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Abstract

Objective

To investigate the incidence of venous thromboembolism (VTE) and cerebrovascular

events in a community-based incidence cohort of patients with giant cell arteritis (GCA)

compared to the general population.

Methods

A population-based inception cohort of patients with incident GCA between January 1,

1950 and December 31, 2009 in Olmsted County, Minnesota and a cohort of non-GCA sub-

jects from the same population were assembled and followed until December 31, 2013.

Confirmed VTE and cerebrovascular events were identified through direct medical record

review.

Results

The study population included 244 patients with GCA with a mean ± SD age at diagnosis of

76.2 ± 8.2 years (79% women) and an average length of follow-up of 10.2 ± 6.8 years. Com-

pared to non-GCA subjects of similar age and sex, patients diagnosed with GCA had a

higher incidence (%) of amaurosis fugax (cumulative incidence ± SE: 2.1 ± 0.9 versus 0,

respectively; p = 0.014) but similar rates of stroke, transient ischemic attack (TIA), and VTE.

Among patients with GCA, neither baseline characteristics nor laboratory parameters at

diagnosis reliably predicted risk of VTE or cerebrovascular events.
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Conclusion

In this population-based study, the incidence of VTE, stroke and TIA was similar in patients

with GCA compared to non-GCA subjects.

Introduction
Giant cell arteritis (GCA) is an immune-mediated granulomatous large vessel vasculitis, pri-
marily affecting the aorta and its major branches. Arterial inflammation resulting in intimal
hyperplasia and luminal stenosis/occlusion is responsible for the cranial ischemic symptoms of
headache, scalp tenderness, jaw claudication and vision loss. While ischemic strokes have been
observed in patients with GCA, stroke remains uncommon in this condition [1–3]. Further-
more, it is uncertain, whether patients with GCA are at a higher risk of stroke compared to the
general population.

Large population studies addressing the risk of incident stroke among patients with GCA
compared to reference participants [4] or matched cohorts [5, 6] have recently reported an
increased risk of stroke among patients with GCA. However, each of these studies has been
limited by the use of administrative data sets in which the diagnosis of GCA and stroke were
based on the presence of diagnostic coding and surrogate prednisone prescription data without
review of the medical record to objectively confirm the presence of either condition. This is evi-
denced by either the absence of temporal artery biopsy data [5, 6] or only a minority of patients
having concurrent coding for temporal artery biopsy procedures among those with diagnosis
codes for GCA [4]. The likelihood of both disease exposure and outcome misclassification is
further supported by the loss of significance in stroke risk when supplemental and adjusted
analyses are performed [4, 5] or stricter surrogate definitions of GCA are employed [5, 6].

In addition to stroke, venous thromboembolism (VTE) has been reported to be increased
among patients with systemic vasculitis. While the association between vasculitis and VTE has
been most closely associated with Behçet’s disease and the antineutrophil cytoplasmic antibody
(ANCA)-associated vasculitides, the relationship of GCA and VTE remains less definite.
Recent studies have either been limited to inpatient only data [7] or to large administrative
data sets in which both case and outcome misclassification can occur and limited disease spe-
cific information is known [7, 8].

In order to address these limitations, the objective of this study was to evaluate the risk of
incident stroke and VTE in GCA among a population-based cohort with age-, sex-, and calen-
dar-year matched referent subjects in which full access to near complete medical records was
available for all study subjects allowing for objective confirmation of disease and outcome diag-
noses through the use of standardized definitions.

Patients and Methods
This was a retrospective population-based study performed using resources of the Rochester
Epidemiology Project (REP) medical record linkage system [9]. The REP allows virtually com-
plete access to medical records from all community medical providers including Mayo Clinic,
Olmsted Medical Center and their affiliated hospitals, local nursing homes, and the few private
practitioners in Olmsted County, MN. The uniqueness of the REP and its advantages in per-
forming population-based studies in rheumatic diseases has been previously described [9]. The
study was approved by the Institutional Review Board at Mayo Clinic, Rochester, Minnesota.
At time of enrollment in the REP study, all participants provided written informed consent to
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allow medical records to be used for research purposes. Patients with withdrawn consent prior
to the end of the study completion were not included in the final analyses.

We retrospectively reviewed the incidence cohort of patients with GCA diagnosed between
January 1, 1950 and December 31, 2009 based on American College of Rheumatology 1990
GCA classification criteria [10]. We also included patients diagnosed with GCA� 50 years of
age with elevation of erythrocyte sedimentation rate or C-reactive protein and computed
tomography angiography (CTA), magnetic resonance angiography (MRA) or positron emis-
sion tomography (PET) evidence of large vessel vasculitis involving the ascending aorta and its
branches. For each patient with GCA, the population of Olmsted County of the same age and
sex as the patient on the patient’s date of diagnosis was assembled. From this pool of potential
comparators of the same age and sex on the same day, living in the same population, one per-
son was randomly chosen by computer algorithm to be the comparator subject for the assigned
GCA patient in the study. All subjects were followed longitudinally through all available com-
munity medical records until death, migration from Olmsted County, or December 31, 2013.

A master list of potential codes for diagnoses of VTE and cerebrovascular events was elec-
tronically cross-matched with the medical records of the patients in the GCA cohort and the
non-GCA comparison cohort. The subset of patients in each cohort whose medical records
contained one or more of the codes of interest were reviewed by a physician abstractor (ALG)
to confirm the diagnosis based on the specified criteria for each disease entity (Table 1). VTE
included DVT (definite and probable) and PE. A short period of anticoagulation therapy while
awaiting completion of diagnostic evaluation for either suspected DVT or PE was not consid-
ered sufficient for inclusion as VTE. Cerebrovascular events included ischemic stroke, hemor-
rhagic stroke, transient ischemic attack (TIA), and amaurosis fugax. Among the non-GCA
cohort, the date of first occurrence of unique VTE and cerebrovascular event was recorded.

Table 1. Criteria for event inclusion in the study for venous thromboembolism and cerebrovascular
events in patients with GCA and non-GCA subjects*.

Deep vein thrombosis
(definite)

Verified by venography, ultrasound, or thrombus removedduring surgery or
autopsy.

Deep vein thrombosis
(probable)

Confirmatory tests indeterminate or not done but all the following were
present: a) physician diagnosis present in medical record, b) signs and
symptoms consistent with deep vein thrombosis documented in exam, and c)
patient underwent therapy with anticoagulant (heparin, warfarin, or similar
agent).

Pulmonary embolism Verified by pulmonary angiography, CT/MRI angiography, ventilation-perfusion
lung scan (interpreted as high probability), or thrombus removed during
surgery or autopsy.

Ischemic stroke Focal neurological deficit persisting > 24 hours, compatible with altered
circulation to a limited region of brain parenchyma, diagnosed by a neurologist
(CT/MRI confirmation optional).

Hemorrhagic stroke Acute onset of focal neurologic deficit associated with headache, vomiting,
altered level of consciousness, signs of meningeal irritation, and blood stained
cerebrospinal fluid. Diagnosis made by neurologist. If done, CT/MRI showed
parenchymal hemorrhage.

Transient ischemic attack Transient period of � 24 hours of neurologic dysfunction caused by focal brain
ischemia without evidence of acute infarction on neuroimaging or clinical
evidence of permanent injury or neurologic sequelae.

Amaurosis fugax Transient monocular visual disturbance with abrupt onset and rapid resolution,
lasting < 24 hours and due to altered circulation to the optic nerve.

*GCA = giant cell arteritis

CT = computed tomography; MRI = magnetic resonance imaging

doi:10.1371/journal.pone.0149579.t001
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Disease prevalence was assessed by recording those cases in which a VTE or cerebrovascular
event occurred prior to the diagnosis of GCA or prior to the index date in the non-GCA com-
parison cohort. Prevalent cases were excluded from the incidence analyses.

Cardiovascular risk factors have previously been collected on patients in the GCA cohort
and in the non-GCA cohort [11]. These included the following: age; sex; obesity; cigarette
smoking status (current, former, or never); presence of dyslipidemia, hypertension, diabetes
mellitus, and/or chronic kidney disease; myocardial infarction; and coronary revascularization
procedures (e.g., coronary artery bypass graft, percutaneous angioplasty, insertion of stents,
and atherectomy).

Methods
Descriptive statistics (means, percentages) were used to summarize the characteristics of the
two cohorts. Comparisons of baseline characteristics in the two cohorts were performed using
chi-square and rank-sum tests. The cumulative incidence of VTE and cerebrovascular events
in patients with and without GCA, adjusted for the competing risk of death, was estimated and
compared using methods by Gray [12, 13]. Patients who died prior to experiencing VTE or
cerebrovascular events were appropriately accounted for to avoid overestimation of the rate of
occurrence of the event, which may have occurred if such subjects were simply censored at
death. Patients with history of prior VTE or cerebrovascular events were excluded from these
analyses.

Person-year methods were used to calculate rates of development of VTE and cerebrovascu-
lar events during follow-up. Rate ratios comparing GCA to non-GCA were obtained and 95%
confidence intervals were calculated using Poisson regression methods. Cox proportional haz-
ard models adjusted for age, sex and calendar year of GCA diagnosis were used to identify pre-
dictors of incident VTE and cerebrovascular events among patients with GCA. Analyses were
performed using SAS version 9.3 (SAS Institute, Cary, NC, USA). P-values< 0.05 were consid-
ered significant.

Results

Demographics
The original cohorts included 245 patients with GCA and 245 matched non-GCA subjects.
Prior to study completion 6 patients (1 GCA; 5 non-GCA) declined use of their medical rec-
ords for research purposes per Minnesota law and were not included in the final analyses. The
GCA cohort therefore consisted of 244 subjects who were diagnosed with GCA (89% biopsy-
proven) between January 1, 1950 and December 31, 2009. There were 193 (79%) women and
51 men with a mean ±SD age at diagnosis of 76.2 ± 8.2 years. All subjects were residents of
Olmsted County, Minnesota at the time of GCA diagnosis and during study follow-up. The
mean length of follow-up was 10.2 ± 6.8 years. The 244 patients with GCA were compared to
240 subjects without GCA of similar age and sex who were also residents of Olmsted County,
Minnesota at the index date. The non-GCA cohort consisted of 190 (79%) women and 50 men,
with a mean age of 75.8 ± 8.5 years and a mean follow-up of 10.8 ± 7.9 years. The GCA cohort
was followed for a total of 2,480 person-years, while the non-GCA cohort was observed for
2,588 person-years. Baseline characteristics of the two cohorts are shown in Table 2. At index
date, non-GCA subjects were more frequently treated with a lipid lowering medication (16.5%
non-GCA versus 9.6% GCA; p = 0.027) and a higher percentage had diabetes mellitus (16.7%
non-GCA versus 6.6% GCA; p = 0.001). Patients with GCA were more likely to be on aspirin at
time of diagnosis than non-GCA subjects (22.4% GCA versus 14.5% non-GCA; p = 0.028).
Comprehensive anti-coagulant data was only available for patients from 1997–2009 (n = 83
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GCA, n = 86 non-GCA). Among this patient subset, no significant difference in anti-coagulant
use at time of GCA diagnosis/index date was observed (4.8% GCA versus 11.6% non-GCA;
p = 0.11).

Prevalent cases of VTE and cerebrovascular events for patients with GCA and matched
non-GCA subjects are listed in Table 3. No significant differences in prevalent events were

Table 2. Baseline characteristics of 244 patients with incident GCA in the period 1950 to 2009 compared with 240 subjects without GCA.

Characteristic (%) GCA(N = 244) Non-GCA (N = 240) P value

Age, years* 76.2 (8.2) 75.8 (8.5) 0.74

Female 193 (79.1) 190 (79.2) 0.99

Follow up duration, years* 10.2 (6.8) 10.8 (7.9) - - - - -

Body mass index* 25.2 (5.1) 26.0 (5.3) 0.094

Smoking, ever 96 (42.3) 101 (44.7) 0.61

Systolic blood pressure, mm Hg* 139.8 (20.5) 140.8 (20.3) 0.76

Diastolic blood pressure, mm Hg* 76.0 (11.1) 76.2 (12.1) 0.96

Antihypertensive medication 106 (44.2) 125 (52.5) 0.068

Aspirinǂ 52 (22.4) 34 (14.5) 0.028

Total cholesterol* 209.1 (49.3) 207.5 (42.3) 0.88

Low density lipoprotein* 113.1 (36.1) 108.0 (31.8) 0.45

Lipid lowering medication 23 (9.6) 39 (16.5) 0.027

Atrial fibrillation 31 (13.0) 27 (11.0) 0.62

Chronic kidney disease 12 (5.0) 7 (3.0) 0.26

Diabetes mellitus 16 (6.6) 40 (16.7) 0.001

Of the original cohort of 245 patients with GCA and 245 non-GCA subjects, 6 patients (1 GCA; 5 non-GCA) withdrew research authorization before study

completion and were removed from final analyses.

*Mean (±SD).
ǂ = 232 GCA and N = 234 Non-GCA

doi:10.1371/journal.pone.0149579.t002

Table 3. Cumulative incidence rates of venous thromboembolism and cerebrovascular events in the 244 patients with incident GCA in the period
from 1950–2009 compared to the 240 subjects without GCA.

No. of events prior to
incidence or index

date

No. of events after
incidence or index

date

Cumulative
incidence ± SE (%) at 10

years*

Event GCA Non-GCA GCA Non-GCA GCA Non-GCA p-value**

Deep vein thrombosis 7 6 12 5 4.8 ± 1.4 1.8 ± 0.9 0.08

Pulmonary embolism 4 4 11 7 3.5 ± 1.2 2.7 ± 1.1 0.34

Venous thromboembolism 10 8 16 10 6.3 ± 1.6 3.7 ± 1.3 0.22

Stroke (combined) 11 13 28 28 8.5 ± 1.9 9.2 ± 2.0 0.94

Ischemic stroke 10 12 25 23 7.1 ± 1.7 6.4 ± 1.7 0.67

Hemorrhagic stroke 1 1 4 8 1.3 ± 0.8 2.6 ± 1.1 0.25

Transient ischemic attack 7 4 6 6 2.3 ± 1.0 1.7 ± 0.8 0.97

Amaurosis fugax 3 4 6 0 2.1 ± 0.9 0 0.014

Any cerebrovascular eventǂ 18 18 30 27 9.6 ± 2.0 8.5 ± 1.9 0.58

ǂ Stroke (ischemic or hemorrhagic), transient ischemic attack or amaurosis fugax

*Cumulative incidence is adjusted for the competing risk of death.

**Calculated using methods by Gray

doi:10.1371/journal.pone.0149579.t003
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noted among the VTE or cerebrovascular event subsets. The median (interquartile range
[IQR]) time from VTE to GCA diagnosis was 5.1 (1.0, 21.7) years compared to 10.0 (1.5, 27.7)
years from VTE to index date among non-GCA subjects (p = 0.24). Median (IQR) time of
stroke event prior to GCA diagnosis/index date was 3.4 (3 days, 27.0) years in the GCA cohort
and 2.1 (5 days, 17.3) years in the non-GCA subjects (p = 0.62). In the six months prior to
GCA diagnosis/index date, four strokes occurred in the GCA cohort and three strokes in the
non-GCA subjects. No VTE events occurred during the preceding six months in either group.

Venous Thromboembolism
During follow-up in the GCA cohort, 16 incident VTE events (6 DVT alone, 4 PE alone, 6
DVT and PE) occurred. Ten incident VTE events (3 DVT alone, 5 PE alone, 2 DVT and PE)
were diagnosed within the non-GCA comparison cohort during the same time period. The
cumulative incidence (%) of VTE at 10 years was similar between patients with GCA and non-
GCA subjects (cumulative incidence ± standard error (SE); 6.3 ± 1.6 versus 3.7 ± 1.3, respec-
tively; p = 0.22) [Fig 1]. The overall rate of venous thromboembolic events was 6.6 per 1,000
person-years in the GCA cohort and 3.9 per 1,000 person-years in the non-GCA cohort [rate
ratio (95% confidence interval [CI]); 1.64 (0.77, 3.74)].

Cerebrovascular events
Among patients diagnosed with GCA, 30 incident cerebrovascular events occurred (21 stroke
alone, 4 amaurosis fugax alone, 3 TIA and stroke, 1 amaurosis fugax and TIA, 1 amaurosis
fugax, 0 TIA and stroke) compared to 27 incident cerebrovascular events within the non-GCA
subjects (1 TIA alone, 23 stroke alone, 0 amaurosis fugax, 3 TIA and stroke). For ischemic
strokes, the territory of vascular involvement was recorded and compared between patients
with GCA and non-GCA subjects. No difference in vascular territory (i.e., anterior versus pos-
terior circulation) was observed.

The cumulative incidence (%) of cerebrovascular events at 10 years was also similar between
patients with GCA and non-GCA subjects (cumulative incidence ± SE; 9.6 ± 2.0 versus
8.5 ± 1.9, respectively; p = 0.58) [Fig 2]. Evaluation of the cumulative incidence (%) at 10 years
for the cerebrovascular event subtypes did not show a difference for ischemic stroke, hemor-
rhagic stroke or TIA (Table 3). Patients with GCA, however, had a higher 10-year cumulative

Fig 1. Cumulative incidence of venous thromboembolic events.Cumulative incidence (%) of venous
thromboembolism in 244 patients with incident GCA in the period 1950–2009 (solid line) compared to 240
subjects without GCA (dashed line).

doi:10.1371/journal.pone.0149579.g001

Venous Thromboembolism and Stroke in Giant Cell Arteritis

PLOS ONE | DOI:10.1371/journal.pone.0149579 February 22, 2016 6 / 13



incidence (%) of amaurosis fugax compared to non-GCA subjects (cumulative incidence ± SE;
2.1 ± 0.9 versus 0, respectively; p = 0.014). The overall rate of cerebrovascular events was 13.0
per 1,000 person-years for patients with GCA and 11.0 per 1,000 person-years for non-GCA
subjects [rate ratio (95% CI); 1.18 (0.70, 1.99)].

Incidence rates
Mean age at first event did not differ between patients with GCA and non-GCA subjects for
VTE (81.3 versus 85.9 years; p = 0.16) or cerebrovascular event (80.6 versus 83.8 years;
p = 0.30).

Risk Factors
There were no significant differences in baseline characteristics, clinical presentation features,
laboratory parameters, or diagnostic examinations comparing patients with GCA to non-GCA
subjects presenting with VTE or cerebrovascular event. Additionally, patients with GCA who
developed VTE or a cerebrovascular event had no increase in mortality compared to non-GCA
subjects experiencing the same event.

Evaluation of incident VTE and/or cerebrovascular events among patients with GCA did
not show any baseline GCA symptoms, laboratory parameters, comorbidities, or medication
use to be significantly associated with an increased risk for VTE or cerebrovascular events dur-
ing the follow-up period with adjustment for age, sex, and calendar year of GCA diagnosis
(Table 4). No association was found between VTE or cerebrovascular events and GCA status
after adjusting for age, sex, calendar year of GCA diagnosis, body mass index, medication use
(antihypertensive, lipid lowering, aspirin) and presence of diabetes mellitus. The adjusted haz-
ard ratios for incident VTE and cerebrovascular events among patients with GCA compared to
non-GCA subjects were 1.48 (95% CI: 0.65, 3.35; p = 0.35) and 1.37 (95% CI: 0.80, 2.27;
p = 0.26), respectively. Additional adjusted analysis comparing events among only the biopsy-
proven GCA cases to non-GCA subjects similarly revealed nonsignificant differences for VTE
(1.60 [95% CI: 0.72, 3.55; p = 0.25]) and cerebrovascular events (1.17 [95% CI: 0.66, 2.07;
p = 0.59]).

Fig 2. Cumulative incidence of cerebrovascular events.Cumulative incidence (%) of cerebrovascular
events in 244 patients with incident GCA in the period 1950–2009 (solid line) compared to 240 subjects
without GCA (dashed line).

doi:10.1371/journal.pone.0149579.g002
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Discussion
Chronic inflammatory diseases including rheumatoid arthritis [14, 15], systemic lupus erythe-
matosus [16–18], inflammatory bowel disease [19, 20], granulomatosis with polyangiitis [21–
23], and Behçet’s disease [24, 25] have been strongly associated with an increased risk of vascular
thrombotic or thromboembolic disease. The risk of incident venous thromboembolism and cere-
brovascular events in patients with GCA, however, is less well defined. To our knowledge this is
the first population-based study to provide the incidence of VTE and cerebrovascular events
among patients with GCA and matched comparator subjects where standardized case definitions
and comprehensive medical record data were available to verify both GCA and event diagnoses.

Visual ischemic events
Visual ischemic complications are frequently described presenting symptoms of GCA. Diplo-
pia, transient visual loss (amaurosis fugax), and permanent visual loss have been described in
14–26% of patients with GCA [1, 26–30]. As anticipated, our study showed an increased inci-
dence of amaurosis fugax in patients with GCA, likely due to the frequent arteritic involvement
of the ophthalmic and posterior ciliary arteries associated with this disease process [31]. This is
in contrast to the general population, where amaurosis fugax is most commonly a symptom of
atherosclerotic carotid artery disease [32].

Stroke and transient ischemic attack
The exact frequency of cerebrovascular events in GCA has been difficult to define as the timing
of stroke and TIA onset with GCA diagnosis has varied among publications. Among

Table 4. Baseline risk factors in patients with incident giant cell arteritis during the period 1950–2009 and association with time to first cerebrovas-
cular or venous thromboembolism event.

Variable Cerebrovascular Event HR* (95% CI) P-value Venous Thromboembolism HR* (95% CI) P-value

TAB positive 0.86 (0.25, 2.97) 0.81 2.02 (0.26, 15.93) 0.51

Fever > 100°F 1.32 (0.52, 3.38) 0.56 0.31 (0.04, 2.53) 0.27

Weight loss > 5 kg 1.19 (0.48, 2.96) 0.71 1.02 (0.22, 4.74) 0.98

Headache 0.84 (0.36, 1.95) 0.68 0.69 (0.19, 2.41) 0.56

Jaw claudication 0.67 (0.30, 1.50) 0.33 1.32 (0.39, 4.44) 0.65

Scalp tenderness 1.56 (0.70, 3.48) 0.28 0.80 (0.22, 2.88) 0.73

Tender temporal artery 2.23 (0.98, 5.06) 0.055 1.88 (0.48, 7.33) 0.36

Transient visual loss 1.06 (0.14, 7.91) 0.96 0.00 (0.00, 0.00) 0.99

Permanent visual loss 3.80 (0.47, 30.47) 0.21 5.55 (0.64, 48.46) 0.12

PMR symptoms 1.65 (0.76, 3.58) 0.20 1.65 (0.48, 5.68) 0.43

Hemoglobin, g/dL 1.30 (0.91, 1.85) 0.15 1.23 (0.69, 2.21) 0.48

WBC, x 109/L 0.99 (0.98, 1.01) 0.27 1.00 (0.97, 1.02) 0.76

ESR, mm/h 1.00 (0.98, 1.01) 0.70 0.99 (0.97, 1.01) 0.20

Smoking 1.15 (0.50, 2.64) 0.74 1.39 (0.46, 4.22) 0.56

Hypertension 1.23 (0.51, 2.99) 0.64 3.17 (0.84, 12.05) 0.09

Diabetes mellitus 2.08 (0.27, 15.97) 0.48 0.00 (0.00, 0.00) 0.99

Coronary artery disease 1.70 (0.59, 4.93) 0.33 3.00 (0.74, 12.16) 0.13

Hyperlipidemia 1.60 (0.65, 3.94) 0.31 1.61 (0.41, 6.37) 0.50

HR = Hazard ratio; CI = confidence interval; TAB = temporal artery biopsy; WBC = white blood cell count; ESR = erythrocyte sedimentation rate

*adjusted for age, sex and calendar year of GCA diagnosis

doi:10.1371/journal.pone.0149579.t004
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descriptive cohorts evaluating CVA, 1.5–7.5% of patients with GCA were found to develop
stroke or TIA by the time of diagnosis or within 4 weeks following treatment initiation [1, 26,
28–30, 33–35]. Population-based stroke registries have also been utilized to estimate the fre-
quency of stroke in patients with GCA. Samson et al. reviewed 2,305 patients with strokes and
found 57 (2.4%) patients with a history of biopsy-proven GCA; four (7%) of which were deter-
mined to have had a GCA-related stroke. The overall incidence rate of GCA-related stroke was
0.76/100,000/year [2]. Wiszniewska and colleagues, however found a much lower frequency
using the Swiss Lausanne Stroke Registry where only six (0.15%) of the 4,086 confirmed first-
ever strokes were associated with biopsy confirmed GCA [3].

An increased inflammatory burden and propensity toward a hypercoagulable state has been
hypothesized as the reason for an increased incidence of vascular events in patients with auto-
immune diseases. The direct influence of inflammation and hypercoagulability on developing
cranial vascular events in GCA has been debated. Indeed, several studies, including ours, have
failed to predict an increased risk of stroke or TIA in patients with GCA when evaluating base-
line inflammatory markers or the presence of constitutional symptoms [29, 34–36]. Further-
more, others have noted a lower inflammatory response at GCA diagnosis to confer a higher
risk of ischemic complications; hypothesizing that inflammation induced angiogenesis may
counteract the development of stroke in GCA [1, 26–28, 37–39]. On the other hand, traditional
cardiovascular risk factors, including age [29], smoking [40], hypertension [3, 28, 34, 40], and
hyperlipidemia [34], have been frequently noted to confer a higher risk of CVA in patients
with GCA.

Analysis of the risk of stroke and TIA in GCA after adjustment for cardiovascular risk fac-
tors has been hindered by a lack of population-based case-control studies. In fact, only three
such studies have been performed prior to our report, all of which relied on administrative
databases and diagnostic coding. Ray and colleagues used the Ontario, Canada health care
database to compare cardiovascular disease between newly diagnosed GCA patients, patients
with osteoarthritis, and unaffected controls [4]. While composite cardiovascular disease was
significantly elevated on both crude and adjusted analyses, stroke was not significantly
increased in patients with GCA compared to osteoarthritis or unaffected controls when
adjusted for age, sex and baseline co-morbidities.

Tomasson et al. similarly performed an observational cohort study using the United King-
dom primary care database to assess cardiovascular disease in patients with GCA [5]. These
authors found the incidence rate of CVA to be higher in patients with incident GCA than refer-
ent subjects (8.0 events versus 6.3 events per 1,000 person-years, respectively). However,
patients with GCA were more frequently smokers and hypertensive as well as taking beta-
blockers, statins, nitrates, and anti-platelet medications at baseline. When adjusted for baseline
medications, CVA risk was no longer significantly elevated.

Finally, in a Canadian matched cohort study, Amiri et al. observed patients with GCA
(n = 809) to have an increased risk of stroke compared to age-, sex-, and entry-time matched
non-GCA (n = 8577) cases [6]. In this study, GCA cases were identified by associated ICD-9/
ICD-10 coding in addition to at least one prescription for oral glucocorticoids between one
month before and six months after the index date. Stroke on the other hand, was identified
purely by ICD-9/ICD-10 coding. While a fully adjusted primary analysis demonstrated a sig-
nificantly increased risk of stroke among patients with GCA [HR 2.04 (1.43, 2.93)], a sensitivity
analysis using a stricter definition of GCA (i.e. 5 or more glucocorticoid prescriptions) failed to
show a significantly higher risk of stroke between the two cohorts [HR 1.37 (0.96, 1.96)].

In our cohort, we did not observe an increased risk of stroke or TIA in patients with GCA.
While our results differ from those of other studies, reasons for such may include use of stan-
dard definitions and direct access to medical records for comprehensive review and validation
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of both the disease diagnosis, and the outcomes of interest. While risk factors at baseline dif-
fered between the two cohorts with non-GCA subjects having a higher frequency of diabetes
mellitus and treatment with lipid lowering medications as well as a lower frequency of aspirin
use at time of diagnosis, when adjusted for these and additional variables the risk of stroke
remained similar between the groups.

Venous thromboembolism
Although several studies have addressed the risk of cerebrovascular events in GCA, few have
focused on the risk of VTE. Our cohort is the first study to evaluate patients with physician
confirmed GCA to age-, sex-, and calendar-year matched population-based comparator sub-
jects using standardized case definitions. In our study we did not observe an increased risk of
DVT, PE, or composite VTE between patients with GCA and non-GCA subjects.

An observational cohort study using the British Columbia administrative health database by
Aviña-Zubieta et al. identified a near 4-fold increased risk of both DVT and PE in patients with
GCA compared to age and sex matched controls [8]. The GCA patients in that study, however,
had a higher frequency of hypertension, greater Charlson co-morbidity index, and more fre-
quent hospitalizations over the study period; characteristics which either alone or in combina-
tion could increase the risk of thromboembolism. Recently, Unizony and colleagues utilized
the United States Nationwide Inpatient Sample database to study a total of 8.2 million patients
admitted for pneumonia, myocardial infarction, ischemic stroke, and femoral neck fracture
[7]. Among the 9311 patients with a documented diagnosis of GCA on admission, both DVT
(1.5% versus 0.7%) and PE (0.9% versus 0.6%) were increased compared to non-GCA patients.
The GCA patients were notably older (80 versus 74 years) and more frequently female (76%
versus 53%).

Database studies, while useful to evaluate large populations, are limited by a reliance on
diagnostic coding without medical record availability to confirm disease or event occurrence.
Indeed neither of the above studies had temporal artery biopsy or ACR criteria available for
confirmation of GCA diagnosis and they were unable to confirm VTE diagnosis by docu-
mented physical examination or radiology, as we were able to perform in our study. Results
from Bhavsar and colleagues further confirm this discrepancy by noting VTE was not increased
in their multi-center study following 256 GCA patients over a mean observation of 3.2 years.
In fact, no incident events occurred during their follow-up period. [41].

Strengths of the present study include the use of a population-based incidence cohort with
long-term follow-up and a complete medical record, permitting the collection of information
available for all subjects. With the exception of a higher proportion of the working population
employed in the healthcare industry, and correspondingly higher education levels, on the
whole, results of this study using the population of Olmsted County are generalizable to the
populations of interest elsewhere [9]. Limitations of our study are those inherent to the retro-
spective design. Only those persons who had a medical encounter during a VTE or CVA event
were identified and included. While some VTE or cerebrovascular events that happened out-
side Olmsted County, MN may not have been included, we expect this occurrence to be rare
and equal among both study groups. Additionally, given VTE and cerebrovascular events
occur with relatively low overall frequency in patients with GCA, it is possible that our limited
population size was not sufficient to identify a small increased risk effect. It is also possible our
comparator group may have been at increased risk for events compared to the GCA cohort,
due to the higher proportion of patients with risk factors among the comparators, which could
decrease the relative risks. However, when adjusted analyses were performed including vari-
ables that differed between the groups at baseline, no change in relative risk was observed.
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Anti-coagulant use was not significantly different between groups; however, complete data was
only available for a subset of patients. If percentage of anti-coagulant use among this subset
were extrapolated to the entire cohort, patients with GCA would actually have a significantly
lower proportion of anti-coagulant use compared to the non-GCA group (p = 0.008). There-
fore, in this study, it is unlikely that anti-coagulant use contributes to the lack of a detectable
increased risk of VTE or cerebrovascular events among GCA patients. Finally, patients in the
early decades of this cohort diagnosed prior to the availability of routine cranial imaging for
stroke may have a potential increased risk of misclassification if cerebrovascular event was
made on clinical grounds alone. However, since both the cases and comparator subjects are
from the same population, it is anticipated if such misclassification did occur this would be
equal among both groups evaluated and would not affect the overall relative risk of these
events.

In conclusion, in this population-based cohort, patients with GCA were at an increased risk
for amaurosis fugax; however, the risk of VTE, stroke and TIA was similar to non-GCA sub-
jects. Further population-based studies with control subject comparison are needed to confirm
these findings.

Acknowledgments
The authors would like to thank Brittny Major, M.S. for assistance in statistical analysis.

Author Contributions
Conceived and designed the experiments: ALGMJK AM SRY AS CS ELM KJW CSC. Per-
formed the experiments: ALGMJK. Analyzed the data: ALGMJK AM SRY AS CS ELM KJW
CSC. Wrote the paper: ALGMJK AM SRY AS CS ELM KJW CSC.

References
1. Gonzalez-Gay MA, Vazquez-Rodriguez TR, Gomez-Acebo I, Pego-Reigosa R, Lopez-Diaz MJ, Vaz-

quez-Trinanes MC, et al. Strokes at time of disease diagnosis in a series of 287 patients with biopsy-
proven giant cell arteritis. Medicine. 2009; 88(4):227–35. doi: 10.1097/MD.0b013e3181af4518 PMID:
19593228.

2. Samson M, Jacquin A, Audia S, Daubail B, Devilliers H, Petrella T, et al. Stroke associated with giant
cell arteritis: a population-based study. J Neurol Neurosurg Psychiatry. 2015; 86(2):216–21. Epub
2014/05/02. doi: 10.1136/jnnp-2014-307614 PMID: 24780954.

3. Wiszniewska M, Devuyst G, Bogousslavsky J. Giant cell arteritis as a cause of first-ever stroke. Cere-
brovasc Dis. 2007; 24(2–3):226–30. Epub 2007/07/17. doi: 10.1159/000104482 PMID: 17630482.

4. Ray JG, Mamdani MM, Geerts WH. Giant cell arteritis and cardiovascular disease in older adults.
Heart. 2005; 91(3):324–8. Epub 2005/02/16. doi: 10.1136/hrt.2004.037481 PMID: 15710711; Central
PMCID: PMC1768751.

5. Tomasson G, Peloquin C, Mohammad A, Love TJ, Zhang Y, Choi HK, et al. Risk for cardiovascular dis-
ease early and late after a diagnosis of giant-cell arteritis: a cohort study. Ann Intern Med. 2014; 160
(2):73–80. Epub 2014/03/05. PMID: 24592492.

6. Amiri N, De Vera M, Choi HK, Sayre EC, Avina-Zubieta JA. Increased risk of cardiovascular disease in
giant cell arteritis: a general population-based study. Rheumatology (Oxford). 2015. Epub 2015/08/08.
doi: 10.1093/rheumatology/kev262 PMID: 26248811.

7. Unizony S, Menendez ME, Rastalsky N, Stone JH. Inpatient complications in patients with giant cell
arteritis: decreased mortality and increased risk of thromboembolism, delirium and adrenal insuffi-
ciency. Rheumatology (Oxford). 2015. Epub 2015/02/11. doi: 10.1093/rheumatology/keu483 PMID:
25667435.

8. Avina-Zubieta JA, Bhole VM, Amiri N, Sayre EC, Choi HK. The risk of deep venous thrombosis and pul-
monary embolism in giant cell arteritis: a general population-based study. Ann Rheum Dis. 2014. Epub
2014/10/01. doi: 10.1136/annrheumdis-2014-205665 PMID: 25265937.

9. St Sauver JL, Grossardt BR, Yawn BP, Melton LJ 3rd, RoccaWA. Use of a medical records linkage
system to enumerate a dynamic population over time: the Rochester epidemiology project. Am J

Venous Thromboembolism and Stroke in Giant Cell Arteritis

PLOS ONE | DOI:10.1371/journal.pone.0149579 February 22, 2016 11 / 13

http://dx.doi.org/10.1097/MD.0b013e3181af4518
http://www.ncbi.nlm.nih.gov/pubmed/19593228
http://dx.doi.org/10.1136/jnnp-2014-307614
http://www.ncbi.nlm.nih.gov/pubmed/24780954
http://dx.doi.org/10.1159/000104482
http://www.ncbi.nlm.nih.gov/pubmed/17630482
http://dx.doi.org/10.1136/hrt.2004.037481
http://www.ncbi.nlm.nih.gov/pubmed/15710711
http://www.ncbi.nlm.nih.gov/pubmed/24592492
http://dx.doi.org/10.1093/rheumatology/kev262
http://www.ncbi.nlm.nih.gov/pubmed/26248811
http://dx.doi.org/10.1093/rheumatology/keu483
http://www.ncbi.nlm.nih.gov/pubmed/25667435
http://dx.doi.org/10.1136/annrheumdis-2014-205665
http://www.ncbi.nlm.nih.gov/pubmed/25265937


Epidemiol. 2011; 173(9):1059–68. Epub 2011/03/25. doi: 10.1093/aje/kwq482 PMID: 21430193; Cen-
tral PMCID: PMC3105274.

10. Hunder GG, Bloch DA, Michel BA, Stevens MB, ArendWP, Calabrese LH, et al. The American College
of Rheumatology 1990 criteria for the classification of giant cell arteritis. Arthritis Rheum. 1990; 33
(8):1122–8. Epub 1990/08/01. PMID: 2202311.

11. Udayakumar PD, Chandran AK, Crowson CS, Warrington KJ, Matteson EL. Cardiovascular risk and
acute coronary syndrome in giant cell arteritis: A population based retrospective cohort study. Arthritis
Care Res (Hoboken). 2015; 67(3):396–402. doi: 10.1002/acr.22416 PMID: 25074472.

12. Gooley TA, Leisenring W, Crowley J, Storer BE. Estimation of failure probabilities in the presence of
competing risks: new representations of old estimators. Stat Med. 1999; 18(6):695–706. Epub 1999/04/
16. PMID: 10204198.

13. Gray R. A Class of K-sample Tests for Comparing the Cumulative Incidence of a Competing Risk. The
Annals of Statistics. 1988; 16(3):1141–54.

14. Bacani AK, Gabriel SE, Crowson CS, Heit JA, Matteson EL. Noncardiac vascular disease in rheuma-
toid arthritis: increase in venous thromboembolic events? Arthritis Rheum. 2012; 64(1):53–61. Epub
2011/09/10. doi: 10.1002/art.33322 PMID: 21905005; Central PMCID: PMC3474372.

15. Nadareishvili Z, Michaud K, Hallenbeck JM, Wolfe F. Cardiovascular, rheumatologic, and pharmaco-
logic predictors of stroke in patients with rheumatoid arthritis: a nested, case-control study. Arthritis
Rheum. 2008; 59(8):1090–6. Epub 2008/08/01. doi: 10.1002/art.23935 PMID: 18668583; Central
PMCID: PMC2778069.

16. Futrell N, Millikan C. Frequency, etiology, and prevention of stroke in patients with systemic lupus ery-
thematosus. Stroke. 1989; 20(5):583–91. Epub 1989/05/01. PMID: 2718197.

17. Timlin H, Petri M. Transient ischemic attack and stroke in systemic lupus erythematosus. Lupus. 2013;
22(12):1251–8. Epub 2013/10/08. doi: 10.1177/0961203313497416 PMID: 24097997.

18. ChungWS, Lin CL, Chang SN, Lu CC, Kao CH. Systemic lupus erythematosus increases the risks of
deep vein thrombosis and pulmonary embolism: a nationwide cohort study. J Thromb Haemost. 2014;
12(4):452–8. Epub 2014/01/30. doi: 10.1111/jth.12518 PMID: 24472157.

19. Isene R, Bernklev T, Hoie O, Langholz E, Tsianos E, Stockbrugger R, et al. Thromboembolism in
inflammatory bowel disease: results from a prospective, population-based European inception cohort.
Scand J Gastroenterol. 2014; 49(7):820–5. Epub 2014/04/24. doi: 10.3109/00365521.2014.910545
PMID: 24754745.

20. Solem CA, Loftus EV, TremaineWJ, SandbornWJ. Venous thromboembolism in inflammatory bowel
disease. Am J Gastroenterol. 2004; 99(1):97–101. Epub 2003/12/23. PMID: 14687149.

21. Stassen PM, Derks RP, Kallenberg CG, Stegeman CA. Venous thromboembolism in ANCA-associated
vasculitis—incidence and risk factors. Rheumatology (Oxford). 2008; 47(4):530–4. Epub 2008/03/22.
doi: 10.1093/rheumatology/ken035 PMID: 18356178.

22. Allenbach Y, Seror R, Pagnoux C, Teixeira L, Guilpain P, Guillevin L. High frequency of venous throm-
boembolic events in Churg-Strauss syndrome, Wegener's granulomatosis and microscopic polyangiitis
but not polyarteritis nodosa: a systematic retrospective study on 1130 patients. Ann Rheum Dis. 2009;
68(4):564–7. Epub 2008/11/19. doi: 10.1136/ard.2008.099051 PMID: 19015208.

23. Faurschou M, Obel N, Baslund B. High risk of pulmonary embolism and deep venous thrombosis but
not of stroke in granulomatosis with polyangiitis (Wegener's). Arthritis Care Res (Hoboken). 2014; 66
(12):1910–4. Epub 2014/07/31. doi: 10.1002/acr.22423 PMID: 25073637.

24. Ames PR, Steuer A, Pap A, Denman AM. Thrombosis in Behcet's disease: a retrospective survey from
a single UK centre. Rheumatology (Oxford). 2001; 40(6):652–5. Epub 2001/06/27. PMID: 11426022.

25. Sarica-Kucukoglu R, Akdag-Kose A, Kayabal IM, Yazganoglu KD, Disci R, Erzengin D, et al. Vascular
involvement in Behcet's disease: a retrospective analysis of 2319 cases. Int J Dermatol. 2006; 45
(8):919–21. Epub 2006/08/17. doi: 10.1111/j.1365-4632.2006.02832.x PMID: 16911374.

26. Cid MC, Font C, Oristrell J, de la Sierra A, Coll-Vinent B, Lopez-Soto A, et al. Association between
strong inflammatory response and low risk of developing visual loss and other cranial ischemic compli-
cations in giant cell (temporal) arteritis. Arthritis Rheum. 1998; 41(1):26–32. PMID: 9433866.

27. Hernandez-Rodriguez J, Font C, Garcia-Martinez A, Espigol-Frigole G, Sanmarti R, Canete JD, et al.
Development of ischemic complications in patients with giant cell arteritis presenting with apparently
isolated polymyalgia rheumatica: study of a series of 100 patients. Medicine (Baltimore). 2007; 86
(4):233–41. Epub 2007/07/17. doi: 10.1097/MD.0b013e318145275c PMID: 17632265.

28. Salvarani C, Della Bella C, Cimino L, Macchioni P, Formisano D, Bajocchi G, et al. Risk factors for
severe cranial ischaemic events in an Italian population-based cohort of patients with giant cell arteritis.
Rheumatology. 2009; 48(3):250–3. doi: 10.1093/rheumatology/ken465 PMID: 19109317.

Venous Thromboembolism and Stroke in Giant Cell Arteritis

PLOS ONE | DOI:10.1371/journal.pone.0149579 February 22, 2016 12 / 13

http://dx.doi.org/10.1093/aje/kwq482
http://www.ncbi.nlm.nih.gov/pubmed/21430193
http://www.ncbi.nlm.nih.gov/pubmed/2202311
http://dx.doi.org/10.1002/acr.22416
http://www.ncbi.nlm.nih.gov/pubmed/25074472
http://www.ncbi.nlm.nih.gov/pubmed/10204198
http://dx.doi.org/10.1002/art.33322
http://www.ncbi.nlm.nih.gov/pubmed/21905005
http://dx.doi.org/10.1002/art.23935
http://www.ncbi.nlm.nih.gov/pubmed/18668583
http://www.ncbi.nlm.nih.gov/pubmed/2718197
http://dx.doi.org/10.1177/0961203313497416
http://www.ncbi.nlm.nih.gov/pubmed/24097997
http://dx.doi.org/10.1111/jth.12518
http://www.ncbi.nlm.nih.gov/pubmed/24472157
http://dx.doi.org/10.3109/00365521.2014.910545
http://www.ncbi.nlm.nih.gov/pubmed/24754745
http://www.ncbi.nlm.nih.gov/pubmed/14687149
http://dx.doi.org/10.1093/rheumatology/ken035
http://www.ncbi.nlm.nih.gov/pubmed/18356178
http://dx.doi.org/10.1136/ard.2008.099051
http://www.ncbi.nlm.nih.gov/pubmed/19015208
http://dx.doi.org/10.1002/acr.22423
http://www.ncbi.nlm.nih.gov/pubmed/25073637
http://www.ncbi.nlm.nih.gov/pubmed/11426022
http://dx.doi.org/10.1111/j.1365-4632.2006.02832.x
http://www.ncbi.nlm.nih.gov/pubmed/16911374
http://www.ncbi.nlm.nih.gov/pubmed/9433866
http://dx.doi.org/10.1097/MD.0b013e318145275c
http://www.ncbi.nlm.nih.gov/pubmed/17632265
http://dx.doi.org/10.1093/rheumatology/ken465
http://www.ncbi.nlm.nih.gov/pubmed/19109317


29. Berger CT, Wolbers M, Meyer P, Daikeler T, Hess C. High incidence of severe ischaemic complications
in patients with giant cell arteritis irrespective of platelet count and size, and platelet inhibition. Rheuma-
tology (Oxford). 2009; 48(3):258–61. Epub 2009/01/09. doi: 10.1093/rheumatology/ken480 PMID:
19129348.

30. Zenone T, Puget M. Characteristics of cerebrovascular accidents at time of diagnosis in a series of 98
patients with giant cell arteritis. Rheumatol Int. 2013; 33(12):3017–23. Epub 2013/07/23. doi: 10.1007/
s00296-013-2814-0 PMID: 23873329.

31. Wilkinson IM, Russell RW. Arteries of the head and neck in giant cell arteritis. A pathological study to
show the pattern of arterial involvement. Arch Neurol. 1972; 27(5):378–91. Epub 1972/11/01. PMID:
5078894.

32. Cohen R, Padilla J, Light D, Diller R. Carotid artery occlusive disease and ocular manifestations: Impor-
tance of identifying patients at risk. Optometry. 2010; 81(7):359–63. Epub 2010/07/16. doi: 10.1016/j.
optm.2009.10.013 PMID: 20630374.

33. Caselli RJ, Hunder GG, Whisnant JP. Neurologic disease in biopsy-proven giant cell (temporal) arteri-
tis. Neurology. 1988; 38(3):352–9. Epub 1988/03/01. PMID: 3347337.

34. Pego-Reigosa R, Garcia-Porrua C, Pineiro A, Dierssen T, Llorca J, Gonzalez-Gay MA. Predictors of
cerebrovascular accidents in giant cell arteritis in a defined population. Clin Exp Rheumatol. 2004; 22(6
Suppl 36):S13–7. Epub 2005/01/29. PMID: 15675128.

35. Nesher G, Berkun Y, Mates M, Baras M, Rubinow A, Sonnenblick M. Low-Dose Aspirin and Prevention
of Cranial Ischemic Complications in Giant Cell Arteritis. Arthritis Rheum. 2004; 50(4):1332–7. doi: 10.
1002/art.20171

36. Lopez-Diaz MJ, Llorca J, Gonzalez-Juanatey C, Pena-Sagredo JL, Martin J, Gonzalez-Gay MA. The
Erythrocyte Sedimentation Rate Is Associated with the Development of Visual Complications in
Biopsy-Proven Giant Cell Arteritis. Seminars in Arthritis and Rheumatism. 2008; 38(2):116–23. doi: 10.
1016/j.semarthrit.2007.10.014

37. Cid MC, Hernandez-Rodriguez J, Esteban M-J, Cebrian M, Gho YS, Font C, et al. Tissue and serum
angiogenic activity is associated with low prevalence of ischemic complications in patients with giant-
cell arteritis. Circulation. 2002; 106(13):1664–71. PMID: 12270860.

38. Gonzalez-Gay MA, Garcia-Porrua C, Llorca J, Hajeer AH, Branas F, Dababneh A, et al. Visual manifes-
tations of giant cell arteritis. Trends and clinical spectrum in 161 patients. Medicine. 2000; 79(5):283–
92. PMID: 11039076.

39. Hernandez-Rodriguez J, Segarra M, Vilardell C, Sanchez M, Garcia-Martinez A, Esteban M-J, et al.
Elevated production of interleukin-6 is associated with a lower incidence of disease-related ischemic
events in patients with giant-cell arteritis: angiogenic activity of interleukin-6 as a potential protective
mechanism. Circulation. 2003; 107(19):2428–34. PMID: 12742994.

40. Gonzalez-Gay MA, Pineiro A, Gomez-Gigirey A, Garcia-Porrua C, Pego-Reigosa R, Dierssen-Sotos T,
et al. Influence of traditional risk factors of atherosclerosis in the development of severe ischemic com-
plications in giant cell arteritis. Medicine (Baltimore). 2004; 83(6):342–7. Epub 2004/11/05. PMID:
15525846.

41. Bhavsar SV, Khalidi NA, Carette S, Cuthbertson D, Grayson PC, Hoffman GS, et al. Venothromboem-
bolism in Large Vessel Vasculitis. Arthritis Rheum 2014; 66(10):S351.

Venous Thromboembolism and Stroke in Giant Cell Arteritis

PLOS ONE | DOI:10.1371/journal.pone.0149579 February 22, 2016 13 / 13

http://dx.doi.org/10.1093/rheumatology/ken480
http://www.ncbi.nlm.nih.gov/pubmed/19129348
http://dx.doi.org/10.1007/s00296-013-2814-0
http://dx.doi.org/10.1007/s00296-013-2814-0
http://www.ncbi.nlm.nih.gov/pubmed/23873329
http://www.ncbi.nlm.nih.gov/pubmed/5078894
http://dx.doi.org/10.1016/j.optm.2009.10.013
http://dx.doi.org/10.1016/j.optm.2009.10.013
http://www.ncbi.nlm.nih.gov/pubmed/20630374
http://www.ncbi.nlm.nih.gov/pubmed/3347337
http://www.ncbi.nlm.nih.gov/pubmed/15675128
http://dx.doi.org/10.1002/art.20171
http://dx.doi.org/10.1002/art.20171
http://dx.doi.org/10.1016/j.semarthrit.2007.10.014
http://dx.doi.org/10.1016/j.semarthrit.2007.10.014
http://www.ncbi.nlm.nih.gov/pubmed/12270860
http://www.ncbi.nlm.nih.gov/pubmed/11039076
http://www.ncbi.nlm.nih.gov/pubmed/12742994
http://www.ncbi.nlm.nih.gov/pubmed/15525846

