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INTRODUCTION

Giant cell arteritis (GCA) and Takayasu arteritis (TAK) are the two main forms of large vessels vasculitis (LVV). They affect large vessels, aorta and its major branches [START_REF] Jennette | revised International Chapel Hill Consensus Conference Nomenclature of Vasculitides[END_REF]. Vessel inflammation leads to aneurysms, wall thickening, stenosis, and, in some cases, complete occlusion of the artery.

While cranial manifestations of GCA are well-recognized, it has been increasingly appreciated that GCA is a systemic disease that extends beyond the superficial temporal arteries and can cause manifestations including large-artery stenosis or aortic involvement (aortitis, aneurysm formation, and dissection) [START_REF] De Boysson | Large-vessel involvement and aortic dilation in giant-cell arteritis. A multicenter study of 549 patients[END_REF][START_REF] Agard | Aortic involvement in recent-onset giant cell (temporal) arteritis: a case-control prospective study using helical aortic computed tomodensitometric scan[END_REF][START_REF] Kermani | Large-vessel involvement in giant cell arteritis: a population-based cohort study of the incidence-trends and prognosis[END_REF][START_REF] Muratore | Large-vessel giant cell arteritis: a cohort study[END_REF][START_REF] Prieto-González | Large vessel involvement in biopsy-proven giant cell arteritis: prospective study in 40 newly diagnosed patients using CT angiography[END_REF]. In autopsy studies, evidence of histological large vessel involvement (LVI) was found in up to 80% of cases [START_REF] Ostberg | An arteritis with special reference to polymyalgia arteritica[END_REF]. Advances in imagery, with the more frequent use of angio-computed tomography (CT) or 18F-fluorodeoxyglucose positron emission tomography (FDG-PET), led to better identification of patients with LVV, reported in 30 to 83% among patients with GCA [START_REF] Agard | Aortic involvement in recent-onset giant cell (temporal) arteritis: a case-control prospective study using helical aortic computed tomodensitometric scan[END_REF][START_REF] Prieto-González | Large vessel involvement in biopsy-proven giant cell arteritis: prospective study in 40 newly diagnosed patients using CT angiography[END_REF][START_REF] Ostberg | An arteritis with special reference to polymyalgia arteritica[END_REF][START_REF] De Boysson | 18Ffluorodeoxyglucose positron emission tomography and the risk of subsequent aortic complications in giantcell arteritis: A multicenter cohort of 130 patients[END_REF][START_REF] Ostberg | Morphological changes in the large arteries in polymyalgia arteritica[END_REF]. Strong similarities and subtle differences in the distribution of arterial disease were observed between TAK and GCA-LVI [START_REF] Grayson | Vasculitis Clinical Research Consortium, Distribution of arterial lesions in Takayasu's arteritis and giant cell arteritis[END_REF][START_REF] Furuta | Clinical features and radiological findings in large vessel vasculitis: are Takayasu arteritis and giant cell arteritis 2 different diseases or a single entity?[END_REF][START_REF] Gribbons | Patterns of Arterial Disease in Takayasu's Arteritis and Giant Cell Arteritis[END_REF]. Subclavian and axillary diseases seem to cluster more symmetrically in GCA-LVI as compared to TAK [START_REF] Grayson | Vasculitis Clinical Research Consortium, Distribution of arterial lesions in Takayasu's arteritis and giant cell arteritis[END_REF]. Aortic aneurysms seem more common in GCA-LVI, while stenotic changes of the aorta are more common in TAK, suggesting different pathophysiologic mechanisms.

LVV significantly increases morbidity and mortality [START_REF] Kermani | Large-vessel involvement in giant cell arteritis: a population-based cohort study of the incidence-trends and prognosis[END_REF][START_REF] Macchioni | Survival predictors in biopsy-proven giant cell arteritis: a northern Italian population-based study[END_REF][START_REF] Comarmond | French Takayasu Network, Long-Term Outcomes and Prognostic Factors of Complications in Takayasu Arteritis: A Multicenter Study of 318 Patients[END_REF]. Due to the wide variation in the course of LVV, predicting outcome is challenging. To our knowledge, data regarding prognosis factors of LVI in LVV patients and comparison of outcome of LVI in GCA and TAK are lacking. An early identification of patients with higher mortality could help to prevent deaths and vascular complications. There is still an unmet need to identify prognosis factors prior to complications to target patients needing more aggressive therapies.

The present study was undertaken to i) assess prognosis factors of LVI in LVV patients, and ii) to compare outcome of LVI (i.e. event free survival, relapse free survival, and revascularization free survival) in TAK and GCA.

MATERIAL AND METHOD

Patients

We conducted a retrospective multicenter study in referral centers from the French study group for large vessel vasculitis (GEFA). We identified 417 patients with LVI including 299 TAK and 118 GCA-LVI patients. Patients were included if they had a diagnosis of LVV according to criteria of each disease: (1) For TAK, criteria were based on American College of Rheumatology (ACR) [START_REF] Arend | The American College of Rheumatology 1990 criteria for the classification of Takayasu arteritis[END_REF] and/or Ishikawa criteria modified by Sharma [START_REF] De Souza | Diagnostic and classification criteria of Takayasu arteritis[END_REF] ; (2) GCA criteria were based on American college of Rheumatology (ACR) for GCA [START_REF] Hunder | The American College of Rheumatology 1990 criteria for the classification of giant cell arteritis[END_REF] and evidence of LVI, diagnosed on imaging (angio-CT and/or angio-magnetic resonance imaging (MRI) or FDG-PET).

All subjects included in this study gave informed consent. This study was approved by the local ethics committee.

We retrospectively collected baseline clinical and biological characteristics including age at diagnosis of LVV, geographic origin, sex, cardiovascular risk factors, constitutional symptoms, symptoms of LVV, and biological inflammatory markers (C-reactive protein (CRP) and erythrocyte sedimentation rate (ESR)). All patients had vascular imaging (angio-CT and/or angio-MRI and sometimes FDG-PET) at baseline and every 6 months or earlier in case of vascular complication. LVI was defined as wall thickness, stenosis/occlusion, or aneurysm attributed to vasculitis, and detected by computed tomography (CT) scan and/or magnetic resonance imaging (MRI) and/or FDG-PET.

Definition of study end-points:

Vascular complications were defined as the occurrence of at least one of the following events:

-new-onset or progression or dissection of aneurysm of aorta and its major branches related to LVV, -new arterial occlusion of aorta and its major branches related to LVV, -myocardial infarction related to LVV, -occurrence of stroke/transitory ischemic attack related to LVV Relapses were defined as the disease becoming active after a remission period requiring change in the treatment regimen. Disease activity was defined according to the presence of the following criteria : 1) new ischemic vascular sign (i.e. claudication, ischemic thoracic or abdominal pain, bruit or asymmetry in pulses, pulse abolition); 2) new LVI lesion or worsening of pre-existing lesions on imaging; 3) systemic clinical features (i.e. weight loss, fever…); and 4) biological activity of disease: increased ESR and/or of CRP. Disease was considered active if the score was ≥ 2, and inactive in the remaining cases. For anterior ischemic optic neuropathy (AION), relapse was considered if patient had a score ≥ Revascularization included endovascular and/or surgical vascular procedure for symptomatic stenotic lesions, aortic valve replacement or cure of aneurysm of LVI.

At each visit, criteria for disease activity were assessed based on symptoms assessment, physical examination, and laboratory studies. Clinical evaluation and vascular imaging were performed every 6 months or sooner if there was suspicion of disease flare or disease progression.

Statistical analysis

Quantitative variables were described with median and interquartile range, qualitative variables with percentages. Baseline clinical and biological characteristics were compared between TAK and GCA with student and chi-squared tests with Yates correction or Fisher exact test.

Event-free survival (EFS) was defined as delay between date of diagnostic and date of vascular complication or death, relapse free survival as delay between date of diagnostic and date of relapse or death, revascularization free survival as delay between date of diagnostic and date of revascularization or death. Patients with a complication (n=17), a relapse (n=10) or revascularization (n=50) diagnosed before or at the date of LVV diagnostic were excluded from the corresponding survival analysis.

Survival curves were estimated with their 95 % confidence interval (95%CI) using Kaplan-Maier estimators and Log rank tests were performed to compare ten-years EFS, relapse free survival, revascularization free survival between groups.

Delays between diagnostic and outcomes of interest were in years. Patients with a follow up of one day, patients with no diagnostic date or no follow-up date were excluded (n = 19 patients).

Prognostic factors associated with EFS were evaluated with Cox models, stratified on the form of LVV (GCA or TAK). Hazard Ratios (HR) with their 95%CI has been estimated as association measures. Only variables with p<0.20 in univariate models were candidate variables for multivariate model. Selection of variables was performed on Akaike Criteria using backward forward stepwise approach. P values given were obtained with Wald test. All tests were 2 sided at the 0.05 level.

Cumulative incidence of relapse, aneurysm and ischemic complications analyses were performed using R 2.3.5. All estimates were performed using the Gray's estimator [START_REF] Gray | A Class of $K$-Sample Tests for Comparing the Cumulative Incidence of a Competing Risk[END_REF].

RESULTS

Characteristics of the 417 patients with LVV

Main data of the 417 patients included in this study are presented in Table 1. The median [Interquartile range (IQR)] age at diagnosis was 45.8 years [28.78 -62.32], with 342 (82%) women and 177 (52.5%) Caucasian. In TAK, 84 (37.5%) patients were Caucasian, 70 (31.2%) were from North Africa, 52 (23.2%) from the sub-Saharan Africa, 13 (5.8%) from Asia and 3 (1.3%) from Caribbean. In GCA-LVI, 93 (83%) were Caucasian, 3 (2.7%) from North Africa and 2 (1.8%) from Asia. Median follow up was 5 years [1 -9].

Median CRP was significantly higher in GCA-LVI patients compared to TAK patients (79.5 [43.8 -141] mg/l versus 23 [7 -67.5] mg/l, p<0.0001). Stenosis at diagnosis was significantly more frequent in TAK than in GCA-LVI patients (241 (81%) and 19 (16.2%) respectively, p<0.0001). Proportion of aneurysm was not significantly different at baseline between GCA-LVI and TAK patients (27 (22.9%) and 69 (23.2%) respectively, p=1. Most patients received corticosteroids (83.7%) and 21.6% had immunosuppressants at diagnosis.

Prognosis factors of large vessel involvement in LVV patients

In univariable analysis, smoking [hazard ratio (HR): 1.82 (95% CI 1.1 -3), p=0.019], stroke/transient ischemic attack [HR: 3.24 (1.64 -6.42), p=0.0008], arthralgia [HR: 0.54 (0.3 -0.98), p=0.041] and cerebral arteries involvement [HR: 3.09 (1.47 -6.47), p=0.003] were associated with vascular complications and death (event free survival) in LVV patients with LVI (Table 2). In multivariable analysis, stroke/transient ischemic attack [HR: 3.63 (1.46 -9.04), p=0.006] was independently associated with worse event free survival while limb claudication [HR: 0.48 (0.26 -0.90), p=0.022] was associated with better outcome. Age, disease duration and treatment (cumulative dosage of prednisone, cumulative number of Immunosuppressive and/or biotherapy) were not associated with EFS in uni and multivariable analysis (Table 2).

We analyzed the prognosis role of the clinical characteristics of TAK and GCA separately. In univariate analysis the clinical characteristics of TAK, limb claudication and arthralgia and stroke were associated with event-free survival. In multivariate analysis, only claudication and stroke were independently associated with event-free survival. In univariate analysis of the clinical characteristics of GCA, general symptoms and stroke were associated with event-free survival. In multivariate analysis, only stroke was independently associated with event-free survival.

Outcome of large vessel involvement in patients with GCA-LVI and TAK

Event free survival (EFS)

Data concerning EFS are summarized in Figure 1 and Table 3. Twenty-three (5.5%) patients died during follow-up, including 16 (5.4%) TAK and 7 (5.9%) GCA-LVI patients. Main causes of death were vascular complications (ischemia or aneurysm complications) (Table 3). There was no significant difference between GCA-LVI and TAK overall survival (Supplementary figure1).

During follow-up, 47 (16%) TAK and 17 (14.4%) GCA-LVI patients presented at least one ischemic or aneurysmal complication or died. The 5-and 10-years event free survival was 81% (95% CI: 76 -87) and 75% (95% CI: 68 -82) in TAK, and 82% (95% CI: 74 -92) and 57% (95% CI: 39 -86) in GCA-LVI, respectively (Figure 1).

During follow-up, 10 (8.4%) GCA-LVI and 13 (4.3%) TAK patients developed new aneurysm and/or dissection or died. Five-and 10-years aneurysm free survival were 84% (95% CI: 75 -94) and 67% (95% CI: 48 -93) and 93% (95% CI: 89 -96) and 89% (95% CI: 84 -95), in GCA-LVI and TAK patients (p=0.02) respectively (Figure 1). Cumulative incidence of aneurysm at 5 and 10 years was significantly higher among GCA-LVI [13% (95% CI: 4 -21) and 30 (95% CI: 6 -53)] compare to TAK patients [5% (95% CI: 2 -9) and 7% (95% CI: 2 -11), (p=0.01)], respectively (Supplementary

figure 2A).

During follow-up, 38 (9.1%) patients developed at least one ischemic complication or died including 4 (3.4%) GCA-LVI and 34 (11.4%) TAK. Five and 10-years ischemic complications free survival was not significantly different between GCA-LVI [92% (86 -98) and 69% (48 -99)] and TAK patients [89% (85 -93) and 79% (73 -86) (p=0.32)] respectively.

Cumulative incidence of ischemic complications at 5 and 10 years were 4% (95% CI: 0 -8) and 13% (95% CI: 0 -33) and 14% (95% CI: 9 -18) and 19% (95% CI: 13 -25) (p=0.014), in GCA-LVI and TAK patients, respectively (Supplementary figure 2B). Stroke/transient ischemic attack was the more frequent ischemic event in both GCA-LVI and TAK.

Relapse free survival

Data regarding relapse are summarized in Figure 2 and Table 3. Relapses were observed at least once in 190 (45.7%) patients, of whom 134 (44.8%) TAK and 56 (48.3%) GCA-LVI patients. The 5-and 10 years relapse-free survival were respectively of 69% (95% CI: 63 -75) and 26% (95% CI: 20 -34) in TAK and 47% (95% CI: 37 -60) and 0% in GCA-LVI patients. Relapse free survival was significantly lower in GCA-LVI patients (p<0.001).

Cumulative incidence of relapse at 5 and 10 years were 49% (95% CI: 37 -60) and 77% (95% CI: 63 -90) and 30% (95% CI: 24 -36) and 37% (95% CI: 30 -43) (p<0.001), in GCA-LVI and TAK patients, respectively (Supplementary figure 2C).

Revascularization free survival

Data regarding revascularization are summarized in Figure 3 and Table 3. During follow-up, 96 (23%) patients underwent at least one revascularization, including 89 (29.8%) in TAK and 7 (5.9%) in GCA LVI patients. Five-and 10-years revascularization free survival were significantly lower in TAK [63% (95% CI: 56 -69) and 55% (95% CI: 48 -64)] compared to GCA-LVI [89% (95% CI: 82 -97) and 76% (95% CI: 59 -99), p<0.01]. The main vascular procedures were open vascular surgery (63.3%) and endovascular procedure (34%). Open surgery procedures affected mainly thoracic and/or abdominal aorta 67/164 (40.8%) while endovascular procedure principally concerned peripheral arteries (95%).

DISCUSSION

To our knowledge, this is the largest study comparing the long-term outcome and prognosis of LVI in GCA and TAK patients. The most striking conclusions drawn from this study are that: (1) Stroke increase by 4 times the odd of vascular complications and/or death in LVV patients with LVI; (2) GCA-LVI patients develop more aneurysm and have higher relapse rate than TAK; (3) TAK patients have more LV stenosis and revascularization than GCA-LVI.

Stroke/transient ischemic attack was independently associated with vascular complication (ischemia and/or aneurysm) and/or death with a 3.7-fold increased risk in LVV patients with LVI. To our knowledge, no study evaluated risk factor of vascular complication among these patients. In TAK, thoracic aorta inflammation, a major complication and a progressive course has been associated with an increased risk of vascular complication [START_REF] Comarmond | French Takayasu Network, Long-Term Outcomes and Prognostic Factors of Complications in Takayasu Arteritis: A Multicenter Study of 318 Patients[END_REF][START_REF] Ishikawa | Long-term outcome for 120 Japanese patients with Takayasu's disease. Clinical and statistical analyses of related prognostic factors[END_REF]. Comarmond et al. found that stroke was associated with vascular complication in univariable analysis among TAK patients [START_REF] Comarmond | French Takayasu Network, Long-Term Outcomes and Prognostic Factors of Complications in Takayasu Arteritis: A Multicenter Study of 318 Patients[END_REF]. In a prospective study of aortic involvement in recent onset GCA, fever, aortic incompetence, history of stroke and limb ischemia were more frequent among patients with suspicion of aortitis but those differences did not reached statistical significance [START_REF] Agard | Aortic involvement in recent-onset giant cell (temporal) arteritis: a case-control prospective study using helical aortic computed tomodensitometric scan[END_REF]. In the study by Nuenninghoff et al., stroke was an independent factor of any large vessel complication in GCA and was strongly associated with large artery stenosis [START_REF] Nuenninghoff | Incidence and predictors of large-artery complication (aortic aneurysm, aortic dissection, and/or large-artery stenosis) in patients with giant cell arteritis: a population-based study over 50 years[END_REF]. Limb claudication was independently associated with a better outcome. Limb claudication is a rare manifestation of GCA-LVI [START_REF] Berti | Giant cell arteritis restricted to the limb arteries: An overlooked clinical entity[END_REF][START_REF] Walz-Leblanc | Giant cell arteritis presenting as limb claudication. Report and review of the literature[END_REF] while upper limb claudication is frequent among TAK.

Peripheral ischemic sign may lead to earlier diagnosis of LVV. Male gender tended to be associated with vascular complication but did not reach significance. In TAK and GCA-LVI, no association was found between gender and vascular complication [START_REF] Comarmond | French Takayasu Network, Long-Term Outcomes and Prognostic Factors of Complications in Takayasu Arteritis: A Multicenter Study of 318 Patients[END_REF][START_REF] Nuenninghoff | Incidence and predictors of large-artery complication (aortic aneurysm, aortic dissection, and/or large-artery stenosis) in patients with giant cell arteritis: a population-based study over 50 years[END_REF].

Proportion of patient with aneurysm at diagnosis was not significantly different between our GCA-LVI and TAK patients. However, aneurysm free survival was 22% lower among GCA-LVI patients at ten years. In GCA-LVI, the major risk is the development of aorta aneurysm and/or dissection [START_REF] Evans | Increased incidence of aortic aneurysm and dissection in giant cell (temporal) arteritis. A population-based study[END_REF][START_REF] Blockmans | Relationship between fluorodeoxyglucose uptake in the large vessels and late aortic diameter in giant cell arteritis[END_REF], which can affect up to 30% of patients with GCA-LVI [START_REF] De Boysson | Large-vessel involvement and aortic dilation in giant-cell arteritis. A multicenter study of 549 patients[END_REF][START_REF] Nuenninghoff | Incidence and predictors of large-artery complication (aortic aneurysm, aortic dissection, and/or large-artery stenosis) in patients with giant cell arteritis: a population-based study over 50 years[END_REF][START_REF] Evans | Increased incidence of aortic aneurysm and dissection in giant cell (temporal) arteritis. A population-based study[END_REF][START_REF] García-Martínez | Development of aortic aneurysm/dilatation during the followup of patients with giant cell arteritis: A cross-sectional screening of fifty-four prospectively followed patients[END_REF][START_REF] Gonzalez-Gay | Aortic Aneurysm and Dissection in Patients With Biopsy-Proven Giant Cell Arteritis From Northwestern Spain: A Population-Based Study[END_REF]. Compared to the general population, patients with GCA have a two-fold higher risk to develop aortic aneurysm [START_REF] Robson | The relative risk of aortic aneurysm in patients with giant cell arteritis compared with the general population of the UK[END_REF]. In TAK, aneurysm development seems less common than in GCA patients [START_REF] Kermani | Extra cranial giant cell arteritis and Takayasu arteritis: How similar are they?[END_REF][START_REF] Maksimowicz-Mckinnon | Takayasu arteritis and giant cell arteritis: a spectrum within the same disease?[END_REF]. Sharma et al. reviewed 16 reported series and found an incidence of aneurysm development of 10% among TAK patients [START_REF] Sharma | The association between aneurysm formation and systemic hypertension in Takayasu's arteritis[END_REF]. In the study by Muratore et al., evaluating aortic dilatation using PET/CT, there were no differences in the proportion of patients with aortic dilatation among GCA-LVI and TAK but aortic diameter was significantly higher among GCA-LVI patients [START_REF] Muratore | Aortic dilatation in patients with large vessel vasculitis: A longitudinal case control study using PET/CT[END_REF]. Furuta et al., did not find significant differences in the proportion of patient with aneurysm between TAK and GCA-LVI but they did not evaluate aneurysm free survival [START_REF] Furuta | Clinical features and radiological findings in large vessel vasculitis: are Takayasu arteritis and giant cell arteritis 2 different diseases or a single entity?[END_REF]. Dissection is the major complication of aneurysm as mortality is high [START_REF] Nuenninghoff | Mortality of large-artery complication (aortic aneurysm, aortic dissection, and/or large-artery stenosis) in patients with giant cell arteritis: a population-based study over 50 years[END_REF]. In our cohort, 26% of death was related to aneurysm dissection and/or rupture in both GCA-LVI and TAK patients. Aneurysm diagnosis and monitoring is critical in the management of LVV.

TAK and GCA are known to be chronic and relapsing disease. Relapse free survival at 10 years was 26% lower among GCA-LVI. In TAK, half patients experience relapse, mainly in the first five years of follow-up [START_REF] Comarmond | French Takayasu Network, Long-Term Outcomes and Prognostic Factors of Complications in Takayasu Arteritis: A Multicenter Study of 318 Patients[END_REF][START_REF] Kerr | Takayasu arteritis[END_REF]. Goel et al. reported a 5-years relapse free survival in patients with TAK of 66% similar to the 69% observed in our study [START_REF] Goel | Longterm outcome of 251 patients with Takayasu arteritis on combination immunosuppressant therapy: Single centre experience from a large tertiary care teaching hospital in Southern India[END_REF]. Relapse occurred after a median delay of 37 months. In GCA, 30 to 50% of patients relapse during follow-up [START_REF] Dumont | Factors Associated with Relapse and Dependence to Glucocorticoids in Giant-Cell Arteritis[END_REF][START_REF] Kermani | Vasculitis Clinical Research Consortium, Disease Relapses among Patients with Giant Cell Arteritis: A Prospective, Longitudinal Cohort Study[END_REF]. LVI may be an independent factor associated with relapse among GCA patients [START_REF] Dumont | Factors Associated with Relapse and Dependence to Glucocorticoids in Giant-Cell Arteritis[END_REF]. GCA-LVI patients experience more frequent relapse compare to GCA controls without LVI (68% versus 50% respectively) in a recent series [START_REF] De Boysson | Different patterns and specific outcomes of large-vessel involvements in giant cell arteritis[END_REF].

Few small studies did not find significant difference in relapse among GCA-LVI and TAK patients [START_REF] Furuta | Clinical features and radiological findings in large vessel vasculitis: are Takayasu arteritis and giant cell arteritis 2 different diseases or a single entity?[END_REF][START_REF] Polachek | The fine line between Takayasu arteritis and giant cell arteritis[END_REF]. Revascularization free survival was 21% lower among TAK compare to GCA-LVI patients.

In both TAK and GCA-LVI, the main vascular procedure was open vascular surgery, accounting for 63% of all revascularization. Endovascular procedure was more frequent among TAK compare to GCA-LVI due to the higher frequency of stenotic lesions. No study has compared revascularization between GCA-LVI and TAK patients. In TAK, treatment of persistent stenotic lesions despite medical therapy, is better described in literature [START_REF] Jung | Endovascular Versus Open Surgical Intervention in Patients with Takayasu's Arteritis: A Meta-analysis[END_REF][START_REF] Saadoun | Retrospective Analysis of Surgery Versus Endovascular Intervention in Takayasu Arteritis: A Multicenter Experience[END_REF]. Rates of surgery range from 17 to 50% of vascular procedure among TAK patients [START_REF] Mason | Takayasu arteritis: surgical interventions[END_REF]. It is now well recognized that vascular surgery should be performed after medical treatment and control of inflammation [START_REF] Saadoun | Retrospective Analysis of Surgery Versus Endovascular Intervention in Takayasu Arteritis: A Multicenter Experience[END_REF]. In our study, the main vascular procedure among GCA-LVI patients (42%) was surgery of aorta aneurysms. In a Spanish cohort of GCA, aortic surgery was performed in 5.5% of cases [START_REF] García-Martínez | Prospective long term follow-up of a cohort of patients with giant cell arteritis screened for aortic structural damage (aneurysm or dilatation)[END_REF]. Endovascular and surgical bypass are less reported among GCA-LVI [START_REF] Both | Balloon angioplasty of arteries of the upper extremities in patients with extracranial giant-cell arteritis[END_REF].

We acknowledge some limitations to our study. This is a retrospective study and data might be missing. However, all patients have been followed in referent centers in whom clinical, paraclinical and treatment strategy are homogeneous. Comparing event free survival among TAK and GCA patients is difficult as ages are different. Indeed, mortality may be higher among GCA patient and cause of death may not be related to vasculitis. However, in our study, only 23 patients died, 7 among GCA-LVI and 16 in TAK, and most of them died from vascular complications related to LVV.

In conclusion, this large nationwide study provided prognosis factors of LVI in LVV patients.

Vascular outcome of TAK and GCA-LVI are significantly different. GCA-LVI patients will more likely develop aneurysm and relapses while TAK patients develop more stenosis leading to revascularization. Special consideration should be given to LVI complications (i.e. ischemia and aneurysm) since they represent the main causes of death in these LVV patients. 
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  considering : clinical manifestation of AION (1 point), sign of AION on ophthalmologist examination including fluorescein angiography (1 point), increase of acute phase reactants (1 point), and/or systemic clinical features (1 point).
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 1231 Figure 1: Comparison of event free survival (EFS) (A), survival without aneurysm (B) and survival without ischemic complications (C) among GCA-LVI and TAK patients
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 2 Figure 2: Comparison of relapse free survival among GCA-LVI and TAK patients

Figure 3 :

 3 Figure 3: Comparison of revascularization free survival among GCA-LVI and TAK patients

Table 1 : Main characteristics of the 417 LVV patients

 1 

		All n = 417	GCA-LVI n = 118	TAK n = 299	p
	Demographic features				
	Age at diagnosis	46 [29 -62]	68 [63 -74]	36 [25-48]	<0.0001
	< 45 years	199 (48.5)	0 (0)	199 (68.4)	
	45-55 years	56 (13.4)	7 (5.9)	49 (16.8)	<0.0001
	≥ 55 years	154 (37.6)	111 (94.1)	43 (14.8)	
	Male	75 (18.6)	35 (29.7)	40 (14)	0.0004
	Caucasian	177 (52.5)	93 (83)	84 (37.5)	<0.0001
	Hypertension	124 (36.8)	57 (51.8)	67 (25.9)	<0.0001
	Diabetes mellitus	25 (6.8)	10 (9.1)	15 (5.8)	0.35
	Dyslipidemia	55 (14.9)	20 (18.2)	35 (13.5)	0.32
	Smoking	108 (29.4)	34 (31.2)	74 (28.8)	0.74
	Vascular symptoms				
	Upper limb claudication	105 (27.9)	9 (7.8)	96 (36.8)	<0.0001
	Lower limb claudication	51 (13.6)	11 (9.6)	40 (14.4)	0.18
	Vascular bruits	175 (47.4)	25 (21.9)	150 (58.8)	<0.0001
	Missing pulse	151 (40.6)	8 (7)	143 (55.4)	<0.0001
	Blood pressure asymmetry	131 (43)	5 (9.3)	126 (50.2)	<0.0001
	Carotidynia	35 (9.6)	2 (1.7)	33 (13.3)	0.001
	Faintness	25 (9.4)	1 (0.9)	24 (15.8)	< 0,001
	Chest pain	23 (7.6)	3 (5.5)	20 (8)	0.71
	Abdominal pain	37 (17.7)	6 (10.9)	31 (20.1)	0.18
	Myocardial infarction	7 (3.5)	0 (0)	7 (4.8)	0.11
	Stroke	36 (9.7)	4 (3.5)	32 (12.5)	0.011
	General symptoms				
	Headache	127 (34.3)	68 (59.1)	59 (23.2)	<0.0001
	Fever	86 (23.6)	34 (29.6)	52 (20.9)	0.093
	Weight loss	101 (27.6)	50 (43.5)	51 (20.3)	<0.0001
	Asthenia	142 (38.6)	59 (51.3)	83 (32.8)	0.001
	Arthralgia	105 (28.8)	41 (35.7)	64 (25.6)	0.065
	Myalgia	40 (11)	30 (26.1)	10 (4)	<0.0001
	Biological parameters				
	Increased level of ESR and/or CRP	257 (80.6)	102 (91.9)	155 (74.9)	0.0004
	CRP level (mg/L)	47 [12 -96]	80 [44 -141]	23 [7 -68]	<0.0001
	Treatment at diagnosis				
	Corticosteroids	349 (83.7)	117 (99.1)	232 (77.6)	<0.0001

Table 2 : Multivariable analysis of factors associated with vascular complications in patients with large vessel vasculitis
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		Univariable analysis	Multivariable analysis
	Variable	HR (95%IC)	p	HR (95%IC)	p
	Age at diagnosis				
	< 45 years	1			
	45 -55 years	1.66 (0.81 -3.41)	0.17		
	> 55 years	1.63 (0.94 -2.81)	0.08		
	Male gender	1.65 (0.97 -2.81)	0.06	1.65 (0.81 -3.37)	0.16
	Caucasian	1.09 (0.66 -1.8)	0.74		
	Disease duration > 5 years	1.53 (0.70 -3.33)	0.28		
	Dyslipidemia	1.22 (0.64 -2.33)	0.55		
	Arterial hypertension	1.38 (0.86 -2.21)	0.18		
	Diabetes	1.86 (0.67 -5.17)	0.23		
	Smoking	1.82 (1.10 -3.00)	0.02		
	Limb claudication	0.66 (0.41 -1.08)	0.10	0.48 (0.26 -0.90)	0.022
	Vascular bruit	1.13 (0.71 -1.78)	0.61		
	Missing pulse	1.05 (0.65 -1.69)	0.84		
	Stroke/transient ischemic attack 3.24 (1.64 -6.42)	0.0008	3.63 (1.46 -9.04)	0.006
	Fever	0.87 (0.5 -1.52)	0.62		
	General symptoms	0.63 (0.37 -1.07)	0.08		
	Weight loss	0.84 (0.45 -1.55)	0.57		
	Asthenia	0.62 (0.36 -1.07)	0.09		
	Arthralgia	0.54 (0.30 -0.98)	0.04		
	Increased level of ESR and/or CRP	1.39 (0.70 -2.73)	0.35		
	Cerebral arteries involvement	3.09 (1.47 -6.47)	0.003		
	Supra aortic trunk involvement	1.22 (0.68 -2.18)	0.50		
	Thoracic aorta involvement	1.45 (0.92 -2.29)	0.11		
	Digestive artery involvement				
	(abdominal aorta and/or renal	1.13 (0.72 -1.76)	0.60		
	artery and/or mesenteric artery)				
	Renal artery and/or mesenteric artery involvement	1.13 (0.72 -1.76)	0.60		
	Arterial thickening	0.70 (0.44 -1.12)	0.14		
	Arterial stenosis	1.15 (0.69 -1.93)	0.59		
	Arterial aneurysm	1.56 (0.98 -2.48)	0.06		
	Cumulative dosage of	1 (0.94 -1.06)	0.91		
	prednisone				
	Cumulative number of	0.96 (0.86 -1.08)	0.53		
	Immunosuppressive and/or				
	biotherapy				

CRP: C Reactive Protein; ESR: erythrocyte sedimentation rate

Table 3 : Outcomes in 417 patients with large vessel vasculitis
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	All	GCA-LVI	TAK
	n = 417	n = 118	n = 299