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CASE REPORTS

Elevated lipoprotein(a)-associated accelerated
thromboangiitis: A case report
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ABSTRACT

We describe a 47-year-old African American woman affected by a rapidly progressing thromboangiitis associated with high
serum levels of lipoprotein(a) (Lp(a)).
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1. BACKGROUND

Lipoprotein(a) (Lp(a)) contains a low-density lipoprotein
core bound to a series of glycoproteins structurally similar
to plasminogen. This molecule has been purported to in-
hibit the conversion of plasminogen to plasmin resulting in
a subsequent reduction of endogenous fibrinolysis.[1, 2] The
total serum levels of Lp(a) have been phenotypically corre-
lated to allelic variation at the apo(a) site on chromosome
6.[3, 4] Elevated serum levels of Lp(a) have been identified
as an independent risk factor for thrombotic disease and
atherosclerotic cardiovascular disease.[5–7] No screening pro-
tocol has been established to identify those with elevated
serum Lp(a).[8]

This case addresses the role of Lp(a) as a thrombotic risk
factor. Lp(a) has been implicated in at least one prior case
of Lp(a)-associated thromboangiitis obliterans (TAO).[9] The
case previously reported, highlights a disease process con-
sistent with TAO in which Lp(a) was a contributing factor.

While abundant literature is available on the identification
and treatment of TAO, an extensive review of the literature
did not identify any additional cases of Lp(a)-associated TAO
and no cases were identified with such an atypical presenta-
tion of extensive thrombo-occlusive disease with gangrene.

2. CASE REPORT
We present a case of a previously healthy, 47-year-old
African American woman employed as a cross-country truck
driver who initially presented to an outside hospital with
pain in her bilateral fingers and toes. Over the next three
days, this progressed to firm, painful, necrotic bilateral up-
per and lower extremity distal phalanges with involvement
of her metatarsals. The disease process was limited to the
distal extremities and excluded periodontal manifestations.
Other than obesity, her medical history was negative for di-
abetes, hypertension, cardiovascular disease, and bleeding
disorders. She endorsed a 4-pack year history of smoking
but had quit 4 weeks prior to this admission. She otherwise
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denied marijuana, alcohol, illicit drug use, or industrial ex-
posures including mercury. There was no significant family
history of rheumatologic or hypercoagulable diseases.

Initial workup revealed mild thrombocytopenia of
124,000/µl, as well as elevated erythrocyte sedimentation
rate (119 mm/HR) and C-reactive protein (7.8 mg/L). Chest
CT angiogram demonstrated right lower lobe subsegmental
pulmonary embolism for which she was started on heparin.
Venous Doppler studies revealed bilateral lower extrem-
ity deep venous thromboses (DVTs) of the right posterior
tibial, left popliteal and left gastrocnemius veins, as well
as superficial vein thrombosis of the left small saphenous,
right median cubital, right basilic, left median cubital and
left basilic veins. Her platelets subsequently decreased to
110,000/µl. A heparin-induced thrombocytopenia panel
was negative, but she was cautiously switched to lovenox
and bridged to warfarin. Upper extremity arterial studies
suggested normal, patent macrovasculature with normal
pressure readings and microvascular ischemia in her distal
phalanges. Aorto-femoral angiogram with lower extremity
runoff demonstrated normal macrovasculature, with possible
corkscrewing of the distal lower extremity microvascula-
ture. Echocardiogram did not reveal a patent foramen ovale,
cardiac thrombus or infective endocarditis.

Serologic studies were negative for hepatitis B, hepatitis C,
syphilis, human immunodeficiency virus (HIV), histoplasma
galactoman antigen, rocky mountain spotted fever, tubercu-
losis and coccidiomycosis complement fixation. Vasculitis
and rheumatologic workup included negative c-ANCA, p-
ANCA, anti-scleroderma antibody, anti-centromere antibody,
anti-cardiolipin antibody, Beta 2 glycoprotein 1 antibody,
anti-nuclear antibody, and an appropriate dilute Russel viper
venom time. Hypercoagulable workups were negative for
prothrombin 20210 gene mutation and factor V leiden muta-
tions; prior to anticoagulation therapy her PT and PTT were
within normal range. Urine and serum heavy metal screens
were both negative.

The patient had negative age-appropriate malignancy screen-
ing with mammography, PAP test, and colonoscopy. A PET
scan identified increased uptake in the region of her uterus
that was attributed to known fibroids. Electrocardiogram
revealed a normal sinus rhythm with no evidence of atrial
fibrillation. Punch biopsies were taken from the posterior
calf, ankle, and right lateral second finger at the site of necro-
sis. All biopsies revealed evidence of necrosis and reactive
fibrosis of surrounding tissue, atherosclerosis but otherwise
grossly normal vasculature without inflammatory thrombi.
She subsequently developed osteomyelitis of select distal
necrotic phalanges and metatarsals requiring partial ampu-

tation of the left third digit of her hand and bilateral toes.
Surgical pathology demonstrated evidence of gangrenous
necrosis, acute and chronic inflammation, reactive fibrosis,
and specifically excluded evidence of vasculitis or inflam-
matory thrombi. Cholesterol and triglyceride levels were
elevated at 220 and 242 mg/dl, respectively; her LDL was
121 mg/dl and HDL was 51 mg/dl. Further workup revealed
elevated serum Lp(a) of 391 nmol/L (lab reference range <
70). She was gradually started on niacin therapy of 800 mg
twice a day, which decreased her Lp(a) level to 77 nmol/L.
She was subsequently stabilized and discharged to a skilled
nursing facility for rehabilitation. At follow up, she had been
without disease progression for greater than 6 months.

3. DISCUSSION

The differential for dry gangrene is extensive and can be dif-
ficult to assess the etiology. In general, the differential may
include poorly controlled diabetes, complications of HIV
or hepatitis, infectious emboli, and other embolic sources.
Rheumatologic diseases should be considered including, anti-
phospholipid antibody, systemic lupus erythematous, and
vasculitis including TAO. In some cases, patients may require
work up for malignancy that can contribute to hypercoagu-
lable states. Patients should be questioned regarding family
history of hypercoagulable disease and screened for hema-
tological abnormalities. Common etiologies for occlusive
disease were negative and further investigation of atypical
TAO was warranted.

The most common initial manifestations in a patient with
TAO are the development of intermittent claudication, super-
ficial thrombophlebitis and paresthesias. The disease most
commonly affects the vessels distal to the popliteal artery.[10]

However, atypical presentations have been reported in which
large intestinal ischemia, splenic and pancreatic infarct, in-
trarenal arterial stenosis, stroke, and coronary involvement
occur.[11–15] In addition, TAO typically occurs with an exten-
sive smoking history, though some cases reported symptom
onset after only 2 years of tobacco use.[16] The relatively
low incidence of TAO in the African American population
and the historically higher incidence in males vs. females
is of note.[17] While no definitive histological criteria are
established, acute phase TAO is associated with inflamma-
tory occlusive thrombi of the afflicted vessel lumen with
less extensive inflammation of the vessel wall. The patient
described in this case had punch and excisional biopsies that
failed to reveal inflammatory occlusions.[17, 18] Laboratory
markers are non-specific, though in contrast with the ele-
vated acute phase reactants seen in this case, TAO classically
presents with normal serum CRP and ESR.[17]
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Two notable diagnostic criteria for TAO have been identi-
fied in the literature. The previous criteria, Shionoya Cri-
teria (1998), includes smoking history; onset before age
50; infrapopliteal arterial occlusions; either arm involve-
ment/phlebitis migrans and absence of atherosclerotic risk
factors other than smoking.[19] Contrasted with the Olin Cri-
teria (2000) which includes age under 45; current/history
of smoking; the presence of distal extremity ischemia; ex-
clusion of autoimmune disease, hypercoagulable states or
diabetes; exclusion of proximal source of thrombi, and con-
sistent arteriography findings.[20] Our patient does meet the
older Shionoya Criteria; however, fails to meet the diagnostic
criteria set forth by Olin.

The patient’s condition failed to resolve following hospi-
talization, anti-coagulation therapy, and smoking cessation
prompting the search for additional prothrombotic factors,
including Lp(a). The prevalence of elevated Lp(a) in the pop-
ulation is estimated as high as 35.0%.[21] While our lab uses
70 nmol/L as the cut off for elevated Lp(a), the literature sug-
gests that the cut off for African Americans should be as low
as 30 nmol/L, much lower than the 391 nmol/L observed in
our African-American patient.[22] The pathophysiology has
been well described to include anti-thrombolytic properties
attributed to the conserved amino acid segment most simi-
lar to plasminogen.[1–3, 5] We posit that her elevated Lp(a)
contributed to an endogenous prothrombotic state that was ag-
gravated by cigarette smoking and occupational immobility.
In the literature, the lipoprotein-associated prothrobotic state

has been highlighted as a risk factor for arterial and venous
thrombosis.[23–27] While thrombosis was not demonstrated
histologically, we suspected, the biopsies were obtained after
weeks of anti-coagulation therapy. There has been one previ-
ous case report of TAO associated with elevated Lp(a) levels.
However, our patient’s presentation would be atypical for
this in the setting of her relatively short 4-pack-year smoking
history, race, gender and concurrent extensive DVTs. An
independent Lp(a) thromboembolic disease process is further
supported by evidence of distal extremity microvascular is-
chemia without histopathological evidence of inflammatory
occlusions or vasculitis.

The pathogenesis of Lp(a) is an expanding field of research
with unknown implications on future patient care. It con-
tinues to be a promising potential indicator of future cardio-
vascular disease and thrombotic disease. Patients presenting
with dry gangrene and persistent thromboembolic disease
involving multiple organ systems may have less common
etiologies of such manifestations. These patients should be
evaluated for Lp(a)-associated accelerated thromboangiitis,
a potentially treatable etiology.

4. CONCLUSION
Lp(a)-associated thromboangiitis should be considered in pa-
tients presenting with thrombotic phenomena and microvas-
cular disease of unknown etiology.

CONFLICTS OF INTEREST DISCLOSURE
The authors declare no conflicts of interest.

REFERENCES
[1] Spence JD, Koschinsky M. Mechanisms of lipoprotein(a) pathogenic-

ity: prothrombotic, proatherosclerotic, or both? Arterioscler Thromb
Vasc Biol. 2012; 32(7): 1550-1. PMid:22699275. https://doi.or
g/10.1161/ATVBAHA.112.251306

[2] Libourel EJ, Bank I, Balje-Volkers C, et al. Co-segregation of throm-
bophilic disorders in factor V Leiden carriers; the contributions of
factor VIII, factor XI, thrombin activatable fibrinolysis inhibitor
and lipoprotein (a) to the absolute risk of venous thromboembolism.
Haematologica. 2002; 87(10): 1068-73. PMid:12368162.

[3] Utermann G. The mysteries of lipoprotein (a). Science. 1989;
246(4932): 904-10. PMid:2530631. https://doi.org/10.112
6/science.2530631

[4] Seed M, Hoppichler F, Reaveley D, et al. Relation of serum lipopro-
tein (a) concentration and apolipoprotein (a) phenotype to coronary
heart disease in patients with familial hypercholesterolemia. New
England Journal of Medicine. 1990; 322(21): 1494-9. PMid:2139920.
https://doi.org/10.1056/NEJM199005243222104

[5] Koschinsky ML. Lipoprotein(a) and the link between atherosclerosis
and thrombosis. The Canadian Journal of Cardiology. 2004; 20 Suppl
B: 37b-43b.

[6] Lippi G, Targher G, Franchini M. Lipoprotein(a), thrombophilia
and venous thrombosis. Acta Haematologica. 2007; 117(4): 246-7.
PMid:17377373. https://doi.org/10.1159/000100932

[7] Kamstrup PR, Tybjaerg-Hansen A, Steffensen R, et al. Geneti-
cally elevated lipoprotein (a) and increased risk of myocardial in-
farction. JAMA. 2009; 301(22): 2331-9. PMid:19509380. https:
//doi.org/10.1001/jama.2009.801

[8] Nordestgaard BG, Chapman MJ, Ray K, et al. Lipoprotein (a) as a
cardiovascular risk factor: current status. European Heart Journal.
2010; 31(23): 2844-53. PMid:20965889. https://doi.org/10.1
093/eurheartj/ehq386

[9] Biasi D, Caramaschi P, Carletto A, et al. A case of Buerger’s disease
associated with high levels of lipoprotein(a). Clinical Rheumatology.
1999; 18(1): 59-60. PMid:10088954. https://doi.org/10.100
7/s100670050055

[10] Małecki R, Zdrojowy K, Adamiec R. Thromboangiitis obliterans
in the 21st century - a new face of disease. Atherosclerosis. 2009;
206(2): 328-34. PMid:19269635. https://doi.org/10.1016/j.
atherosclerosis.2009.01.042

[11] Wysokinski WE, Kwiatkowska W, Maslowski L, et al. Buerger’s
disease in two brothers: iliac artery occlusion by thromboangi-

Published by Sciedu Press 19

https://doi.org/10.1161/ATVBAHA.112.251306
https://doi.org/10.1161/ATVBAHA.112.251306
https://doi.org/10.1126/science.2530631
https://doi.org/10.1126/science.2530631
https://doi.org/10.1056/NEJM199005243222104
https://doi.org/10.1159/000100932
https://doi.org/10.1001/jama.2009.801
https://doi.org/10.1001/jama.2009.801
https://doi.org/10.1093/eurheartj/ehq386
https://doi.org/10.1093/eurheartj/ehq386
https://doi.org/10.1007/s100670050055
https://doi.org/10.1007/s100670050055
https://doi.org/10.1016/j.atherosclerosis.2009.01.042
https://doi.org/10.1016/j.atherosclerosis.2009.01.042


http://crim.sciedupress.com Case Reports in Internal Medicine 2018, Vol. 5, No. 2

itis obliterans. Angiology. 1998; 49(5): 409-14. PMid:9591534.
https://doi.org/10.1177/000331979804900511

[12] Calgüneri M, Öztürk MA, Ay H, et al. Buerger’s Disease with Multi-
system Involvement. Angiology. 2004; 55(3). PMid:15156267.

[13] Ohno H, Matsuda Y, Takashiba K, et al. Acute myocardial infarction
in Buerger’s disease. American Journal of Cardiology. 1986; 57(8):
690-1. https://doi.org/10.1016/0002-9149(86)90863-5

[14] Goktas S, Bedir S, Bozlar U, et al. Intrarenal arterial stenosis in a
patient with thromboangiitis obliterans. International Journal of Urol-
ogy. 2006; 13(9): 1243-4. PMid:16984562. https://doi.org/10
.1111/j.1442-2042.2006.01546.x

[15] Lie J. Visceral intestinal Buerger’s disease. International Journal of
Cardiology. 1998; 66: S249-S56. https://doi.org/10.1016/S0
167-5273(98)00176-4

[16] Harten P, Müller-Huelsbeck S, Regensburger D, et al. Multiple Organ
Manifestations in Thromboangiitis Obliterans (Buerger’s Disease)
A Case Report. Angiology. 1996; 47(4): 419-25. PMid:8619517.
https://doi.org/10.1177/000331979604700415

[17] Olin JW, Young JR, Graor RA, et al. The changing clinical spectrum
of thromboangiitis obliterans (Buerger’s disease). Circulation. 1990;
82(5 Suppl): IV3-8. PMid:2225420.

[18] Kurata A, Franke FE, Machinami R, et al. Thromboangiitis obliter-
ans: classic and new morphological features. Virchows Archiv. 2000;
436(1): 59-67. PMid:10664163. https://doi.org/10.1007/PL
00008199

[19] Shionoya S. Diagnostic criteria of Buerger’s disease. International
Journal of Cardiology. 1998; 66: S243-S5. https://doi.org/10
.1016/S0167-5273(98)00175-2

[20] Olin JW. Thromboangiitis obliterans (Buerger’s disease). New Eng-
land Journal of Medicine. 2000; 343(12): 864-9. PMid:10995867.
https://doi.org/10.1056/NEJM200009213431207

[21] Varvel S, McConnell JP, Tsimikas S. Prevalence of Elevated Lp(a)
Mass Levels and Patient Thresholds in 532 359 Patients in the
United States Highlights. Arteriosclerosis, Thrombosis, and Vas-
cular Biology. 2016; 36(11): 2239-45. PMid:27659098. https:
//doi.org/10.1161/ATVBAHA.116.308011

[22] Guan W, Cao J, Steffen BT, et al. Race is a key variable in assign-
ing lipoprotein(a) cutoff values for coronary heart disease risk as-
sessment: the Multi-Ethnic Study of Atherosclerosis. Arterioscle-
rosis, Thrombosis, and Vascular Biology. 2015; 35(4): 996-1001.
PMid:25810300. https://doi.org/10.1161/ATVBAHA.114.30
4785

[23] MacCallum P, Meade T. Haemostatic function, arterial disease and
the prevention of arterial thrombosis. Best Practice & Research Clin-
ical Haematology. 1999; 12(3): 577-99. https://doi.org/10.1
053/beha.1999.0041

[24] Doggen CJ, Smith NL, Lemaitre RN, et al. Serum lipid levels and
the risk of venous thrombosis. Arterioscler Thromb Vasc Biol. 2004;
24(10): 1970-5. PMid:15331431. https://doi.org/10.1161/01
.ATV.0000143134.87051.46

[25] Deguchi H, Pecheniuk NM, Elias DJ, et al. High-density lipoprotein
deficiency and dyslipoproteinemia associated with venous throm-
bosis in men. Circulation. 2005; 112(6): 893-9. PMid:16087810.
https://doi.org/10.1161/CIRCULATIONAHA.104.521344

[26] Marcucci R, Liotta AA, Cellai AP, et al. Increased plasma levels
of lipoprotein(a) and the risk of idiopathic and recurrent venous
thromboembolism. The American Journal of Medicine. 2003; 115(8):
601-5. PMid:14656611. https://doi.org/10.1016/j.amjmed
.2003.06.005

[27] von Depka M, Nowak-Göttl U, Eisert R, et al. Increased lipoprotein(a)
levels as an independent risk factor for venous thromboembolism.
Blood. 2000; 96(10): 3364-8. PMid:11071628.

20 ISSN 2332-7243 E-ISSN 2332-7251

https://doi.org/10.1177/000331979804900511
https://doi.org/10.1016/0002-9149(86)90863-5
https://doi.org/10.1111/j.1442-2042.2006.01546.x
https://doi.org/10.1111/j.1442-2042.2006.01546.x
https://doi.org/10.1016/S0167-5273(98)00176-4
https://doi.org/10.1016/S0167-5273(98)00176-4
https://doi.org/10.1177/000331979604700415
https://doi.org/10.1007/PL00008199
https://doi.org/10.1007/PL00008199
https://doi.org/10.1016/S0167-5273(98)00175-2
https://doi.org/10.1016/S0167-5273(98)00175-2
https://doi.org/10.1056/NEJM200009213431207
https://doi.org/10.1161/ATVBAHA.116.308011
https://doi.org/10.1161/ATVBAHA.116.308011
https://doi.org/10.1161/ATVBAHA.114.304785
https://doi.org/10.1161/ATVBAHA.114.304785
https://doi.org/10.1053/beha.1999.0041
https://doi.org/10.1053/beha.1999.0041
https://doi.org/10.1161/01.ATV.0000143134.87051.46
https://doi.org/10.1161/01.ATV.0000143134.87051.46
https://doi.org/10.1161/CIRCULATIONAHA.104.521344
https://doi.org/10.1016/j.amjmed.2003.06.005
https://doi.org/10.1016/j.amjmed.2003.06.005

	Background
	Case report
	Discussion
	Conclusion

