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BACKGROUND & PURPOSE

❖The impact of xanthine-oxidase inhibitors (XOI) on the cardiovascular (CV) risk of 

patients with gout is a matter of debate since pivotal trials of febuxostat (FBX) [A&R 

2008:1540. NEJM 2005:2450].

❖ In recent CARES trial [NEJM 2018:1200], enrolling gout patients with prior CV 

disease, an increased CV mortality risk of FBX over allopurinol (ALLO) was shown

❖ An alert by the FAD was issued afterwards

❖ The impact in individuals without prior established CV disease or from real-word 

clinics remains unknown.

❖ Aim  To assess the risk of new CV events in gout patients after the prescription of a 

XOI in clinical practice

RESULTS

❖ 320 patients in the cohort → 256 patients analyzed: 213 treated with 

ALLO, 43 with FBX. 

❖ Baseline characteristics and comparison in Table 1. 69 cases (27.0%) 

had established CV disease. 

❖ Outcome: 21 new CV events occurred in a median of 9.5 months (IQR 

4.5-19.3): 13 CHF cases, 4 CHD, 2 strokes, and 2 PAP, leading to 8 

CV deaths. 

❖ With prior CV disease: 16 events, incidence 23.2% (95%CI 13.0-

33.3%)

❖ Without prior CV disease: 5 events, incidence 2.7% (95%CI 0.5-

5.3%).

❖ Regarding the XOI prescribed

❖ FBX: 9 events, incidence 20.9% (95%CI 9.3-32.6%)

• 6 CHF, 2CHD, 1 stroke

❖ ALLO: 12 events, incidence 5.6% (95%CI 2.8-8.5%)

• 7 CHF, 2 CHD, 1 stroke, 2 PAP

❖ Figure 1 shows the Kaplan-Meier plot and log-rank test comparison

❖ Table 2 shows the results of Cox regression models, for the whole 

sample and by CV disease background

CONCLUSSIONS

❑An excess risk of CV events was confirmed in patients treated with FBX and prior 

CV disease. 

❑No differences were seen between XOI agents in those without prior CV disease.

❑Whether this phenomenon relates to FBX itself needs further clarification.

METHODS

▪ Inception cohort retrospective analysis (Jan’14-Dec’17)

▪ New patients with crystal-proven gout in whom XOI (ALLO or FBX) were initiated and had at least 6 months of follow-up. 

▪ Primary outcome  new CV events after XOI initiation

▪ Composite endpoint: CV death; coronary heart disease (CHD); congestive heart failure (CHF); stroke; peripheral artery disease (PAP)].

▪ Identified by electronic records review 

▪ Demographic, clinical and laboratory was collected. ALLO and FBX groups were compared by Student’s t, chi-2 and Fisher’s exact tests.

▪ Comparison between ALLO and FBX regarding the primary outcome:

▪ Kaplan-Meier plots and log-rank test

▪ Simple and multiple Cox regression models, for the whole sample and stratified by the pre-existence of CV disease.

▪ Covariates were selected if associated with the outcome or if they showed a different distribution between XOI groups.
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Table 1. Baseline characteristics and group comparisons according to XOI.

Whole sample 

[n=256]

Allopurinol 

[n=213]

Febuxostat 

[n=43]
P

Age (years), mean 

(SD)
64.1 (13.7) 62.2 (13.3) 73.3 (13.3) <0.001

Males 220 (86.9) 193 (90.6) 27 (62.8) <0.001

HT 176 (68.8) 138 (64.8) 38 (88.4) <0.001

DM 65 (25.4) 50 (23.5) 15 (34.9) 0.117

DL 134 (52.3) 108 (50.7) 26 (60.5) 0.242

Smoking 

background
150 (58.6) 135 (66.2) 15 (36.6) <0.001

Established CV 

disease
69 (27.0) 48 (22.5) 21 (48.8) <0.001

Diuretic therapy 114 (44.5) 86 (40.4) 28 (65.1) 0.003

BMI (kg/m2),  mean  

(DS)
29.9 (5.1) 29.9 (5.0) 29.7 (5.6) 0.810

Overweight 214 (87.3) 179 (87.7) 35 (85.4) 0.676

eGFR (ml/min), mean 

(SD)
70.4 (26.8) 76.5 (23.4) 40.1 (21.4) <0.001

Chronic kidney 

disease
87 (34.0) 51 (24.1) 36 (83.7) <0.001

Baseline SU (mg/dl), 

mean (SD)
8.4 (1.7) 8.2 (1.5) 9.4 (2.4) 0.002

Final SU (mg/dl) 5 (1.6) 5 (1.4) 4.7 (2.4) 0.447

SU reduction (mg/dl) 3.4 (2) 3.2 (1.7) 4.6 (2.9) 0.003

Years from the first 

gout flare, mean (SD)
7.0 (9.5) 7.1 (9.1) 6.5 (11.6) 0.712

Number of gout 

flares, mean (SD)
18.5 (50.1) 18.2 (51.3) 19.8 (43.6) 0.863

Number of joints 

affected, mean (SD)
3.5 (2.8) 3.4 (2.7) 4.1 (3.4) 0.165

Joint pattern at 

presentation

-Monoarticular

-Oligo or 

polyarticular

190 (74.2)

66 (25.8)

165 (77.5)

48 (22.5)

25 (58.1)

18 (41.9)

0.008
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Tophaceous disease 60 (23.4) 45 (21.1) 15 (34.9) 0.052

Table 2. Simple and multiple Cox regression models for XOI.
HR 95%CI P

Whole

sample

Simple ALLO 1.0 - Ref

FBX 4.4 1.8-10.4 0.001

Multiple* ALLO 1.0 - Ref

FBX 4.6 1.2-17.2 0.025

No prior 

CV disease

Simple ALLO 1.0 - Ref

FBX 2.2 0.2-20.0 0.482

Multiple‡ ALLO 1.0 - Ref

FBX 3.0 0.1-69.4 0.491

Prior CV 

disease

Simple ALLO 1.0 - Ref

FBX 2.9 1.1-7.7 0.035

Multiple‡ ALLO 1.0 - Ref

FBX 20.8 2.2-190.0 0.007*covariates: age, gender, hypertension, diabetes, dyslipidemia, smoking, established CV disease, 

baseline GFR, overweight, baseline SU, tophi, oligo/polyarthritis at presentation.

‡covariates: age, gender, hypertension, diabetes, dyslipidemia, smoking, baseline GFR, 

overweight, baseline SU, tophi, oligo/polyarthritis at presentation


