
Ορθη χρήση 

υποουριχαιμικώ

ν φαρμάκων και 

κολχικινης 

Θ ΑΝ Ο Σ  ΚΟ Υ Τ Ρ Ο Υ Μ Π ΑΣ  

A T _ K O U T @ Y A H O O . C O M  



Σύγκρουση συμφερόντων 

Καμία για την παρουσίαση αυτή 

 

Τιμητική αμοιβή για εκπόνηση ομιλιών, ερευνητικών μελετών και συμβουλευτικών υπηρεσιών 

την τελευταία 2 ετία από τις εταιρείες: 

AbbVie, Pfizer, Lilly, GSK. 



Ουριχαιμία 

UA>6,8 mg/dl 

Ουρική αρθρίτιδα 



Klippel et al, eds. Primer on the Rheumatic Diseases. 12th ed. Arthritis Foundation; 2001:313.) 
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Gout: Natural history Time for intervention 



Ποιά είναι η καλύτερη στιγμή 

παρέμβασης; 

Ποιός έιναι ο ιδανικός τρόπος 

παρέμβασης; 

Ποιά η στρατηγική παρέμβασης; 

Ποιοί οι στόχοι; 

Ποιά η διάρκεια της παρέμβασης; 

 



Treat-to-target or treat-to-symptom? 

Isnt't it the same? 



The rationale behind 
T2T in gout 

Neogi and Mickuls, Ann Intern Med 2017 

02 
UA levels are a 

strong predictor 

of gout 

03 
Lower UA 

levels result in 

fewer flares 

01 
Hyperuricemia 

is the main 

pathophysiologi

cal culprit of 

gout 

04 
Direct evidence 

from 

prospective 

RCTs is lacking 



How early is "early intervention"?  

 
OR 

 

Should we treat asymptomatic hyperuricemia? 



What do we expect to earn when we treat asymptomatic 

patients with hyperuricemia 

Does ULT lower the risk of incident gout in asymptomatic hyperuricemia? 

Incidence of gout 

Febuxostat: 0,9 %  (2/219) 

Placebo: 5,9 % (13/222) 

 

NNT for 3 years to prevent a single (incident) gout flare: 24 

Kimura, Am J Kidney Dis 2018, FitzGerald, Arthritis Rheumatol 2020 



What we do know 

 

 
Forest plot of randomized 

controlled trial estimates for 

risk of major adverse 

cardiovascular events in all 

patients receiving urate-

lowering therapy or 

placebo/no treatment.  

Gill, Hypertension 2020 



What we do know 

 

 

Forest plot of randomized 

controlled trial estimates 

for risk of major adverse 

cardiovascular events in 

patients with existing 

cardiovascular disease 

receiving urate-lowering 

therapy or placebo/no 

treatment.  

Gill, Hypertension 2020 



What we do know 

 

 

Yang, Ann Med 2024 

Mean difference (WMD) 

for eGFR associated 

with febuxostat from 

pooled studies. 

 



What we do know 

 

 

Luo, BMC Nephrol 2024 

Forest plot for the 

effect of ULT versus 

controls on the 

change in eGFR. 
 



What we don't know 

Who is at excess risk for CVD, renal or other complications? 

Does the addition of hypouricemic agents improve prognosis in the whole 

population with asymptomatic hyperuricemia, and selected high-risk 

populations?  

In these patients, does the anticipated benefit outweigh the risk (eg possible 

CV risk associated with febuxostat) 

What is the UA target level for primary (first event) or secondary (second event) 

prevention? 

 



Dose-response effect of 

allopurinol in ameliorating 

CV risk? 

Dose-response effect of 

allopurinol in ameliorating 

CV risk? 

Allopurinol has a dose-related effect on 

Forearm Blood Flow, which is not mediated 

by uric acid reduction 

George, Circulation 2006 



Dose-response effect of 

allopurinol in ameliorating 

CV risk? 

Effect of 1000 mg of provenecid on forearm 

blood flow 

George, Circulation 2006 
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How early is "early intervention"?  

 
OR 

 

When is the right time for ULT? 



Flare rates after a first gout diagnosis  

Rothenbacher, Rheumatology 2011 



Flare rates are 

associated with UA 

levels  

McCormick, JAMA 2024 



A gout flare is 
associated with 
increased 
cardiovascular 
events 

C I P O L L E T T A ,  J A M A  2 0 2 2  



Gout flares are 
associated with 
venous 
thromboembolis
m 

C I P O L L E T T A ,  A R T H R I T I S  R H E U M A T O L  

2 0 2 4  



Who benefits from ULT? 



When to initiate ULT? 



Which is the best ULT? 



What are the options? 

Xantine oxidase inhibitors (allopurinol, febuxostat) 

Uricosurics (provenecid) 

Pegloticase 



Allopurinol: is it any good? 

Adequate dosing is key 

Graham, Br J Clin Pharmacol 2013 

6 mg/L 5 mg/L 

11 mg/L 

10 

9,3 

8,4 

7,56 



Allopurinol: is it any good? 

Stamp, Arthritis Rheum 2011 

Adequate dosing is key 



Febuxostat or allopurinol? 

Xie, BMC Pharmacol Toxicol 2023 

Meta-analysis of RCTs 

Febuxostat 40 and 80 mg 

Vs 

Allopurinol 200-300 mg 

Feb 40 mg 

Feb 80 mg 



Febuxostat or allopurinol? 

O'Dell, NEJM Evidence 2022 

RCT 

Febuxostat 40 to 120 mg 

Vs 

Allopurinol 100-800 mg 

Up titration & treat-to-

target 



What are the costs and risks associated with 

allopurinol? 



Hypersensitivi

ty to 

allopurinol 

W H AT ?  

Stamp and BArclay, Rheumatology 2018 



Hypersensitivi

ty to 

allopurinol 

H O W  O F T E N ?  

Yang, JAMA 2015 



Hypersensitivi

ty to 

allopurinol 

H O W  O F T E N ?  



Hypersensitivi

ty to 

allopurinol 

H O W  O F T E N ?  



Hypersensitivi

ty to 

allopurinol 

H O W  O F T E N ?  



Hypersensitivi

ty to 

allopurinol 

W H O ?  

Yang, JAMA 2015 



Hypersensitivi

ty to 

allopurinol 

W H O ?  

Yang, JAMA 2015 



Hypersensitivi

ty to 

allopurinol 

W H O ?  

Yang, JAMA 2015 



Hypersensitivi

ty to 

allopurinol 

W H O ?  

Yang, JAMA 2015 



Hypersensitivi

ty to 

allopurinol 

W H O ?  

Yang, JAMA 2015 



What options are there for patients intolerable to 

allopurinol/febuxostat? 



Is febuxostat suitable for patients with hypersensitivity 

to allopurinol? 

9,1-14,9% of patients with cutaneous adverse reactions 

(CARs) to allopurinol, also developed CARs to 

febuxostat 

 

Quilis, Ann Rheum Dis 2022, Bardin, Joint Bone Spine 2016, Bardin, abstr ACR 2014 



Desensitization to allopurinol 

Low evidence 

Little experience 

FitzGerald, Arthritis Rheumatol 2020 



Uricosurics: provenecid 

Start with a low dose: 500 mg once or twice daily 

Up- titrate up to 2 gr daily 

Not for patients with moderate-to-severe CKD (> or = st 3)  

 

FitzGerald, Arthritis Rheumatol 2020 



Pegloticase 

Botson, Arthritis Rheumatol 2022 

PEGylated uricase 

Biweekly infusions 

Caution: 

Allergic reactions and infusion related AEs common 

(25%) 

Loss of efficacy due to anti-drug antibodies 



Pegloticase+MTX for uncontrolled gout 

Botson, Arthritis Rheumatol 2022 

 



Pegloticase+MTX of uncontrolled gout 

Botson, Arthritis Rheumatol 2023 

 



Pegloticase+MTX of uncontrolled gout 

Botson, Arthritis Rheumatol 2023 

 



Is febuxostat OK for a patient with ischemic heart 

disease? 



The CARES trial: CV safety of 

febuxostat vs allopurinol in patients 

with gout and CV risk factors 

White, N Engl J Med 2018 
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The CARES trial: CV safety of 

febuxostat vs allopurinol in patients 

with gout and CV risk factors 

High dropout rate (56,6%) 

High percentage of patients 

lost to follow-up (45%) 

White, N Engl J Med 2018 



The CARES trial: CV safety of 

febuxostat vs allopurinol in patients 

with gout and CV risk factors 

Most events occurred 

after treatment 

discontinuation 

White, N Engl J Med 2018 



CV safety of febuxostat in patients with 

gout 

Meta-analysis of 20 RCTs 

 

 

 

 

 

 

 

 
Deng, J Rheumatol 2021 

Outcome: all-cause mortality Outcome: CVD death  



OK, ULT. But for how long? 



Indefinitely, except... 

Perez-Ruiz, Arthritis Rheum 2011 

Risk of gout recurrence 

after discontinuation of 

ULT (patients without 

tophi) 

According to sUA levels after 

treatment cessation, following 

a 5-year treatment period 

13% of 

patients  



Colchicine 



Who? 

During the initial 24 h (12 h?) of an acute gout attack 

For 3-6 months of the initiation and up-titration of ULT, as prophylaxis 



Colchicine’s Role in 

Cardiovascular 

Disease Management 

 

 

Buckley and Libby, Atheroscler, Thromb Vasc Biol 2024 









How safe is colchicine? 

Robinson, Am J Med 2023 
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How safe is colchicine? 

Robinson, Am J Med 2023 



Is colchicine immunosuppressive? 

Stewart, Arthritis Res Ther 2020 




