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ABSTRACT

Background: Gout is a progressive systemic disease caused by deposition of monosodium urate
(MSU) crystals in various tissues such as joints, kidneys, and other connective tissues as a result of
chronic hyperuricemia. If this condition is not adequately treated, it may progress to chronic gout,
tophus formation, and even serious kidney function problems, which will lower quality of life. With
the emergence of new treatment options in the last several years, a better understanding of diagnosis
and management is required by every physician in Indonesia.

Methods: A panel of eighteen selected rheumatologists from the Indonesian Rheumatologist
Association (IRA) developed recommendations based on key questions formulated by a steering
committee from IRA. These recommendation materials were taken from several online databases
such as PubMed, Science Direct, and Google Scholar. Level of evidence and grades of
recommendation were then assigned, and each member of the panellist team will assign a score to
express their level of agreement.

Results: A total of 16 recommendations discussing the diagnosis, non-pharmacological and
pharmacological therapies, as well as monitoring for hyperuricemia and gouty arthritis were
formulated.

Conclusion: These recommendations can be used to help clinicians in accurately diagnosing
hyperuricemia and gouty arthritis and choosing the most suitable therapy for their patients. All
recommendation statements were tailored to the clinical setting, facility, and drug availability in

manuscript. Indonesia

1. Introduction

Gout is a progressive systemic disease caused by
the deposition of monosodium urate (MSU) crystals in
various tissues such as joints, kidneys, and other
connective tissues as a result of chronic
hyperuricemia.l Without effective treatment, this
condition can develop into chronic, tophus formation,
and can even result in severe kidney dysfunction and
decreased quality of life. Gouty arthritis affects 1-4%
of the general population worldwide. The prevalence of
gouty arthritis in men is 3-6% and women is 1-2% in
western countries, while in Asia it is 4.4-8.8% in men
and 1.3-3.6% in women. Based on these data, gouty
arthritis is the most common inflammatory arthritis
case in men.12 The prevalence of gouty arthritis
increases with age with an average of 7% in men aged
>75 years and 3% in women aged >85 years.3 The
prevalence of gouty arthritis in Indonesia has never
been studied, but the prevalence of hyperuricemia in
Indonesia is 18.6-47.6%.4 One study in West Java
Indonesia on 173 respondents showed that 45.7%
experienced increased serum wuric acid levels
accompanied by joint pain.>

Several studies have shown that the management
of gouty arthritis is still not optimal, as indicated by
the 57% inaccuracy in diagnosis, which results in
inaccuracy in treatment.6 The majority of these

incidents are found in primary care, this is due to the

absence of guidelines for the diagnosis and
management of gouty arthritis.”

The Indonesian Rheumatology Association (IRA),
whose members are heavily involved in research and
services for gouty arthritis patients, considers it
necessary to develop guidelines for the care of gouty
arthritis in Indonesia by developing guidelines for the
diagnosis and management of hyperuricemia and
gouty arthritis. IRA 2018 gout recommendation was

already out of date and needed to be updated.

2. Methods

The Indonesian Rheumatologist Association (IRA)
formed a recommendation team to formulate
recommendation questions for diagnosis dan therapy
of hyperuricemia and gouty arthritis. There was also a
team of supervisors (steering committee) consisting of
rheumatologists from various branches of IRA and
institutions in Indonesia, with at least five years of
working experience as a rheumatologist. Each member
of the panellist team gave an independent opinion
regarding the level and strength of recommendations
put forth by the recommendation team. No delegation
from the pharmacy industry was involved in the
process of developing these recommendations.

A total of 16 key questions were formulated to
determine the recommendations for diagnosing and
managing hyperuricemia and gouty arthritis in

Indonesia: 1) How is the diagnosis of gout established?
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2) What are the general principles involved in the
management of hyperuricemia and gouty arthritis? 3)
What are the general principles for evaluating patients
presenting with hyperuricemia and gouty arthritis? 4)
How should therapy be administered to effectively
reduce serum uric acid levels in patients with
asymptomatic hyperuricemia? 5) What are the proper
methods for administering colchicine, NSAID
monotherapy, or corticosteroids during acute attacks
of gouty arthritis? 6) What is the recommended
approach for administering combination therapy
involving colchicine with NSAIDs or corticosteroids in
the management of acute gouty arthritis? 7) How
should anti-IL1 therapy be administered during acute
attacks of gouty arthritis? &) How should
adrenocorticotropic hormone (ACTH) therapy be
administered to patients experiencing acute gouty
arthritis? 9) What are the guidelines for administering
therapy aimed at reducing serum uric acid levels in
patients with acute gouty arthritis? 10) How should
prophylactic therapy for acute gouty arthritis be
administered to patients in the intercritical phase of
gout? 11) What are the recommended protocols for
administering therapy to lower serum uric acid levels
in patients with chronic gouty arthritis? 12) What is
the target serum uric acid level recommended for
patients with chronic gouty arthritis? 13) How should
prophylactic therapy be administered to patients with
chronic gouty arthritis? 14) What are the
recommended treatment strategies for patients with
gouty arthritis who also have comorbid heart disease?
15) How should gouty arthritis be managed in patients
with comorbidities such as diabetes mellitus,
hypertension, and dyslipidaemia? 16) What are the
appropriate treatment approaches for gouty arthritis
in patients with comorbid chronic kidney disease?
Literature search was conducted through online
databases, including PubMed, Science Direct, Google
Scholar, and other databases, using these keywords:
hyperuricemia, gouty arthritis, diagnosis, gout attack,
chronic gout, laboratory test, education, treatment,
algorithm, monitoring, complication, and prognosis.

The search was limited to published English meta-

analysis, systematic review, clinical trial, randomized
controlled trial (RCT), and observational study,
published within 2018 to 2024. Initial literature
search yielded 471 relevant articles. After a thorough
reading, the team selected 93 articles to be included in
the formulation of this recommendation.

The development of this diagnostic and
management guideline is based on the Grading of
Recommendations, Assessment, Development, and
Evaluation (GRADE) approach, which requires
panellist team members were asked to rate each
adaptation of scientific evidence summaries from
existing clinical practice guidelines, if available, or
generating de novo summaries of scientific evidence if
necessary. This process includes (1) identifying
prioritized research questions through (population-
intervention-comparison-outcome) PICO framework,
(2) extracting, assessing, and synthesizing scientific
evidence from existing clinical practice guidelines,
meta-analyses, and systematic reviews of clinical trials
or observational studies, (3) formulating summaries of
scientific evidence, (4) voting on critical and important
outcomes, (5) presenting scientific evidence to the
panellist team, (6) formulating final recommendations,
and (7) planning for dissemination, implementation,
and updating.

Recommendations were issued based on the 16 key
questions above. The recommendation team then
assigned the level of evidence (LoE) and grades of
recommendation (GoR) based on the criteria listed in
Table 1.11 These recommendations were then
reviewed by the steering committee. In the final step,
the recommendation on a scale of O to 10 to determine
the level of agreement (LoA). A score of O indicated
complete disagreement and 10 indicated complete
agreement. The panellist member would be asked for
comments should a score below 8 was issued.
Recommendations with an average score below 8 were
then rediscussed by the recommendation team to be
revised and then reassessed by the panelist team to
determine the final LoA.

Levels of evidence is a hierarchical system for

classifying evidence based on the quality of the
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methodological design, validity, and its applicability to
hand,

recommendation are based on levels of evidence,

patient care. On the other grades of

considering the overall strength of evidence and the

judgment of recommendation makers. Grades of

recommendation are developed by considering cost,
value, risk-benefit

preferences, feasibility,

assessment, along with the assessment of the quality

of available scientific evidence.

3. Results

Based on the discussion, 16 recommendations
were agreed upon by the recommendation team,
steering committee, and the panelist team. Summary

of these recommendations can be seen in Table 2.

Table 1. Level of Evidence and Grades of Recommendations

Level of evidence (LoE)

Grades of recommendation (GoR)

I High  quality  meta-analysis
systematic review of RCTs,

A Strong recommendation:

referring to
level I studies

individual RCTs with low risk of bias

II High review quality of systematic B Moderate recommendation: referring to
observational studies (case control or level II studies or extrapolation of level I
cohort), or individual observational studies
studies

111 Non-analytic studies (case report or C Weak recommendation: referring to level
case series) III studies or extrapolation of level II

studies

v Non-analytic low quality studies (case D Consensus recommendation: expert

report or case series)

opinion or based on limited evidence

Table 2. Summary of Recommendations for Diagnosis and Management of hyperuricemia and gouty arthritis

Recommendation

LoE GoR

LoA

The 2015 American College of Rheumatology/European League Against Rheumatism
(ACR/EULAR) classification criteria for gout are recommended for establishing the
diagnosis of gouty arthritis.

I

A

9.48

Every patient with hyperuricemia and gouty arthritis should receive adequate
education about the condition, including lifestyle modifications such as maintaining
an ideal body weight, limiting the consumption of certain purine-rich foods, engaging
in regular physical exercise, and following an effective management plan for comorbid
diseases.

9.47

Every patient with gouty arthritis should undergo a systematic anamnesis and
screening evaluation to identify comorbid diseases, particularly those that may
influence therapy, such as impaired kidney function, coronary heart disease, heart
failure, stroke, peripheral artery disease, obesity, hypertension, and diabetes.

9.69

Patients with asymptomatic hyperuricemia are not currently recommended to receive
serum uric acid-lowering therapy, except in specific circumstances.

I-1I

B-C

9.40

Monotherapy with colchicine, NSAIDs, or corticosteroids is recommended for the
management of acute gout attacks.

A-B

9.25

Combination therapy involving colchicine and NSAIDs or colchicine and
corticosteroids is recommended for the management of acute gout attacks with
polyarthritis or in cases where monotherapy proves ineffective.

A-B

9.63

Anti IL-1 is recommended in certain conditions for acute gout attacks.

w

8.81

Adrenocorticotropic hormone (ACTH) is not currently recommended for the treatment
of acute gout attacks.

II

9.10

Serum uric acid-lowering therapy is recommended to be initiated and maintained both
during acute attacks and in periods of remission, with the goal of achieving and
sustaining a target serum uric acid level of <6 mg/dL

9.33

10.

Prophylactic therapy with low-dose colchicine, low-dose NSAIDs, or low-dose
corticosteroids is recommended at the initiation of serum uric acid-lowering therapy.

9.42

1004



11. Serum uric acid-lowering therapy is recommended for patients with chronic gouty I A 9.63
arthritis, with or without tophi.

12. A target serum uric acid level of <5 mg/dL is recommended for patients with chronic I A 9.47
gouty arthritis.

13. Prophylactic therapy for acute gout attacks is recommended for patients with chronic I A 9.40
gouty arthritis who are receiving serum uric acid-lowering medications.

14. The selection of serum uric acid-lowering therapy for patients with gouty arthritis and  I-II A-B  9.06
comorbid cardiovascular disease is recommended to be consistent with that for
patients without cardiovascular comorbidities.

15. Gouty arthritis patient with comorbidities such as diabetes mellitus, hypertension, I-II A-B  9.54
and dyslipidaemia, it is recommended to choose medications that offer additional
benefits in reducing serum uric acid levels.

16. Gouty arthritis patients with chronic kidney disease (CKD), it is recommended to I A-B  9.63

administer serum uric acid-lowering medications with dose adjustments at the

initiation of therapy.

4. Discussion

Recommendation 1: The 2015 American College of
Rheumatology/European
Rheumatism (ACR/EULAR) classification criteria

League Against
for gout are recommended for establishing the

diagnosis of gouty arthritis

The natural history of gout consists of four phases,
namely a) asymptomatic hyperuricemia, b) acute
gouty arthritis, c) intercritical phase or phase
interspersed with intervals without clinical symptoms,
and d) chronic gout.! Diagnosis of acute, intercritical
or chronic gouty arthritis can be done using the gout
classification criteria according to the 2015 American
College of Rheumatology/European League against
Rheumatism (ACR/EULAR).8

Recommendation 2: Every patient with
hyperuricemia and gouty arthritis should receive
adequate education about the condition, including
lifestyle modifications such as maintaining an
ideal body weight, limiting the consumption of
certain purine-rich foods, engaging in regular
physical exercise, and following an effective

management plan for comorbid diseases

Education with an interactive and patient-centered

approach can improve patient knowledge of
hyperuricemia and gouty arthritis. Optimal education
will address gaps in knowledge, race, gender,
socioeconomic status, and level of social support.

Education can be provided in person, in writing, or via

online media delivered individually or in groups.9.10
The 2020 ACR guidelines recommend limiting alcohol,
purine-containing foods, and high-fructose corn syrup
in patients with gouty arthritis.1! The 2021 Asia Pacific
League of Associations for Rheumatology (APLAR)
guidelines recommend reducing alcohol consumption
to prevent gouty arthritis attacks or lower serum uric
acid levels, while there is limited scientific evidence for
consumption of high-purine foods to prevent gouty

arthritis attacks or lower serum uric acid levels.?

The recommended sport is moderate aerobic exercise
because it shows results in a decrease in serum uric
acid in serum compared to heavy exercise which can
temporarily increase serum uric acid levels. The study
results showed that every increase in body mass index
(BMI) increased the risk of gouty arthritis in each
patient (Odd ratio [OR] 2.83; 95% CI 2.17-3.67),
although BMI was not associated with the incidence of
gouty arthritis attacks (OR 0.61 CI 95% 0.32-1.16).9:12

Recommendation 3: Every patient with gouty
arthritis should undergo a systematic anamnesis
and screening evaluation to identify comorbid
diseases, particularly those that may influence
therapy, such as impaired kidney function,
coronary heart disease, heart failure, stroke,
peripheral artery disease, obesity, hypertension,

and diabetes

The 2022 National Institute for Health and Care

Excellence (NICE) guidelines for the management of
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gouty arthritis state that a complete history and
physical examination should be performed to assess
the symptoms and signs of gouty arthritis. Symptoms
and signs include sudden onset of severe pain (often
overnight) with redness and swelling in one or both
first metatarsophalangeal joints (MTP-1) or a tophi.13
The 2015 ACR/EULAR gout classification criteria can
be used as a basis for a history and physical
examination to help establish a diagnosis of gout.8
Patients should also undergo a screening evaluation to
look for comorbid conditions, especially those that
may affect therapy, such as impaired kidney function,
coronary heart disease, heart failure, stroke,
peripheral artery disease, obesity, hypertension, and

diabetes (more details in recommendations 14 to 16).

Recommendation 4: Patients with asymptomatic
hyperuricemia are not currently recommended to
receive serum uric acid-lowering therapy, except in

specific circumstances

The 2021 APLAR guidelines also state that there is not
yet a strong enough basis to recommend or oppose the
administration of serum uric acid lowering therapy.
The 2011 Japanese guidelines are slightly different,
because they quite firmly state the administration of
serum uric acid lowering therapy in asymptomatic
hyperuricemia patients with serum uric acid levels >8
mg/dl. According to the findings of a cohort research
involving healthy male participants, people with
serum urate levels above 8.0 mg/dL, especially 9.0
mg/dL, have a considerably increased chance of
developing gouty arthritis in the future than people

with lower serum urate levels.14

In this guideline, the team agreed that it could not yet
recommend due to the limited scientific evidence for
the giving of serum uric acid lowering therapy in
hyperuricemia patients who do not have a history of
acute gouty arthritis attacks or no complications due

to hyperuricemia.

Patients with asymptomatic hyperuricemia should
be considered for serum uric acid lowering therapy if

they have serum wuric acid levels >9 mg/dl

accompanied by evidence of one of the following
conditions, namely a double contour image on joint
ultrasound examination, joint fluid examination
containing monosodium urate crystals, evidence of

urinary tract stones.

Recommendation 5: Monotherapy with colchicine,
Non-steroid Anti Inflammatory Drugs (NSAIDs), or
corticosteroids is recommended for the

management of acute gout attacks

The results of the meta-analysis showed that low-dose
colchicine (1.5-1.8 mg/dl) is an effective dose for
patients with acute gouty arthritis compared to
placebo (Risk Ratio (RR) 2.43; 95% CI 1.05-5.64). Low-
dose colchicine compared to high-dose colchicine (4.5-
4.8 mg/dl) has the same effectiveness in treating pain
in patients with acute gouty arthritis (RR 0.87; 95% CI
0.56-1.36).9.11 Low-dose colchicine has the same
benefits and effectiveness as non-steroidal anti-
inflammatory drugs (NSAIDs) (RR 0.97; 95% CI 0.82-
1.15).15 We recommend giving colchicine at a dose of 1
mg followed by a dose of 0.5 mg one hour later.
Monotherapy using colchicine is recommended for
patients experiencing acute gouty arthritis attacks
with mild to moderate pain and involving <2 joints.
Attacks with severe pain and involving multiple joints
are recommended to use combination therapy.38
Colchicine should not be given to patients with severe
renal impairment and should also not be given to
patients receiving P-glycoprotein and/or CYP3A4
inhibitor therapy such as cyclosporine or

clarithromycin.16

The meta-analysis results showed that NSAIDs can
relieve pain within 24 hours compared to placebo (RR
2.75; 95% CI 1.13-6.72). Both non-selective and
selective have the same effectiveness in relieving pain,
reducing inflammation, and improving joint function
(MD 0.03; 95% CI (-0.07)-0.14; MD 0.08; (-0.07)-0.22;
MD 0.04; (-0.17)-0.25), but side effects were higher in
the non-selective NSAID group (RR 1.94; 95% CI 1.36-
2.78).17

Corticosteroids and NSAIDs have similar efficacy in
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treating acute gouty arthritis attacks (MD 0.15; 95%
CI (-2.71) - 3.02), (MD 0.33; 95% CI 0.07-0.69), and
(MD 0.21; 95% CI (-2.22)-1.8).17 Corticosteroids and
NSAIDs also have relatively similar safety profiles (RR
0.76; 95% CI 0.47-1.23) and (RR 0.09; 95% CI 0.01-
1.67).17, 18

Recommendation 6: Combination therapy
involving colchicine and NSAIDs or colchicine and
corticosteroids is recommended for the
management of acute gout attacks with
polyarthritis or in cases where monotherapy

proves ineffective

Combination therapy is recommended for patients
experiencing moderate-severe acute gouty arthritis
attacks with >2 joints or for patients with inadequate
response (pain reduction <20% in 24 hours or <50%
after 24 hours).1920 Some recommendations for
combination therapy are colchicine with NSAIDs,
colchicine with oral corticosteroids or intra-articular
corticosteroids with all modalities.20 The use of similar

combination therapies is not recommended.19

Recommendation 7: Anti IL-1 is recommended in

certain conditions for acute gout attacks

The results of a moderate-quality systematic review
showed that anti-IL-1 therapy is safe and effective in
treating acute gouty arthritis attacks and is an option
for patients who are not able to use standard
therapy.21.22 The results of a meta-analysis comparing
a single dose of rilonacept 320 mg injection with a
maximum dose of indomethacin 50 mg three times a
day for three days showed that rilonacept provided
less pain relief with the same risk of side effects (MD -
2.52; 95% CI (-0.29) - (-4.75) and (RR 1.19; 95% CI
0.75-1.88).23

The results of two meta-analyses showed that
canakinumab injection was more effective in reducing
pain compared to intra-articular triamcinolone
injection (MD -14.59 mm; 95% CI [-19.42] [-9.77]) and
(MD -10.57; 95% CI [-15.24]-[-5.9]).23.24 Overall patient

improvement was also better in the canakinumab

injection group (RR 1.44; 95% CI 1.28-1.61) and (RR
1.37; 95% CI 1.16-1.61).23,24 Canakinumab injection
can be given as an option for acute gouty arthritis
attacks in patients who have contraindications to
standard therapy.22 The cost of using canakinumab
should be considered, which is 5000 times higher than

triamcinolone injection.23

Anti-inflammatory drugs IL-1 was not yet available in
Indonesia at the time the recommendations were

drawn up.

Recommendation 8: Adrenocorticotropic hormone
(ACTH) is not currently recommended for the

treatment of acute gout attacks

Based on the results of one RCT showed that ACTH
and betamethasone have the same effectiveness and
safety in patients experiencing acute gouty arthritis
attacks, but ACTH has lower side effects on the
Hypothalamic Pituitary Adrenal (HPA) axis.25 Until this
recommendation was prepared, there had been no
meta-analysis or systematic review supporting the
benefits of ACTH therapy in gouty arthritis patients,
so the drafting team considered that scientific

evidence was still very limited.

Recommendation 9: Serum wuric acid-lowering
therapy is recommended to be initiated and
maintained both during acute attacks and in
periods of remission, with the goal of achieving and
sustaining a target serum uric acid level of <6

mg/dL

The results of three meta-analyses showed that
administration of serum uric acid lowering therapy
during an attack did not worsen or increase the
duration of pain (MD -0.42; 95% CI (-0.42)-1.78), and
(MD 0.06; 95% CI (-0.13)-0.25). There was no
significant difference in the duration of resolution, C-
reactive protein (CRP) levels and erythrocyte
sedimentation rate (ESR) (MD -1.14; 95% CI (-5.63)-
3.36) and (MD -2.51; 95% CI (-5.46)-0.45).26.27 In
patients with acute gout who have never received

serum uric acid lowering therapy, the IRA considers
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that it can be recommended during acute gout attacks,
this is in line with the APLAR gouty arthritis
management guidelines.9

The initial dose of allopurinol is started at <100
mg/day, but in patients with chronic kidney disease
stages 4-5 or glomerular filtration rate (GFR) value <30
ml/min/1.73 m2, it is started with an initial dose of
<50 mg/dL. The dose is evaluated for 2-4 weeks, if the
target serum uric acid level has not been achieved, the
dose of allopurinol can be increased until the target
serum uric acid level is achieved, the maximum dose
is 800 mg/day. The initial dose of febuxostat is started
at <40 mg/day and evaluated for 2-4 weeks, if the
target serum uric acid level has not been achieved, the
dose can be increased, the maximum dose is 120
mg/day. Febuxostat does not require dose adjustment
in patients with chronic kidney disease.l1.28 Serum
uric acid levels should be monitored and attempted to
be <6 mg/dl. Except in patients with severe gout (there
is a hat, chronic arthropathy, frequent gouty arthritis
attacks even though serum uric acid levels are <6
mg/dl), the target serum uric acid level is attempted
to be <5 mg/dl to dissolve monosodium urate

crystals.29,30

Recommendation 10: Prophylactic therapy with
low-dose colchicine, low-dose NSAIDs, or low-dose
corticosteroids is recommended at the initiation of

serum uric acid-lowering therapy

Prophylaxis of acute gouty arthritis attacks in patients
receiving serum uric acid-lowering therapy is given for
3-6 months from the start of serum uric acid-lowering
therapy, with low-dose colchicine (0.5-1 mg/day).
Colchicine has been shown to reduce the frequency
and severity of acute gouty arthritis attacks and does
not increase the incidence of side effects such as the
risk of cancer, sepsis, cytopenia, and myotoxicity.3!
Administration of colchicine for up to six months along
with serum uric acid-lowering therapy has been

shown to be well tolerated.4

Non-steroidal anti-inflammatory drugs or

corticosteroids can be an alternative in patients who

are intolerant or contraindicated to colchicine.911.32
low-dose NSAIDs (e.g. naproxen 2x250 mg) in patients
who are intolerant or contraindicated to colchicine.
Giving small doses of NSAIDs such as naproxen 2x250
mg or etoricoxib 1x60 mg has the same effectiveness
as colchicine but the risk of side effects must be
considered, especially with long-term use. Small doses
of corticosteroids equivalent to 7.5 mg of prednisone
can also be an alternative, although its effectiveness is
not as good as colchicine.33 Anti IL-1 can be an
alternative in patients who cannot use colchicine,
NSAIDs, and corticosteroids.32 If there is an acute
gouty arthritis attack in the middle of prophylactic
therapy using colchicine, it is recommended to add
other anti-inflammatories such as NSAIDs or

corticosteroids.

Recommendation 11: Serum uric acid-lowering
therapy is recommended for patients with chronic

gouty arthritis, with or without tophi

Uric acid lowering therapy is recommended for
patients with chronic gouty arthritis to maintain
serum uric acid levels, prevent attacks, and reduce
complications due to hyperuricemia. The results of a
meta-analysis of the use of uric acid lowering therapy
in patients with chronic gouty arthritis have proven
effective in maintaining serum wuric acid levels,
preventing attacks, and reducing complications due to
hyperuricemia (RR 9.13; 95% CI 2.33-35.87) and
improving patients' global quality of life (RR 1.83; 95%
CI 1.05-3.19).34

The use of ULT is adjusted to the clinical conditions
and contraindications in the patient. Patients with
gouty arthritis who receive serum uric acid lowering
therapy but have not reached the target, often
experienced gouty arthritis attacks, and have tophus
that do not improve despite using optimal xanthine
oxidase inhibitor, uricosuric, or other interventions,

can use pegloticase.1!

Recommendation 12: A target serum uric acid level

of <5 mg/dL is recommended for patients with
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chronic gouty arthritis

The target serum uric acid level in patients with
chronic gouty arthritis with or without tophi is <5
mg/dL to dissolve monosodium urate crystals.11,13,35.36
Serum uric acid levels <3 mg/dL are not recommended
in the long term because they are thought to cause
neurodegenerative diseases such as Parkinson's
disease, Alzheimer's disease, and other motor
disorders.37.38 All drug options for lowering serum uric
acid levels start at a low dose and the dose is titrated
upward until the target serum uric acid level is
achieved and maintained throughout life.l!
Administration of drugs to lower serum uric acid levels
aims to reduce serum uric acid levels in the patient's
serum. The 2022 NICE guidelines consider a target
serum uric acid level of <5 mg/dL in gout patients who
have chronic gouty arthritis or who have frequent
attacks of acute gouty arthritis even if the serum uric

acid level is <6 mg/dL.13

Recommendation 13: Prophylactic therapy for
acute gout attacks is recommended for patients
with chronic gouty arthritis who are receiving

serum uric acid-lowering medications

Prophylaxis of acute gouty arthritis attacks in patients
receiving serum uric acid lowering therapy is given for
3-6 months from the start of serum uric acid lowering
therapy, with low-dose colchicine (0.5-1 mg/day) or
low-dose NSAIDs in patients who are intolerant or
contraindicated to colchicine.%11 If colchicine and
NSAIDs are contraindicated, low-dose corticosteroids
can be given.39 Prophylaxis can be given for 3-6

months.11

The results of a meta-analysis showed that acute
gouty arthritis attacks were lower in the group given
prophylaxis 30.5% compared to the group without
prophylaxis 55.9% (RR 0.36; 95% CI 0.27-0.48).11
Colchicine combined with allopurinol or febuxostat
has the same effectiveness in reducing the risk of
acute gouty arthritis attacks (RR 0.48; 95% CI 0.32-
0.74), while the risk of acute gouty arthritis attacks in

the allopurinol group was lower compared to

probenecid (0.4 vs 1.24 attacks per month,
p<0.0001).2

Recommendation 14: The selection of serum uric
acid-lowering therapy for patients with gouty
arthritis and comorbid cardiovascular disease is
recommended to be consistent with that for

patients without cardiovascular comorbidities

The choice of serum uric acid lowering therapy in
gouty arthritis patients with heart disease is still
debated. The results of a meta-analysis indicate that
administering allopurinol to gouty arthritis patients
reduces the risk of cardiovascular side effects (RR
0.65; 95% CI 0.46-0.91; p=0.012) and the risk of
myocardial infarction (RR 0.47; 95% CI 0.27-0.80;
p=0.01) compared to the control group.4© A meta-
analysis concluded that the wuse of febuxostat
compared to Allopurinol in the Asian population was
associated with a  significant increase in
cardiovascular risk in patients with and without
gout.4! The results of a recent study differed in that
febuxostat was not associated with an increased risk
of cardiovascular complications (OR 0.93; 95% CI
0.75-1.15; p=0.52).42 One of the international
guidelines states that gouty arthritis patients with
heart disease who receive febuxostat need to be
replaced with other serum uric acid lowering therapy
options, while the Asia-Pacific guidelines state that
there is insufficient scientific evidence to recommend
or oppose the use of serum uric acid lowering therapy
in patients with gouty arthritis with heart disease.9 11
Considering that the latest meta-analysis results have
not yet provided consistent results, the IRA cannot yet
recommend or oppose the administration of febuxostat
as a serum uric acid lowering therapy option in

patients with gouty arthritis with heart disease.

Recommendation 15: Gouty arthritis patient with
comorbidities such as diabetes mellitus,
hypertension, and dyslipidaemia, it is
recommended to choose medications that offer
additional benefits in reducing serum uric acid

levels
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RCT study showed that Sodium-Glucose Transport
Protein-2 (SGLT-2) inhibitors have strong potential to
reduce serum uric acid levels in patients with type 2
diabetes compared to other diabetes drugs, but if it is
difficult to obtain SGLT-2 inhibitors or there are
contraindications to the use of these drugs, allopurinol
can be given.43 The results of two meta-analyses
showed that SGLT-2 inhibitors consistently reduced
serum uric acid levels (WMD -37.73 pmol/ L, 95% CI
[-40.51] - [34.95]) and (MD -34.07 p mol /L, 95% CI [-
37.00] - [31.14]).4445 The results of another meta-
analysis showed that SGLT-2 inhibitors could be an
option for patients with type 2 diabetes who are at high
risk of gouty arthritis because they provide additional

benefits.45

The choice of serum uric acid lowering therapy in
patients with gouty arthritis and hypertension must
be adjusted to the clinical condition of each patient,
considering side effects and drug interactions.
Allopurinol and febuxostat are the main choices, with
losartan as an antihypertensive therapy agent that
provides additional benefits in the management of
both conditions. The results of the study showed that
allopurinol and febuxostat have the same effectiveness
in patients with gouty arthritis with hypertension.
Losartan can lower blood pressure while lowering
serum uric acid levels, so it is also called a uricosuric

agent.46,47

Selection of serum uric acid lowering therapy in
patients with gouty arthritis and dyslipidaemia based
on meta-analysis showed that statins were
significantly associated with decreased serum wuric
acid levels, especially atorvastatin, which was proven
to be the most effective in lowering serum uric acid
levels. Atorvastatin is the most appropriate
cholesterol-lowering agent for patients with or at risk

of hyperuricemia.*4

Recommendation 16: Gouty arthritis patients with
chronic kidney disease (CKD), it is recommended
to administer serum uric acid-lowering

medications with dose adjustments at the

initiation of therapy

Determination of serum uric acid lowering therapy
dose must consider creatinine clearance in gouty
arthritis patients with chronic kidney disease.
International guidelines state that xanthine oxidase
inhibitors such as febuxostat are the first-line therapy
of choice for gouty arthritis patients with chronic
kidney disease at stage 23. Allopurinol administration
can prevent worsening of kidney function in patients
with or without chronic kidney disease.48 69% of
gouty arthritis patients with CKD achieved the target
serum uric acid and 59% of patients were able to
maintain serum uric acid levels <6 mg/dL. Initial
administration of allopurinol begins with a dose of
<100 mg/day evaluated for 2-4 weeks, then the dose
can be increased until the target serum uric acid is
achieved, but in patients with chronic kidney disease
stages 4-5 it is started with an initial dose of <50

mg/dL.49

Febuxostat has also been shown to slow the worsening
of kidney function in patients with chronic kidney
disease (WMD 2.69; 95% CI 1.07-4.31).50 The results
of the meta-analysis showed that the group with
febuxostat had a higher glomerular filtration rate and
lower serum uric acid levels compared to the group
with allopurinol or placebo (WMD 2.897, 95% CI:
1.336-4.458, p<0.001).8485 Another advantage of
febuxostat is that it is safe in patients with chronic
kidney disease stage 3-4 and does not require dose
adjustment if creatinine clearance is >30 ml/minute.50
Febuxostat has also been shown to be safe for use in
patients with chronic kidney disease stage 4-5 who
have not undergone dialysis.5! Febuxostat is started at
a low dose of <40 mg/day, but in CKD stage 4-5 it is

started at a lower initial dose.52

5. Conclusion

These recommendations aim to provide guidance
on the diagnosis and management of hyperuricemia
and gouty arthritis in Indonesia. The diagnostic,
therapy, and monitoring algorithms in this

recommendation are all tailored to suit Indonesia’s
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clinical setting, facility, and drug availability.

6. References

1.

10.

Ragab G, Elshahaly M, Bardin T. Gout: An old
disease in new perspective — A review. J Adv Res
[Internet]. 2017;8(5):495-511.

Yokose C, McCormick N, Lu N, Tanikella S, Lin
K, Joshi AD, et al. Trends in Prevalence of Gout
among US Asian Adults, 2011-2018. JAMA
Netw Open. 2023;6(4):E239501.

Doherty M. New insights into the epidemiology
of gout. Rheumatology. 2009;48(SUPPL. 2):2-8.
Madyaningrum E, Kusumaningrum FM,
Wardani RK, Susilaningrum AR, Ramadhani A.
Community gout management program needed
for adult people in the rural area. J Community
Empower Heal. 2021;4(2):125.

Hidayat II, Hamijoyo L, Moeliono MA. A survey
on the clinical diagnosis and management of
gout among general practitioners in Bandung.
Indones J Rheumatol. 2013;04:14-9.

Edwards NL. Quality of care in patients with
gout: Why is management suboptimal and what
can be done about it? Curr Rheumatol Rep.
2011;13(2):154-9.

Callear J, Blakey G, Callear A, Sloan L. Gout in
primary care:
outcomes? BMJ Qual
2017;6(1):u210130.w4918.
Neogi T, Jansen TLTA, Dalbeth N, Fransen J,
Schumacher HR, Berendsen D, et al. 2015 Gout

Can we improve patient

Improv  Reports.

classification criteria: An American College of

Rheumatology/European League Against

Rheumatism collaborative initiative. ~Ann
Rheum Dis. 2015;74(10):1789-98.

Lorenzo JPP, Sollano MHMZ, Salido EO, Li-Yu
J, Tankeh-Torres SA, Wulansari Manuaba IAR,
et al. 2021 Asia-Pacific League of Associations
for Rheumatology clinical practice guideline for
treatment of gout. Int J Rheum Dis.
2022;25(1):7-20.

Fields TR, Batterman A. How Can We Improve

Disease Education in People with Gout? Curr

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Rheumatol Rep. 2018;20(3):1-9.

FitzGerald JD, Dalbeth N, Mikuls T,
Brignardello-Petersen R, Guyatt G, Abeles AM,
et al. 2020 American College of Rheumatology
Guideline for the Management of Gout. Arthritis
Care Res. 2020;72(6):744-60.

Nguyen USDT, Zhang Y, Louie-Gao Q, Niu J,
Felson DT, LaValley MP, et al. Obesity Paradox
in Recurrent Attacks of Gout in Observational
Studies: Clarification and Remedy. Arthritis
Care Res. 2017;69(4):561-6.

NICE: Nacional Institute for Health and Care
Excellence. Gout: diagnosis and management
NICE guideline. NICE Guidel
2022;(June 2022).

Yamanaka H. Japanese guideline for the

[Internet].

management of hyperuricemia and gout:
Second edition. Nucleosides, Nucleotides and
Nucleic Acids. 2011;30(12):1018-29.

Gottlieb M, Rabah W, Long B. Colchicine for
acute gout. Cochrane Database Syst Rev.
2021;(8):1-59.

Indonesia.

Perhimpunan Reumatologi

Rekomendasi Pedoman  Diagnosis dan

Pengelolaan Gout. Jakarta: Perhimpunan
Reumatologi Indonesia; 2018. 1-20 p.

Van Durme CMPG, Wechalekar MD, Landewé
RBM, Pardo JP, Cyril S, Van Der Heijde D, et al.
Non-steroidal anti-inflammatory drugs for acute
gout. Cochrane Database Syst Rev. 2021;(12):1-
111.

Billy CA, Lim RT, Ruospo M, Palmer SC,
Strippoli GFM. Corticosteroid or nonsteroidal
antiinflammatory drugs for the treatment of
acute gout: A systematic review of randomized
controlled trials. J Rheumatol. 2018;45(1):128-
36.

Brian W. Coburn; and Ted R. Mikuls, MD M.
Treatment options for acute Gout. Fed Pract.
2016;18(SUPPL. 1):35-40.

Khanna D, Khanna PP, Fitzgerald JD, Singh
MK, Bae S, Neogi T, et al. 2012 American college

of rheumatology guidelines for management of

1011



21.

22.

23.

24.

25.

26.

27.

28.

gout. part 2: Therapy and antiinflammatory
prophylaxis of acute gouty arthritis. Arthritis
Care Res. 2012;64(10):1447-61.

Arnold DD, Yalamanoglu A, Boyman O.
Systematic Review of Safety and Efficacy of IL-
1-Targeted Biologics Immune-
Mediated

2022;13(July).

in Treating

Disorders. Front Immunol.
Schlesinger N, Pillinger MH, Simon LS, Lipsky
PE. Interleukin-1f  inhibitors for the
management of acute gout flares: a systematic
literature review. Vol. 25, Arthritis Research
and Therapy. 2023.

Wechalekar MD,

Sivera F, Andrés M,

Buchbinder R, Carmona L. Interleukin-1
inhibitors for acute gout. Cochrane Database
Syst Rev. 2014;(9).

Jena M, Tripathy A, Mishra A, Maiti R. Effect of
canakinumab on clinical and biochemical
parameters in acute gouty arthritis: a meta-
analysis. Vol. 29,
2021. p. 35-47.

Daoussis D, Kordas P, Varelas G, Michalaki M,

Inflammopharmacology.

Onoufriou A, Mamali I, et al. ACTH vs steroids
for the treatment of acute gout in hospitalized
patients: a randomized, open label, comparative
study. Rheumatol Int
2022;42(6):949-58.

Fan M, Liu J, Zhao B, Wu X, Li X, Gu J, et al.

[Internet].

Comparison of efficacy and safety of urate-
lowering therapies for hyperuricemic patients
with gout: a meta-analysis of randomized,
controlled trials. Clin Rheumatol.
2021;40(2):683-92.

Jia E, Yao X, Geng H, Zhong L, Xie J, Xiao Y, et
al. The effect of initiation of urate-lowering
treatment during a gout flare on the current
episode: a meta-analysis of randomized
controlled trials. Adv Rheumatol [Internet].
2022;62(1).

O’Dell JR, Brophy MT, Pillinger MH, Neogi T,
Palevsky PM, Wu H,

et al. Comparative

Effectiveness of Allopurinol and Febuxostat in

29.

30.

31.

32.

33.

34.

35.

36.

37.

Gout Management. NEJM Evid. 2022;1(3):1-11.
Shoji N. A

retrospective study of the relationship between

A, Yamanaka H, Kamatani

serum urate level and recurrent attacks of gouty
arthritis: Evidence for reduction of recurrent
gouty arthritis with antihyperuricemic therapy.
Arthritis Care Res. 2004;51(3):321-5.
Perez-Ruiz F, Calabozo M, Pijoan JI, Herrero-
Beites AM, Ruibal A. Effect of urate-lowering
therapy on the velocity of size reduction of tophi
in chronic gout. Arthritis Care Res.
2002;47(4):356-60.

Robinson PC, Terkeltaub R, Pillinger MH, Shah
B, Karalis V, Karatza E, et al. Consensus
Statement Regarding the Efficacy and Safety of
Long-Term Low-Dose Colchicine in Gout and
Cardiovascular Disease [Internet]. Vol. 135,
American Journal of Medicine. Elsevier Inc.;
2022. p. 32-8.

Latourte A, Bardin T, Richette P. Prophylaxis for
acute gout flares after initiation of urate-
lowering therapy. Vol. 53,
(United Kingdom). 2014. p. 1920-6.

Yu J, Qiu Q, Liang L, Yang X, Xu H. Prophylaxis

Rheumatology

of acute flares when initiating febuxostat for
chronic gouty arthritis in a real-world clinical
setting. Mod Rheumatol. 2018;28(2):339-44.
Seth R, Kydd ASR, Buchbinder R, Bombardier
C, Edwards CJ. Allopurinol for chronic gout.
Cochrane Database Syst Rev. 2013;2013(4).
Ruoff G, Edwards NL. Overview of Serum Uric
Acid Treatment Targets in Gout: Why Less Than
6 mg/dL? Postgrad Med. 2016;128(7):706-15.
Kohagura K, Sato Y, Taniguchi A, Masuda I,
Moriwaki Y, Yamamoto T. Japanese Guideline
for Hyperuricemia and Gout. Gout Uric Nucleic
Acids. 2020;44:1-40.

Valsaraj R, Singh AK, Gangopadhyay KK,
Ghoshdastidar B, Goyal G, Batin M, et al.
Management of asymptomatic hyperuricemia:
Integrated Diabetes & Endocrine Academy
(IDEA) consensus statement. Diabetes Metab

Syndr Clin Res Rev [Internet]. 2020;14(2):93-

1012



38.

39.

40.

41.

42.

43.

44,

45.

46.

100.

Abraham A, Drory VE. Influence of serum uric
acid levels on prognosis and survival in
amyotrophic lateral sclerosis: A meta-analysis.
J Neurol. 2014;261(6):1133-8.

Eliseev M, Chikina M, Nasonov E. Prophylaxis
of Acute Arthritis at Initiation of Urate-Lowering
Therapy in Gout Patients. Recent Adv Gout.
2020;1-14.

van der Pol KH, Wever KE, Verbakel M, Visseren
FLJ, Cornel JH, Rongen GA. Allopurinol to
reduce cardiovascular morbidity and mortality:
A systematic review and meta-analysis. PLoS
One [Internet]. 2021;16(12 December):1-19.
Deng J hao, Lai P hui, Xie L shan, Qiu S sheng,
Qiu D sheng, Zhang J xing. Cardiovascular
safety of febuxostat versus allopurinol among
the Asian patients with or without gout:
A systematic review and meta-analysis. Clin
Transl Sci. 2024;17(3):1-12.

Gao L, Wang B, Pan Y, Lu Y, Cheng R.
Cardiovascular safety of febuxostat compared to
allopurinol for the treatment of gout: A
systematic and meta-analysis. Clin Cardiol.
2021;44(7):907-16.

Huang HH, Chen YY, Fang YW, Liou HH, Wang
JT, Tsai MH. Comparative Cardiovascular Risks
of Febuxostat and Allopurinol in Patients with
Diabetes Mellitus and Chronic Kidney Disease.
Med Sci Monit. 2024;30:1-14.

Akbari A, Rafiee M, Sathyapalan T, Sahebkar A.
Impacts of Sodium/Glucose Cotransporter-2
Inhibitors on Circulating Uric Acid
Concentrations: A Systematic Review and Meta-
Analysis. J Diabetes Res. 2022;2022:8-12.
Zhao Y, Xu L, Tian D, Xia P, Zheng H, Wang L,
et al. Effects of sodium-glucose co-transporter 2
(SGLT2) inhibitors on serum uric acid level: A
meta-analysis of randomized controlled trials.
Diabetes, Obes Metab. 2018;20(2):458-62.
Matsumura K, Arima H, Tominaga M, Ohtsubo
T, Sasaguri T, Fujii K, et al. Effect of losartan on

serum uric acid in hypertension treated with a

47.

48.

49.

50.

51.

52.

diuretic: The COMFORT study. Clin Exp
Hypertens. 2015;37(3):192-6.

Ferreira JP, Zannad F, Kiernan MS, Konstam
MA. High- versus low-dose losartan and uric
acid: An analysis from HEAAL. J Cardiol
[Internet]. 2023;82(1):57-61. Available from:
https://doi.org/10.1016/j.jjcc.2023.04.005
Tsu-Chen Lin, MDa, Lie Yee Hung, MDb, Ying-
Chun Chen, BS Pharmc, Wei-Cheng Lo, PhDd,
Chun Hung Lin, MDe, Ka-Wai Tam, MDf{, g, h,
i, j, Mei-Yi Wu M. Effects of febuxostat on renal
function
disease. Medicine (Baltimore). 2019;98(29).
Stamp LK, Chapman PT, Barclay ML, Horne A,

in patients with chronic kidney

Frampton C, Tan P, et al. A randomised
controlled trial of the efficacy and safety of
allopurinol dose escalation to achieve target
serum urate in people with gout. Ann Rheum
Dis. 2017;76(9):1522-8.

Chewcharat A, Chen Y, Thongprayoon C,
Harrison AM, Mao MA, Cheungpasitporn W.
Febuxostat as a renoprotective agent for
treatment of hyperuricaemia: a meta-analysis of
randomised controlled trials. Intern Med J.
2021;51(5):752-62.

Kim SH, Lee SY, Kim JM, Son CN. Renal safety
and urate-lowering efficacy of febuxostat in gout
patients with stage 4-5 chronic kidney disease
not yet on dialysis. Korean J Intern Med.
2020;35(4):998-1003.

Saliba F, Mourad O, Mina J, Haddadin F, Aoun
L, Almardini S, et al. Treatment of Gout in
Patients with CrCl <30 mL/min and/or on
Rheumato.

Hemodialysis: A Review.

2024;4(1):49-62.

1013



