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Dear Editors,

We contest the presumption by Drs. Kolber and Tan that rheumatologists value surrogate markers over 

“patient oriented outcomes (like gout flares) in guiding clinical decisions.”( A&R LTE by Kolber and Tan) 

Rheumatologists are fully aware and agree that flares are the central experience of gout, and preventing 

flares, tophi and joint damage is the major focus of gout management. 

Primary care physicians (PCPs) use blood pressure and HbA1C to guide treatment decisions because it helps 

to prevent strokes and microvascular diabetic complications, respectively. Of course, the concern about 

intermediaries is well understood, with some examples having failed to improve outcomes. However, unlike 

those examples, urate is the pathophysiologic culprit in gout. Without monosodium urate crystals, there 

would be no gout.  Crystallization is related to urate concentration, providing strong rationale for decreasing 

urate to below a particular threshold to prevent crystals from forming. 

Drs. Kolber and Ton question a “treat-to-target” approach and instead advocate for an “evidence supported 

approach” of using an urate-lowering therapy (ULT) at a dose that is tolerated and adhered to by the patient 

with the goal of preventing gout flares, without providing evidence that supports this approach. They also do 

not provide evidence-based information as to how to dose a patient. For example, without knowing the 

serum urate, physicians will not know whether flares 2 months after starting ULT is due to rapid urate 

lowering and the dose should remain the same, or whether the dose should be escalated because that 

disease activity indicates inadequate dosing. Our patient panel supported the value of serum urate in guiding 

gout management as they correlated improvements in their clinical outcomes as occurring only once their 

serum urate was brought under control.

The authors discount the Doherty RCT(1) because they believe the effects were due to the nursing 

intervention; in fact, that intervention was centered on the escalation of urate-lowering therapy based on 

serum urate. Additional visits and patient education are part and parcel to comprehensive gout management 

rather than something to be avoided. The authors also cite a safety trial as proof that treat-to-target is 

inefficacious without recognizing that the study was not powered or designed for flare outcomes; trials with a 

timeframe of one year are generally too short to make meaningful comment on flare reduction. Indeed, 

longer studies (e.g., early gout RCT(2) and Doherty RCT(1)) and studies of more intensive ULT (pegloticase A
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RCT(3)) have consistently shown that reducing serum urate below 6mg/dL improve flares and other important 

outcomes. That longer trials are often needed to demonstrate impact on patient oriented outcomes should 

not come as a surprise to PCPs. For example, the DCCT followed participants for ~6.5 years to demonstrate 

reductions in microvascular disease.(4) 

As rheumatologists, we frequently encounter patients in whom years of inadequate gout management has 

led to chronic gouty arthritis with difficult-to-manage flares, destructive tophi, and disability. Those patients 

are often upset and surprised to learn that these outcomes were preventable. Rather than providing 

‘reactive’ health care, a proactive approach to mitigating these long-term sequelae of inadequately managing 

gout could prevent these adverse outcomes. The ‘reactive’ approach is akin to advice that chest pain should 

be managed without measuring blood pressure or cholesterol, with only the occurrence of myocardial 

infarction to guide whether therapy was sufficient. 

The necessary high quality data and understanding of the biology of gout exists today. Let’s not relegate 

patients to suffer with the consequences of poorly managed gout by ignoring these data.

Tuhina Neogi, MD, PhD

Nicola Dalbeth, MD

Ted Mikuls, MD, MSPH

Amy Turner

John Fitzgerald, MD, PhD
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