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Antiplatelet and Anticoagulant Therapy in
Patients With Giant Cell Arteritis

Michael S. Lee,1 Scott D. Smith,2 Anat Galor,2 and Gary S. Hoffman2

Objective. Vision loss and cerebrovascular acci-
dents often complicate giant cell arteritis (GCA). Anti-
platelet and anticoagulant therapy reduce the risk of
stroke in other populations. We sought to determine
whether antiplatelet or anticoagulant therapy reduces
ischemic complications in patients with GCA.

Methods. A retrospective chart review for patients
with GCA was conducted. Included patients fulfilled
modified 1990 American College of Rheumatology cri-
teria for GCA. Collected information included demo-
graphic data, dates of antiplatelet or anticoagulant use,
vision loss or stroke, and presence of bleeding compli-
cations and cerebrovascular risk factors.

Results. A total of 143 patients were included with
a mean followup period of 4 years. The cohort included
109 women (76%) and 34 men (24%) with a mean age of
71.8 years. A total of 104 patients (73%) had a biopsy-
proven diagnosis. Eighty-six patients (60.1%) had re-
ceived long-term antiplatelet or anticoagulant therapy,
including 18 (12.6%) who did not start therapy until
after an ischemic event had occurred. Antiplatelet
agents or anticoagulants were not used in 57 patients
(39.9%). Overall, 11 of 68 patients (16.2%) had an
ischemic event while receiving antiplatelet or anticoag-
ulant therapy, compared with 36 of 75 patients (48.0%)
not receiving such therapy (P < 0.0005). Univariate

analysis failed to show a statistical difference between
groups in regard to cerebrovascular risk factors, age,
sex, or biopsy-proven diagnosis. Bleeding complications
occurred in 2 patients receiving aspirin, 1 patient re-
ceiving warfarin, and 5 patients who did not receive
anticoagulant or antiplatelet therapy.

Conclusion. Antiplatelet or anticoagulant therapy
may reduce the risk of ischemic events in patients with
GCA. An increased risk of bleeding complications was
not observed.

Giant cell arteritis (GCA) is a disease of large
and medium-sized vessels that affects individuals over
the age of 50 years (mean age 74 years). GCA is more
common in women than in men (ratio of 2–3:1) and
more common in Caucasian individuals (1,2).

Ischemic events such as vision loss and cerebro-
vascular accidents occur in up to 20–50% of patients
with GCA (3,4). These events may herald the initial
disease presentation or arise after treatment with cortico-
steroids has begun (5,6). Ischemia and infarction result
from inflammation causing myointimal thickening, ste-
nosis, or occlusion of vessel lumen. Thrombosis may also
play a role in GCA (4).

Antiplatelet and anticoagulant therapy reduce
the risks of vaso-occlusive and cardioembolic stroke
(7–9). However, these agents may increase the risk of
bleeding complications (9,10). Some authors have sug-
gested that adjunctive antiplatelet (11–14) or anticoag-
ulant (15) therapy warrants consideration in the treat-
ment of GCA. In a retrospective study, Nesher et al (11)
demonstrated that aspirin prevented the cranial isch-
emic complications of GCA. An accompanying editorial
suggested that adjunctive aspirin would likely become a
paradigm shift in the treatment of GCA (14).

In light of this single retrospective series, we
sought to evaluate the hypothesis that antiplatelet or
anticoagulant therapy may be efficacious in GCA. We
retrospectively investigated a consecutive series of pa-
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tients with GCA. The primary aim was to determine
whether antiplatelet therapy or warfarin affected the
rate of ischemic events. We also sought to learn whether
treatment with these agents caused an increase in bleed-
ing complications.

PATIENTS AND METHODS

The Cleveland Clinic Foundation Institutional Review
Board approved a search and review of medical records to
identify patients with the International Classification of Dis-
eases, Ninth Revision code for GCA. We identified patients
who presented with GCA from January 1989 through Novem-
ber 2004. For inclusion in this study, 3 of the following 5
criteria were required: 1) age at disease onset of �50 years; 2)
new onset of localized headache; 3) temporal artery tenderness
or reduced pulse; 4) erythrocyte sedimentation rate (ESR)
�40 mm/hour; 5) temporal artery biopsy result consistent with
GCA (16,17). Other collected information included demo-
graphic data, dates of GCA diagnosis, documented initial
aspirin or warfarin use, vision loss or hemispheric stroke, last
followup visit, gastrointestinal or intracranial bleeding, and
cerebrovascular risk factors (e.g., diabetes mellitus, hyperten-
sion, hypercholesterolemia, carotid stenosis, and cardiac ar-
rhythmias). An event was considered GCA-related if other
signs, symptoms, or laboratory evidence of a recurrence was
present. GCA-related vision loss was defined as retinal artery
occlusion or ischemic optic neuropathy. Visual field loss from
a retrochiasmal stroke was classified as a hemispheric stroke.
Cases of transient ischemic events were not included. Bleeding
complications were defined as either gastrointestinal
hemorrhage/ulcer or intracranial bleeding.

Intercooled Stata 8.1 for Windows (Stata Corporation,
College Station, TX) was utilized for statistical analysis. Mul-
tivariate logistic regression analysis was used to identify factors
independently associated with the occurrence of an ischemic
event. In order to perform survival analysis, if a patient
experienced more than 1 ischemic event, the date of the first
event was used. Analysis was completed using a forward-
adding method of variable inclusion, retaining variables with a
P value less than 0.15 in order to retain potentially confound-
ing variables and thus identify independent risk factors for an
ischemic event. A final model was generated to estimate odds
ratios (ORs) associated with the use of antiplatelet or antico-
agulant therapy, adjusting for age, sex, and other cerebrovas-
cular risk factors.

RESULTS

One hundred forty-three patients met the inclu-
sion criteria for final analysis (Table 1). There were 109
women (76%) and 34 men (24%) with a mean age of
71.8 years (range 50–93 years). The group consisted of
136 Caucasians (95%), 1 Asian (�1%), and 6 African
Americans (4%). A total of 104 patients (73%) had a
biopsy-proven diagnosis. The mean followup time was
53.8 months for the antiplatelet/anticoagulant-treated

group and 46.7 months for the untreated group. There
was a total of 45 vision loss events (31.5%) and 6
ischemic hemispheric strokes (4.2%). Of the patients
with ischemic stroke, 1 had experienced both vision loss
and stroke at the time of presentation. One patient was
judged to have had an embolic stroke immediately
following aortic valve replacement. Two patients expe-
rienced a stroke of indeterminate cause (see statistical
analysis below).

All except 3 of the visual events and hemispheric
strokes occurred at the time of GCA diagnosis. Of the
events that occurred after the diagnosis of GCA was
made, 1 involved a patient who was receiving aspirin
therapy and 2 involved patients who were not.

Antiplatelet or anticoagulant therapy. Eighty-six
patients (60.1%) were being treated with aspirin, clopi-
dogrel, or warfarin at some point during the course of
treatment for GCA. However, 18 patients (12.6%) did
not start therapy until after an ischemic event, leaving 68
patients (47.6%) receiving antiplatelet or anticoagulant
therapy and with no history of an ischemic event.
Fifty-seven patients (39.9%) were not receiving anti-
platelet or anticoagulant therapy. Ascertainment of oc-
casional or intermittent aspirin dose was not possible in
many cases. Overall, 11 of 68 patients (16.2%) had an
ischemic event while receiving therapy compared with 36
of 75 patients (48.0%) not receiving continuous anti-
platelet or anticoagulant therapy (P � 0.0005). There
were no significant differences between the groups with
regard to age, sex, or biopsy-proven diagnosis (Table 1).

Cerebrovascular risk factors. A total of 99 pa-
tients (69.2%) had one or more documented cerebro-
vascular risk factors such as hypertension, diabetes,
hypercholesterolemia, carotid stenosis, or atrial fibrilla-

Table 1. Characteristics of patients with GCA treated or not treated
with antiplatelet or anticoagulant therapy*

Treated Not treated P

Age, years 72.0 71.7 NS
Female, % 72.1 80 NS
ESR, mm/hour 78.2 81.0 NS
Platelet count, �103/mm3 387 385 NS
Biopsy-proven diagnosis, % 73.5 72 NS
Followup, months 53.8 46.7 NS
Cerebrovascular risk factors, % 76.5 61.3 0.07
Ischemic events, % 16.2 48 �0.0005
Bleeding complications, % 3.5 8.8 NS

* Except where indicated otherwise, values are the mean. Treated
patients received aspirin, clopidogrel, or warfarin. Untreated patients
did not receive antiplatelet or anticoagulant therapy. GCA � giant cell
arteritis; NS � not significant (P � 0.20); ESR � erythrocyte
sedimentation rate.
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tion. Of the patients with risk factors, 53 (53.6%) were
receiving antiplatelet or anticoagulant therapy, while 46
(46.5%) were not. At least 1 cerebrovascular risk factor
was present in 76.5% of the patients receiving antiplate-
let or anticoagulant therapy, compared with 61.3% of
the patients not receiving such therapy (Table 1). One or
more risk factors were present in 67.4% of the patients
with an ischemic event, compared with 69.1% of the
patients who did not have an ischemic event (Table 2).

Bleeding complications. A total of 8 patients
experienced a bleeding complication. One patient re-
ceiving aspirin had an occipital hemorrhage. Gastro-
intestinal bleeding or ulceration occurred in 5 patients
(3.5%) who were receiving prednisone alone, 1 (0.7%)
who was taking prednisone plus aspirin, and 1 (0.7%)
taking prednisone plus warfarin (P � 0.1)

Statistical analysis. Univariate analysis failed to
show a statistical difference between groups in regard to
cerebrovascular risk factors, age, sex, or a biopsy-proven
diagnosis. Initial ESRs were higher in patients who did
not experience an ischemic event (85.5 mm/hour versus
66.3 mm/hour; P � 0.03). Logistic regression analysis
showed that aspirin (OR 0.18, P � 0.0005) and warfarin
(OR 0.17, P � 0.04) each demonstrated an independent
protective effect against ischemic events when adjusted
for age, sex, and the presence of cerebrovascular risk
factors.

Two patients experienced an ischemic stroke that
may or may not have been related to GCA. One patient
receiving warfarin had atrial fibrillation and active GCA
at the time of the stroke. The other was not receiving
antiplatelet or anticoagulant therapy, and available data
did not indicate a definitive relationship to GCA. When

these patients were excluded from the analysis, the
overall results were not affected.

DISCUSSION

Our study confirms recent observations by
Nesher and colleagues (11), who reported that aspirin
reduced the risk of cranial ischemic complications in
patients with GCA. The demographics and features of
GCA in the patients in our study were very similar to
those reported by others, including Nesher et al. Our
study differs from that by Nesher and colleagues in that
it includes patients receiving antiplatelet therapy other
than aspirin as well as patients receiving warfarin. In
both studies, patients were less likely to have an ischemic
event if they were receiving antiplatelet therapy in
addition to corticosteroids for GCA. Both studies found
similar ORs for patients treated with antiplatelet agents
(0.20 and 0.18). Additionally, in our study, multivariate
analysis showed an OR of 0.17 for an ischemic event
among patients receiving anticoagulants.

Thrombocytosis, with platelet counts of
�400,000/mm3, occurs commonly in active GCA (18,19).
Liozon et al (12) suggested that patients with thrombo-
cytosis may be more likely to experience vision loss,
conceivably from an increased risk of clotting. Other
studies have found no difference in outcome associated
with thrombocytosis (19).

Should adjunctive antiplatelet therapy be consid-
ered in the treatment of GCA based on these data?
Taken together, our study and that by Nesher and
colleagues (11) show a significant reduction in the risk of
ischemic events in the group treated with antiplatelet or
anticoagulant therapy. Patients were generally started
on antiplatelet or anticoagulant therapy because they
had cerebrovascular risk factors. We would expect the
group with more risk factors to experience a greater
frequency of ischemic events than those without risk
factors if antiplatelet or anticoagulant therapy had no
effect on the outcome. However, fewer ischemic events
occurred in the group receiving such therapy, making a
strong argument for the use of antiplatelet or anticoag-
ulant treatment to reduce the frequency of ischemic
events in GCA.

Intracranial or gastrointestinal hemorrhage may
occur more frequently with the use of antiplatelet or
anticoagulant medications (9,10). Corticosteroid use
may also increase the risk of gastrointestinal hemor-
rhage or ulceration. In our study, nonfatal bleeding
complications developed in only 2 of 66 patients (3%)
receiving aspirin and 1 of 20 patients (5%) receiving

Table 2. Characteristics of patients with or without ischemic events
secondary to GCA*

Ischemic
event

No ischemic
event P

Age, years 71.1 73.3 0.15
Female, % 67.4 80.4 0.10
ESR, mm/hour 66.3 85.5 0.03
Platelet count, �103/mm3 392 383 NS
Biopsy-proven diagnosis, % 76.1 71.1 NS
Cerebrovascular risk factors, % 67.4 69.1 NS
Aspirin at time of event, % 17.4 48.5 �0.0005
Warfarin at time of event, % 4.4 13.2 0.04†
Clopidogrel at time of event, % 2 1 NS

* Except where indicated otherwise, values are the mean. An ischemic
event represents vision loss or hemispheric stroke secondary to GCA.
See Table 1 for definitions.
† By multivariate logistic regression analysis.
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warfarin. In comparison, 5 of 57 patients (8.8%) receiv-
ing prednisone alone experienced gastrointestinal bleed-
ing or ulceration. Whether the risk of clinically apparent
hemorrhage would be greater in a larger cohort is
unknown.

Our study has several limitations. Retrospective
studies have inherent flaws that include the lack of
uniformity in record keeping and available data for
acquisition. The Cleveland Clinic Foundation is a ter-
tiary care center, and one may argue that patients seen
there may not be representative of those in the general
community. However, as has been the case with many
recent large clinical studies of GCA, we used the 1990
American College of Rheumatology criteria for diagno-
sis of GCA (16,17). The disease characteristics of our
patients are remarkably similar to those from other large
prospective and retrospective series, suggesting that our
observations are generalizable for GCA (2,3,12,16,20).
We also recognize that patients may not consider aspirin
a “medication” and may fail to identify it to their
physicians on their list of medications. However, we have
no reason to suspect that patients with or without an
ischemic event would differ in the frequency of reporting
this information.

Our results suggest that antiplatelet or anticoag-
ulant therapy may reduce the risk of vision loss or
hemispheric stroke in patients with GCA. An increased
risk of bleeding complications was not observed in this
group. Low-dose aspirin is relatively well tolerated and
safe. Based on the findings of this retrospective study, we
recommend that if there are no contraindications, ad-
junctive low-dose aspirin be considered in the treatment
of patients with GCA. We also believe that our results
provide a rationale for a prospective, randomized,
placebo-controlled trial to further determine the role of
adjunctive antiplatelet therapy in GCA.
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