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EDITORIAL

Do Not Let Gout Apathy Lead to Gouty Arthropathy

John D. FitzGerald,1 Tuhina Neogi,2 and Hyon K. Choi3

How do the American College of Physicians gout
guidelines differ from rheumatology society guidelines?

During the last decade, there has been no shortage
of gout guideline statements, with several publications and
updates from various rheumatology specialty societies
(1–5). Most recently, the American College of Physicians
(ACP) published its version of guidelines for the diagnosis
and management of gout (6,7). While there are modest dif-
ferences between the various international rheumatology
guidelines, the ACP management of gout guideline has
created much debate, as several recommendations conflict
with recommendations provided by the rheumatology spe-
cialty societies. Since most gout patients are cared for by
primary care providers, the guidelines published by the
ACP in the Annals of Internal Medicine (6) will likely reach
a greater proportion of clinicians caring for patients
with gout than will guidelines published in specialty
journals. Therefore, it is important to understand what
these new guidelines state, how they differ from rheu-
matology guidelines, and what this means for the field.

How do different groups, reviewing essentially the
same evidence, reach such different recommendations?
Are the different interpretations akin to the pictorial illu-
sion of the young lady looking away versus the old lady in
profile (Figure 1)? This illusion derives its effect from the
ambiguity of the image and the perception of the reader.

The conceptual framework and stated purpose of
the ACP-developed guidelines are different from those of
the American College of Rheumatology (ACR) and other

rheumatology society guidelines. The ACP seeks to provide
“clinicians with recommendations based on the best available
evidence; to inform clinicians of when there is no evidence;
and finally, to help clinicians deliver the best health care
possible” (8). “If no specific evidence exists to answer a clini-
cal question within a topic, the ACP Clinical Guidelines
Committee refrains from making a clinical recommendation”
(9). By restricting themselves to statements with the highest
level of evidence, the ACP authors produce guidelines with a
narrower focus, whereas the ACR and other rheumatology
societies have tried to present guidelines that provide broader
guidance on clinically relevant issues, at times in the absence
of randomized controlled trial (RCT) data.

Based on differences in this conceptual frame-
work, the ACP gout management guideline offers just 4
recommendations (Table 1) versus, for example, the
recent European League Against Rheumatism 2016
update, which included 3 overarching and 11 specific rec-
ommendations (with many distinct subrecommendations)
(4). In addition to including fewer recommendations, the
ACP recommendations are quite conservative. The first
gout management statement recommends the use of
treatments for acute gout attacks that have been the stan-
dard of care for decades. The final recommendation is
simply to discuss risks, benefits, costs, and harms prior to
initiating urate-lowering therapy (ULT) or prophylaxis.
In contrast to rheumatology society guidelines, no guid-
ance is provided with regard to when or for whom ULT
might be beneficial. Therefore, it is unlikely that these
ACP recommendations will impact the often-described
poor current practice of care for patients with gout.

What are the concerns about the ACP guidelines?

Aside from conceptual differences, the biggest dif-
ference between the ACP’s and the various rheumatology
societies’ guideline statements pertains to the ACP state-
ments about use of ULT. In the ACP guidelines, the
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authors argue against treat-to-target (T2T) because of a
lack of RCT data to support this approach, and instead
propose a concept of “treat to avoid symptoms (T2aS),
with no monitoring of urate levels” (6), despite a lack of
RCT or other data to support this approach. Rheumatol-
ogy societies have universally recommended T2T based
on the physiologic solubility of urate below a threshold
level and results from several large observational studies,
including long-term extensions of RCTs, correlating
serum urate level with frequency of acute attacks and
changes in tophi (10–14). Critics argue that this type of
logic led to failed T2T strategies in diabetes (15), anemia
of renal disease (16), and hyperlipidemia (17), and there
has been pushback against the use of surrogate biologic
markers in place of clinical outcomes. Applying inference
from these studies to the management of gout, while cau-
tionary, cannot be justified as supporting evidence against
the utility of serum urate measurement or T2T in gout.

Extrapolation from these studies fails to acknowl-
edge that urate is the necessary and causative agent in
the clinical manifestations of gout. Without deposition
of monosodium urate monohydrate crystals, there would
be no gout flares and no tophi. In contrast, measures such

as hyperglycemia or hyperlipidemia are not the sine qua
non of cardiovascular disease. The ACP questions if “the
harms associated with repeated monitoring and medica-
tion escalation” might outweigh the benefits of the T2T
strategy. While a T2T approach does not work for all
patients (for example, those with multiple drug intolerance
or other contraindications to ULT), allopurinol (the most
commonly prescribed ULT) has been in use for decades
with a good safety profile (aside from the known but rare
and potentially serious hypersensitivity reactions).

The ACP introduction of T2aS is problematic for
several reasons. While not bulleted with the other 4 recom-
mendations, it is the most directive statement and arguably
may have the most impact on the care of patients with
gout. Yet it is introduced without any supporting evidence.
In an accompanying editorial (9), one of the ACP authors
chastises “many professional organizations, including the
ACR. . . (which) still develop ‘guidelines’ that are actually
consensus expert panel opinions.” Simply introducing
T2aS in the Discussion section ought not to exempt the
recommendation from the same standard the ACP Clinical
Guidelines Committee uses to judge itself or other groups.

Furthermore, the T2aS concept is introduced to cli-
nicians who would accept the corollary “don’t T2T” recom-
mendation. However, it is introduced without detail to
guide those clinicians’ management of gout in their patients.
There are several clinical situations in which a T2aS strategy
would be unclear. What would be the recommendation for
a patient with a gout flare 4 months after the initiation of
ULT? Might this be an expected flare with ULT initiation?
Perhaps instead, there was nonadherence. Without moni-
toring of serum urate levels, it would be difficult to distin-
guish these scenarios. If clinicians opt to start patients with
a low dose of allopurinol (as recommended in rheumatol-
ogy guidelines), would there be any upward titration in a
T2aS strategy? How would a T2aS approach differ from the
current “standard of care”? The only clarity in the ACP dis-
cussion about T2aS is that it is not T2T. Finally, the ACP

Figure 1. “The Lady in Profile” illusion (My Wife and My Mother-
In-Law, W. E. Hill, 1915).

Table 1. Summary of the American College of Physicians (ACP)
gout guideline statements

1. ACP recommends that clinicians choose corticosteroids, nonsteroidal
antiinflammatory drugs, or colchicine to treat patients with acute gout.
Grade: strong recommendation, high-quality evidence

2. ACP recommends that clinicians use low-dose colchicine when
using colchicine to treat acute gout.
Grade: strong recommendation, moderate-quality evidence

3. ACP recommends against initiating long-term urate-lowering therapy in
most patients after a first gout attack or in patients with infrequent attacks.
Grade: strong recommendation, moderate-quality evidence

4. ACP recommends that clinicians discuss benefits, harms, costs,
and individual preferences with patients before initiating urate-
lowering therapy, including concomitant prophylaxis, in patients
with recurrent gout attacks.
Grade: strong recommendation, moderate-quality evidence
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Clinical Guidelines Committee downgraded the Agency for
Healthcare Research and Quality, Evidence-Based Practice
Centers (AHRQ-EPC) literature review evidence rating on
T2T from low to insufficient.

In addition to the above critique, it is not clear what
the moderate strength of evidence is to support the ACP’s
third (e.g., don’t treat first attack or infrequent attacks) or
fourth (discuss risk/benefits of treatment) management rec-
ommendations. These specific topics were not addressed in
key questions or the AHRQ-EPC literature review (18).
The ACP assessment of strength of evidence rating appears
inconsistent. Nonetheless, despite these methodologic con-
cerns, these 2 recommendations are not inconsistent with
existing specialty society guideline statements.

The most concerning implication of the ACP
guidelines is their potential for worsening the already sub-
optimal gout care in the US. Primary hospitalization rates
for gout have doubled over the past 2 decades, with signifi-
cant increased economic burden (19). In an abstract pres-
ented at a recent ACR Annual Meeting, it was noted that
patients with acute gout attacks are frequently admitted
with preliminary diagnoses of septic arthritis or cellulitis
(20). The authors judged that 89% of these gout admissions
were preventable and identified infrequent use of ULT or
prophylactic colchicine, the high prevalence of hyperurice-
mia, and ULT nonadherence as areas for improvement.
Other studies have documented the very poor patient
adherence with ULT (21–25). Additional studies document
that serum urate monitoring is infrequent (14,23). While
these studies would likely be discounted by those who are
critical of the use of surrogate markers, another study has
shown that serum urate monitoring has been associated
with better adherence with ULT (26).

The ACP guidelines define several “do not treat” rec-
ommendations (do not treat patients with a first attack or
infrequent attacks, do not use T2T). In a short summary on
the ACP guidelines for patients, the following description
about ULT is provided: “Some medicines are used to lower
urate in the blood; however, lowering uric acid below a cer-
tain level may or may not prevent a future gout attack” (27).
The impact of these messages on clinicians or patients is
uncertain, but they are unlikely to reinforce the importance
of ULT for those in whom this treatment is recommended,
and unlikely to reinforce the importance of adherence to a
ULT regimen. Ultimately, the concern is that such messaging
will exacerbate the suboptimal management of gout.

Where do we go from here?

As disconcerting as some rheumatologists find the
ACP gout guidelines, there are pervasive beliefs about the
potential danger of surrogate markers as treatment

targets. The only way to overcome these concerns would
be through head-to-head comparisons of different treat-
ment strategies (e.g., T2T versus T2aS). There are several
potential challenges that would have to be overcome to
conduct such a comparative effectiveness trial. T2aS was
not described in detail, making design of a comparative
study complicated. Without clear definition of a T2aS pro-
tocol, outcomes of a comparative study would be subject
to critique about the operationalization of the study’s
T2aS implementation. Furthermore, in a recent editorial
about conducting ethical trials in gout, the author stresses
that both treatment arms ought to be designed to “receive
care that we would want if we were enrolled in the study”
(28). Strong proponents of either T2T or T2aS might not
consider the two arms to be in equipoise, making recruit-
ment difficult. Finally, the clinical benefits of oral ULT are
not observed during the first 6 months of therapy and
thus, any such trial comparing clinical end points would
require longer follow-up (e.g., 1–2 years).

However, data not considered by the ACP and tri-
als in progress may be able to provide better justification
for T2T. As pegloticase infusion therapy is not prescribed
by primary care providers, its RCT data were excluded
from the AHRQ-EPC review. Nonetheless, these RCTs
provide important insights regarding clinically relevant
effects of lowering serum urate. A group receiving biweekly
pegloticase treatment had a significantly greater frequency
of complete resolution of at least 1 tophus, lower flare rates
in the final 3 months of the trial, fewer tender joints, and
greater improvements in patient-reported outcomes of pain,
function, and quality of life compared with patients receiving
placebo (29). These clinical end points were very likely medi-
ated by serum urate response to the therapy. In another
recently completed RCT in patients with early gout (#2
gout flares ever and only 1 flare in the past year), participants
received febuxostat or placebo for 2 years. The percentage
of patients with at least 1 flare was lower in the febuxostat
group than the placebo group (29.3% versus 41.4%;
P , 0.05) (30). A recently completed UK comparative effec-
tiveness trial randomized 517 gout patients seen by general
practitioners and compared a nurse-led T2T approach with
general practitioner–led usual care in the UK primary care
setting over 2 years. The results from this trial are expected
in the near future (31). To the extent that primary care pro-
viders’ delivery of gout care approximates a T2aS strategy,
the results of this survey may be able to provide better sup-
port for T2T strategies.

Until there is better agreement between the
respective societies, individual rheumatologists must
serve as an important educational resource for their local
primary care providers. As such, rheumatologists must
become ambassadors of gout. Do not let gout apathy lead
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to gouty arthropathy. Reach out to primary care provider
colleagues to help answer questions they may have after
the publication of the ACP guidelines.
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