytic Thrombophilic Arteritis

A Newly Described Medium-Sized Vessel Arteritis of the Skin

Joyce Siong-See Lee, MMED(UK), FAMS; Steven Kossard, FACD; Michael A. McGrath, MD, FRACP

Background: We encountered a distinct arteriolar his-
topathologic finding of lymphocytic vasculitis associ-
ated with a hyalinized fibrin ring in vessel lumina. Iden-
tical histologic findings have previously been described
as macular arteritis.

Observations: We describe 5 women (mean age, 25
years; age range, 20-34 years) with persistent, slowly pro-
gressive, patchy and reticular hyperpigmentation asso-
ciated with livedo racemosa affecting predominantly the
lower limbs. In the biopsy samples, infiltration of mus-
cular vessel wall by inflammatory cells, affecting small
arteries of the dermosubcutaneous junction or superfi-
cial subcutis, was present. Of the infiltrate, 90% or more
consisted of mononuclear cells, mainly lymphocytes with
an admixture of histiocytes. Neutrophils and eosino-

phils were absent or scant. Inflammation was confined
to the vicinity of the vessel and the immediate surround-
ing panniculus. A concentric fibrin ring involving the en-
tire periphery of the lumina of affected vessels was pres-
ent in all the patients. Laboratory investigation results
revealed that 4 patients had antiphospholipid antibod-
ies in their serum. One of these patients had a heterozy-
gous mutation of the factor V Leiden gene.

Conclusion: We term this arteritis lymphocytic throm-
bophilic arteritis to reflect the histologic features that com-
bine lymphocytic vascular inflammation with changes rep-
resenting a thrombophilic endovasculitis.
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E DESCRIBE A SERIES
of 5 patients present-
ing clinically with li-
vedo racemosa and

scent, 1 Indian patient, and 2 patients of
Middle Eastern origin. The mean duration
of disease before presentation was 2.4 years
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subtle subcutane-
ous indurations predominantly over the
lower limbs. Histologic examination find-
ings revealed lymphocytic vasculitis of the
small arteries in the deep dermis and su-
perficial subcutis associated with a hyalin-
ized fibrin ring in the vessel lumina. The dis-
tinct clinical and histologic findings set this
condition apart from other cutaneous vas-
culitides and may represent a distinct vari-
ant of lymphocytic vasculitis that results in
the endovasculopathy usually seen in
thrombophilic states.
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All 5 patients were young women (mean
age, 25 years; age range, 20-34 years)
(Table 1). There was 1 Chinese patient, 1
patient of mixed Japanese and English de-

(range, 1-4 years) (Table 1). Patient 1 had
similar lesions appearing 11 years earlier that
resolved after 2 months. In all the patients,
the main complaint was persistent, slowly
progressive, patchy discoloration over the
limbs. Pain was not a frequent finding, being
present in only 1 patient. Physical exami-
nation findings revealed patchy and reticu-
lar hyperpigmentation associated with li-
vedo racemosa over the lower limbs in all
the patients and to a lesser extent over the
upper limbs in 4 patients (Figures 1A, 2A,
3A,and 4A). This netlike pigmentation was
fixed and did not resolve on warming. Subtle
indurations of the subcutis were better felt
than seen in focal areas clinically in asso-
ciation with livedo. In 1 patient, palpable
small erythematous to hyperpigmented nod-
ules were observed (Figure 1A). There were
no ulcers or signs of cutaneous infarction,
gross scarring, atrophie blanche, or pur-
pura. The distal foot pulses of all the pa-
tients were felt, and blood pressure record-
ings were normal. One patient had Raynaud
phenomenon and numbness of the lower
limbs, which was worsened in cold weather.
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Table 1. Demographic and Clinical Characteristics of 5 Female Patients With Lymphocytic Thrombophilic Arteritis

Patient No.
Variable I 1 2 3 4 5 I
Age, y 27 23 21 20 34
Race Chinese Middle Eastern Iraqi Mixed Japanese Indian
and English

Smoker No Yes No No No
Duration of disease, y 24 2 3 4 1
Livedo racemosa I + + + +
Subtle subcutaneous indurations + + + + +
Palpable nodules + = - _
Purpura - = - - .
Ulcers - = - _
Atrophie blanche - = - - _
Lower limb involvement + + + +
Upper limb involvement + + + + =
Pain or tenderness + = - _
Peripheral numbness - e = - _
Other complaints - Raynaud Headache - Muscle

phenomenon weakness

Abbreviations: +, present; -, absent.
2Had similar lesions 11 years earlier that lasted 2 months.

There were no cases of fixed digital ischemia. One patient
felt muscle weakness, and another complained of severe
headaches for 1 year. No patients experienced arthralgia
or other systemic involvement. There were no cases of deep
vein thrombosis or superficial thrombophlebitis.

LABORATORY INVESTIGATIONS

Four patients had antiphospholipid antibodies detected
in their serum (Table 2). Patient 3 had a high positive
titer of anticardiolipin IgM antibodies (51 U/mL), which
returned to the baseline level 1 month later. She also had
a heterozygous mutation of the factor V Leiden gene.
Clinically, she had the most extensive degree of livedo
racemosa (Figure 2A). Patient 5 had a moderately posi-
tive level of anticardiolipin IgG (24 U/mL) and a signifi-
cant level of anti—f3,-glycoprotein I IgG antibody (37
U/mL). Patients 1 and 2 tested negatively for antiphos-
pholipid antibodies initially but on repeated testing de-
veloped borderline to low positive titers.

The erythrocyte sedimentation rate was increased in
3 patients. Antinuclear antibodies were detected in 3
patients, 2 of whom showed negative levels on repeated
testing. There was a polyclonal increase in serum
v-globulins in 2 patients.

Findings from other investigations were essentially nor-
mal or negative, including complete blood cell count, se-
rum urea and electrolyte levels, renal and liver function
test results, rheumatoid factor, antibody levels to soluble
extractable nuclear antigens, antineutrophil cytoplasmic
antibody levels, C-reactive protein level, hepatitis B and
C serologic results, anti—@3,-glycoprotein I IgM antibody
level, lupus anticoagulant level, prothrombin gene muta-
tion, antithrombin III level, and protein C and S levels.
Patient 1 had borderline low functional activity of pro-
tein S but normal enzyme levels. Muscle enzyme levels were
normal in the patient who had muscle weakness.

HISTOPATHOLOGIC FINDINGS

In the patient biopsy samples, infiltration of muscular ves-
sel wall by inflammatory cells, affecting the small arter-
ies of the dermosubcutaneous junction or superficial sub-
cutis, was present (Table 3 and Figure 1B). Of the
infiltrate, 90% or more consisted of mononuclear cells,
mainly lymphocytes with an admixture of histiocytes
(Figures 1C, 2B, 3B, and 4B). Neutrophils and eosino-
phils were absent or scant. Multinucleate histiocytes and
granulomas were not present. The prominent lympho-
cytic infiltrate was confined to the vicinity of the vessel
and the immediate surrounding panniculus. A concen-
tric fibrin ring involving the entire periphery of the lu-
mina of affected vessels was present in all 5 patients
(Figures 1C, 2B, 3B, and 4B). Nuclear dust was present
in the lumen and fibrin ring and in the vessel wall
(Figures 1C, 2B, and 3B).

Deep vessels with features of endarteritis obliterans
were present in 2 biopsy samples. Interstitial mucin was
present to a mild degree in 3 of 5 biopsy samples, and
focal epidermal basal vacuolar change was seen in 1 case.
There was a mild lymphocytic infiltrate around superfi-
cial dermal blood vessels that was not associated with other
features of vasculitis. No extravascular dermal granulo-
mas were seen.

Immunohistochemical stains were performed on the
biopsy samples from patients 1 and 2. The infiltrate in
and around the inflamed deep dermal vessels showed a
predominance of T lymphocytes comprising fairly simi-
lar proportions of CD4 and CD8 cells. A few B lympho-
cytes were also detected on CD20 staining. In patient 1,
the results of staining for CD56 to detect natural killer
cells, Epstein-Barr virus latent membrane protein 1 im-
munohistochemical analysis, and Epstein-Barr virus—
encoded small RNA 1 in situ hybridization were all nega-
tive. In addition, strong positivity for the macrophage
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Figure 1. Patient 1. A, Palpable small erythematous to hyperpigmented nodules on a background of livedo racemosa. B, Biopsy specimen from the lower limb.

Dense inflammation is present around and involving the walls of a small cutaneous artery at the dermosubcutaneous junction (hematoxylin-eosin, original
magnification x 20). C, There is a heavy infiltrate of lymphocytes and histiocytes in the muscular vessel wall. A hyalinized fibrin ring with nuclear dust and
inflammatory cell debris is present in the vessel lumen (hematoxylin-eosin, original magnification x 400).

marker CD68 was seen, but no granulomas were evi-
dent. Myeloperoxidase staining performed on 3 of the 5
biopsy samples did not show any significant staining.

TREATMENT AND PROGRESS

Patient 1 responded to oral prednisolone therapy, but the
lesions recurred when the dosage was tapered after a
month. She has not taken any medications for 6 months,
and the lesions have not progressed. Patient 2 did not
respond to 8 months of low-dose aspirin and clopido-
grel bisulfate therapy and was given warfarin sodium,
pending response. Patient 3 did not improve after 6
months of low-dose aspirin and nifedipine therapy, and
her lesions progressed. She is currently taking warfarin.
Patient 4 took low-dose aspirin for 3 months, with no
improvement. She discontinued oral medication use for
7 months, with no change in her condition. Patient 5 de-
faulted follow-up after skin biopsy.

B COMMENT By

We describe a series of patients with distinct clinical and
histologic findings. These patients were young women
with slowly progressive patchy hyperpigmentation as-
sociated with fixed livedo racemosa affecting predomi-
nantly the lower limbs and to a lesser extent the upper
limbs. Most patients had only subtle palpable subcuta-
neous indurations, with 1 patient having more promi-
nent nodularity and papules. There was neither ulcer-
ation nor purpura. These lesions were relatively
asymptomatic, and there was no associated systemic in-
volvement. Histologic findings were distinctive. An in-
tense infiltrate that was predominantly lymphocytic sur-
rounded and invaded the walls of arterioles in the
dermosubcutaneous junction, associated with nuclear
dust. Neutrophils were scarce or absent. A hyalinized fi-
brin ring encircling the entire periphery of the lumina
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Figure 2. Patient 3. A, Extensive livedo racemosa over the lower limbs.
A biopsy scar is seen on the right leg. She also had a heterozygous mutation

of the factor V Leiden gene. B, A biopsy specimen from the lower limb. A dense
inflammatory mononuclear cell infiltrate of lymphocytes and histiocytes is seen
surrounding and infiltrating the muscular vessel wall of a small artery. There is a
concentric fibrin ring involving the entire lumen associated with nuclear dust
(hematoxylin-eosin, original magnification x 200).

of affected vessels was visible on scanning magnifica-
tion. Four patients were positive for antiphospholipid an-
tibodies on serologic analysis. One patient with a het-
erozygous mutation of the factor V Leiden gene had the
most extensive disease clinically.

Infiltration of the muscular vessel wall of dermosub-
cutaneous arterioles by lymphocytes and histiocytes as-
sociated with intraluminal fibrin deposition is, by defi-
nition, a medium-sized vessel lymphocytic vasculitis.!*
However, based on the Chapel Hill Consensus Confer-
ence’ criteria and the American College of Rheumatol-
ogy’ criteria for the classification of systemic vasculiti-
des, we could not classify this vasculitis into any of the
known categories for vasculitis. The presence of a hya-
linized fibrin ring intraluminally was reminiscent of a
thrombophilic state and may represent a localized throm-
bophilia triggered by lymphocytic endovasculitis. We in-
troduce the term lymphocytic thrombophilic arteritis to de-
scribe this distinctive histopathologic combination.

Although certain forms of vasculitis and vasculopa-
thies shared similarities with the present cases, there were
sufficient differing points to warrant separating the pres-
ent cases from these differential diagnoses (Table 4 and
Table 5). Polyarteritis nodosa is a vasculitis that af-
fects medium-sized and small arteries. The classic form

L SN : :
Figure 3. Patient 4. A, Patchy and reticular hyperpigmentation associated
with livedo racemosa over the lower limbs. B, Biopsy specimen from the
lower limb. A heavy infiltrate of lymphocytes and histiocytes invades and
disrupts the muscular wall of a small artery in the dermosubcutaneous
junction. A few eosinophils are present at the periphery. A concentric,
hyalinized ring of fibrin is seen in the vessel lumen associated with nuclear
dust and debris (hematoxylin-eosin, original magnification x 200).
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is associated with systemic symptoms and multiorgan in-
volvement, and the cutaneous form is limited to the ar-
terioles of the skin, generally without systemic involve-
ment.*” Common cutaneous manifestations of polyarteritis
nodosa include palpable purpura, painful nodules, ul-
ceration, livedo racemosa, and severe digital ischemia’
(Table 4). The present patients differed from those with
polyarteritis nodosa in clinical presentation because they
did not have purpura or ulceration. Pain was an infre-
quent complaint. The histologic feature characteristic of
the early stage of polyarteritis nodosa is neutrophilic in-
filtration with fibrinoid necrosis involving the muscle coat
of medium-sized or small arteries, with more mono-
nuclear cell involvement and fibrosis in the later stage®’
(Table 5). In the biopsy specimens of the present pa-
tients with lymphocytic thrombophilic arteritis, arteri-
oles in the deep dermis and superficial subcutis showed
intense infiltration of lymphocytes and histiocytes in their
muscular walls. Neutrophils were scarce or absent. The
changes seen were active, as evidenced by the dense in-
filtrate, nuclear dust, and luminal fibrin deposition. Un-
like polyarteritis nodosa, the hyalinized fibrin ring in the
lumina of affected vessels was a consistent feature in these
patients, attesting to the thrombophilic nature of the con-
dition. Biopsy samples of cutaneous polyarteritis no-
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dosa need to be obtained from new and active lesions,
and because of the presence of skip lesions, negative bi-
opsy results are not unusual and multiple biopsies may
be required to capture the pathologic condition. In con-
trast, biopsy samples showing the diagnostic features of
the present patients were easily obtained, with all 5 pa-
tients requiring a single biopsy of sufficient depth that
included the panniculus.

Figure 4. Patient 5. A, Netlike hyperpigmentation over the lower limbs.

A biopsy scar is present. B, Biopsy specimen from the lower limb. An
arteriole in the deep dermis is surrounded and infiltrated by lymphocytes,
histiocytes, and a few eosinophils. A hyalinized fibrin ring is seen in the
vessel lumen (hematoxylin-eosin, original magnification x 200).

Livedoid vasculitis presents in the early stages as pur-
pura and painful ulceration mainly affecting the lower limbs
(Table 4).° In the later or healed stages, there is porce-
lain white scarring, or atrophie blanche. Histologically, le-
sions show luminal fibrin deposition and fibrin thrombi
mainly affecting small dermal vessels, producing a seg-
mental hyalinizing vasculopathy (Table 5).8!! Inflamma-
tory infiltrate is often scant and consists mainly of lym-
phocytes perivascularly. Disturbances in coagulation or
fibrinolysis have been found with increasing frequency in
livedoid vasculitis, suggesting a prothrombotic state as the
etiology.'®!>!* The patients described herein did not pre-
sent with purpura, ulceration, atrophie blanche, or scar-
ring. Histologically, the hyalinized fibrin ring of livedoid
vasculopathy seems to be similar to that seen in the pres-
ent patients but was localized to deep dermal and subcu-
taneous arterioles rather than to the small vessels in live-
doid vasculopathy, and the lymphocytic inflammation is
dense in lymphocytic thrombophilic arteritis.

The antiphospholipid syndrome is an autoimmune and
multisystem disorder of recurrent thrombosis, pregnancy
loss, and thrombocytopenia associated with the presence
of antiphospholipid antibodies, persistently positive anti-
cardiolipin antibodies, anti—[3,-glycoprotein I antibodies,
or antilupus anticoagulant (Table 4).'>!° Of 5 patients in
the present case series, 4 had positive antiphospholipid an-
tibodies. Based on the latest revised classification criteria
for antiphospholipid syndrome, none of these patients ful-
filled the clinical or laboratory criteria for definite anti-
phospholipid syndrome.'® Histologic findings in antiphos-
pholipid syndrome are those of thrombosis without
significant evidence of inflammation in the vessel wall
(Table 5).1%" In the biopsy specimens of all the present pa-
tients, there was a dense mononuclear infiltrate in the deep
dermal arterioles, a feature not consistent with vasculopa-
thy primarily due to the antiphospholipid syndrome. An-
tiphospholipid antibodies have also been positive for dis-
ease in a variety of primary systemic vasculitides, including

Table 2. Significant Laboratory Findings in 5 Female Patients With Lymphocytic Thrombophilic Arteritis
Patient No.
Measure I 1 2 3 4 5 I
ESR, mm/h (N <20 mm/h in females) 34 24 N N 70
ANA Neg 1/80; Neg on repeated 1/80; Neg on Neg 1/320
testing repeated testing
ACL IgG, U/mL N N initially; became 11 N N 24 (Moderately
(borderline positive) positive)
4 mo later and was
persistent on repeated
testing 6 wk later
ACL IgM, U/mL N initially; became N 51 (High positive; N N
16 (low positive) became N 4 wk
1y later later)
Anti-B,-glycoprotein | IgG, U/mL N N initially; became 13 N N 37
(low positive) 4 mo
later
Factor V Leiden gene R506Q mutation Neg Neg Heterozygous Neg ND
mutation
D-dimers, mg/L (N<0.50) 0.89 N 0.89 N ND

Abbreviations: ACL 1gG, anticardiolipin antibody of the 1gG subclass; ACL IgM, anticardiolipin antibody of the IgM subclass; ANA, antinuclear antibodies;

ESR, erythrocyte sedimentation rate; N, normal; Neg, negative; ND, not done.
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Table 3. Histologic Findings in 5 Female Patients With Lymphocytic Thrombophilic Arteritis
Patient No.
Finding I 3 4 5 I
Inflammation of arterioles in the DSJ 4 aF + + +
or superficial subcutis
Mononuclear cells, % >90 >90 >90 90 90
Neutrophils, % <1 <1 <3 5 <3
Eosinophils, % <1 <1 <1 3-5 5-8
Concentric fibrin ring around the lumina I =F I + +
of the inflamed arteriole
Nuclear dust 4 =F 4 + +
Endarteritis obliterans - P + - -
Interstitial dermal mucin + - -
Epidermal involvement +2 - - - -
Abbreviations: DSJ, dermosubcutaneous junction; +, present; —, absent.
2Mild basal vacuolar change.
Table 4. Clinical Characteristics of Patients With Cutaneous Polyarteritis Nodosa, Lymphocytic Thrombophilic Arteritis,
Livedoid Vasculitis, and APS
Patients With Cutaneous Patients With Lymphocytic Patients With
Clinical Characteristic Polyarteritis Nodosa Thrombophilic Arteritis Livedoid Vasculitis Patients With APS
Sex F>M?2 F>M F>M F>M
Livedo racemosa aFaF SFaF + ++
Nodules 4 = - +
Purpura aFaF - aFaF +
Ulceration 4 - 4RaF +
Atrophie blanche +/- - 4=4F +
Pain 4R - 4FaF +
Site of involvement LL>ULb LL>UL LL Any site
Constitutional symptoms +/- - -¢ +
Systemic involvement - - -¢ + (eg, thrombocytopenia, fetal loss,
and recurrent thrombosis in any
organ system)
Associated systemic Inflammatory bowel - Often associated with chronic ~ Secondary APS associated with
diseases disease in 6% venous insufficiency and SLE, other autoimmune diseases,
less commonly with SLE, malignancy, infections, and drugs
APS, scleroderma
Disease course Chronic, relapsing, and Chronic and persistent Chronic and relapsing Variable, may have a fatal course
benign (eg, catastrophic APS)

Abbreviations: APS, antiphospholipid syndrome; LL, lower limbs; SLE; systemic lupus erythematosus; UL, upper limbs; -, usually not present;

+/-, infrequently or rarely present; +, sometimes present; ++, often present.
2|ndicates females affected more often than males.

bIndicates LL affected more commonly than UL, or predominantly LL involvement.

CGenerally nil, unless associated with secondary causes, such as SLE or APS.

Wegener granulomatosis, giant cell arteritis, polyarteritis
nodosa, and Churg-Strauss syndrome.'®** In a recent study,”
17% of patients with primary systemic vasculitis had posi-
tive anticardiolipin antibodies or lupus anticoagulant on
at least 1 occasion. It has been suggested that anticardio-
lipin antibodies present in these situations were an epi-
phenomenon of exposed endothelial cells and did not have
prothrombotic properties.'®!° This could explain why 2 of
the present patients who initially tested negative for anti-
phospholipids had low positive titers on repeated testing
months later. The pathogenicity of the antibodies may also
be affected by host genetic factors, antibody isotype, and
vessel wall integrity.? In the presence of anticardiolipin or
anti—f3,-glycoprotein I antibodies, a vasculitis or mutation
in thrombophilic genes may be the “second or third hit”
necessary for the generation of thrombosis in patients with

the antiphospholipid syndrome.** It is unclear what role
antiphospholipid antibodies play in the pathogenesis of lym-
phocytic thrombophilic arteritis. However, the low levels
of antiphospholipid antibodies, the lack of significant sys-
temic involvement, the absence of evidence of macrovas-
cular thrombosis, the absence of antiphospholipid anti-
bodies in 1 patient, and the presence of a prominent
lymphocytic component are points against antiphospho-
lipid antibodies contributing significantly to the pathoge-
nicity of this condition.

Recently, a cutaneous arteritis presenting with hyper-
pigmented macules, termed macular arteritis, has been
described.”*® Clinically, hyperpigmented, reticulated
patches and macules were present mainly over the ex-
tremities. Histologically, there were dense infiltrates of
lymphocytes in the muscular wall of small arteries of the
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and Antiphospholipid Syndrome

Table 5. Histologic Characteristics of Patients With Cutaneous PAN, Lymphocytic Thrombophilic Arteritis, Livedoid Vasculitis,

Patients With Patients With Lymphocytic Patients With Patients With
Histologic Characteristic Cutaneous PAN Thrombophilic Arteritis Livedoid Vasculitis Antiphospholipid Syndrome
Involvement of small dermal - - ++ +
blood vessels
Involvement of medium-sized IFaF aFaF +/- 4
arterioles
Presence of a fibrin ring around - 44 ++ =
the vessel lumina
Presence of thrombi +/- + ++ 4k
Degree of inflammation in ++ ++ + -
vessel wall
Neutrophils in vessel wall ++ (Less with +/- (Few even in active lesions) - -
older lesions)
Mononuclear cells in vessel wall + (More with AR + -
older lesions)
Eosinophils in vessel wall + +/- - _
Nuclear dust 4Fr +4 = -

Abbreviations: PAN, polyarteritis nodosa; -, usually not present; +/-, infrequently or rarely present; +, sometimes present; ++, often present.

subcutis. In the photomicrographs, a hyalinized ring of
fibrin could be seen in the vessel lumina.?*° In the study
by Fein et al,” 2 of the 3 patients described had positive
titers of anticardiolipin IgG antibodies. We believe that
the vasculitic process in these patients is identical to that
in the present patients. We termed this vasculitis lym-
phocytic thrombophilic arteritis to emphasize the likely
pathogenic role of lymphocytes and to highlight the
thrombophilic state of this condition, as evidenced his-
tologically as a localized phenomenon and to a variable
degree on laboratory evaluation.

Angiocentric lymphoma may also be considered in the
histopathologic differential diagnosis owing to the promi-
nence of the lymphoid infiltrate, the angiocentricity, and
the vessel wall changes. However, clinically, angiocen-
tric lymphoma is a progressive disease with noduloul-
cerative lesions that are not usually confined to the lower
limbs. The lymphoid infiltrate is usually atypical, and ves-
sel wall destruction is more profound and is not con-
fined to the lower dermis and subcutis.

Churg-Strauss syndrome may rarely present with
granulomatous arteritis involving cutaneous vessels.*” In
this condition, patients present clinically with asthma and
eosinophilia, features not present in this cohort of pa-
tients. Histologically, there is marked infiltration of his-
tiocytes and multinucleated giant cells in and around ar-
terial walls associated with lymphocytes and increased
eosinophils in the infiltrate. Multiple serial sections per-
formed on the biopsy specimens of the present patients
did not reveal any giant cells, whereas the eosinophils
in the infiltrate ranged from nil to occasional.

Lymphocytic vasculitis is not a widely accepted patho-
logic mechanism, although more attempts to delineate
its process have been made in recent years.>** The dis-
tinct histopathologic findings in the present patients may
represent a variant of lymphocytic endovasculitis.? Other
examples of lymphocytic endovasculitis, such as Sned-
don syndrome and Degos disease, had lymphocytic ar-
teriolitis and arteritis preceding vascular thrombo-
occlusion.?®?! This raises the issue of whether localized

thrombotic states can be induced by lymphocytes that
target the endothelium of arterioles. Nonspecific pro-
dromal symptoms, such as headache, may precede graver
consequences of Sneddon syndrome by many years. As
such, vigil has to be kept for these patients for possible
signs and symptoms of systemic involvement.

In summary, we described 5 patients with lympho-
cytic vasculitis of the small arteries of the skin. These pa-
tients presented with livedo racemosa of the extremi-
ties, and the condition is generally asymptomatic.
Histologically, a dense infiltrate of mononuclear cells in
the muscular wall of small arteries in the deep dermis or
subcutis associated with a ring of hyalinized fibrin in the
affected vessel lumina is characteristic. Laboratory find-
ings may reveal abnormalities in thrombophilia screen-
ing and, particularly, increased antiphospholipid anti-
body levels. The pathogenic significance of these
antibodies remains unclear. Although the patients ob-
served so far have followed an indolent course and have
not had systemic vasculitis, longer follow-up is re-
quired. The possibility that a systemic counterpart to this
distinctive form of lymphocytic endovasculitis may ex-
ist, similar to the situation in polyarteritis nodosa, can-
not be excluded. However, we have not, as yet, identi-
fied such cases. We termed this arteritis lymphocytic
thrombophilic arteritis to highlight the unusual histo-
pathologic features seen in the context of a recognizable
subset of patients with livedo racemosa.
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