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1 Pharmacological and non-
pharmacological interventions for
managing gout flares

1.1 Review question: What is the clinical and cost
effectiveness of pharmacological interventions (including
NSAIDs, colchicine, corticosteroids and IL-1 inhibitors) and
non-pharmacological interventions for managing gout
flares?

1.1.1 Introduction

Recurrent flares are the most characteristic manifestation of gout and present with sudden
onset of severe pain, swelling and inflammation, often overnight. Most flares present to and
are managed in primary care.

Treatment of gout flares aims to provide rapid relief from joint pain and inflammation. The
most commonly used pharmacological interventions to treat flares are non-steroidal anti-
inflammatory drugs (NSAIDs), followed by colchicine and corticosteroids. However, many
people with gout have contraindications to NSAIDs, such as peptic ulcer disease, chronic
kidney disease and severe heart failure. Interleukin-1 inhibitors are a new approach to
managing gout flares but are not commonly used in clinical practice. Non-pharmacological
interventions such as rest and application of ice-packs to the affected joint are often
employed as adjunctive treatment.

This evidence review will examine the clinical and cost effectiveness of pharmacological and
non-pharmacological interventions to treat gout flares.

1.1.2 Summary of the protocol

For full details see the review protocol in Appendix A

Table 1: PICO characteristics of review question
Population Inclusion: Adults (18 years and older) with gout flares

Strata:

e People with chronic kidney disease (stage 3)

e People with chronic kidney disease (stage 4-5)

e People without chronic kidney disease or people with CKD stages 1-2
e Mixed population (people with CKD and people without CKD)

Exclusion: People with calcium pyrophosphate crystal deposition, including
pseudogout

Intervention(s) « NSAIDs (commonly used in clinical practice in the UK)
e Celecoxib
e Diclofenac sodium
e FEtoricoxib
e |buprofen
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e Indomethacin
e Meloxicam
o Naproxen

e Colchicine

e Corticosteroids (commonly used in clinical practice in the UK)
e Methylprednisolone

e Prednisolone

e Triamcinolone

e [L-1 inhibitors (commonly used in clinical practice in the UK)
e Anakinra
e Canakinumab

e Non-pharmacological interventions - rest, elevation, bed cages and ice
e Combinations (pharmacological + non-pharmacological)

Combine all doses (doses much higher than standard doses will be excluded)

Within drug class comparisons will not be made, e.g. IL-1 inhibitors will be
combined in analyses

e Compared to each other
e Standard care/usual care
e Control/no intervention

e Placebo

All outcomes are considered equally important for decision making and therefore
have all been rated as critical:

e health-related quality of life (e.g. as described by SF-36, Gout Assessment
Questionnaire (GAQ) and the Gout Impact Scale (GIS) or other validated
gout-specific HRQoL measures

e pain (measured on a visual analogue scale (VAS) or numerical rating scale
such as the five-point Likert scale, or reported as pain relief of 50% or
greater)

e joint swelling/ joint inflammation
e joint tenderness

e patient global assessment of treatment success (response to treatment) (e.g.
Likert scales, visual analogue scales (VAS), numerical ratings scales (NRS))

e adverse events — (1) cardiovascular, (2) renal and (3) gastrointestinal (e.g.
diarrhoea)

e admissions (hospital and A&E/urgent care)

o GP visits

Timepoints: short-term (up to two weeks), medium-term (two to six weeks) and
long-term (> six weeks)

RCT

Systematic reviews of RCTs

If insufficient RCT evidence is available (no or little evidence for
interventions/comparisons), search for non-randomised studies (prospective and
retrospective cohort studies will be considered if they adjust for key confounders:

e Age

7
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e Gender
e Previous treatment (non-pharmacological and pharmacological use)

Published NMAs will be considered for inclusion.

1.1.3 Methods and process

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual. Methods specific to this review question are
described in the review protocol in appendix A and the methods document

Declarations of interest were recorded according to NICE’s conflicts of interest policy.

1.1.4 Effectiveness evidence

1.1.4.1 Included studies

Eleven randomised controlled studies were included in the review?3246.53,52,51,63,69,80.47,37
these are summarised in Table 2 below. Evidence from these studies is summarised in the
clinical evidence summary below (Table 3 - Table 7).

The eleven randomised controlled studies evaluated pharmacological and non-
pharmacological interventions for managing gout flares. One study evaluated the use of
colchicine versus placebo. Four studies evaluated corticosteroids versus NSAIDs. Two
studies compared NSAIDs versus colchicine. Three studies compared IL-1 inhibitors versus
corticosteroids. One study compared ice therapy, corticosteroids and colchicine versus no
ice therapy, corticosteroids and colchicine.

See also the study selection flow chart in Appendix C, study evidence tables in Appendix D,
forest plots in Appendix E and GRADE tables in Appendix F.

1.1.4.2 Excluded studies

Five Cochrane reviews were excluded.?*52737477 Janssens 2008%* was excluded as two out
of three included studies were not relevant, one of them had no pairwise analysis and
another one included an inappropriate comparison (adrenocorticotropic hormone compared
to triamcinolone). Sivera 20142 was excluded because one of the included studies had an
inappropriate intervention (Rilonacept compared to indomethacin) and for other three studies
outcomes were extracted at different time points (at 72 hours), whereas we used the last
available timepoint across reviews. In this case the last available timepoint was 7 days. Van
20147 was excluded as only three out of twenty-three included studies were relevant.
Studies were excluded due to inappropriate intervention, inappropriate comparison or they
were not available. Van Echteld 201474 was excluded because one of two included studies
used a very high dose of colchicine [6.7 mg] and common practice is 1 - 2 mg of Colchicine
per day. Therefore, this study (Ahern 1987)" was excluded from our review. The other study
(Terkeltaub 2010)® included high dose colchicine and low dose colchicine. We analysed the
low dose and removed the high dose data. Wechalekar 20137” was excluded because this
review had no included studies. All included studies in all five Cochrane reviews were
checked for inclusion and 6 of them were included in our review

See the excluded studies list in Appendix J.
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1.1.5 Summary of studies included in the effectiveness evidence

Table 2: Summary of studies included in the evidence review

Study

Janssens 200825
RCT

Intervention and comparison

Intervention (n=60)
Corticosteroids - Prednisolone
35mg once a day and look alike
placebo naproxen twice a day
for 5 days.

Concurrent medication/care: no
NSAIDs or other analgesics
(including colchicine) within 24 h
before baseline assessments or
for the duration of the trial.

Comparison (n=60)

NSAIDs - Naproxen 500 mg
twice a day and placebo capsule
prednisolone for 5 days.

Liu 201932
RCT

Intervention (n=61)

Colchicine. Patients in the
colchicine group received
colchicine 0.5 mg orally, 3 times
daily, for 5 days, later changed
to once daily (“later” was not
specified)

Comparison (n=61)
NSAIDs - Etoricoxib. Patients in
the etoricoxib group received

Population
n=120

Participants were patients
with monoarticular gout
arthritis confirmed by
identification of monosodium
urate crystals in the synovial
fluid of the affected joint

Age - mean years (SD):
Prednisolone group 57.3
(12.2), naproxen group 57.7
(13.4).

Gender (M:F): Prednisolone
group 54/6, naproxen group
53/7.

Ethnicity: not reported

Netherlands
n=122

Patients from 18 to 70 years
old with newly diagnosed

acute gouty arthritis; an onset

of acute gouty arthritis

duration of less than 48 h and

no administration of
colchicine, NSAID or
glucocorticoids; no

administration of medications

Gout: Diagnosis and Management evidence reviews June 2022

Outcomes
Pain (VAS) at 90 hours

Adverse events -
gastrointestinal at 90 hours

Joint pain scores at 10 days

Adverse events —
gastrointestinal at 10 days

Comments

Gastrointestinal events included:
diarrhoea, vomiting
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Study

Man 200737
RCT

Intervention and comparison
etoricoxib 120mg orally
(Hangzhou MSD
Pharmaceutical Co., Ltd), once
daily, for 5 days, later changed
to 60 mg orally once daily.
(“Later” was not specified)

Intervention (n=46)

NSAIDs - Indomethacin. In the
indomethacin group, each
patient initially received
diclofenac (3 mL; 75mg)
intramuscularly, indomethacin
50 mg orally, acetaminophen 1
g orally, and 6 tablets of
prednisolone like placebo orally
and was observed for 120
minutes. The patient was then
given a 5-day prescription of
indomethacin (50 mg orally
every 8 hours for 2 days,
followed by indomethacin 25 mg
every 8 hours for another 3
days), 6 tablets of prednisolone-
like placebo once a day, and
acetaminophen 1 g every 6

Population Outcomes
affecting uric acid metabolism

over the last 3 months;

without diseases affecting uric

acid metabolism.

Age - mean years (SD):
Etoricoxib group 44(9);
Colchicine 43(9)

Gender (M:F): Etoricoxib
group 49/4; Colchicine 47/5

Ethnicity: not reported

China

n=90 Adverse events —
gastrointestinal events at 14

Patients were included if they ~ 9aYs

had a clinical diagnosis of

acute arthritis suggestive of Adverse events —
gout. cardiovascular events at 14

days

Age - mean years (SD):
Indomethacin 66 (16)
Prednisolone 64 (15)

Gender (M/F): Indomethacin
39/7, Prednisolone 35/9

Ethnicity: not reported

Australia
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Comments

Gastrointestinal events included:
epigastric pain, other abdominal
pain, indigestion, vomiting,
diarrhoea, gastrointestinal
haemorrhage and nausea.

Cardiovascular events included:
chest pain
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Study

Rainer 201646
RCT

Intervention and comparison
hours as required. Duration 5
days.

Comparisons (n=44)
Corticosteroids - Prednisolone.
In the prednisolone group, each
patient initially received an
intramuscular placebo injection
(3 mL), prednisolone 30 mg (6
times 5 mg) orally,
acetaminophen 1g (2 tablets)
orally, and indomethacin-like
placebo (2 tablets) orally and
was then observed for 120
minutes. The patient was then
given a

5-day prescription of
indomethacin-like placebo,
prednisolone 30 mg orally once
per day, and acetaminophen 1g
every 6 hours as required.

Intervention (n=208)

NSAIDs - Indomethacin. In the
indomethacin group, patients
initially received 50 mg (two 25-
mg tablets) of oral indomethacin
3 times a day and 6 tablets of
oral placebo prednisolone once
a day for 2 days, followed by 25
mg of indomethacin 3 times a
day and 6 tablets of placebo
prednisolone once a day for 3
days.

Comparison (n=208)

Population

n=416

Patients with the diagnosis of
acute gout

Age - mean years (SD):
Indomethacin group
64.37(16.01); Prednisolone
group 65.91(14.95)

Gender (M/F): Indomethacin
group 164/44; Prednisolone
group 145/63
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Outcomes

Patients with clinically
significant change in pain
score (13 mm on a 100-mm
VAS) - at rest

at 14 days

Patients with clinically
significant change in pain
score (13 mm on a 100-mm
VAS) - with activity

at 14 days

Comments

Gastrointestinal events included:
nausea, vomiting, abdominal pain,
indigestion.
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Study Intervention and comparison

Corticosteroids - Prednisolone.
In the prednisolone group,
patients initially received 30 mg
(three 10-mg tablets) of oral
prednisolone once a day and 2
tablets of placebo indomethacin
3 times a day for 2 days,
followed by 30 mg (three 10-mg
tablets) of prednisolone once a
day and 1 tablet of placebo

indomethacin 3 times a day for 3
days. Patients took the first dose

in the presence of one of the
investigators.

Roddy 202047
RCT

Intervention (n=200)

NSAIDs — Naproxen - Single
initial dose of oral naproxen 750
mg (three 250 mg tablets)
followed by 250 mg (one tablet)
every 8 hours for up to 7 days.
Co-prescription of a proton-
pump inhibitor was at the GP’s
discretion.

Comparison (n=199)

Oral colchicine 500 mg (one
tablet) every 8 hours for 4 days.
Participants prescribed a statin
were advised to omit the statin
during colchicine treatment

Population
Ethnicity: not reported

Hong Kong (China)

n=399

Participants consulting for a
current gout flare

Age mean- years (SD):
Naproxen group - 58.7(14.4),
Colchicine 60 (13.4)

Gender (M/F): Naproxen
group - 173/27; Colchicine
group - 174/25

Ethnicity: not reported

UK

12
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Outcomes

Joint tenderness (mean
change from baseline to day
14) at 14 days

Adverse events -
gastrointestinal

Visited ED at 14 days

Visited Outpatient department

at 14 days

GP visits at 14 days

Complete pain resolution at 7
days

Complete pain resolution at 4
weeks

Patient assessment of global
treatment response
(completely/much better) at 7
days

Patient assessment of global
treatment response
(completely/much better) at 4
weeks

Comments

Gastrointestinal events included:
nausea and vomiting, diarrhoea,
dyspepsia, constipation,
abdominal pain
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Study

Saag, 202150

Intervention and comparison

Intervention (n=56)

IL-1 inhibitors - Anakinra 100 mg

by subcutaneous injection

Comparison (n=55):
Corticosteroids - Triamcinolone
40mg single injection on day 1

Population

N= 165 (111 used in this
analysis as anakinra 200mg
group was not relevant to this
review)

Patients having a gout flare
and who have had 21 episode
of intolerance or non-
responsiveness to NSAIDs
and colchicine.

Age (median, range):
Anakinra 100mg group: 53.5
(25-79), Triamcinolone group:
56.0 (30-83)

Gender: Anakinra 100mg
group: 48 males (85.7%)
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Outcomes

Adverse events —
gastrointestinal events at 7
days

Adverse events —
gastrointestinal events at 4
weeks

Consultation re-attendance
for gout during 4-week follow-
up - emergency department

Consultation Re-attendance
for gout during 4-week follow-
up - GP

at 4 weeks

Pain - VAS change from
baseline at 24-72 hours from
the start of flares 1, 2 and 3
(during the 5 days treatment
period)

Any adverse event during the
study period, including the
extension period (up to 2
years)

Comments

There were two anakinra groups,
only the 100mg group was
relevant to the protocol and was
included.

Previous non-response to NSAIDs/
colchicine
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Study

Schlesinger 200253
RCT

Intervention and comparison

Intervention (n=10)
Combination interventions -
Pharmacological plus non-
pharmacological. received
topical ice therapy, oral
corticosteroids (prednisone
tapered from 30 mg to 0 over 6
days (30 mg 2 days, 20 mg x 2
days, 10 mg x 2 days) and
colchicine 0.6 mg/day. Ice
therapy, by application of ice
packs with self-ties on the
inflamed target joint for 30 min 4
times/day, was given to all
patients in Group A. The
patients were followed for one
week.

Comparison (n=9)

No Ice therapy + oral
corticosteroids (prednisone
tapered from 30 mg to 0 over 6
days (30 mg 2 days, 20 mg x 2
days, 10 mg x 2 days) and

Population

Triamcinolone group: 48
males (87.3%)

Ethnicity: Anakinra 100mg
group: White 38 (67.9%),
Black 15 (26.8%), Asian 3
(5,4%)

Triamcinolone group: White
39 (70.9%), Black 15 (27.3%),
Asian 1 (1.8%)

n=19

Patients with acute gouty
attacks

Age - mean (SD): age not
reported

Gender (M/F): age not
reported

Ethnicity: not reported

USA
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Outcomes

Pain at 1 week

Joint swelling/joint
inflammation - joint
circumference (cm) at 1 week

Comments
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Study Intervention and comparison
colchicine 0.6 mg/day. No ice
therapy. Duration 6 days.

Schlesinger 201251: B-RELIEVED ftrial: Intervention -

B-RELIEVED ftrial
and B-RELIEVED lII
trial

RCT

(n=115):

IL-1 inhibitors - Canakinumab.
canakinumab single dose 150
mg by subcutaneous injection
Comparison (n=115):
Corticosteroids - Triamcinolone
acetonide single dose 40 mg
intramuscular injection.

B-RELIEVED-II trial:
Intervention (n=112):

IL-1 inhibitors - Canakinumab.
canakinumab single doses 150
mg by subcutaneous injection

Comparison (n=114):
Corticosteroids - Triamcinolone.
Triamcinolone acetonide 40 mg
intramuscular injection (B-
RELIEVED-II sub-study).
Duration single dose.

Population

n=456

Patients with acute arthritis of
primary gout, with a history of
2 three self-reported flares in
the previous 12 months,
having an acute flare for <five
days characterised by
baseline pain intensity 250
mm on a 0—100 mm visual
analogue scale (VAS)

Age - mean years (SD):
Canakinumab group - 52.3
(11.8), triamcinolone group
53.6(11.5)

Gender (M/F): 414/40

Ethnicity (%): Canakinumab
group - Caucasian 74.2 %,
Black — 11.6%; Asian -5.8%;
Other — 8.419 Triamcinolone
group - Caucasian — 76.9%;
Black — 10.5%; Asian -5.2%;
Other 7.4%

USA
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Outcomes

Physician assessment of
swelling (OR) - B-RELIEVED
at 7 days

Pain 100-mm visual analogue
scale at 72 hours (B-
Relieved)

Physician assessment of
tenderness (OR) - 3-
RELIEVED at 7 days

Patient global assessment
(OR) - B-RELIEVED at 7 days

Any adverse event - -
RELIEVED - long term at 24
weeks

Physician assessment of
swelling (OR) - B-RELIEVED-
Il at 7 days

Pain 100-mm visual analogue
scale at 72 hours (B-
Relieved-II)

Physician assessment of
tenderness (OR) - 3-
RELIEVED at 7 days

Comments

The study also reported all
outcomes at 72 hours
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Study

So 201063
(Schlesinger
201152)

RCT

Intervention and comparison

Intervention (n=28):

IL-1 inhibitors - Canakinumab.
Canakinumab 150 mg by
subcutaneous injection and
saline by intramuscular injection

Comparison (n=57):
Corticosteroids - Triamcinolone.
triamcinolone acetonide (40 mg)
intramuscularly and a
subcutaneous placebo injection
on day 1

Population

n=85

Patients with a history of at
least 1 previous gout flare,
also required to have had an
acute gout flare for <5 days,
have a baseline pain intensity
of 250 mm on a visual
analogue scale (VAS) ranging
from no pain (0 mm) to
unbearable pain (100 mm),

Age - mean years (SD):
Canakinumab 50.6(15.38);
Triamcinolone acetonide
52.4(11.55)

Gender (M:F): Canakinumab
28/0; Triamcinolone acetonide
55/2

Ethnicity:

Canakinumab vs
triamcinolone acetonide
White 85.7% vs 94.7%
Black 3.6% vs 5.3%
Asian 7.1% vs 0%

16
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Outcomes

Patient global assessment
(OR) - B-RELIEVED-II at 7
days

Any adverse event - -
RELIEVED-II - long term at 24
weeks

SF 36 - physical component
at 7 days

Pain - VAS change from
baseline at 7 days

Patient global assessment -
Excellent at 7 days

Patient global assessment -
Good at 7 days

Any adverse events at 7 days

Comments

Dose ranging study 150 mg single
dose of Canakinumab was used
for this review

Other doses (not relevant): 10 mg,
25 mg, 50 mg or 90mg as a single
dose;
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Study

Terkeltaub 201069
RCT

Intervention and comparison

Intervention (n=74)

Colchicine - (1.2 mg followed by

0.6 mg in 1 hour followed by

placebo doses every hour for 5

hours [1.8 mg total])

Comparison (n=59)
Placebo - (2 placebo capsules
initially, followed by 1 placebo

capsule every hour for 6 hours).

Population
Other 3.6% vs 0%

USA
n=185

Male and postmenopausal
female patients =218 years of
age with a confirmed past
diagnosis of gout (according
to the American College of
Rheumatology [ACR]
classification criteria and
having had =2 gout flares
within the prior 12 months
were eligible for
randomization.

Age - mean years (SD): 51.5
(11.12)

Gender (M/F): 176/9

Ethnicity:
Colchicine vs placebo

American Indian/Alaska
Native — 1.4% vs 0%

Asian —1.4% vs 1.7%

Black/African American —
5.4% vs 18.6%

White/Caucasian — 89.2% vs
79.7%

Other —2.7% vs 0%

17
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Outcomes

Pain - treatment response
based on target joint pain
score 32 hours after first dose
- 2 50% pain reduction
(number of patients) at 32
hours

Adverse events -
Gastrointestinal

Comments

Low dose of Colchicine was used
for this review

Another dose was reported (not
relevant) - high dose - (1.2 mg
followed by 0.6 mg every hour

for 6 hours [4.8 mg total]))

Adverse events included:
diarrhoea, nausea, vomiting
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Study Intervention and comparison

Xu 201680 Intervention (n=41)

RCT Corticosteroids - Prednisolone
(35 mg daily,

Comparison 1 (n=46)
NSAIDs - Etoricoxib (120 mg qd,
Duration 4 days.

Comparison 2 (n=45)
NSAIDs - Indomethacin.
Etoricoxib (120 mg daily,
Duration 4 days

See Appendix D for full evidence tables.

Population
USA
n=132

Inclusion criteria were: 1) gout
attacks within 72 hours of
screening; 2) The degree of
pain in the index joint was at
least moderate (2 on a 5-point
Likert scale) at baseline; and
3) the index joint was defined
as the joint that was the most
painful at the time of
randomization.

Age - mean (SD):
prednisolone group - 44.03
(15.37), Etoricoxib 44.43
(15.08), indomethacin 43.81
(12.29).

Gender (M:F): male (%) -
prednisolone group - 100%,
Etoricoxib 100%,
indomethacin 97.2%.

Ethnicity: not reported

China
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Outcomes

Pain at 4 days

Swelling at 4 days

Joint tenderness at 4 days

Adverse events -
gastrointestinal at 4 days

Comments

Adverse events included: gastric
or abdominal pain
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1.1.6 Summary of the effectiveness evidence

Table 3: Clinical evidence summary: Colchicine versus placebo

Outcomes No of participants Certainty of the Relative Anticipated absolute effects

(studies) evidence effect Risk with Risk difference

Follow up (GRADE) (95% CI) placebo with Colchicine

Pain - Proportion with 50% or greater 132 MODERATE? RR 2.43 172 per 1,000 247 more per 1,000
decrease in pain score (VAS) from baseline — (1 RCT) (1.30 to 4.54) (52 more to 610 more)

Short-term (up to 2 weeks)

Adverse events - gastrointestinal (diarrhoea 133 VERY LOWab RR 1.26 203 per 1,000 53 more per 1,000

and vomiting) - Short-term (up to 2 weeks) (1 RCT) (0.67 to 2.39) (67 fewer to 283 more)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias.

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.. GRADE default MIDs used for all outcomes, for dichotomous outcomes MIDs were taken to be RRs of
0.8 and 1.25.

Table 4: Clinical evidence summary: Corticosteroids versus NSAIDs

Outcomes No of participants Certainty of the Relative Anticipated absolute effects
(studies) evidence effect Risk with Risk difference with
Follow up (GRADE) (95% CI) NSAIDs Corticosteroids
Pain (VAS 0-100) at 90 hours - 118 LOwWab - mean 12.9 (SD MD 3.9 higher
Short-term (up to 2 weeks) (1 RCT) 18.1) (3.77 lower to 11.57 higher)
Pain - Number of patients with 416 MODERATEP RR 0.91 534 per 1,000 48 fewer per 1,000
clinically significant change in pain (1 RCT) (0.75 to 1.10) (133 fewer to 53 more)

score (13 mm on a 100-mm VAS) -
at rest - Short-term (up to 2 weeks)

Pain - Number of patients with 416 HIGH RR 1.06 726 per 1,000 44 more per 1,000
clinically significant change in pain (1 RCT) (0.95t0 1.19) (36 fewer to 138 more)
score (13 mm on a 100-mm VAS) -

with activity - Short-term (up to 2

weeks)
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Outcomes

Joint tenderness - Short-term (up
to 2 weeks)

Adverse events- gastrointestinal
(abdominal pain) - Short-term (up
to 2 weeks)

Adverse events- gastrointestinal
indigestion)- Short-term (up to 2
weeks)

Adverse events- gastrointestinal
(nausea)- Short-term (up to 2
weeks)

Adverse events- gastrointestinal
(vomiting)- Short-term (up to 2
weeks)

Adverse events- gastrointestinal
(diarrhoea) - Short-term (up to 2
weeks)

Adverse events- gastrointestinal

(Gl haemorrhage) - Short-term (up

to 2 weeks)

Adverse events - cardiovascular -
Short-term (up to 2 weeks)

No of participants
(studies)
Follow up

416
(1 RCT)

737
(4 RCTs)

506
(2 RCTs)

506
(2 RCTs)

506
(2 RCTs)

90
(1 RCT)

90
(1 RCT)

90
(1 RCT)

Certainty of the

evidence
(GRADE)

HIGH

LOWe

MODERATE®

HIGH

HIGH

LOW®

HIGH

LOW®
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Relative
effect
(95% CI)

RR 0.60 (0.22
to 1.67)

RR 0.52 (0.30
to 0.91)

RR 0.26 (0.12
to 0.59)

RR 0.10 (0.02
to 0.56)

Peto OR 0.14
(0.01 to 1.33)

Peto OR 0.13
(0.02 to 0.78)

Peto OR 0.14
(0.00 to 7.13)

Anticipated absolute effects

Risk with Risk difference with
NSAIDs Corticosteroids
The mean joint MD 0.05 lower

tendernesswas 0 (0.33 lower to 0.23 higher)

132 per 1000 53 fewer (103 fewer to 89

more)

130 per 1000 62 fewer per 1000 (91 fewer

to 12 fewer)

106 per 1000 79 fewer per 1000 (94 fewer

to 44 fewer)

55 per 1000 50 fewer per 1000 (54 fewer
to 24 fewer)

65 per 1000 70 fewer per 1000 (from 150

fewer to 20 more)

109 per 1000 110 fewer per 1000 (from 210

fewer to 10 fewer)

22 per 1000 19 fewer per 1000

(22 fewer to 115 more)
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Outcomes

Number of patients visited ED -
Short-term (up to 2 weeks)

Number of patients visited
outpatient department - Short-term
(up to 2 weeks)

GP visits - Short-term (up to 2
weeks)

No of participants
(studies)
Follow up

416
(1 RCT)

416
(1 RCT)

416
(1 RCT)

Certainty of the Relative
evidence effect
(GRADE) (95% CI)

LOW®b RR 1.22
(0.73 to 2.04)

MODERATEP Peto OR 0.13
(0.02 to 0.95)

MODERATEP RR 0.58

(0.28 to 1.19)

Anticipated absolute effects

Risk with
NSAIDs
111 per 1000

19 per 1000

91 per 1000

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

Risk difference with
Corticosteroids
24 more per 1000

(30 fewer to 115 more)

17 fewer per 1000
(19 fewer to 1 fewer)

38 fewer per 1000
(66 fewer to 17 more)

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs. Established MIDs used for VAS continuous scale - improvements of = 10 points on a 1-100 scale;
GRADE default MIDs used for all other outcomes. For dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25. For continuous outcomes 0.5 x baseline SD was calculated: joint tenderness (0.5 x baseline SD of control group as

baseline values were not reported in the paper): 0.74.

c. Downgraded by 1 or 2 increments because: The point estimate varies widely across studies, subgroup analysis could not be performed. 12=65%, therefore a random effects model was used.

Table 5: Clinical evidence summary: NSAIDs versus colchicine

Outcomes

Joint pain scores (change
score) - Short-term (up to 2
weeks)

Complete pain resolution -
Short-term (up to 2 weeks)

Complete pain resolution —
Medium-term (2 to 6 weeks)

Ne of participants

(studies)
Follow up

105
(1 RCT)

344
(1 RCT)

344
(1 RCT)

Certainty of the Relative
evidence effect
(GRADE) (95% CI)

HIGH -
LOWa RR 1.01
(0.88 to 1.18)
LOWa RR 1.02
(0.91 to 1.15)
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Anticipated absolute effects

Risk with
Colchicine
subgroup
mean 0.96

667 per 1,000

747 per 1,000

Risk difference with

NSAIDs

MD 0.06 higher

(0.28 lower to 0.4 higher)

7 more per 1,000
(80 fewer to 120 more)

15 more per 1000
(67 fewer to 112 more)
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Outcomes

Joint swelling scores - Short-
term (up to 2 weeks)

Patient assessment of global
treatment response
(completely/much better) n -
Short-term (up to 2 weeks)

Patient assessment of global
treatment response
(completely/much better) n —
Medium-term (2 to 6 weeks)

Adverse events-
gastrointestinal (vomiting) -
Short-term (up to 2 weeks)

Adverse events-
gastrointestinal (nausea and/or
vomiting) - Short-term (up to 2

weeks)

Adverse events-
gastrointestinal (diarrhoea) -
Short-term (up to 2 weeks)

Adverse events-
gastrointestinal (dyspepsia) -
Short-term (up to 2 weeks)

Adverse events-
gastrointestinal (abdominal

Ne of participants
(studies)
Follow up

105
(1 RCT)

344
(1 RCT)

344
(1 RCT)

105
(1 RCT)

344
(1 RCT)

449
(2 RCTs)

344
(1 RCT)

344
(1 RCT)

Certainty of the
evidence
(GRADE)

HIGH

VERY LOWap

VERY LOWap

VERY LOWab

MODERATE®

HIGH

LOW®

LOW®
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Relative
effect
(95% Cl)

RR 1.06
(0.91 to 1.24)

RR 1.00
(0.91 to 1.11)

RR 1.96(0.18 to
20.99)

RR 0.72 (0.43
to 1.20)

RR 0.47 (0.33
to 0.68)

RR 1.02 (0.57
to 1.83)

RR 1.02 (0.53
to 1.98)
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Anticipated absolute effects

Risk with
Colchicine
subgroup
mean 0.73

632 per 1,000

822 per 1,000

19 per 1000

172 per 1000

305 per 1000

115 per 1,000

92 per 1000

Risk difference with
NSAIDs

MD 0.04 higher
(0.19 lower to 0.27 higher)

38 more per 1,000
(57 fewer to 152 more)

0 fewer per 1,000
(74 fewer to 90 more)

18 more per 1000 (from 16
fewer to 384 more)

48 fewer per 1000 (98 fewer
to 34 more)

162 fewer per 1000 (205
fewer to 98 fewer)

2 more per 1000 (49 fewer to
95 more)

2 more per 1000 (43 fewer to
90 more)
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Outcomes

pain) - Short-term (up to 2
weeks)

Adverse events-
gastrointestinal (constipation) -
Short-term (up to 2 weeks)

Adverse events-
gastrointestinal (nausea and/or
vomiting) - Medium-term (2 to 6

weeks)

Adverse events-
gastrointestinal (dyspepsia) -
Medium-term (2 to 6 weeks)

Adverse events-
gastrointestinal (abdominal
pain) - Medium-term (2 to 6

weeks)

Adverse events-
gastrointestinal (constipation) -
Medium-term (2 to 6 weeks)

Adverse events-
gastrointestinal (diarrhoea) -
Medium-term (2 to 6 weeks)

Consultation re-attendance for
gout during 4-week follow-up -

Ne of participants Certainty of the Relative
(studies) evidence effect
Follow up (GRADE) (95% Cl)
344 HIGH RR 0.46 (0.31
(1 RCT) to 0.67)
344 LOW® RR 1.43 (0.46
(1 RCT) to 4.43)
344 LOW® RR 1.66 (0.71
(1 RCT) to 3.91)
344 LOW® RR 0.51 (0.16
(1 RCT) to 1.67)
344 LOW® RR 1.54 (0.56
(1 RCT) to 4.22)
344 LOW® RR 0.51 (0.18
(1 RCT) to 1.47)
344 VERY LOWzab Peto OR 1.02
(1 RCT) (0.06 to 16.23)
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Anticipated absolute effects

Risk with
Colchicine
subgroup

385 per 1000

29 per 1,000

46 per 1000

46 per 1000

34 per 1,000

57 per 1,000

6 per 1000

Risk difference with
NSAIDs

208 fewer per 1000 (266
fewer to 127 fewer)

12 more per 1000 (16 fewer to
99 more)

30 more per 1000 (13 fewer to
134 more)

23 fewer per 1000

(39 fewer to 31 more)

19 more per 1000 (15 fewer to
111 more)

28 fewer per 1000

(47 fewer to 27 more)

0 fewer per 1,000
(5 fewer to 80 more)
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Outcomes Ne of participants Certainty of the Relative Anticipated absolute effects
(studies) evidence effect Risk with Risk difference with
Follow up (GRADE) (95% CI) Colchicine NSAIDs
subgroup

Emergency department —
Medium-term (2 to 6 weeks)

Consultation re-attendance for 344 LOwWab RR 0.68 224 per 1000 72 fewer per 1000
gout during 4-week follow-up - (1 RCT) (0.44 to 1.07) (126 fewer to 16 more)
GP — Medium-term (2 to 6
weeks)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs. Established MIDs used for VAS continuous scale - improvements of = 10 points on a 1-100 scale; For
dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25. For continuous outcomes 0.5 x baseline SD was calculated: joint pain scores: 0.435; joint swelling: 0.98.

Table 6: Clinical evidence summary: IL-1 inhibitors versus corticosteroids

Outcomes No of participants Certainty of the Relative Anticipated absolute effects
(studies) evidence effect Risk with corticosteroids Risk difference with II-1
Follow up (GRADE) (95% CI) inhibitors
Health related 85 VERY LOWab - mean 41.9 MD 6.4 higher
quality of life SF-36 (1 RCT) (2.37 higher to 10.43 higher)
- Physical

Component - Short-
term (up to 2

weeks)

SF-36 Physical 85 VERY LOWab - The mean SF-36 Physical MD 5.7 higher
component — long- (1 RCT) component - long more than (1.88 higher to 9.52 higher)
term (more than 6 6 weeks was 47.1

weeks)

SF-36 - Mental 85 VERY LOWab - mean 49.1 MD 4.2 higher

component — long- (1 RCT) (0.22 higher to 8.18 higher)
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Outcomes

term (more than 6
weeks)

Pain: 100-mm visual
analogue scale -
Short-term (up to 2
weeks)

Pain 100-mm VAS
% change
Scale from: 0 to 100
follow up: mean 2
weeks

Joint swelling -
Short-term (up to 2
weeks)

Joint tenderness -
Short-term (up to 2
weeks)

Patient global
assessment - Short-
term (up to 2
weeks)

Participant global
assessment of
response to
treatment: good or
excellent - Short-
term (up to 2
weeks)

No of participants
(studies)
Follow up

454
(2 RCTs)

194
(2 RCTs)

454
(2 RCTs)

454
(2 RCTs)

454
(2 RCTs)

83
(1 RCT)

Certainty of the
evidence
(GRADE)

LOWab

VERY LOWabd

LOWa.b

MODERATE?

MODERATE?

LOWsa
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Relative
effect
(95% CI)

OR 1.58
(1.09 to 2.31)

OR 2.16
(1.47 to 3.18)

OR 1.98
(1.39 to 2.83)

RR 1.67
(1.29 to 2.17)
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Anticipated absolute effects

Risk with corticosteroids

mean 35.7

mean -57.1

Not provided

Not provided

Not provided

554 per 1000

Risk difference with II-1

inhibitors

MD 10.56 lower
(15.26 lower to 5.87 lower)

MD 10.32 lower
(17.25 lower to 3.38 lower)

Could not be estimated®

Could not be estimated¢

Could not be estimated®

371 more per 1000
(161 more to 648 more)
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Outcomes No of participants

(studies)
Follow up

Any adverse event- 539

short -term (up to 2 (3 RCTs)

weeks)
Any adverse event- 109
long-term >6 weeks (1 RCT)

Certainty of the
evidence
(GRADE)

LOWa.b

LOW®

Relative
effect
(95% CI)
RR 1.20 (1.03
to 1.39)

Risk with corticosteroids

507 per 1000

RR 0.94 (0.59 407 per 1000

to 1.49)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

Anticipated absolute effects

Risk difference with 11-1
inhibitors
101 more per 1000 (15 more to
198 more)

24 fewer per 1000 (167 fewer to
200 more)

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.Established MIDs for SF-36 physical/mental- 3.75; for VAS continuous scale - improvements of = 10
points on a 1-100 scale; GRADE default MIDs used for all other outcomes. For dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25.. Calculated MIDs for gout flares: 1, 2 and 3 were: 9.1, 10.3 and 5.9;

c. Absolute effect could not be estimated because studies only reported OR and did not report means separately for intervention and control arms. Inverse variance analysis method was used.

d. 12=79%, p=0.03

Table 7: Clinical evidence summary: ice plus prednisone and colchicine versus prednisone and colchicine
Certainty of the

Outcomes No of participants
(studies)
Follow up
Pain (VAS 0-10) - 19
Short-term (up to 2 (1 RCT)
weeks)
Joint circumference 19
(joint swelling) (cm) - (1 RCT)

Short-term (up to 2
weeks)

evidence
(GRADE)
LOWap

VERY LOWap

Relative effect
(95% CI) Risk with corticosteroids
and colchicine

- mean 4.74

- mean 33.4 (cm)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias.
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Anticipated absolute effects

Risk difference with Ice and
corticosteroids and colchicine
MD 3.94 lower
(6.02 lower to 1.86 lower)

MD 0.9 lower
(9.45 lower to 7.65 higher)
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Outcomes No of participants Certainty of the Relative effect Anticipated absolute effects
(studies) evidence (95% CI) Risk with corticosteroids Risk difference with Ice and
Follow up (GRADE) and colchicine corticosteroids and colchicine

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs. Established MIDs VAS continuous scale - improvements of = 10 points on a 1-100 scale; GRADE default
MIDs used for all other outcomes. For dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25. For continuous outcomes 0.5 x baseline SD was calculated, joint circumference: no baseline values reported so the control group SD
was used:5.13.

See Appendix F for full GRADE tables
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1.1.7 Economic evidence

1.1.7.1 Included studies

One health economic study comparing naproxen and low-dose colchicine was included in
this review*’. This is summarised in the health economic evidence profile below (Table 8)
and the health economic evidence table.

No additional health economic analyses comparing the other relevant comparisons listed in
the protocol were identified for this review.

1.1.7.2 Excluded studies

No relevant health economic studies were excluded due to assessment of limited
applicability or methodological limitations.

See also the health economic study selection flow chart.
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1.1.8 Summary of included economic evidence

Table 8: Health economic evidence profile: naproxen versus low-dose colchicine

Roddy 2020  Partially Minor o Within-RCT analysis Saves 0.0004 Naproxen Probability naproxen cost
47 (England)  applicable @ limitations ® (Open-label randomised ~ £5.74© QALYs@ dominates effective (£20K threshold):
pragramtic trial (less costly 80%
[CONTACT] comparing and more
naproxen and low-dose effective)

colchicine for the
treatment of gout flares
in primary care, Roddy
202047)

o Cost-utility analysis
(QALYs)

o Population: People 18
years and over
consulting for a current
gout flare.

o Comparators: Naproxen
versus low-dose
colchicine

Time horizon: 4 weeks

Abbreviations: ICER= incremental cost-effectiveness ratio; QALY= quality-adjusted life years; RCT= randomised controlled trial

(a) The analysis uses EQ-5D-5L and so is not in line with the NICE reference case with preference for the EQ-5D-3L.

(b) Unit costs taken from ‘standard UK sources’ but no references provided, cost of PPIs not included for naproxen, short time horizon.

(c) 2015/16 costs. Cost components incorporated: Drug costs, GP costs, nurse costs, Emergency GP costs, A&E costs, intervention costs.
(d) QALYs adjusted for baseline values (both ‘QALYs’ and ‘QALYs adjusted for baseline values’ were reported in the study)
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1.1.9 Economic model

This area was not prioritised for new cost-effectiveness analysis.

Gout: Diagnosis and Management December 2021
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1.1.10 Unit costs

Relevant unit costs are provided below to aid consideration of cost effectiveness.

Table 9: UK cost of NSAIDs for people without CKD

Drug®
Celecoxib
Celecoxib 100mg capsules

Diclofenac sodium

Diclofenac sodium 50mg gastro-
resistant tablets / Misoprostol
200microgram tablets

Diclofenac sodium 50mg gastro-
resistant tablets

Etoricoxib

Etoricoxib 60mg tablets
lbuprofen

Ibuprofen 400mg tablets
Ibuprofen 600mg tablets
Indomethacin

Indomethacin 50mg capsules

Meloxicam

Meloxicam 15mg orodispersible
tablets sugar free

Meloxicam 15mg tablets

Meloxicam 7.5mg orodispersible
tablets sugar free

Meloxicam 7.5mg tablets

Naproxen

Naproxen 250mg effervescent
tablets sugar free

Naproxen 250mg gastro-
resistant tablets

Naproxen 250mg tablets

Naproxen 250mg/5ml oral
suspension

Naproxen 500mg gastro-
resistant tablets

Naproxen 500mg tablets

Cost per
unit

£0.03

£0.20

£0.05

£0.10

£0.07
£0.06

£0.06

£0.85

£0.16
£0.85

£0.11

£2.89
£0.14

£0.05
£0.45

£0.17

£0.06

Daily dose

200mg —
400mg

150mg daily

120mg daily

1.2g daily
1.8g daily

150mg —
200mg daily

7.5mg — 15mg
daily

750mg —
1500mg daily
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Cost per day

£0.07 - £0.13

£0.60

£0.15

£0.20

£0.21
£0.17

£0.18 - £0.24

£0.85

£0.16
£0.85

£0.11

£8.66
£0.41

£0.16
£1.35

£0.51

£0.19
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Cost per flare®

£0.21 - £1.30

£1.80 - £6.00

£0.45 - £1.50

£0.60 - £2.00

£0.63 - £2.10
£0.51-£1.70

£0.54 - £2.90

£2.55 - £8.50

£0.48 - £1.60
£2.55 - £8.50

£0.33-£1.10

£25.98 - £28.90

£1.23-£4.10

£0.48 - £1.60
£4.05 - £13.50

£1.53 - £5.10

£0.57 - £1.90
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Sources:

(a) British National Formulary, Accessed October 2021°
Dosing: (b) Assuming people receive medication for 3 — 10 days

Table 10: UK cost of NSAIDs for people with CKD stage 3

Drug®@
Celecoxib
Celecoxib 100mg capsules

Diclofenac sodium

Diclofenac sodium 25mg gastro-
resistant tablets

Diclofenac sodium 75mg gastro-
resistant / Misoprostol
200microgram tablets

Diclofenac sodium 75mg gastro-
resistant modified-release
capsules

Diclofenac sodium 75mg
modified-release capsules

Diclofenac sodium 75mg
modified-release tablets

Etoricoxib
Etoricoxib 60mg tablets

Etoricoxib 90mg tablets
Ibuprofen

Ibuprofen 200mg tablets
Ibuprofen 400mg tablets
Ibuprofen 600mg tablets
Indomethacin

Indomethacin 50mg capsules

Meloxicam

Meloxicam 15mg orodispersible
tablets sugar free

Meloxicam 15mg tablets

Meloxicam 7.5mg orodispersible
tablets sugar free

Meloxicam 7.5mg tablets
Naproxen

Naproxen 250mg effervescent
tablets sugar free

Naproxen 250mg gastro-
resistant tablets

Naproxen 250mg tablets

Naproxen 250mg/5ml oral
suspension

Naproxen 500mg gastro-
resistant tablets

Cost per
unit

£0.03

£0.06

£0.26

£0.14

£0.20

£0.31

£0.10

£0.09

£0.04
£0.07
£0.06

£0.06

£0.85

£0.16
£0.85

£0.11

£2.89
£0.08

£0.05
£0.45

£0.17

Daily dose

100mg —
400mg

75— 150mg
daily

60mg — 120mg
daily

90mg daily

600mg daily
1.2g daily
1.8g daily

150mg —
200mg daily

7.5mg — 15mg
daily

500mg —
1000mg daily
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Cost per day

£0.03 - £0.13

£0.18

£0.79

£0.43

£0.61

£0.94

£0.10 — £0.20

£0.09

£0.15
£0.21
£0.17

£0.18 - £0.24

£0.85

£0.16
£0.85

£0.11

£5.78 — £11.56
£0.16 — £0.32

£0.10 - £0.20
£0.90 - £1.80

£0.17 - £0.34
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Cost per flare®

£0.09 - £1.30

£0.54 - £1.80

£2.37 -£7.90

£1.29 - £4.30

£1.83-£6.10

£2.82 - £9.40

£0.30 - £2.00

£0.27 - £0.90

£0.44 - £1.50
£0.63 - £2.10
£0.51-£1.70

£0.54 - £2.40

£2.55 - £8.50

£0.48 - £1.60
£2.55 - £8.50

£0.33-£1.10

£17.34 -
£115.60

£0.48 - £3.20

£0.20 - £2.00
£2.70 - £18.00

£0.51-£3.40
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Cost per Costperday Cost per flare®
Drug® unit Daily dose
Naproxen 500mg tablets £0.06 £0.06 - £0.12 £0.18 - £1.20

Sources:
(a) British National Formulary, Accessed October 2021°
Dosing: (b) Assuming people receive medication for 3 — 10 days

Table 11: UK cost of NSAIDs for people with CKD stage 4-5

Cost per Costperday Cost per flare®
Drug®@ unit Daily dose
Celecoxib
Celecoxib 100mg capsules £0.03 100mg — £0.03 - £0.06 £0.09 - £0.60

200mg
Diclofenac sodium
Diclofenac sodium 25mg gastro- £0.06 75mg daily £0.18 £0.54 - £1.80
resistant tablets
Etoricoxib
Etoricoxib 30mg tablets £0.22 30mg daily £0.22 £0.66 - £2.20
Etoricoxib 60mg tablets £0.10 60mg daily £0.10 £0.30 - £1.00
Ibuprofen
Ibuprofen 200mg tablets £0.04 600mg daily £0.15 £0.44 - £1.50
Ibuprofen 400mg tablets £0.07 1.2g daily £0.21 £0.63-£2.10
Indomethacin
Indomethacin 25mg capsules £0.05 75mg —100mg £0.15-£0.20 £0.45-£2.00
daily

Meloxicam
Meloxicam 7.5mg orodispersible £0.85 £0.85 £2.55 - £8.50
tablets sugar free 7.5mg daily
Meloxicam 7.5mg tablets £0.11 £0.11 £0.33-£1.10
Naproxen
Naproxen 250mg effervescent £2.89 £2.89 — £8.67 £8.67 - £86.70
tablets sugar free
Naproxen 250mg gastro- £0.08 £0.08 — £0.24 £0.24 - £2.40
resistant tablets
Naproxen 250mg tablets £0.05 250mg — £0.05-£0.15 £0.15-£1.50
Naproxen 250mg/5ml oral £0.45 750mgdaily  £045-£135 £1.35-£13.50
suspension
Naproxen 500mg gastro- £0.17 £0.17 £0.36 - £1.20
resistant tablets
Naproxen 500mg tablets £0.06 £0.06 £0.18 - £0.60

Sources:

(a) British National Formulary, Accessed October 2021°
Dosing: (c) Assuming people receive medication for 3 — 10 days
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Table 12: UK cost of Colchicine

Cost per Cost perday Cost per flare®
Drug unit Daily dose
Colchicine 500microgram tablets £0.05 1mg — 2mg £0.10-£0.20 £0.30 - £2.00
daily

Source: NHS Drug Tariff, Accessed October 202143

(a) Assuming people receive medication for 3 days

Table 13: UK cost of Corticosteroids
Drug Cost per unit Dosage
Methylprednisolone
Methylprednisolone 40mg/1ml / Lidocaine £3.94 1 injection per gout flare
10mg/1ml (1%) suspension for injection
vials
Methylprednisolone 80mg/2ml / Lidocaine  £7.06 1 injection per gout flare
20mg/2ml (1%) suspension for injection
vials
Methylprednisolone acetate 120mg/3ml £8.96 1 injection per gout flare
suspension for injection vials
Methylprednisolone acetate 40mg/1ml £3.44 1 injection per gout flare
suspension for injection vials
Methylprednisolone acetate 80mg/2ml £6.18 1 injection per gout flare
suspension for injection vials
Prednisolone
Prednisolone 5mg tablets £0.03 30mg daily (costing £0.18 per

day)

Triamcinolone
Triamcinolone acetonide 40mg/1ml £1.49 1 injection on initiation or
suspension for injection vials titration of ULT
Triamcinolone acetonide 50mg/5ml £3.63 1 injection per gout flare
suspension for injection vials
Triamcinolone hexacetonide 20 mg/1ml £12.00 1 injection per gout flare
suspension for injection ampules

Source: NHS Drug Tariff, Accessed October 202143

Table 14: UK cost of proton pump inhibitors (PPI’s)
Drug Cost per unit Dosage
Omeprazole
Omeprazole 10mg tablets £0.33 1 tablet per day
Omeprazole 20mg tablets £0.49 1 tablet per day
Omeprazole 40mg tablets £0.98 1 tablet per day
Esomeprazole
Esomeprazole 20mg tablets £0.15 1 tablet per day
Esomeprazole 40mg tablets £0.15 1 tablet per day
Lansoprazole
Lansoprazole 15mg tablets £0.13 1 tablet per day
Lansoprazole 30mg tablets £0.18 1 tablet per day
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Drug Cost per unit Dosage
Rabeprazole

Rabeprazole 10mg tablets £0.05 1 tablet per day
Rabeprazole 20mg tablets £0.06 1 tablet per day
Pantoprazole

Pantoprazole 20mg tablets £0.06 1 tablet per day
Pantoprazole 40mg tablets £0.06 1 tablet per day

Source: British National Formulary, Accessed October 20219
Note: PPI’s are a gastro-resistant tablet which can be prescribed in conjunction with NSAIDs and oral
corticosteroids.

Table 15: UK cost of IL-1 Inhibitors

Drug Cost per unit Dosage

Anakinra

Anakinra 100mg /0.67ml solution for £26.23 3-5 injections per gout flare
injection pre-filled syringes

Canakinumab

Canakinumab 150mg per 1ml solution for  £9,928 1 injection per gout flare

injection vials
Source: British National Formulary, Accessed October 20219
1.1.11 Evidence statements

Economic

¢ One cost-utility analysis found that naproxen was cost effective compared to low-dose
colchicine for the treatment of gout flares. Naproxen was the dominant strategy (less
costly and more effective). This analysis was assessed as partially applicable with minor
limitations.

1.1.12 The committee’s discussion and interpretation of the evidence

1.1.12.1. The outcomes that matter most

The committee considered the following outcomes as important for decision-making: health-
related quality of life, pain, joint swelling/joint inflammation, joint tenderness, patient global
assessment of treatment success, adverse events (cardiovascular, renal and
gastrointestinal), admission (hospital and A&E/urgent care) and GP visits.

The committee decided to combine joint swelling and joint inflammation as they agreed that
these outcomes are synonymous for people with gout. The committee also agreed to
categorise timepoints reported in the included studies by short-term (up to two weeks),
medium-term (two to six weeks) and long-term (more than six weeks).

1.1.12.2 The quality of the evidence

Eleven randomised controlled trials (RCTs) evaluating pharmacological therapy and one
randomised controlled trial (RCT) evaluating combination therapy (pharmacological and non-
pharmacological interventions) for managing gout flares were included in this review.
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One RCT evaluated the use of colchicine versus placebo. The evidence was limited as only
two outcomes were reported by the study. The outcome data was only available for pain
(proportion of joints with 50% or greater decrease in pain score (on VAS) from baseline) and
gastrointestinal adverse events (diarrhoea and vomiting). Both were reported as short-term
outcomes (up to 2 weeks). The quality of pain (proportion of joints with 50% or greater
decrease in pain score (on VAS) from baseline) outcome was graded as moderate due to
high risk of selection bias. The quality of the gastrointestinal adverse events outcome was
graded very low due to high risk of selection bias and imprecision.

Four studies evaluated the use of corticosteroids versus NSAIDs. The outcome data was
reported for pain (VAS, number of patients with clinically significant change in pain score at
rest and number of patients with clinically significant change in pain score with activity), joint
tenderness, adverse events (gastrointestinal and cardiovascular), number of patients visited
ED, number of patients visited outpatient department and GP visits. All outcomes were
reported as short-term (up to 2 weeks). The quality of evidence ranged from high to low
quality due to lack of blinding, imprecision and inconsistency.

Two studies compared NSAIDs versus colchicine. The outcome data was reported for pain
(change score), complete pain resolution, joint swelling scores, patient assessment of global
treatment response (completely/much better), adverse events (gastrointestinal), number of
patients visited ED and GP visits. Outcomes were reported as short term (up to 2 weeks) and
medium-term (2 to 6 weeks). The quality of evidence ranged from high to very low quality
due to lack of blinding, attrition bias and imprecision.

Three studies compared IL-1 inhibitors versus corticosteroids. The outcome data was
reported for health-related quality of life SF 36 (physical and mental components), pain (VAS
and VAS % change), joint swelling, joint tenderness, patient global assessment (OR), patient
global assessment (good or excellent) and adverse events (any). Outcomes were reported
as short term (up to 2 weeks) and long-term (more than 6 weeks). The quality of evidence
ranged from moderate to very low quality due selection bias, lack of blinding and imprecision.

One study compared ice therapy plus corticosteroids and colchicine versus no ice therapy
plus corticosteroids and colchicine. The outcome data was only reported for pain (VAS) and
joint circumference (joint swelling). Both outcomes were reported as short-term (up to 2
weeks). The quality of evidence ranged from low to very low quality due to selection bias,
lack of blinding and imprecision.

1.1.12.3 Benefits and harms

The evidence showed a clinical benefit for colchicine when compared with placebo for
reducing pain (50% or greater decrease in pain scores from baseline), however the evidence
indicated clinical harm for gastrointestinal adverse events (diarrhoea and vomiting) in the
colchicine group in the short-term (up to 2 weeks).

The evidence showed a clinical benefit for corticosteroids when compared to NSAIDs for
short-term (up to 2 weeks) gastrointestinal adverse events (abdominal pain, indigestion,
nausea, vomiting, diarrhoea and Gl haemorrhage). The evidence suggested that there was
no clinically important difference for pain, joint tenderness, cardiovascular adverse events,
number of patients who visited emergency and outpatient departments, and G.P. visits.

The evidence showed a clinical benefit for NSAIDs when compared to colchicine for short-
term (up to 2 weeks) gastrointestinal adverse events (nausea and or vomiting, diarrhoea and
constipation). There was no difference for abdominal pain, dyspepsia or vomiting at 2 weeks
or any of these outcomes in the medium-term (2 to 6 weeks). The evidence suggested that
there was no clinically important difference for pain outcomes (change score, complete pain
resolution at short-term (up to 2 weeks) and medium term (2 to 6 weeks), joint swelling
scores, patient assessment of global treatment response (completely/much better at short-
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term (up to 2 weeks) and medium-term (2 to 6 weeks)), number of patients visiting ED
(medium-term 2 to 6 weeks) and number of GP visits (medium-term 2 to 6 weeks).

The evidence showed a clinical benefit for IL-1 inhibitors compared to corticosteroids for
health related quality of life outcomes: SF36 physical component at short term (up to 2
weeks) and long-term (more than 6 weeks), SF-36 mental component long-term (more than
6 weeks), pain outcomes (VAS and VAS % change both short-term up to 2 weeks) and
participant global assessment of response to treatment (good or excellent short up to 2
weeks). The evidence showed clinical benefit for corticosteroids compared to IL-1 inhibitors
for any adverse events in the short-term. For joint swelling, joint tenderness and patient
global assessment outcomes absolute effects and clinical significance could not be
estimated as studies only reported odds ratios and did not report means separately for
intervention and control arms, but the results favoured corticosteroids.

The evidence showed a clinical benefit for combination therapy ice and corticosteroid and
colchicine compared with no ice therapy and corticosteroid and colchicine for pain (VAS).
The evidence suggested no clinical difference for joint circumference (joint swelling).

Treatment options for managing gout flares

Overall, the evidence showed no clinical difference for NSAIDs compared to colchicine and
corticosteroids for most of the outcomes. There was some evidence of benefit for colchicine
when compared to placebo for pain outcome. However, there was also evidence of harm for
colchicine when comparing both to placebo and NSAIDs for gastrointestinal adverse events.
The evidence also suggested that there is clinical benefit for corticosteroids when compared
to NSAIDs for gastrointestinal adverse events. The committee discussed that in current
practice NSAIDs, or colchicine would usually be prescribed first before using corticosteroids.
The committee discussed when considering treatments for older patients, colchicine would
not be the first choice because of risk of side effects, and when prescribing corticosteroids,
the lowest dose would be used. The committee also noted NSAIDs are potentially
nephrotoxic, with renal adverse effects including AKI, renal disease progression and
hyperkalaemia. The risks are highest in those with more advanced CKD and are increased in
older people and those taking inhibitors of the RAS and diuretics. They agreed NSAIDS
would be prescribed taking into account patient characteristics, the CKD stage and duration
of therapy.

After reviewing the evidence, the committee agreed that the evidence was not strong for any
of the drugs and concluded recommendations should reflect current practice of considering
either NSAIDs, colchicine or a corticosteroid based on the presence of any comorbidities,
other medications being taken and the preference of the patient.

Based on their experience the committee decided to recommend considering co-prescribing
proton pump inhibitor (PPI) for people taking an NSAID for a flare. They acknowledged PPI
are not always prescribed if NSAIDS were only to be taken for a short period of time.

The committee noted intra-articular and intra-muscular corticosteroids are more commonly
used to manage gout flare in secondary care than in GP practices, Oral corticosteroid can be
given as a first-line option but corticosteroid by injection could be considered.

IL-1 inhibitors showed clinical benefit when compared to corticosteroids for the vast majority
of outcomes, however the committee agreed the cost of IL1-inhibitors is high and there are
effective alternative drugs available and therefore this drug would not usually be considered
for the vast majority of people with a flare. The committee noted this treatment is used in very
few centres in the UK and would only be considered appropriate for a very small population
such as people with contraindications or non-response to all NSAIDS, colchicine and
corticosteroids. Therefore, the committee decided to make a “do not offer” recommendation
for IL-1 inhibitors unless the other drugs had been tried or were contraindicated or not
tolerated.

37
Gout: Diagnosis and Management evidence reviews June 2022



Final
Management of flares

The evidence showed clinical benefit for ice therapy compared to no ice therapy for pain
(VAS) outcome. The committee considered evidence from only one small study to be limited,
however in their experience applying ice can help to ease pain and inflammation and it is a
simple and inexpensive treatment people can try. Therefore, the committee decided to
recommend ice therapy as an adjunct to pharmacological treatments.

1.1.12.4 Cost effectiveness and resource use

One economic evaluation was identified for this review. The included health economic study
compared naproxen to low-dose colchicine, illustrating that naproxen was the dominant
strategy (less costly and more effective). In addition, naproxen had an 80% chance of being
cost effective at NICE’s £20,000 threshold. The included health economic evidence only
evaluated the cost effectiveness of naproxen and low dose colchicine and did not include
other drugs relevant to this review question (NSAIDs other than naproxen, corticosteroids
and IL-1 inhibitors), therefore unit costs were also presented to aid committee consideration
of cost effectiveness.

The committee discussed the limitations of the included health economic study, noting that
the cost of PPIs were not included for the total costs of naproxen. Although, the committee
noted the cost of PPIs are relatively cheap, costing £0.06 — £0.98 per unit. The committee
also acknowledged that PPIs may not be prescribed to all patients receiving NSAIDs if the
duration of treatment is short and not anticipated to be long-term. For example, PPIs may not
be required if a person is only anticipated to receive NSAIDs for the treatment of gout flares
and they are only expected to experience one or two gout flares per year (where flares last
for an average duration of four to five days)..

Considering the costs of PPIs and the costs presented in the included health economic
study, the committee concluded the overall results of the cost effectiveness analysis would
unlikely be changed if the costs of PPIs had been included in the analysis. The total costs for
naproxen and colchicine presented in the health economic study were £17.57 and £23.31
respectively. In the analysis, naproxen was prescribed for a total of seven days, therefore
assuming a cost of £0.06 - £0.98 per day for the cost of a PPI, the total cost for naproxen
would increase by £0.42 - £6.86 — resulting in a total cost of £17.99 - £24.43. Although
£24.43 is more expensive than the total cost of colchicine (£23.31). The committee noted
that the range for the cost of PPIs was predominately driven by the cost of Omeprazole
40mg, costing £0.98. Excluding the cost of Omeprazole 40mg, the cost of PPIs ranges from
£0.06 - £0.49. When PPIs cost a maximum £0.49 the total cost for naproxen is £19.74 which
is cheaper than the total cost of colchicine (£23.31).

The committee noted the use of PPIs would not affect the effectiveness of NSAIDs and so
naproxen would still be the dominant strategy (less costly and more effective) when all PPls,
except Omeprazole 40mg, are prescribed. When Omeprazole 40mg is prescribed, naproxen
is more costly and more effective and the ICER is £2,800 per QALY gained. However, in
general, the committee did note that the time horizon of the analysis (4 weeks) was not
sufficiently long enough to capture the long-term adverse events for not prescribing a PPI.

Overall although the included health economic study illustrated that naproxen was the
dominant strategy compared to low dose colchicine, due to potential limitations of this study
and committee opinion, the committee made an ‘offer’ recommendation for; NSAIDs, low
dose colchicine, and prednisolone as a first-line treatment for a gout flare. The committee
noted that when prescribing therapeutic treatment for a gout flare — in the form of NSAIDs,
low dose colchicine and oral prednisolone — it is important to take account of patient
comorbidities, co-prescribing and patient preferences. The committee also considered the
costs of NSAIDs, low dose colchicine, and prednisolone and concluded that all interventions
would be cost effective at NICE’s £20,000 threshold, whereby the most cost-effective
intervention would be patient specific. For example, in people where NSAIDs or low dose
colchicine are contraindicated or not tolerated, oral prednisolone would be the most cost-
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effective drug for managing gout flares. This recommendation is not expected to result in a
substantial resource impact as the recommendation is reflective of current practice in
England.

The committee discussed that in instances where NSAIDs, low dose colchicine or oral
prednisolone are contraindicated, not tolerated or not effective, intra-articular or intra-
muscular corticosteroid injection may also be appropriate. The committee acknowledged
that, if clinically appropriate, oral prednisolone should be prescribed as a first-line
corticosteroid because oral prednisolone is cheaper than intra-articular or intra-muscular
corticosteroid injections. Oral prednisolone costs £0.18 per day and is typically prescribed for
five days, costing £0.90. Intra-articular or intra-muscular injections cost £1.49 - £12.00 per
injection but will also have additional costs in terms of nurse administration time. Overall, the
committee made a ‘consider’ recommendation for the use of, intra-articular or intra-muscular
corticosteroid injections. This recommendation is not expected to have a substantial resource
impact as it is reflective of current practice.

The committee also discussed the use of IL-1 inhibitors, noting that less than 1% of gout
patients would be prescribed an IL-1 inhibitor for treatment of a gout flare. Clinical evidence
was presented comparing canakinumab and intramuscular corticosteroids (triamcinolone).
However, the cost of canakinumab is much greater than triamcinolone (£9,927 and £0.89 -
£12.00 per injection respectively) therefore the committee concluded it was highly unlikely
Canakinumab would be an effective use of NHS resources.

The committee also discussed the use of anakinra, which is the additional IL-1 inhibitor
included in the clinical protocol. No clinical evidence was presented for anakinra, but the
committee noted Anakinra is substantially cheaper than canakinumab. Anakinra costs £26.23
per unit and typically three to five doses of anakinra will be given to people for management
of a gout flare, costing £78.69 - £131.15. Conversely, canakinumab costs £9,928 per unit,
with one injection given for the treatment of a gout flare.

Overall, IL-1 inhibitors are substantially more expensive than NSAIDs, low dose colchicine,
and corticosteroids. Therefore, the committee made a ‘do not offer recommendation for the
use of IL-1 inhibitors. The committee did however acknowledge that in clinical practice IL-1
inhibitors are sometimes prescribed for patients with the most severe gout where all other
treatment options have failed, noting people should be referred to rheumatology services
before prescribing an IL-1 inhibitor. Based on clinical experience, the committee concluded
that IL-1 inhibitors could be cost effective for patients where NSAIDs, low dose colchicine,
and corticosteroids are contraindicated or not tolerated because gout flares can be extremely
painful. This recommendation is not expected to have a substantial resource impact as it is
reflective of current practice.

Non-pharmacological interventions for managing gout flares are typically recommended in
conjunction with pharmacological interventions. The cost of ice is borne by patients
themselves and so will not have a substantial resource impact.

1.1.13 Recommendations supported by this evidence review

This evidence review supports recommendations 1.3.1 to 1.3.5 and the research
recommendation on the clinical and cost effectiveness of colchicine compared with
corticosteroids for managing gout flares?
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Appendices

Appendix A — Review protocols

Review protocol for pharmacological and non -pharmacological interventions for managing
gout flares

ID Field
0. PROSPERO registration number

Content

Not applicable

1. Review title The clinical and cost effectiveness of

pharmacological interventions including
NSAIDs, colchicine, corticosteroids and IL-
1 inhibitors and non-pharmacological
interventions for managing gout flares

2. Review question What is the clinical and cost effectiveness of

pharmacological interventions (including
NSAIDs, colchicine, corticosteroids and IL-
1 inhibitors) and non-pharmacological
interventions for managing gout flares?

3. Objective To determine which pharmacological and non-
pharmacological interventions are the most
clinically and cost-effective for managing gout
flares.

4. Searches The following databases (from inception) will be
searched:

e Cochrane Central Register of Controlled
Trials (CENTRAL)

e Cochrane Database of Systematic Reviews
(CDSR)

e Embase
e MEDLINE

Searches will be restricted by:
¢ English language studies

e Human studies

The searches may be re-run 6 weeks before
the final committee meeting and further studies
retrieved for inclusion if relevant.

The full search strategies will be published in
the final review.
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5. Condition or domain being
studied

Gout (including people with gout and chronic
kidney disease)

6. Population

Inclusion: Adults (18 years and older) with gout
flares

Strata:

e People with chronic kidney disease
(stage 3)

e People with chronic kidney disease
(stage 4-5)

e People without chronic kidney disease
or people with CKD stages 1-2

e Mixed population (people with CKD and
people without CKD)

Exclusion: People with calcium pyrophosphate
crystal deposition, including pseudogout.

7. Intervention

e NSAIDs (commonly used in clinical
practice in the UK)
e Celecoxib
e Diclofenac sodium
e Etoricoxib
e |buprofen
e Indomethacin
e Meloxicam
e Naproxen

e Colchicine

e Corticosteroids (commonly used in
clinical practice in the UK)
e  Methylprednisolone
e Prednisolone
e  Triamcinolone

e IL-1 inhibitors (commonly used in
clinical practice in the UK)
e Anakinra
e Canakinumab

¢ Non-pharmacological interventions -
rest, elevation, bed cages and ice

e Combinations (pharmacological + non-
pharmacological)
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Combine all doses (doses much higher than
standard doses will be excluded)

Within drug class comparisons will not be
made, e.g. IL-1 inhibitors will be combined in
analyses

[This guideline will be updating and replacing
the TA on canakinumab (TA281) - evidence
included in this review will be relevant for this]

8. Comparator e Compared to each other
e Standard care/usual care
e Control/no intervention
e Placebo

9. Types of study to be included RCT

Systematic reviews of RCTs

If insufficient RCT evidence is available (no or
little evidence for interventions/comparisons),
search for non-randomised studies (prospective
and retrospective cohort studies will be
considered if they adjust for key confounders:

e Age

e Gender

e Previous treatment (non-
pharmacological and pharmacological
use)

Published NMAs will be considered for
inclusion.

10. | Other exclusion criteria Non-English language studies.

Conference abstracts will be excluded as it is
expected there will be sufficient full text
published studies available

11. | Context There are a range of pharmacological and non-

pharmacological lifestyle interventions available
to manage gout flares for adults (18 years and
over) in various healthcare settings including
primary care and secondary care.

12. | Primary outcomes (critical All outcomes are considered equally important
outcomes) for decision making and therefore have all been
rated as critical:

e health-related quality of life (e.g. as
described by SF-36, Gout Assessment
Questionnaire (GAQ) and the Gout
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Impact Scale (GIS) or other validated
gout-specific HRQoL measures

e pain (measured on a visual analogue
scale (VAS) or numerical rating scale
such as the five-point Likert scale, or
reported as pain relief of 50% or
greater)

e joint swelling/ joint inflammation
e joint tenderness

e patient global assessment of treatment
success (response to treatment) (e.g.
Likert scales, visual analogue scales
(VAS), numerical ratings scales (NRS))

e adverse events — (1) cardiovascular,
(2) renal and (3) gastrointestinal (e.g.
diarrhoea) (total adverse events will be
reported if the specific types of adverse
events are not reported)

e admissions (hospital and A&E)
e GP visits

Timepoints: short (up to two weeks), medium
(two to six weeks) and long (> six weeks) term

13. | Secondary outcomes (important
outcomes)

14. | Data extraction (selection and
coding)

EndNote will be used for reference
management, sifting, citations and
bibliographies. All references identified by the
searches and from other sources will be
screened for inclusion. 10% of the abstracts will
be reviewed by two reviewers, with any
disagreements resolved by discussion or, if
necessary, a third independent reviewer. The
full text of potentially eligible studies will be
retrieved and will be assessed in line with the
criteria outlined above.

EPPI Reviewer-5 will be used for data
extraction.

10% of all evidence reviews are quality assured
by a senior research fellow. This includes
checking:

e papers were included /excluded appropriately
¢ a sample of the data extractions

e correct methods are used to synthesise data
¢ a sample of the risk of bias assessments

Disagreements between the review authors
over the risk of bias in particular studies will be
resolved by discussion, with involvement of a
third review author where necessary.

Study investigators may be contacted for
missing data where time and resources allow.
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15.

Risk of bias (quality) assessment

Risk of bias will be assessed using the
appropriate checklist as described in
Developing NICE guidelines: the manual

For Intervention reviews

e Systematic reviews: Risk of Bias in
Systematic Reviews (ROBIS)

e Randomised Controlled Trial: Cochrane RoB
(2.0)

¢ Non randomised study, including cohort
studies: Cochrane ROBINS-I

16.

Strategy for data synthesis

Pairwise meta-analyses will be performed using
Cochrane Review Manager (RevMan5).

¢ Fixed-effects (Mantel-Haenszel) techniques
will be used to calculate risk ratios for the
binary outcomes where possible. Continuous
outcomes will be analysed using an inverse
variance method for pooling weighted mean
differences.

Heterogeneity between the studies in effect
measures will be assessed using the |2 statistic
and visually inspected. An |2 value greater than
50% will be considered indicative of substantial
heterogeneity. Sensitivity analyses will be
conducted based on pre-specified subgroups
using stratified meta-analysis to explore the
heterogeneity in effect estimates. If this does
not explain the heterogeneity, the results will be
presented pooled using random-effects.

If sufficient data is available and it is
methodologically appropriate, network meta-
analysis (NMA) will be conducted.

NMA will be prioritised for the following
outcomes, based on the importance of the
outcomes for decision-making and the
committee’s knowledge about the availability of
evidence:

e pain (measured on a visual analogue
scale (VAS) or numerical rating scale
such as the five-point Likert scale, or
reported as pain relief of 50% or
greater)

e joint tenderness
e admissions (hospital and A&E)
e gout-specific QoL

e GRADEpro will be used to assess the quality
of evidence for each outcome, taking into
account individual study quality and the meta-
analysis results. The 4 main quality elements
(risk of bias, indirectness, inconsistency and
imprecision) will be appraised for each
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outcome. Publication bias is tested for when
there are more than 5 studies for an outcome.

The risk of bias across all available evidence
was evaluated for each outcome using an
adaptation of the ‘Grading of
Recommendations Assessment, Development
and Evaluation (GRADE) toolbox’ developed by
the international GRADE working group
http://www.gradeworkinggroup.org/

¢ Where meta-analysis is not possible, data will
be presented and quality assessed
individually per outcome.

e WIinBUGS will be used for network meta-
analysis, if possible given the data identified.

17. | Analysis of sub-groups Subgroups that will be investigated if

heterogeneity is present:

e Choice of drug (drugs within the class,
based on the intervention arm only)

e Doses of colchicine (total daily dose:
<=1mg, 1.5-2mg, >2mg)

e Setting (Primary vs secondary)

e Previous treatment

18. | Type and method of review Intervention

X

Diagnostic

Prognostic

Qualitative

Epidemiologic

Service Delivery

0 R O I 0 I

Other (please specify)

19. | Language English

20. Country England

21. | Anticipated or actual start date 17t September 2020

22. | Anticipated completion date 13th June 2022
23. | Stage of review at time of this Review stage Started Completed
submission
Preliminary ™ ™
searches
Piloting of the study | [ v
selection process
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Formal screening ™ ™
of search results
against eligibility
criteria

Data extraction B B

Risk of bias [ [

(quality)
assessment

Data analysis B B

24.

Named contact

5a. Named contact

National Guideline Centre

5b Named contact e-mail

managementofgout@nice.org.uk

5e Organisational affiliation of the review

National Institute for Health and Care
Excellence (NICE) and National Guideline
Alliance / National Guideline Centre / NICE
Guideline Updates Team / NICE Public Health
Guideline Development Team

25.

Review team members

From the National Guideline Centre:

Gill Ritchie [Guideline lead]

Sedina Lewis [Senior systematic reviewer]
Audrius Stonkus [Systematic reviewer]
Alexandra Bonnon [Health economist]
Amber Hernaman [Project manager]

Joseph Runicles [Information specialist]

26.

Funding sources/sponsor

This systematic review is being completed by
the National Guideline Centre which receives
funding from NICE.

27.

Conflicts of interest

All guideline committee members and anyone
who has direct input into NICE guidelines
(including the evidence review team and expert
witnesses) must declare any potential conflicts
of interest in line with NICE's code of practice
for declaring and dealing with conflicts of
interest. Any relevant interests, or changes to
interests, will also be declared publicly at the
start of each guideline committee meeting.
Before each meeting, any potential conflicts of
interest will be considered by the guideline
committee Chair and a senior member of the
development team. Any decisions to exclude a
person from all or part of a meeting will be
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documented. Any changes to a member's
declaration of interests will be recorded in the
minutes of the meeting. Declarations of
interests will be published with the final
guideline.

28. | Collaborators Development of this systematic review will be

overseen by an advisory committee who will
use the review to inform the development of
evidence-based recommendations in line with
section 3 of Developing NICE guidelines: the
manual. Members of the guideline committee
are available on the NICE website: [NICE
guideline webpage].

29. | Other registration details NA
30. Reference/URL for published NA
protocol

31. | Dissemination plans NICE may use a range of different methods to

raise awareness of the guideline. These include
standard approaches such as:

e notifying registered stakeholders of
publication

¢ publicising the guideline through NICE's
newsletter and alerts

e issuing a press release or briefing as
appropriate, posting news articles on the
NICE website, using social media channels,
and publicising the guideline within NICE.

32. | Keywords Gout, NSAIDs, colchicine, corticosteroids and

IL-1 inhibitors, gout flares, rest, ice, elevation

33. | Details of existing review of same | \a
topic by same authors

34. Current review status Ongoing

X

Completed but not published

Completed and published

O (o O

Completed, published and being
updated

O Discontinued

35.. | Additional information [Provide any other information the review team

feel is relevant to the registration of the review.]

36. | Details of final publication www.nice.org.uk
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Health economic review protocol

Review . . . .

question All questions where health economic evidence applicable

Objectives To identify health economic studies relevant to any of the review questions.
Search e Populations, interventions and comparators must be as specified in the clinical
criteria review protocol above.

o Studies must be of a relevant health economic study design (cost—utility analysis,
cost-effectiveness analysis, cost—benefit analysis, cost—-consequences analysis,
comparative cost analysis).

¢ Studies must not be a letter, editorial or commentary, or a review of health
economic evaluations. (Recent reviews will be ordered although not reviewed. The
bibliographies will be checked for relevant studies, which will then be ordered.)

e Unpublished reports will not be considered unless submitted as part of a call for

evidence.
¢ Studies must be in English.
Search A health economic study search will be undertaken using population-specific terms
strategy and a health economic study filter.
Review Studies not meeting any of the search criteria above will be excluded. Studies
strategy published before 2005, abstract-only studies and studies from non-OECD countries

or the USA will also be excluded.

Each remaining study will be assessed for applicability and methodological limitations
using the NICE economic evaluation checklist which can be found in appendix H of
Developing NICE guidelines: the manual.4?

Inclusion and exclusion criteria

o If a study is rated as both ‘Directly applicable’ and with ‘Minor limitations’ then it will
be included in the guideline. A health economic evidence table will be completed
and it will be included in the health economic evidence profile.

o If a study is rated as either ‘Not applicable’ or with ‘Very serious limitations’ then it
will usually be excluded from the guideline. If it is excluded then a health economic
evidence table will not be completed and it will not be included in the health
economic evidence profile.

o If a study is rated as ‘Partially applicable’, with ‘Potentially serious limitations’ or
both then there is discretion over whether it should be included.

Where there is discretion

The health economist will decide based on the relative applicability and quality of the
available evidence for that question, in discussion with the guideline committee if
required. The ultimate aim is to include health economic studies that are helpful for
decision-making in the context of the guideline and the current NHS setting. If several
studies are considered of sufficiently high applicability and methodological quality that
they could all be included, then the health economist, in discussion with the
committee if required, may decide to include only the most applicable studies and to
selectively exclude the remaining studies. All studies excluded based on applicability
or methodological limitations will be listed with explanation in the excluded health
economic studies appendix below.

The health economist will be guided by the following hierarchies.
Setting:
o UK NHS (most applicable).

e OECD countries with predominantly public health insurance systems (for example,
France, Germany, Sweden).
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e OECD countries with predominantly private health insurance systems (for example,
Switzerland).

¢ Studies set in non-OECD countries or in the USA will be excluded before being
assessed for applicability and methodological limitations.

Health economic study type:

o Cost-utility analysis (most applicable).

o Other type of full economic evaluation (cost—benefit analysis, cost-effectiveness
analysis, cost—consequences analysis).

o Comparative cost analysis.

o Non-comparative cost analyses including cost-of-illness studies will be excluded
before being assessed for applicability and methodological limitations.

Year of analysis:
e The more recent the study, the more applicable it will be.

o Studies published in 2005 or later but that depend on unit costs and resource data
entirely or predominantly from before 2005 will be rated as ‘Not applicable’.

o Studies published before 2005 will be excluded before being assessed for
applicability and methodological limitations.

Quality and relevance of effectiveness data used in the health economic analysis:

e The more closely the clinical effectiveness data used in the health economic
analysis match with the outcomes of the studies included in the clinical review the
more useful the analysis will be for decision-making in the guideline.
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Appendix B — Literature search strategies

o What is the clinical and cost effectiveness of pharmacological interventions (including
NSAIDs, colchicine, corticosteroids and IL-1 inhibitors) and non-pharmacological
interventions for managing gout flares?

The literature searches for this review are detailed below and complied with the methodology
outlined in Developing NICE guidelines: the manual.*!

For more information, please see the Methodology review published as part of the
accompanying documents for this guideline.

Clinical search literature search strategy

Searches were constructed using a PICO framework where population (P) terms were
combined with Intervention (l) and in some cases Comparison (C) terms. Outcomes (O) are
rarely used in search strategies for interventions as these concepts may not be well
described in title, abstract or indexes and therefore difficult to retrieve. Search filters were
applied to the search where appropriate.

Table 16: Database date parameters and filters used
Database Dates searched Search filter used
Medline (OVID) 1946 — 06 July 2021 Randomised controlled trials
Systematic review studies
Observational studies

Exclusions (animal studies,
letters, comments)

Embase (OVID) 1974 — 06 July 2021 Randomised controlled trials
Systematic review studies
Observational studies

Exclusions (animal studies,
letters, comments)
The Cochrane Library (Wiley) Cochrane Reviews to 2021 None
Issue 7 of 12

CENTRAL to 2021 Issue 7 of
12

Medline (Ovid) search terms

1. exp Gout/

gout*.ti,ab.

toph*.ti,ab.

podagra.ti,ab.

pseudogout.ti,ab.

or/1-5

letter/

editorial/

OR[N U s W N

news/
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10. exp historical article/

11. Anecdotes as Topic/

12. comment/

13. case report/

14. (letter or comment*).1i.

15. or/7-14

16. randomized controlled trial/ or random*.ti,ab.

17. 15 not 16

18. animals/ not humans/

19. exp Animals, Laboratory/

20. exp Animal Experimentation/

21. exp Models, Animal/

22. exp Rodentia/

23. (rat or rats or mouse or mice).ti.

24. or/17-23

25. 6 not 24

26. Limit 25 to English language

27. randomized controlled trial.pt.

28. controlled clinical trial.pt.

29. randomi#ed.ti,ab.

30. placebo.ab.

31. randomly.ti,ab.

32. Clinical Trials as topic.sh.

33. trial ti.

34. or/27-33

35. Meta-Analysis/

36. exp Meta-Analysis as Topic/

37. (meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.

38. ((systematic* or evidence*) adj3 (review* or overview*)).ti,ab.

39. (reference list* or bibliograph* or hand search* or manual search* or relevant
journals).ab.

40. (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

41. (search* adj4 literature).ab.

42, (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or
psycinfo or cinahl or science citation index or bids or cancerlit).ab.

43. cochrane.jw.

44, ((multiple treatment™ or indirect or mixed) adj2 comparison®).ti,ab.

45, or/35-44

46. Epidemiologic studies/

47. Observational study/

48. exp Cohort studies/

49. (cohort adj (study or studies or analys™ or data)).ti,ab.

50. ((follow up or observational or uncontrolled or non randomi#ed or epidemiologic*) adj
(study or studies or data)).ti,ab.
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51. ((longitudinal or retrospective or prospective or cross sectional) and (study or studies or
review or analys™® or cohort* or data)).ti,ab.
52. Controlled Before-After Studies/
53. Historically Controlled Study/
54. Interrupted Time Series Analysis/
55. (before adj2 after adj2 (study or studies or data)).ti,ab.
56. exp case control studies/
57. case control*.ti,ab.
58. Cross-sectional studies/
59. (cross sectional and (study or studies or review or analys* or cohort* or data)).ti,ab.
60. or/46-59
61. 26 and (34 or 45 or 60)
Embase (Ovid) search terms
1. exp Gout/
2. gout™.ti,ab.
3. toph*.ti,ab.
4, podagra.ti,ab.
5. pseudogout.ti,ab.
6. or/1-5
7. letter.pt. or letter/
8. note.pt.
9. editorial.pt.
10. case report/ or case study/
11. (letter or comment™).ti.
12. or/7-11
13. randomized controlled trial/ or random®.ti,ab.
14. 12 not 13
15. animal/ not human/
16. nonhuman/
17. exp Animal Experiment/
18. exp Experimental Animal/
19. animal model/
20. exp Rodent/
21 (rat or rats or mouse or mice).ti.
22. or/14-21
23. 6 not 22
24. Limit 23 to English language
25. random®.ti,ab.
26. factorial®.ti,ab.
27. (crossover* or cross over*).ti,ab.
28. ((doubl* or singl*) adj blind*).ti,ab.
29. (assign* or allocat* or volunteer* or placebo*).ti,ab.
30. crossover procedure/
31. single blind procedure/
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32. randomized controlled trial/

33. double blind procedure/

34. or/25-33

35. systematic review/

36. meta-analysis/

37. (meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.

38. ((systematic* or evidence*) adj3 (review™ or overview™)).ti,ab.

39. (reference list* or bibliograph* or hand search* or manual search* or relevant
journals).ab.

40. (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

41. (search* adj4 literature).ab.

42, (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or
psycinfo or cinahl or science citation index or bids or cancerlit).ab.

43. cochrane.jw.

44, ((multiple treatment* or indirect or mixed) adj2 comparison®).ti,ab.

45, or/35-44

46. Clinical study/

47. Observational study/

48, family study/

49, longitudinal study/

50. retrospective study/

51. prospective study/

52. cohort analysis/

53. follow-up/

54, cohort*.ti,ab.

55. 53 and 54

56. (cohort adj (study or studies or analys™ or data)).ti,ab.

57. ((follow up or observational or uncontrolled or non randomi#ed or epidemiologic*) adj
(study or studies or data)).ti,ab.

58. ((longitudinal or retrospective or prospective or cross sectional) and (study or studies or
review or analys* or cohort* or data)).ti,ab.

59. (before adj2 after adj2 (study or studies or data)).ti,ab.

60. exp case control study/

61. case control*.ti,ab.

62. cross-sectional study/

63. (cross sectional and (study or studies or review or analys* or cohort* or data)).ti,ab.

64. or/46-52,55-63

65. 24 and (34 or 45 or 64)

Cochrane Library (Wiley) search terms

#1. MeSH descriptor: [Gout] explode all trees

#2. gout™:ti,ab

#3. toph*:ti,ab

#4. podagra:ti,ab

#5. pseudogout:ti,ab
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\ #6. | (or #1-#5)

B.2 Health Economics literature search strategy

Health economic evidence was identified by conducting a broad search relating to a Gout
population in NHS Economic Evaluation Database (NHS EED - this ceased to be updated
after March 2015) and the Health Technology Assessment database (HTA — this ceased to
be updated after March 2018). NHS EED and HTA databases are hosted by the Centre for
Research and Dissemination (CRD). Additional searches were run on Medline and Embase
for health economics studies and quality of life studies.

Table 17: Database date parameters and filters used

Database Dates searched Search filter used
Medline Health Economics Health economics studies
1 January 2014 — 14 June Quality of life studies
2021
Quality of Life Exclusions (animal studies,
1946 — 14 June 2021 letters, comments)
Embase Health Economics Health economics studies
1 January 2014 — 14 June Quality of life studies
2021
Quality of Life Exclusions (animal studies,
1974 — 14 June 2021 letters, comments)
Centre for Research and HTA - Inception — 31 March None
Dissemination (CRD) 2018
NHSEED - Inception to March
2015

Medline (Ovid) search terms

1. exp Gout/

2. gout*.ti,ab.

3. toph*.ti,ab.

4, Uric Acid/

5. uric acids*.ti,ab.

6. (urate adj (crystal* or sodium or mono sodium)).ti,ab.
7. hyperuricemia/

8. (hyperuric* or hyper uric*).ti,ab.
9. podagra.ti,ab.

10. or/1-9

11. letter/

12. editorial/

13. news/
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14. exp historical article/

15. Anecdotes as Topic/

16. comment/

17. case report/

18. (letter or comment*).ti.

19. or/11-18

20. randomized controlled trial/ or random*.ti,ab.

21. 19 not 20

22. animals/ not humans/

23. exp Animals, Laboratory/

24. exp Animal Experimentation/

25. exp Models, Animal/

26. exp Rodentia/

27. (rat or rats or mouse or mice).ti.

28. or/21-27

29. 10 not 28

30. limit 29 to English language

31. Economics/

32. Value of life/

33. exp "Costs and Cost Analysis"/

34. exp Economics, Hospital/

35. exp Economics, Medical/

36. Economics, Nursing/

37. Economics, Pharmaceutical/

38. exp "Fees and Charges"/

39. exp Budgets/

40. budget*.ti,ab.

41. cost*.ti.

42. (economic* or pharmaco?economic*).ti.

43. (price* or pricing™).ti,ab.

44. (cost* adj2 (effective* or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

45. (financ™ or fee or fees).ti,ab.

46. (value adj2 (money or monetary)).ti,ab.

47. or/31-46

48. quality-adjusted life years/

49. sickness impact profile/

50. (quality adj2 (wellbeing or well being)).ti,ab.

51. sickness impact profile.ti,ab.

52. disability adjusted life.ti,ab.

53. (qal* or gtime* or qwb* or daly*).ti,ab.

54. (eurogol* or eq5d* or eq 5*).ti,ab.
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55. (gol* or hgl* or hgol* or h gol* or hrgol* or hr qol*).ti,ab.
56. (health utility* or utility score* or disutilit* or utility value*).ti,ab.
57. (hui or hui1 or hui2 or hui3).ti,ab.
58. (health* year* equivalent® or hye or hyes).ti,ab.
59. discrete choice*.ti,ab.
60. rosser.ti,ab.
61. (willingness to pay or time tradeoff or time trade off or tto or standard gamble*).ti,ab.
62. (sf36* or sf 36* or short form 36* or shortform 36* or shortform36*).ti,ab.
63. (sf20 or sf 20 or short form 20 or shortform 20 or shortform20).ti,ab.
64. (sf12* or sf 12* or short form 12* or shortform 12* or shortform12*).ti,ab.
65. (sf8* or sf 8* or short form 8* or shortform 8* or shortform8*).ti,ab.
66. (sf6* or sf 6* or short form 6* or shortform 6* or shortform6*).ti,ab.
67. or/48-66
68. 30 and (47 or 67)
Embase (Ovid) search terms
1. exp gout/
2. gout*.ti,ab.
3. toph*.ti,ab.
4. exp uric acid/
5. uric acid*.ti,ab.
6. (urate adj (crystal* or sodium or mono sodium)).ti,ab.
7. exp hyperuricemia/
8. (hyperuric* or hyper uric*).ti,ab.
9. podagra.ti,ab.
10. or/1-9
11. letter.pt. or letter/
12. note.pt.
13. editorial.pt.
14. Case report/ or Case study/
15. (letter or comment*).1i.
16. or/11-15
17. randomized controlled trial/ or random*.ti,ab.
18. 16 not 17
19. animal/ not human/
20. Nonhuman/
21. exp Animal Experiment/
22. exp Experimental animal/
23 Animal model/
24. exp Rodent/
25. (rat or rats or mouse or mice).ti.
26. or/18-25
27. 10 not 26
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28. limit 27 to English language
29. health economics/
30. exp economic evaluation/
31. exp health care cost/
32. exp fee/
33. budget/
34. funding/
35. budget®*.ti,ab.
36. cost* ti.
37. (economic* or pharmaco?economic®).ti.
38. (price* or pricing®).ti,ab.
39. (cost* adj2 (effective™ or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.
40. (financ* or fee or fees).ti,ab.
41. (value adj2 (money or monetary)).ti,ab.
42. or/29-41
43. quality adjusted life year/
44, "quality of life index"/
45, short form 12/ or short form 20/ or short form 36/ or short form 8/
46. sickness impact profile/
47. (quality adj2 (wellbeing or well being)).ti,ab.
48. sickness impact profile.ti,ab.
49, disability adjusted life.ti,ab.
50. (qal* or gtime* or qwb* or daly*).ti,ab.
51. (euroqol* or eq5d* or eq 5*).ti,ab.
52. (qol* or hgl* or hqol* or h gol* or hrqol* or hr qol*).ti,ab.
53. (health utility* or utility score™ or disutilit* or utility value*).ti,ab.
54. (hui or hui1 or hui2 or hui3).ti,ab.
55. (health* year* equivalent® or hye or hyes).ti,ab.
56. discrete choice*.ti,ab.
57. rosser.ti,ab.
58. (willingness to pay or time tradeoff or time trade off or tto or standard gamble*).ti,ab.
59. (sf36™ or sf 36* or short form 36* or shortform 36 or shortform36*).ti,ab.
60. (sf20 or sf 20 or short form 20 or shortform 20 or shortform20).ti,ab.
61. (sf12* or sf 12* or short form 12* or shortform 12* or shortform12*).ti,ab.
62. (sf8* or sf 8 or short form 8* or shortform 8* or shortform8*).ti,ab.
63. (sf6* or sf 6* or short form 6* or shortform 6* or shortform6*).ti,ab.
64. or/43-63
65. 28 and (42 or 64)
NHS EED and HTA (CRD) search terms
#1. MeSH DESCRIPTOR Gout EXPLODE ALL TREES
#2. (gout*)
#3. (toph*)
#4. MeSH DESCRIPTOR Uric Acid EXPLODE ALL TREES
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#5. (uric acid*)

#6. ((urate near (crystal* or sodium or mono sodium)))

#7. MeSH DESCRIPTOR Hyperuricemia EXPLODE ALL TREES
#8. ((hyperuric* or hyper uric*))

#9. (podagra)

#10. #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9
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Appendix C — Effectiveness evidence study selection

Figure 1: Flow chart of clinical study selection for the review of pharmacological and non-
pharmacological management of gout flares

Records identified through Additional records identified through
database searching, n=8123 other sources, n=0

v

Records screened n=8123

Records excluded, n=8042

\ 4

A 4

Full-text papers assessed for
eligibility, n=81

}

‘L ﬂlpers excluded from review, n=70 \
ﬁ’:lpers included in reVieW, n=1m Reasons for exclusion: see 0
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Appendix D — Effectiveness evidence

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum

Subgroup analysis within study
Inclusion criteria

Exclusion criteria
Recruitment/selection of patients
Age, gender and ethnicity
Further population details
Indirectness of population

Interventions

Ahern 19871

RCT (Patient randomised; Parallel)

1 (n=43)

Conducted in Australia; Setting: Not stated
1st line

Intervention + follow up: 48 hours

Adequate method of assessment/diagnosis: acute gout confirmed by joint aspiration and the demonstration of negatively
birefringent needle-shaped crystals using a polarizing light microscope with first-order red compensator. Only minimal
amounts of synovial fluid were extracted from the affected joints.

People without chronic kidney disease or people with CKD stages 1-2

Not applicable

Patients with proven acute gout

Not stated

Consecutive

Age - Mean (SD): Colchicine 69(8), Placebo70(8). Gender (M:F): 40/3. Ethnicity: Not stated
1. Previous treatment: Not stated / Unclear 2. Setting: Primary care

No indirectness

(n=22) Intervention 1: Colchicine. The initial dose of (oral) Colchicine was 1 mg, followed by 0.5 mg every two hours until
complete response or toxicity (nausea, vomiting or diarrhoea) occurred. Duration 48 hours. Concurrent medication/care: No
concomitant non-steroidal anti-inflammatory agents or analgesics were allowed 48 hours before entry or during the trial.
Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Colchicine (Colchicine). 2.
Doses (historically high vs low): Define (The initial dose of (oral) Colchicine was 1 mg, followed by 0.5 mg every two hours
until complete response or toxicity (nausea, vomiting or diarrhoea) occurred.).

(n=21) Intervention 2: Placebo. Matching oral placebo. Duration 48 hours. Concurrent medication/care: No concomitant
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non-steroidal anti-inflammatory agents or analgesics were allowed 48 hours before entry or during the trial. Indirectness:
No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): (Placebo). 2. Doses
(historically high vs low): Define (matching placebo).

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COLCHICINE versus PLACEBO

Protocol outcome 1: Pain at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: pain score - percentage of joints which showed a 50% decrease in baseline
measures. at 48 hours after treatment; Group 1: 16/22, Group 2: 8/21; Comments: percentage of joints in Colchicine and placebo groups which showed 50 % decrease in
baseline measures.

number of joints involved Colchicine group - 22, placebo group 22

Data was presented in percentages 73% vs 36%

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low, Subgroups
- Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 2: Joint swelling/joint inflammation at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Clinical score (compounded score comprising pain, tenderness on palpitation,
swelling, and redness graded on four point scale(none 0, mild 1, moderate 2, severe 3) was also included) - percentage of joints which showed a 50% decrease in baseline
measures. at 48 hours after treatment; Group 1: 14/22, Group 2: 5/21; Comments: percentage of joints in Colchicine and placebo groups which showed 50 % decrease in
baseline measures.

number of joints involved Colchicine group - 22, placebo group 22

data was presented in percentages 64% vs 23%

Risk of bias: All domain - High, Selection - Low, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low, Subgroups
- Low; Indirectness of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 3: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Diarrhoea and/or vomiting at median 24 hours (range 12-36 hours); Group 1:
22/22, Group 2: 5/21

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low, Subgroups -
Low; Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: O
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Protocol outcomes not reported by the study Health-related quality of life at short-term (up to two weeks); Health-related quality of life at medium-term (two to six
weeks); Health-related quality of life at long-term (> six weeks); Pain at medium-term (two to six weeks); Pain at long-term
(> six weeks); Joint swelling/joint inflammation at medium-term (two to six weeks); Joint swelling/joint inflammation at
long-term (> six weeks); Joint tenderness at short-term (up to two weeks); Joint tenderness at medium-term (two to six
weeks); Joint tenderness at long-term (> six weeks); Patient global assessment of treatment success (response to treatment)
at short-term (up to two weeks); Patient global assessment of treatment success (response to treatment) at medium-term
(two to six weeks); Patient global assessment of treatment success (response to treatment) at long-term (> six weeks);
Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at medium-term (two to six weeks); Adverse
events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks); Admissions (hospital &
A&E) at short-term (up to two weeks); Admissions (hospital & A&E) at medium-term (two to six weeks); Admissions
(hospital & A&E) at long-term (> six weeks); GP visits at medium-term (two to six weeks); GP visits at long-term (> six
weeks); GP visits at short-term (up to two weeks)

Gout: Diagnosis and Management June 2022
68



Final

Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Further population details
Indirectness of population

Interventions

Janssens 2008%°

RCT (Patient randomised; Parallel)

1 (n=120)

Conducted in Netherlands; Setting: trial centre

1st line

Intervention + follow up: intervention 5 days + follow up 3 weeks

Adequate method of assessment/diagnosis: Participants were patients with monoarticular gout arthritis confirmed by
identification of monosodium urate crystals in the synovial fluid of the affected joint

People without chronic kidney disease or people with CKD stages 1-2: N/A
Not applicable: N/A

Participants were patients with monoarticular gout arthritis confirmed by identification of monosodium urate crystals in the
synovial fluid of the affected joint

Unstable condition (prevalent angina pectoris, myocardial infarction, manifest heart failure, severe renal failure, renal
transplant or cancer); chronic rheumatic diseases; current use of anticoagulants; and medical history of of upper
gastrointestinal diseases.

N/A

Age - Mean (SD): Prednisolone group 57.3(12.2), naproxen group 57.7(13.4). Gender (M:F): Prednisolone group 54/6,
naproxen group 53/7. Ethnicity: not stated

1. Previous treatment: Not stated / Unclear 2. Setting: Not stated / Unclear (trial centre).
No indirectness

(n=60) Intervention 1: Corticosteroids - Prednisolone. Prednisolone 35 mg once a day and look alike placebo naproxen twice
a day for 5 days. Duration 5 days. Concurrent medication/care: no NSAIDs or other analgesics (including colchicine) within
24 h before baseline assessments or for the duration of the trial. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids (prednisolone
+placebo). 2. Doses (historically high vs low): Define (prednisolone 35 mg once a day and look alike placebo).

(n=60) Intervention 2: NSAIDs - Naproxen. Naproxen 500 mg twice a day and placebo capsule prednisolone for 5 days.
Duration 5 days. Concurrent medication/care: N/A. Indirectness: No indirectness
Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): NSAIDs (naproxen). 2. Doses
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(historically high vs low): Define (500 mg twice a day for 5 days and placebo prednisolone capsule).

Funding Equipment / drugs provided by industry (Pharmacy Riet (Rotterdam and the drug dispensing Primary care Centre Lobede
(Lobith-Tolkamer) who prepared the study drugs)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: PREDNISOLONE versus NAPROXEN

Protocol outcome 1: Pain at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain (VAS) 90 hours after inclusion at 90 hours; Group 1: mean 16.8 (SD 24);
n=59, Group 2: mean 12.9 (SD 18.1); n=59; Comments: Baseline VAS score: prednisolone group 61.5 (22.4); Naproxen 58.9 (20.8)

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Crossover - Low; Indirectness of outcome: No
indirectness ; Group 1 Number missing: 1; Group 2 Number missing: 1

Protocol outcome 2: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Gastric or abdominal pain at 90 hours; Group 1: 9/59, Group 2: 9/59

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Crossover - Low; Indirectness of outcome: No
indirectness; Group 1 Number missing: 1; Group 2 Number missing: 1

Protocol outcomes not reported by the study Health-related quality of life at short-term (up to two weeks); Health-related quality of life at medium-term (two to six
weeks); Health-related quality of life at long-term (> six weeks); Pain at medium-term (two to six weeks); Pain at long-term
(> six weeks); Joint swelling/joint inflammation at short-term (up to two weeks); Joint swelling/joint inflammation at
medium-term (two to six weeks); Joint swelling/joint inflammation at long-term (> six weeks); Joint tenderness at short-
term (up to two weeks); Joint tenderness at medium-term (two to six weeks); Joint tenderness at long-term (> six weeks);
Patient global assessment of treatment success (response to treatment) at short-term (up to two weeks); Patient global
assessment of treatment success (response to treatment) at medium-term (two to six weeks); Patient global assessment of
treatment success (response to treatment) at long-term (> six weeks); Adverse events — cardiovascular, renal and
gastrointestinal (e.g. diarrhoea) at medium-term (two to six weeks); Adverse events — cardiovascular, renal and
gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks); Admissions (hospital & A&E) at short-term (up to two
weeks); Admissions (hospital & A&E) at medium-term (two to six weeks); Admissions (hospital & A&E) at long-term (> six
weeks); GP visits at medium-term (two to six weeks); GP visits at long-term (> six weeks); GP visits at short-term (up to two
weeks)
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Study
Study type
Number of studies (number of participants)

Countries and setting

Line of therapy
Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Indirectness of population

Liu 2019%
RCT (Patient randomised; Parallel)
1 (n=122)

Conducted in China; Setting: Gout and Endocrinology Department of the Affiliated Hospital of Qingdao University

1st line
Intervention + follow up: intervention 5 days +follow up 10 days

Adequate method of assessment/diagnosis: The diagnostic criteria were as follows: patients who met the 2015 ACR and
EULAR diagnostic criteria for AGA [9], and the asymptomatic HUA diagnostic criteria.

People without chronic kidney disease or people with CKD stages 1-2
Not applicable

The inclusion criteria were as follows: age 18—70 years; newly diagnosed AGA; an onset of AGA duration of less than 48 h
and no administration of colchicine, NSAID or glucocorticoids; no administration of medications affecting uric acid
metabolism over the last 3 months; without diseases affecting uric acid metabolism.

The exclusion criteria were as follows: repeated or intermittent onset of AGA, or acute onset of chronic gout; chronic
tophaceous gout, rheumatoid arthritis, traumatic arthritis or other types of arthritis; gouty nephropathy; pregnancy and
lactation; diabetes; hypertension; severe dyslipidaemia; severe liver damage, alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) 2 times higher than upper limit of normal; severe cardiovascular and cerebral disease; malignancies.

In this study, 160 newly diagnosed AGA patients receiving outpatient therapies in the Gout and Endocrinology Department
of the Affiliated Hospital of Qingdao University were selected as the screening subjects.

Age - Mean (SD): Etoricoxib group 44(9); Colchicine 43(9). Gender (M:F): Etoricoxib group 49/4; Colchicine 47/5. Ethnicity:
Not stated

1. Previous treatment: Not stated / Unclear 2. Setting: Gout and Endocrinology department of the Affiliated Hospital of
Qingdao University)

No indirectness
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Interventions

Funding

(n=61) Intervention 1: Colchicine. Patients in the colchicine group received colchicine 0.5 mg orally (Xishuangbanna
Pharmaceutical Co., Ltd.), 3 times daily, for 5 days, later changed to once daily. Duration 5 days. Concurrent
medication/care: All patients were given a low-purine diet and forbidden from smoking and drinking alcohol, and were
required to drink enough water, 2500-3000 ml daily. All patients were also given sodium bicarbonate 1.0 g three times daily
orally to alkalinize the urine. Meanwhile, all patients were required to stay in bed and avoid overtiring, cold and tension.

. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Colchicine (Colchicine). 2.
Doses (historically high vs low): Define (Patients in the colchicine group received colchicine 0.5 mg orally (Xishuangbanna
Pharmaceutical Co., Ltd.), 3 times daily, for 5 days, later changed to once daily).

(n=61) Intervention 2: NSAIDs - Etoricoxib. Patients in the Etoricoxib group received Etoricoxib 120 mg orally (Hangzhou
MSD Pharmaceutical Co., Ltd), once daily, for 5 days, later changed to 60 mg orally once daily. Duration 5 days. Concurrent
medication/care: All patients were given a low-purine diet and forbidden from smoking and drinking alcohol, and were
required to drink enough water, 2500—-3000 ml daily. All patients were also given sodium bicarbonate 1.0 g three times daily
orally to alkalinize the urine. Meanwhile, all patients were required to stay in bed and avoid overtiring, cold and tension.
Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): NSAIDs (Etoricoxib). 2. Doses
(historically high vs low): (Patients in the Etoricoxib group received Etoricoxib 120 mg orally (Hangzhou MSD Pharmaceutical
Co., Ltd), once daily, for 5 days, later changed to 60 mg orally once daily).

Academic or government funding (This work was supported by the National Natural Science Foundation of China (No.
81571625). The authors thank KangChen Bio-Tech Inc. for expert technical assistance.

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COLCHICINE versus ETORICOXIB

Protocol outcome 1: Pain at short (up to two weeks)
- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Joint pain scores at 10 days; Group 1: mean 0.96 (SD 0.91); n=52, Group 2:

mean 1.02 (SD 0.84); n=53

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 8, Reason: (severe vomit=1, loss to follow-up=2, joint pain and swelling can’t be alleviated=5); Group 2 Number
missing: 9, Reason: (severe diarrhoea=2, obvious liver damage=2; loss to follow-up=1, joint pain and swelling can’t be

alleviated=4) - Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Joint swelling scores at 5 days; Group 1: mean 0.73 (SD 0.64);

n=52, Group 2: mean 0.77 (SD 0.57); n=53

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness

Gout: Diagnosis and Management June 2022

72



Final

of outcome: No indirectness ; Group 1 Number missing: 8, Reason: (severe vomit=1, loss to follow-up=2, joint pain and swelling can’t be alleviated=5); Group 2 Number
missing: 9, Reason: (severe diarrhoea=2, obvious liver damage=2; loss to follow-up=1, joint pain and swelling can’t be alleviated=4)

Protocol outcome 2: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events - gastrointestinal (vomiting) at 10 days; Group 1: 1/52, Group 2:
2/53

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 9, Reason: (severe vomit=1, loss to follow-up=2, joint pain and swelling can’t be alleviated=5); Group 2 Number
missing: 8, Reason: (severe diarrhoea=2, obvious liver damage=2; loss to follow-up=1, joint pain and swelling can’t be alleviated=4)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events - gastrointestinal (diarrhoea) at 10 days; Group 1: 2/52, Group
2:2/53

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 9, Reason: (severe vomit=1, loss to follow-up=2, joint pain and swelling can’t be alleviated=5); Group 2 Number
missing: 8, Reason: (severe diarrhoea=2, obvious liver damage=2; loss to follow-up=1, joint pain and swelling can’t be alleviated=4)

Protocol outcomes not reported by the study Health-related quality of life at short-term (up to two weeks); Health-related quality of life at medium-term (two to six
weeks); Health-related quality of life at long-term (> six weeks); Pain at medium-term (two to six weeks); Pain at long-term
(> six weeks); Joint swelling/joint inflammation at short-term (up to two weeks); Joint swelling/joint inflammation at
medium-term (two to six weeks); Joint swelling/joint inflammation at long-term (> six weeks); Joint tenderness at short-
term (up to two weeks); Joint tenderness at medium-term (two to six weeks); Joint tenderness at long-term (> six weeks);
Patient global assessment of treatment success (response to treatment) at short-term (up to two weeks); Patient global
assessment of treatment success (response to treatment) at medium-term (two to six weeks); Patient global assessment of
treatment success (response to treatment) at long-term (> six weeks); Adverse events — cardiovascular, renal and
gastrointestinal (e.g. diarrhoea) at medium-term (two to six weeks); Adverse events — cardiovascular, renal and
gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks); Admissions (hospital & A&E) at short-term (up to two
weeks); Admissions (hospital & A&E) at medium-term (two to six weeks); Admissions (hospital & A&E) at long-term (> six
weeks); GP visits at medium-term (two to six weeks); GP visits at long-term (> six weeks); GP visits at short-term (up to two
weeks)
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Study
Study type
Number of studies (number of participants)

Countries and setting

Line of therapy
Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Age, gender and ethnicity

Further population details
Indirectness of population

Interventions

Man 20073
RCT (Patient randomised; Parallel)
1 (n=90)

Conducted in Australia; Setting: The ED of the Prince of Wales Hospital, a 1,400-bed teaching hospital in the New Territories
of Hong Kong

1st line
Intervention + follow up: 14 days

Adequate method of assessment/diagnosis: All patients older than 17 years, with an acute arthritis suggestive of gout, and
presenting to the ED

People without chronic kidney disease or people with CKD stages 1-2: N/A
Not applicable: N/A

Patients were included if they had a clinical diagnosis of acute arthritis suggestive of gout, defined as the presence of pain
and warmth in a joint, and presented within 3 days of the onset of pain and also had 1 or more of the following: metatarsal-
phalangeal joint involvement; knee or ankle joint involvement and aspirate containing crystals; or typical gouty arthritis,
with either gouty tophi present or previous joint aspiration confirming the diagnosis of gout.

Patients were excluded if there was a clinical suspicion of sepsis or other joint disease; if follow-up was impossible because
of lack of transport or lack of telephone contact; if there was significant comorbidity that would interfere with assessment;
and if patients had dementia, confusion, active gastrointestinal symptoms, renal insufficiency with serum creatinine level
greater than 200 umol/L, bleeding disorder, allergy to a study drug, or joint aspirate that excluded the diagnosis of gout or
were taking warfarin.

Age - Mean (SD): Indomethacin 66(16) Prednisolone 64(15). Gender (M:F): Indomethacin 39/7, Prednisolone 35/9. Ethnicity:
Not reported

1. Previous treatment: Not stated / Unclear 2. Setting: Secondary care
No indirectness

(n=46) Intervention 1: NSAIDs - Indomethacin. In the indomethacin group, each patient initially received diclofenac (3 mL;
75mg) intramuscularly, indomethacin 50 mg orally, acetaminophen 1 g orally, and 6 tablets of prednisolone like placebo
orally and was observed for 120 minutes. The patient was then given a 5-day prescription of indomethacin(50 mg orally
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every 8 hours for 2 days, followed by indomethacin 25 mg every 8 hours for another 3 days), 6 tablets of prednisolone-like
placebo once a day, and acetaminophen 1 g every 6 hours as required. Duration 5 days. Concurrent medication/care:
Indomethacin - IM diclofenac and paracetamol

Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): NSAIDs (Indomethacin). 2.
Doses (historically high vs low): Define (indomethacin (50 mg orally every 8 hours for 2 days, followed by indomethacin 25
mg every 8 hours for another 3 days)).

(n=44) Intervention 2: Corticosteroids - Prednisolone. In the prednisolone group, each patient initially received an
intramuscular placebo injection (3 mL), prednisolone 30 mg (6 times 5 mg) orally, acetaminophen 1 g (2 tablets) orally, and
indomethacin-like placebo (2 tablets) orally and was then observed for 120 minutes. The patient was then given a

5-day prescription of indomethacin-like placebo, prednisolone 30 mg orally once per day, and acetaminophen 1 g every 6
hours as required. Both acetaminophen and intramuscular injection were given in accordance with common local practice.
Many patients in Hong Kong believe that symptomatic relief will be faster if an injection is administered. The physician on
duty was free to give extra doses or alternative analgesic if clinically required, and this was documented.

Duration 5 days. Concurrent medication/care: Paracetamol. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids
(Prednisolone). 2. Doses (historically high vs low): Define (prednisolone 30 mg orally once per day, and acetaminophen 1 g
every 6 hours as required).

Funding No funding

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: INDOMETHACIN versus PREDNISOLONE

Protocol outcome 1: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Chest pain at 14 days; Group 1: 1/46, Group 2: 0/44

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (epigastric pain) at 14 days;

Group 1: 0/44, Group 2: 14/46

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (other abdominal pain) at 14 days;

3/46- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (indigestion) at 14 days;
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Group 1: 4/44, Group 2: 14/46

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (nausea) at 14 days;

Group 1: 3/44 Group 2: 12/46

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (vomiting) at 14 days;

Group 1: 0/44, Group 2: 4/46

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (diarrhoea) at 14 days;

Group 1: 0/44, Group 2: 3/46

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (gastrointestinal haemorrhage) at 14 days;
Group 1: 0/44, Group 2: 5/46

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Health-related quality of life at short (up to two weeks); Health-related quality of life at medium-term (two to six weeks);
Health-related quality of life at long-term (> six weeks); Pain at short-term (up to two weeks); Pain at medium-term (two to
six weeks); Pain at long-term (> six weeks); Joint swelling/joint inflammation at short-term (up to two weeks); Joint
swelling/joint inflammation at medium-term (two to six weeks); Joint swelling/joint inflammation at long-term (> six weeks);
Joint tenderness at short-term (up to two weeks); Joint tenderness at medium-term (two to six weeks); Joint tenderness at
long-term (> six weeks); Patient global assessment of treatment success (response to treatment) at short-term (up to two
weeks); Patient global assessment of treatment success (response to treatment) at medium-term (two to six weeks); Patient
global assessment of treatment success (response to treatment) at long-term (> six weeks); Adverse events — cardiovascular,
renal and gastrointestinal (e.g. diarrhoea) at medium-term (two to six weeks); Adverse events — cardiovascular, renal and
gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks); Admissions (hospital & A&E) at short-term (up to two
weeks); Admissions (hospital & A&E) at medium-term (two to six weeks); Admissions (hospital & A&E) at long-term (> six
weeks); GP visits at medium-term (two to six weeks); GP visits at long-term (> six weeks); GP visits at short-term (up to two
weeks)

Gout: Diagnosis and Management June 2022
76



Final

Study
Study type
Number of studies (number of participants)

Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition
Stratum

Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Rainer 2016%°
RCT (Patient randomised; Parallel)
1 (n=416)

Conducted in Hong Kong (China); Setting: EDs of 4 acute hospitals (Prince of Wales Hospital, Queen Elizabeth Hospital,
United Christian Hospital, and Pamela Youde Nethersole Eastern Hospital) out of 17 in Hong Kong

1st line

Intervention + follow up: 14 days

Adequate method of assessment/diagnosis

People without chronic kidney disease or people with CKD stages 1-2
Not applicable

Patients were eligible for the study if they presented to the ED within 3 days of symptom onset, were considered to have
gout by a specialist emergency physician and fulfilled the following 2 criteria for the diagnosis of acute gout (1, 19, 20). First,
patients had to haven rapid onset of severe pain, swelling, tenderness, and erythema of an affected joint, which was
maximal by 6 to 12 hours. Second, patients had to have at least 1 of the following clinical findings: 1) metatarsophalangeal
(MTP) joint involvement (podagra) (category A), or 2) knee, ankle, wrist, or elbow joint involvement (category B) with gouty
tophi (criterion B1), previous joint aspiration confirming a diagnosis of gout (criterion B2), hyperuricemia (criterion B3), or a
clinical history of 1 or more clinical gouty arthritis attacks (criterion B4). If criteria B1 to B4 were not met, we sought to
confirm the diagnosis by microscopic examination of aspirated fluid from the most affected joint for the presence of MSU
crystals.

Patients were excluded if they had received corticosteroids or indomethacin within 24 hours before recruitment, had a
history of bleeding disorders or anticoagulant use, were allergic to a study drug, had suspected septic arthritis or another
joint disease (such as rheumatoid arthritis), or had no MSU crystals found after joint aspiration. Other exclusion criteria
included unstable cardiac conditions (angina pectoris, acute myocardial infarction, or heart failure), significant comorbidities
that could interfere with assessment (dementia, confusion, or active gastrointestinal symptoms), a serum creatinine level
greater than 200 umol/L (>2.26 mg/dL), or an estimated glomerular filtration rate less than 30 mL/min/1.73 m2.

N/A

Age - Mean (SD): Indomethacin group 64.37(16.01); Prednisolone group 65.91(14.95). Gender (M:F): Indomethacin group
164/44; Prednisolone group 145/63. Ethnicity: Not stated
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Further population details
Indirectness of population

Interventions

Funding

1. Previous treatment: Not stated / Unclear 2. Setting: EDs of 4 acute hospitals
No indirectness

(n=208) Intervention 1: NSAIDs - Indomethacin. In the indomethacin group, patients initially received 50 mg (two 25-mg
tablets) of oral indomethacin 3 times a day and 6 tablets of oral placebo prednisolone once a day for 2 days, followed by 25
mg of indomethacin 3 times a day and 6 tablets of placebo prednisolone once a day for 3 days.

Duration 5 days. Concurrent medication/care: All patients were prescribed oral paracetamol (1 g) to be taken every 6 hours
as needed. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): NSAIDs (Indomethacin). 2.
Doses (historically high vs low): Define (In the indomethacin group, patients initially received 50 mg (two 25-mg tablets) of
oral indomethacin 3 times a day and 6 tablets of oral placebo prednisolone once a day for 2 days, followed by 25 mg of
indomethacin 3 times a day and 6 tablets of placebo prednisolone once a day for 3 days.).

(n=208) Intervention 2: Corticosteroids - Prednisolone. In the prednisolone group, patients initially received 30 mg (three 10-
mg tablets) of oral prednisolone once a day and 2 tablets of placebo indomethacin 3 times a day for 2 days, followed by 30
mg (three 10-mg tablets) of prednisolone once a

day and 1 tablet of placebo indomethacin 3 times a day for 3 days. Patients took the first dose in the presence of one of the
investigators.

Duration 5 days. Concurrent medication/care: All patients were prescribed oral paracetamol (1 g) to be taken every 6 hours
as needed. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids
(Prednisolone). 2. Doses (historically high vs low): Define (In the prednisolone group, patients initially received 30 mg (three
10-mg tablets) of oral prednisolone once a day and 2 tablets of placebo indomethacin 3 times a day for 2 days, followed by
30 mg (three 10-mg tablets) of prednisolone once a).

Academic or government funding (Health and Health Services Research Grant Committee of the Hong Kong Government

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: INDOMETHACIN versus PREDNISOLONE

Protocol outcome 1: Pain at short-term (up to two weeks)

- Actual outcome for people without chronic kidney disease or people with CKD stages 1-2: Patients with clinically significant change in pain score (13 mm on a 100-mm
VAS) - at rest at 14 days; Group 1: 111/208, Group 2: 101/208; Comments: clinically relevant range, defined for this study as #13 mm on a 100-mm VAS. This equivalence
limit was chosen because previous studies suggested that a clinically relevant difference in pain score on a 100-mm VAS is greater than 13 mm

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
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of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Patients with clinically significant change in pain score (13 mm on a 100-mm
VAS) - with activity

at 14 days; Group 1: 151/208, Group 2: 160/208; Comments: clinically relevant range, defined for this study as +13 mm on a 100-mm VAS. This equivalence limit was
chosen because previous studies suggested that a clinically relevant difference in pain score on a 100-mm VAS is greater than 13 mm

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 2: Joint tenderness at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Joint tenderness (mean change from baseline to day 14) at 14 days; Group 1:
mean 2.37 (SD 1.48); n=208, Group 2: mean 2.32 (SD 1.44); n=208

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 3: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — Gastrointestinal (nausea) at 14 days; Group 1:4/208, Group 2:
15/208

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — Gastrointestinal (vomiting) at 14 days; Group 1:1/208, Group
2:10/208

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — Gastrointestinal (abdominal pain) at 14 days; Group 1:12/208,
Group 2: 23/208

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — Gastrointestinal (indigestion) at 14 days; Group 1:13/208,
Group 2: 19/208

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 4: Admissions (hospital & A&E) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Visited ED at 14 days; Group 1: 23/208, Group 2: 28/208; Comments: data was
presented for to time points: days 1 to 5 and days 6 to 14 those numbers were summed up

days 1to 5 =10 (Indomethacin group) vs 15 (Prednisolone group)
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days 6 to 14 =13 (Indomethacin group) vs 13 (Prednisolone group)

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Visited Outpatient department at 14 days; Group 1: 4/208, Group 2: 0/208;
Comments: data was presented for to time points: days 1 to 5 and days 6 to 14 those numbers were summed up

days 1to 5 =0 (Indomethacin group) vs O (Prednisolone group)

days 6 to 14 =4 (Indomethacin group) vs 0 (Prednisolone group)

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 5: GP visits at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: GP visits at 14 days; Group 1: 19/208, Group 2: 11/208; Comments: data was
presented for to time points: days 1 to 5 and days 6 to 14 those numbers were summed up

days 1to 5 =7 (Indomethacin group) vs 7 (Prednisolone group)

days 6 to 14 =12 (Indomethacin group) vs 4 (Prednisolone group)

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low; Indirectness
of outcome: No indirectness; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Health-related quality of life at short-term (up to two weeks); Health-related quality of life at medium-term (two to six
weeks); Health-related quality of life at long-term (> six weeks); Pain at medium (two to six weeks); Pain at long-term (> six
weeks); Joint swelling/joint inflammation at short-term (up to two weeks); Joint swelling/joint inflammation at medium-
term (two to six weeks); Joint swelling/joint inflammation at long-term (> six weeks); Joint tenderness at medium-term (two
to six weeks); Joint tenderness at long-term (> six weeks); Patient global assessment of treatment success (response to
treatment) at short-term (up to two weeks); Patient global assessment of treatment success (response to treatment) at
medium-term (two to six weeks); Patient global assessment of treatment success (response to treatment) at long-term (> six
weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at medium-term (two to six weeks);
Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks); Admissions
(hospital & A&E) at medium-term (two to six weeks); Admissions (hospital & A&E) at long-term (> six weeks); GP visits at
medium-term (two to six weeks); GP visits at long-term (> six weeks)

Study Roddy 2020%”
Study type RCT (Patient randomised; Parallel)
Number of 1 (n=399)

studies (number
of participants)
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Countries and
setting

Line of therapy

Duration of
study

Method of
assessment of
guideline
condition
Stratum

Subgroup
analysis within
study

Inclusion criteria

Exclusion criteria

Age, gender and
ethnicity
Further
population
details
Indirectness of
population
Interventions

Conducted in United Kingdom; Setting:
primary care setting

1st line

Intervention + follow up: 7 days

Adequate method of assessment/diagnosis: A clinical diagnosis of gout was made by the GP without joint aspiration, blood tests, imaging, or
diagnostic criteria.

People without chronic kidney disease or people with CKD stages 1-2

Not applicable

Inclusion - Eligibility was assessed by the GP during a routine consultation. Participants were aged 18 years and over, consulting for a current gout
flare, and had capacity and willingness to give consent and complete trial documentation. A clinical diagnosis of gout was made by the GP without
joint aspiration, blood tests, imaging, or diagnostic criteria.

Exclusion criteria were unstable medical conditions (e.g. ischaemic heart disease, impaired liver function); known stage 4/5 chronic kidney disease
(estimated glomerular filtration rate/creatinine clearance <30 mL/min); recent surgery or gastrointestinal bleed; history of gastric ulcer; current
anticoagulant use; allergy to aspirin or NSAID; previous inability to tolerate naproxen or low-dose colchicine; other contraindication to either study
drug described in the Summary of Product Characteristics; prescription of naproxen or colchicine in the previous 24 hours; pregnancy or lactation;
potentially vulnerable patients; and participation in the CONTACT trial during a previous gout flare or involvement in another clinical trial in the last
90 days or other research within the last 30 days.

Age - Mean (SD): Naproxen group - 58.7(14.4), Colchicine 60(13.4). Gender (M:F): Male - Naproxen group - 173/27; Colchicine group - 174/25.
Ethnicity: not stated

1. Previous treatment: Not stated / Unclear 2. Setting: Primary care

No indirectness

(n=200) Intervention 1: NSAIDs - Naproxen. NSAIDS - Single initial dose of oral naproxen 750 mg (three 250 mg tablets) followed by 250 mg (one
tablet) every 8 hours for up to 7 days. Co-prescription of a proton-pump inhibitor was at the GP’s discretion.

Duration 7 days. Concurrent medication/care: not stated. Indirectness: No indirectness.

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): NSAIDs (Naproxen). 2. Doses (historically high vs low):
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Define (Single initial dose of oral naproxen 750 mg (three 250 mg tablets) followed by 250 mg (one tablet) every 8 hours for up to 7 days.).

(n=199) Intervention 2: Colchicine. Oral colchicine 500 mg (one tablet) every 8 hours for 4 days. Participants prescribed a statin were advised to omit
the statin during colchicine treatment

Duration 7 days. Concurrent medication/care: not stated. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Colchicine (Colchicine). 2. Doses (historically high vs
low): 500 mg (one tablet) every 8 hours for 4 days).

Funding Academic or government funding (The CONTACT trial was funded by the National Institute for Health Research School for Primary Care Research
(NIHR SPCR). CDM is funded by the National Institute for Health Research (NIHR) Collaborations for Leadership in Applied Health Research and Care
West Midlands, the NIHR School for Primary Care Research and an NIHR Research Professorship in General Practice (RP_2014-04-026). EMH is an
NIHR Senior Investigator. MB was funded by the NIHR School for Primary Care Research. CH and KRM are supported by the NIHR School for Primary
Care Research Evidence Synthesis Working group (NIHR SPCR ESWG project 390). CH is also supported by the NIHR Oxford Biomedical Research
Centre, Oxford University Hospitals NHS Foundation Trust and is an NIHR Senior Investigator.

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: NAPROXEN versus COLCHICINE

Protocol outcome 1: Pain at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Complete pain resolution at 7 days; Group 1: 115/170, Group 2: 116/174
Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Protocol outcome 2: Pain at medium-term (two to six weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Complete pain resolution at 4 weeks; Group 1: 130/170, Group 2: 130/174
Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Protocol outcome 3: Patient global assessment of treatment success (response to treatment) at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Patient assessment of global treatment response (completely/much better) n
at 7 days; Group 1: 114/170, Group 2: 110/174

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Protocol outcome 4: Patient global assessment of treatment success (response to treatment) at medium-term (two to six weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Patient assessment of global treatment response (completely/much better) n
at 4 weeks; Group 1: 140/170, Group 2: 143/174

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
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Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Protocol outcome 5: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (diarrhoea) at 7 days; Group 1: 30/170,
Group 2: 67/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (nausea and/ or vomiting) at 7 days; Group
1:21/170, Group 2: 30/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (dyspepsia) at 7 days; Group 1: 20/170,
Group 2: 20/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (abdominal pain) at 7 days; Group 1: 16/170,
Group 2: 16/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (constipation) at 7 days; Group 1: 30/170,
Group 2: 67/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (nausea and/ or vomiting) at 4 weeks; Group
1: 7/170, Group 2: 5/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (dyspepsia) at 4 weeks; Group 1: 13/170,
Group 2: 8/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (abdominal pain) at 4 weeks; Group 1:
4/170, Group 2: 8/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Gout: Diagnosis and Management June 2022
83



Final

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (constipation) at 4 weeks; Group 1: 9/170,
Group 2: 6/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events — gastrointestinal (diarrhoea) at 4 weeks; Group 1: 5/170,
Group 2: 10/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Protocol outcome 6: Admissions (hospital & A&E) at medium (two to six weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Consultation Re-attendance for gout during 4-week follow-up - Emergency
department

at 4 weeks; Group 1: 1/170, Group 2: 1/174

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Protocol outcome 7: GP visits at long (> six weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Consultation Re-attendance for gout during 4-week follow-up - GP
at 4 weeks; Group 1: 26/170, Group 2: 39/174; Comments: Number of times GP consultation

1 time - 14 (Naproxen group) vs 27 (Colchicine group)

2 times 8 (Naproxen group) vs 10 (Colchicine group)

3 times 2 (Naproxen group) vs 2 (Colchicine group)

Risk of bias: All domain - High, Selection - Low, Blinding - Low, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 30; Group 2 Number missing: 25

Protocol Health-related quality of life at short-term (up to two weeks); Health-related quality of life at medium-term (two to six weeks); Health-related quality
outcomes not of life at long-term (> six weeks); Pain at long-term (> six weeks); Joint swelling/joint inflammation at short-term (up to two weeks); Joint

reported by the swelling/joint inflammation at medium-term (two to six weeks); Joint swelling/joint inflammation at long-term (> six weeks); Joint tenderness at
study short-term (up to two weeks); Joint tenderness at medium-term (two to six weeks); Joint tenderness at long-term (> six weeks); Patient global

assessment of treatment success (response to treatment) at long-term (> six weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g.
diarrhoea) at medium-term (two to six weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two
weeks); Admissions (hospital & A&E) at short-term (up to two weeks); Admissions (hospital & A&E) at long-term (> six weeks); GP visits at medium-
term (two to six weeks); GP visits at short-term (up to two weeks)
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition
Stratum

Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Anakinra in Gout (anaGO0 NCT03002974) trial: Saag 2021>°

RCT (Patient randomised; Parallel)

(n=165 (111 used in this analysis as anakinra 200mg group was not relevant to this review))

Conducted in USA; Setting: multicentre

Unclear

Intervention + follow up: 5 days treatment, 15 days follow-up (extension phase could last up to 2 years).

Adequate method of assessment/diagnosis: ACR/EULAR 2015 criteria

People without chronic kidney disease or people with CKD stages 1-2

Stratified then randomised

>18 years, have a diagnosis of gout according to 2015 ACR/ EULAR criteria, have had >1 self-reported gout flare within
the 12 months prior to randomisation and have had the onset of an going flare (characterised by baseline pain intensity
in the index joint of 250 on a 0-100 VAS and defined by tenderness and swelling in the index joint of 21 on a 0-4 Likert
scale) within 4 days prior to randomisation. In addition, patients had to have had >1 episode of intolerance or non-
responsiveness to NSAIDs and colchicine or have had these treatments judged to be contraindicated or not appropriate.
Signs of non-responsiveness to NSAIDs and colchicine were prespecified and included lost efficacy over time, failure to
treat acute gout pain, inadequate/ unsatisfactory pain relief, or incapacity to achieve/maintain adequate dose regimen of
these agents.

Patients taking specified pain relief medications or biologic agents were excluded. Other exclusions were the presence of
a contraindication to triamcinolone treatment or the presence of rheumatoid arthritis, polyarticular gouty arthritis

(involving >4 joints), infectious/septic arthritis, or any other acute inflammatory arthritis.

Not reported
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Age, gender and ethnicity

Further population details

Extra comments

Indirectness of population

Interventions

Age - Median (range): Anakinra 100mg group: 53.5 (25-79), Triamcinolone group:56.0 (30-83). Gender (M:F): Anakinra
100mg group: 48 males (85.7%) Triamcinolone group: 48 males (87.3%). Ethnicity: Anakinra 100mg group: White 38
(67.9%), Black 15 (26.8%), Asian 3 (5,4%)

Triamcinolone group: White 39 (70.9%), Black 15 (27.3%), Asian 1 (1.8%)

1. Previous treatment: Pharmacological (patients had to have had >1 episode of intolerance or non-responsiveness to
NSAIDs and colchicine or have had these treatments judged to be contraindicated or not appropriate.). 2. Setting: Not
stated / Unclear

Mean disease duration 8.7 years
Mean number of self-reported flares during the past year: 4.5

No indirectness

(n=56) Intervention 1: IL-1 inhibitors - Anakinra. Anakinra 100mg S/C once daily for 5 days. In accordance with the double
dummy design, patients received one IM injection and two S/C injections on day 1 and two S/C injections on days 2-5.
Treatments were initiated on the day of randomisation (visit 1) and were supervised or given by the investigator (or
delegated study staff) at the outpatient clinic, emergency department or hospital. If a patient was treated at an
outpatient clinic or was discharged from hospital before the end of the 5-day drug administration period, the daily S/C
injections were administered at home by the patients themselves or a caregiver. Duration 5 days. Concurrent
medication/care: Allowed rescue medication was paracetamol and/ or codeine, short-acting tramadol and topical ice/
cold packs. If relief was insufficient, prednisone or prednisolone was permitted. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): IL-1 inhibitors (Anakinra).
2. Doses (historically high vs low): Define (100mg).

Comments: 50% of patients (28) were receiving ULT at baseline.

(n=55) Intervention 2: Corticosteroids - Triamcinolone. Triamcinolone 40mg single injection. In accordance with the
double dummy design, patients received one IM injection and two S/C injections on day 1 and two S/C injections on days
2-5. Treatments were initiated on the day of randomisation (visit 1) and were supervised or given by the investigator (or
delegated study staff) at the outpatient clinic, emergency department or hospital. If a patient was treated at an
outpatient clinic or was discharged from hospital before the end of the 5-day drug administration period, the daily S/C
injections were administered at home by the patients themselves or a caregiver. Duration 5 days. Concurrent
medication/care: Allowed rescue medication was paracetamol and/ or codeine, short-acting tramadol and topical ice/
cold packs. If relief was insufficient, prednisone or prednisolone was permitted. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids
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(Triamcinolone). 2. Doses (historically high vs low): Define (40mg).
Comments: 41.8% of patients (23) were receiving ULT at baseline.

Funding Study funded by industry (Swedish Orphan Biovitrum)

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: ANAKINRA 100MG versus TRIAMCINOLONE

Protocol outcome 1: Pain at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain (VAS change) - flare 1 at 24-72 hours; Group 1: mean -41.8 (SD 26.5121);
n=56, Group 2: mean -39.4 (SD 26.8472); n=55; VAS 0-100 Top=High is poor outcome

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low, Subgroups -
Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Anakinra 100mg group mean disease duration was 9.7 years; triamcinolone group was 7.7
years.

ULT use: anakinra group: 50%; triamcinolone group: 41.8%; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain (VAS change)- flare 2 at 24-72 hours; Group 1: mean -35.3 (SD 25.7); n=22,
Group 2: mean -31.1 (SD 26.3); n=17; VAS pain 0-100 Top=High is poor outcome

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low, Subgroups -
Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Anakinra 100mg group mean disease duration was 9.7 years; triamcinolone group was 7.7
years.

ULT use: anakinra group: 50%; triamcinolone group: 41.8%; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain (VAS change)- flare 3 at 24-72 hours; Group 1: mean -40.4 (SD 18); n=13,
Group 2: mean -51.2 (SD 14.1); n=5; VAS pain 0-100 Top=High is poor outcome

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low, Subgroups -
Low, Other 1 - Low; Indirectness of outcome: No indirectness ; Baseline details: Anakinra 100mg group mean disease duration was 9.7 years; triamcinolone group was 7.7
years.

ULT use: anakinra group: 50%; triamcinolone group: 41.8%; Group 1 Number missing: 0; Group 2 Number missing:0

Protocol outcome 2: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at long (>6 weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events at whole study period (up to 2 years); Group 1: 21/55, Group 2:
22/54

Risk of bias: All domain - Low, Selection - Low, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low, Subgroups -
Low, Other 1 - Low; Indirectness of outcome: No indirectness; Baseline details: Anakinra 100mg group mean disease duration was 9.7 years; triamcinolone group was 7.7
years.
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ULT use: anakinra group: 50%; triamcinolone group: 41.8%; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Health-related quality of life at short (up to two weeks); Health-related quality of life at medium (two to six weeks);
Health-related quality of life at long (> six weeks); Pain at medium (two to six weeks); Pain at long (> six weeks); Joint
swelling/joint inflammation at short (up to two weeks); Joint swelling/joint inflammation at medium (two to six weeks);
Joint swelling/joint inflammation at long (> six weeks); Joint tenderness at short (up to two weeks); Joint tenderness at
medium (two to six weeks); Joint tenderness at long (> six weeks); Patient global assessment of treatment success
(response to treatment) at short (up to two weeks); Patient global assessment of treatment success (response to
treatment) at medium (two to six weeks); Patient global assessment of treatment success (response to treatment) at
long (> six weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at medium (two to six
weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks);
Admissions (hospital & A&E) at short (up to two weeks); Admissions (hospital & A&E) at medium (two to six weeks);
Admissions (hospital & A&E) at long (> six weeks); GP visits at medium (two to six weeks); GP visits at long (> six weeks);
GP visits at short (up to two weeks)
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition

Stratum
Subgroup analysis within study

Inclusion criteria

Exclusion criteria
Age, gender and ethnicity

Further population details

Indirectness of population

Interventions

Schlesinger 200253

RCT (Patient randomised; Parallel)

1 (n=19)

Conducted in USA

1st line

Intervention + follow up: intervention 6 days + 1 week follow up

Adequate method of assessment/diagnosis: All patients had arthrocentesis during the acute gouty attacks and had
confirmation of intracellular monosodium urate crystals. Synovial fluid leukocyte counts >2000/mm3 or > 10 leukocytes per
high power field (HPF) were seen in 16 patients. Three patients with synovial fluid leukocyte counts < 2000/mm3 but with a
clinical picture of acute gout were also included in the study (of these patients 2 were in the group treated with ice and one
was in the control group).

People without chronic kidney disease or people with CKD stages 1-2
Not applicable

Nineteen patients with acute gouty attacks seen in the Rheumatology Clinic and during hospitalization at the Philadelphia
VA Medical Center between February 1, 1996, to May 1, 1997, were enrolled into an institutional review board approved
protocol. All patients had arthrocentesis during the acute gouty attacks and had confirmation of intracellular monosodium
urate crystals. Synovial fluid leukocyte counts > 2000/mm3 or > 10 leukocytes per high power field (HPF) were seen in 16
patients. Three patients with synovial fluid leukocyte counts < 2000/mm3 but with a clinical picture of acute gout were also
included in the study (of these patients 2 were in the group treated with ice and one was in the control group).

not stated
Age - Other: age not stated. Gender (M:F): not stated. Ethnicity: not stated

1. Previous treatment: Pharmacological (Allopurinol treatment was continued in the same dose if patients were receiving it
prior to the attack.). 2. Setting: Define (Rheumatology Clinic and during hospitalization at the Philadelphia VA Medical
Center).

No indirectness

(n=10) Intervention 1: Combination interventions - Pharmacological + non-pharmacological. received topical ice therapy,
oral corticosteroids (prednisone tapered from 30 mg to 0 over 6 days (30 mg 2 days, 20 mg x 2 days, 10 mg x 2 days) and
colchicine 0.6 mg/day. Ice therapy, by application of ice packs with self-ties (Stay-dry ice packs, Tecnol model 11427) on the
inflamed target joint for 30 min 4 times/day, was given to all patients in Group A. The patients were followed for one week.
Duration 6 days. Concurrent medication/care: Allopurinol treatment was continued in the same dose if patients were
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receiving it prior to the attack. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): (Ice and prednisolone and
colchicine). 2. Doses (historically high vs low): Define (received topical ice therapy, oral corticosteroids (prednisone tapered
from 30 mg to 0 over 6 days (30 mg 2 days, 20 mg x 2 days, 10 mg x 2 days) and colchicine 0.6 mg/day. Ice therapy, by
application of ice packs with self-ties (Stay-dry ice packs, Tecnol model 11427) on the inflamed target joint for 30 min 4
times/day, was given to all patients in Group A.).

(n=9) Intervention 2: Combination interventions - Pharmacological + non-pharmacological. oral corticosteroids (prednisone
tapered from 30 mg to 0 over 6 days (30 mg 2 days, 20 mg x 2 days, 10 mg x 2 days) and colchicine 0.6 mg/day. no ice
therapy. Duration 6 days. Concurrent medication/care: Allopurinol treatment was continued in the same dose if patients
were receiving it prior to the attack. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): (Prednisolone +colchicine). 2.
Doses (historically high vs low): Define ((prednisone tapered from 30 mg to 0 over 6 days (30 mg 2 days, 20 mg x 2 days, 10
mg x 2 days) and colchicine 0.6 mg/day).

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: PHARMACOLOGICAL + NON-PHARMACOLOGICAL versus PHARMACOLOGICAL + NON-
PHARMACOLOGICAL

Protocol outcome 1: Pain at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain at 1 week; Group 1: mean 0.8 (SD 1.1); n=10, Group 2: mean 4.74 (SD
3.011); n=9

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: Serious indirectness, Comments: standard deviation calculated by NGC using pain scores for each patient that were provided by paper; Group 1
Number missing: 0; Group 2 Number missing: 0

Protocol outcome 2: Joint swelling/joint inflammation at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: joint circumference (cm) at 1 week; Group 1: mean 32.5 centimetres (SD 8.57);
n=10, Group 2: mean 33.4 centimetres (SD 10.25); n=9

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: Serious indirectness, Comments: standard deviation calculated by NGC using joint circumference for each patient that were provided by paper;
Group 1 Number missing: 0; Group 2 Number missing: 0
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Protocol outcomes not reported by the study Health-related quality of life at short (up to two weeks); Health-related quality of life at medium (two to six weeks); Health-
related quality of life at long (> six weeks); Pain at medium (two to six weeks); Pain at long (> six weeks); Joint swelling/joint
inflammation at medium (two to six weeks); Joint swelling/joint inflammation at long (> six weeks); Joint tenderness at short
(up to two weeks); Joint tenderness at medium (two to six weeks); Joint tenderness at long (> six weeks); Patient global
assessment of treatment success (response to treatment) at short (up to two weeks); Patient global assessment of
treatment success (response to treatment) at medium (two to six weeks); Patient global assessment of treatment success
(response to treatment) at long (> six weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at
short (up to two weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at medium (two to six
weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks); Admissions
(hospital & A&E) at short (up to two weeks); Admissions (hospital & A&E) at medium (two to six weeks); Admissions
(hospital & A&E) at long (> six weeks); GP visits at medium (two to six weeks); GP visits at long (> six weeks); GP visits at
short (up to two weeks)
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Study

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition
Stratum

Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Indirectness of population

Schlesinger 20125!

RCT (Patient randomised; Parallel)

2 (n=456)

Conducted in USA; Setting: N/A

1st line

Intervention + follow up: 24 weeks

Unclear method of assessment/diagnosis

Mixed population (people with chronic kidney disease and people without chronic kidney disease)
Not applicable

The studies enrolled patients: aged 18-85 years, meeting the American College of Rheumatology 1977 preliminary

criteria for the classification of acute arthritis of primary gout,21 with a history of >three self-reported flares in the previous
12 months, having an acute flare for <five days characterised by baseline pain intensity 2550 mm on a 0—100 mm visual
analogue scale (VAS), having contraindications for, intolerance of, or unresponsiveness to NSAIDs and/or

colchicine (as determined by the investigator, and with a body mass index (BMI) <45 kg/m2. Patients taking ULT were on a
stable dose and regimen for at least 2 weeks prior to randomisation and were expected to remain on a stable regimen
during the study.

Key exclusion criteria included: use of specified pain relief medications or biologics (including corticosteroids, narcotics,
paracetamol/acetaminophen, ibuprofen, colchicine, IL-blocker and tumour necrosis factor inhibitor) within specified

periods prior to study entry , rheumatoid arthritis, infectious/septic arthritis, or other acute inflammatory arthritis, history of
malignancy, active, chronic, or recurrent infections, including tuberculosis, or HIV infection or hepatitis B or C infection.

N/A

Age - Mean (SD): Pooled: Canakinumab group - 52.3(11.8), triamcinolone group 53.6(11.5). Gender (M:F): 414/40. Ethnicity:
Canakinumab group Caucasian 167, black - 26, Asian-13, other19, Triamcinolone group Caucasian 176, black - 24, Asian-12,
otherl7

1. Previous treatment: Pharmacological (Patients taking ULT were on a stable dose and regimen for at least 2 weeks prior to
randomisation and were expected to remain on a stable regimen during the study). 2. Setting: Not stated / Unclear

No indirectness
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Interventions

(n=115) Intervention 1: IL-1 inhibitors - Canakinumab. canakinumab 150 mg by subcutaneous injection - (B-RELIEVED sub-
study). Duration single dose. Concurrent medication/care: Patients taking ULT were on a stable dose and regimen for at
least 2 weeks prior to randomisation and were expected to remain on a stable regimen during the study.

Patients experiencing a new flare visited the study site as soon as possible (within 5 days of flare onset) for treatment with
the same baseline study drug. The minimum period between two consecutive study drug administrations was 14 days.
Patients having difficulty tolerating their pain or experiencing a flare within 14 days of receiving the study medication could
take rescue medication (see online supplementary text). During the extension studies, patients continued to be treated on-
demand for any new flares. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): IL-1 inhibitors (Canakinumab).
2. Doses (historically high vs low): Define (150 mg).

(n=115) Intervention 2: Corticosteroids - Triamcinolone. Triamcinolone acetonide 40 mg intramuscular injection (B-RELIEVED
sub-study). Duration single dose. Concurrent medication/care: Patients taking ULT were on a stable dose and regimen for at
least 2 weeks prior to randomisation and were expected to remain on a stable regimen during the study.

Patients experiencing a new flare visited the study site as soon as possible (within 5 days of flare onset) for treatment with
the same baseline study drug. The minimum period between two consecutive study drug administrations was 14 days.
Patients having difficulty tolerating their pain or experiencing a flare within 14 days of receiving the study medication could
take rescue medication (see online supplementary text). During the extension studies, patients continued to be treated on-
demand for any new flares. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids
(Triamcinolone). 2. Doses (historically high vs low): Define (40 mg).

(n=112) Intervention 3: IL-1 inhibitors - Canakinumab. canakinumab 150 mg by subcutaneous injection - (B-RELIEVED-II sub-
study). Duration single dose. Concurrent medication/care: Patients taking ULT were on a stable dose and regimen for at
least 2 weeks prior to randomisation and were expected to remain on a stable regimen during the study.

Patients experiencing a new flare visited the study site as soon as possible (within 5 days of flare onset) for treatment with
the same baseline study drug. The minimum period between two consecutive study drug administrations was 14 days.
Patients having difficulty tolerating their pain or experiencing a flare within 14 days of receiving the study medication could
take rescue medication (see online supplementary text). During the extension studies, patients continued to be treated on-
demand for any new flares. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): IL-1 inhibitors (Canakinumab).
2. Doses (historically high vs low): Define (150 mg).

(n=114) Intervention 4: Corticosteroids - Triamcinolone. Triamcinolone acetonide 40 mg intramuscular injection (B-
RELIEVED-II sub-study). Duration single dose. Concurrent medication/care: Patients taking ULT were on a stable dose and
regimen for at least 2 weeks prior to randomisation and were expected to remain on a stable regimen during the study.
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Patients experiencing a new flare visited the study site as soon as possible (within 5 days of flare onset) for treatment with
the same baseline study drug. The minimum period between two consecutive study drug administrations was 14 days.
Patients having difficulty tolerating their pain or experiencing a flare within 14 days of receiving the study medication could
take rescue medication (see online supplementary text). During the extension studies, patients continued to be treated on-
demand for any new flares. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids
(Triamcinolone). 2. Doses (historically high vs low): Define (40 mg).

Funding Other author(s) funded by industry (This study was supported by Novartis Pharma AG, Basel, Switzerland.

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: CANAKINUMAB versus TRIAMCINOLONE

Protocol outcome 1: Joint swelling/joint inflammation at short (up to two weeks)
- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Physician assessment of swelling (OR) - B-RELIEVED at 7 days; OR; , Comments:
OR (95% Cl) =2.02 (1.2 to 3.5).

The study also reported swelling at 72 hours OR (95% Cl) =1.72 (1.1 to 2.8).
Proportional odds regression with study, treatment group and body mass index at baseline as covariates

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 2; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: 100-mm visual analogue scale at 72 hours (B-Relieved)

at 7 days; Group 1: mean 28.1 (SD 26.19); n=113, Group 2: mean 39.5 (SD 26.19); n=115

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 2; Group 2 Number missing: 0

Protocol outcome 2: Joint tenderness at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Physician assessment of tenderness (OR) - B-RELIEVED at 7 days; OR (95% Cl)
=2.25(1.3t0 3.8)

The study also reported Tenderness at 72 hours OR (95% Cl) =2.00 (1.2 to 3.4)

Proportional odds regression with study, treatment group and body mass index at baseline as covariates;
Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
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Indirectness of outcome: No indirectness; Group 1 Number missing: 2; Group 2 Number missing: O

Protocol outcome 3: Patient global assessment of treatment success (response to treatment) at short (up to two weeks)
- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Patient global assessment (OR) - B-RELIEVED at 7 days; OR; , Comments: OR
(95% Cl) = 1.83 (1.1 to 3.0)

The study also reported patient global assessment at 72 hours OR (95% Cl) = 1.74 (1.1 to 2.8)

Proportional odds regression with study, treatment group and body mass index at baseline as covariates;
Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness; Group 1 Number missing: 2; Group 2 Number missing: 0

Protocol outcome 4: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Any adverse event - B-RELIEVED - long term at 24 weeks; Group 1: 71/113,
Group 2: 56/115

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness; Group 1 Number missing: 2; Group 2 Number missing: O

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: CANAKINUMAB versus TRIAMCINOLONE

Protocol outcome 1: Joint swelling/joint inflammation at short (up to two weeks)
- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Physician assessment of swelling (OR) - B-RELIEVED-II at 7 days; Mean; ,
Comments: OR (95% Cl) =1.21 (0.7 to 2.1)

The study also reported swelling at 72 hours OR (95% Cl) = 1.76(1.1 to 2.9)

Proportional odds regression with study, treatment group and body mass index at baseline as covariates;

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: 100-mm visual analogue scale at 72 hours (B-Relieved-Il)

at 72 hours; Group 1: mean 22.1 (SD 24.92); n=112, Group 2: mean 31.9 (SD 24.92); n=114

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 2; Group 2 Number missing: 0

Protocol outcome 2: Joint tenderness at short (up to two weeks)
- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Physician assessment of tenderness (OR) - B-RELIEVED-II at 7 days; OR; ,
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Comments: OR (95% Cl) = 2.07(1.2 to 3.6)
The study also reported tenderness at 72 hours OR (95% Cl) = 2.34(1.4 to 4.0)
Proportional odds regression with study, treatment group and body mass index at baseline as covariates

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 3: Patient global assessment of treatment success (response to treatment) at short (up to two weeks)
- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Patient global assessment (OR) - B-RELIEVED-II at 7 days; OR; , Comments: OR
(95% Cl) = 2.14(1.3 to 3.5)

The study also reported tenderness at 72 hours OR (95% Cl) = 2.71(1.7 to 4.5).
Proportional odds regression with study, treatment group and body mass index at baseline as covariates

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcome 4: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Any adverse event - B-RELIEVED-II - long term at 24 weeks; Group 1: 78/112,
Group 2: 65/114

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Health-related quality of life at short (up to two weeks); Health-related quality of life at medium (two to six weeks); Health-
related quality of life at long (> six weeks); Pain at short (up to two weeks); Pain at medium (two to six weeks); Pain at long
(> six weeks); Joint swelling/joint inflammation at medium (two to six weeks); Joint swelling/joint inflammation at long (> six
weeks); Joint tenderness at medium (two to six weeks); Joint tenderness at long (> six weeks); Patient global assessment of
treatment success (response to treatment) at medium (two to six weeks); Patient global assessment of treatment success
(response to treatment) at long (> six weeks); Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at
medium (two to six weeks); Admissions (hospital & A&E) at short (up to two weeks); Admissions (hospital & A&E) at medium
(two to six weeks); Admissions (hospital & A&E) at long (> six weeks); GP visits at medium (two to six weeks); GP visits at
long (> six weeks); GP visits at short (up to two weeks)
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Study (subsidiary papers)

Study type

Number of studies (number of participants)
Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition
Stratum

Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

S0 2010 (Schlesinger 201152)

RCT (Patient randomised; Parallel)

1 (n=85)

Conducted in Switzerland; Setting: N/A

1st line

Intervention + follow up: 7 days

Adequate method of assessment/diagnosis

People without chronic kidney disease or people with CKD stages 1-2
Not applicable

The study enrolled patients ages 18—80 years with a history of

at least 1 previous gout flare who met the American College of Rheumatology 1977 preliminary criteria for acute gout (22).
Patients were also required to have had an acute gout flare for <5 days, have a baseline pain intensity of 250 mm on a visual
analogue scale (VAS) ranging from no pain (0 mm) to unbearable pain (100 mm), have disease that was refractory to or have
contraindications to NSAIDs and/or colchicine according to their treating physician, and have a body mass index (BMI) of <40
kg/m?2. Patients receiving urate-lowering therapy were required to be on a stable dose regimen and were expected to
remain on this regimen throughout the study.

Key exclusion criteria included the use of any of the following medications within specified periods before screening:
ibuprofen, acetaminophen, aspirin, diclofenac, naproxen, cyclooxygenase 2 inhibitors, other NSAIDs, systemic or
intraarticular corticosteroids, anakinra, rilonacept, any tumour necrosis factor inhibitor, or use of >1 dose of 0.6 mg
colchicine in the 24 hours before screening, if not taking a stable dose. Patients were excluded if they had rheumatoid,
infectious/septic, or other inflammatory arthritis; severe renal function impairment; drug allergies; idiopathic
thrombocytopenic purpura; contraindication to intramuscular injection; donation or loss of 2400 ml of blood in the 8 weeks
before dosing; live vaccination in the 3 months before the start of the study; active or recurrent infection at enrolment;
active pulmonary disease; requirement for antibiotics against latent tuberculosis; risk factors for tuberculosis; any surgical or
underlying hepatic, hematologic, pulmonary, infectious, or gastrointestinal condition that compromised the immune system
and/or would place the patient at unacceptable risk if they received immunomodulatory therapy; or long QT syndrome or
QTc >450 msec for men and >470 msec for women. Women of childbearing age were required to be using an acceptable
method of contraception.

N/A
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Age, gender and ethnicity Age - Mean (SD): Canakinumab 50.6(15.38); Triamcinolone acetonide 52.4(11.55). Gender (M:F): Canakinumab 28/0;
Triamcinolone acetonide 55/2. Ethnicity: Not stated

Further population details 1. Previous treatment: Not stated / Unclear 2. Setting: Not stated / Unclear

Indirectness of population No indirectness

Interventions (n=28) Intervention 1: IL-1 inhibitors - Canakinumab. Canakinumab 150 mg by subcutaneous injection and saline by

intramuscular injection. Duration single dose. Concurrent medication/care: 6 (22.2%) patients received rescue medication
(Acetaminophen 5 (18.5%); Codeine 1(3.7%); Prednisolone 2 (7.4%)); 32 % of the patients were taking Allopurinol in the
Canakinumab (150 mg) group. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): IL-1 inhibitors (Canakinumab).
2. Doses (historically high vs low): Define (150 mg).

(n=57) Intervention 2: Corticosteroids - Triamcinolone. triamcinolone acetonide (40 mg) intramuscularly and a subcutaneous
placebo injection on day 1. Duration single dose. Concurrent medication/care: 31 patients received rescue medication
(Acetaminophen 23 (41.1%); Codeine 9(16.1%%); Prednisolone 16 (28.6%%)); 35 % of the patients were taking Allopurinol in
triamcinolone group). Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids
(Triamcinolone). 2. Doses (historically high vs low): Define (40 mg).

Funding Study funded by industry (Supported by Novartis Pharma AG, Basel, Switzerland.

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: CANAKINUMAB versus TRIAMCINOLONE

Protocol outcome 1: Health-related quality of life at long (> six weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: SF 36 - physical component at 7 days; Group 1: mean 48.3 (SD 8.6); n=28,
Group 2: mean 41.9 (SD 9.5); n=57

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 1; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: SF 36 - physical component at 8 weeks; Group 1: mean 52.8 (SD 6.7); n=28,
Group 2: mean 47.1 (SD 11.2); n=57

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 1; Group 2 Number missing: 0

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: SF 36 - Mental component at 8 weeks; Group 1: mean 53.3 (SD 7.4); n=28,
Group 2: mean 49.1 (SD 11.1); n=57
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Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 1; Group 2 Number missing: 0

Protocol outcome 2: Pain at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain - VAS % change from baseline at 7 days; Group 1: mean -92.7 (SD 12.1);
n=27, Group 2: mean -74.8 (SD 32.7); n=56

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 1; Group 2 Number missing: 0

Protocol outcome 3: Patient global assessment of treatment success (response to treatment) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Patient global assessment of response to treatment: good or excellent at 7 days;
Group 1: 25/27, Group 2: 31/56

Risk of bias: All domain - Very high, Selection - High, Blinding - High, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 1; Group 2 Number missing: 1

Protocol outcome 4: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Any adverse events at 7 days; Group 1: 9/28, Group 2: 24/57; Comments: Any
serious adverse events - were cerebrovascular disorder (in 1 patient in the triamcinolone acetonide group)

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Health-related quality of life at short (up to two weeks); Health-related quality of life at medium (two to six weeks); Pain at
medium (two to six weeks); Pain at long (> six weeks); Joint swelling/joint inflammation at short (up to two weeks); Joint
swelling/joint inflammation at medium (two to six weeks); Joint swelling/joint inflammation at long (> six weeks); Joint
tenderness at short (up to two weeks); Joint tenderness at medium (two to six weeks); Joint tenderness at long (> six
weeks); Patient global assessment of treatment success (response to treatment) at medium (two to six weeks); Patient
global assessment of treatment success (response to treatment) at long (> six weeks); Adverse events — cardiovascular,
renal and gastrointestinal (e.g. diarrhoea) at medium (two to six weeks); Adverse events — cardiovascular, renal and
gastrointestinal (e.g. diarrhoea) at short (up to two weeks); Admissions (hospital & A&E) at short (up to two weeks);
Admissions (hospital & A&E) at medium (two to six weeks); Admissions (hospital & A&E) at long (> six weeks); GP visits at
medium (two to six weeks); GP visits at long (> six weeks); GP visits at short (up to two weeks)
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Study
Study type

Number of studies (number of participants)

Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition
Stratum

Subgroup analysis within study

Inclusion criteria

Exclusion criteria
Recruitment/selection of patients

Age, gender and ethnicity

Further population details
Indirectness of population

Interventions

Terkeltaub 2010%°
RCT (Patient randomised; Parallel)

1 (n=185) with gout flare.
A key aspect of the study design was that patients were enrolled and were dispensed a double-blinded blister card of study
medication, at screening, prior to the onset of a gout flare (n=575).

Conducted in USA; Setting: 54 centres in the US

1st line

Intervention + follow up: 7 days

Adequate method of assessment/diagnosis

People without chronic kidney disease or people with CKD stages 1-2
Not applicable

Male and postmenopausal female patients >18 years of age with a confirmed past diagnosis of gout (according to the
American College of Rheumatology [ACR] classification criteria and having had >2 gout flares within the prior 12 months
were eligible for randomization.

Not stated
N/A

Age - Mean (SD): 51.5 (11.12). Gender (M:F): 176/9. Ethnicity: American Indian/Alaska native - 1, Asian - 2, Black/African
American - 25, White/Caucasian - 153, Other - 4

1. Previous treatment: Not stated / Unclear (Not stated). 2. Setting: Not stated / Unclear
No indirectness

(n=74) Intervention 1: Colchicine — “low-dose” colchicine (1.2 mg followed by 0.6 mg in 1 hour followed by placebo doses
every hour for 5 hours [1.8 mg total]). Duration 1 day. Concurrent medication/care: A stable regimen of urate-lowering
therapy was permitted. Concurrent allopurinol use: Colchicine group 29 (39.2%), Placebo group 15 (25.4). Most rescue
medications used in this trial were NSAIDs, with indomethacin predominating. Rescue medication was taken within the first
24 hours by 23 patients (31.1%) in the low-dose colchicine group, 18 patients (34.6%) in the high-dose

colchicine group, and 29 patients (50.0%) in the placebo group. These patients were considered non-responders. Compared
with patients receiving placebo, significantly fewer patients in the low-dose colchicine group (odds ratio [OR] 0.45 [95% ClI
0.22—0.92], P 0.027) took rescue medication prior to hour 24. Fewer patients in the high-dose colchicine group than in the
placebo group (OR 0.53 [95% CI 0.25—1.14]) took rescue medication prior to hour 24, although the difference did not reach
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Funding

statistical significance (P = 0.103). Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Colchicine (Colchicine). 2.
Doses (historically high vs low): Lower dose ((1.2 mg followed by 0.6 mg in 1 hour followed by placebo doses every hour for
5 hours [1.8 mg total])).

(n=59) Intervention 2: Placebo - (2 placebo capsules initially, followed by 1 placebo capsule every hour for 6 hours). Most
rescue medications used in this trial were NSAIDs, with

indomethacin predominating. Rescue medication was taken within the first 24 hours by 23 patients (31.1%) in the low-dose
colchicine group, 18 patients (34.6%) in the high-dose

colchicine group, and 29 patients (50.0%) in the placebo group. These patients were considered non-responders. Compared
with patients receiving placebo, significantly fewer patients in the low-dose colchicine group (odds ratio [OR] 0.45 [95% CI
0.22—-0.92], P 0.027) took rescue medication prior to hour 24. Fewer patients in the high-dose colchicine group than in the
placebo group (OR 0.53 [95% CI 0.25-1.14]) took rescue medication

prior to hour 24, although the difference did not reach statistical significance (P = 0.103). Duration 1 day. Concurrent
medication/care: A stable regimen of urate-lowering therapy was permitted. Concurrent allopurinol use: Colchicine group
29(39.2%), Placebo group 15 (25.4). Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): (Placebo). 2. Doses
(historically high vs low): Define (1 placebo capsule every hour for 6 hours).

Equipment / drugs provided by industry (URL Pharma funded the study and choose United BioSource Corporation to be the
Contract Research Organization to run the study. Dr. Davis is the Chief Medical Officer for URL Pharma and had key roles in
the study design, data collection, data analysis, and writing of the manuscript. Prior to the start of the study, URL Pharma
agreed that the authors had full rights to submit the manuscript for publication, URL Pharma approval of the content of the
submitted manuscript was not required, and publication of the manuscript was not contingent upon the approval of URL
Pharma. The authors had full access to all data, and Dr. Terkeltaub made the final editorial decisions.

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: COLCHICINE versus PLACEBO

Protocol outcome 1: Pain at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain - treatment response based on target joint pain score 32 hours after first
dose - 2 50% pain reduction (number of patients) at 32 hours; Group 1: 31/74, Group 2: 10/58

Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 1
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Protocol outcome 2: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short-term (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Adverse events - gastrointestinal at 32 hours; Group 1: 19/74, Group 2: 12/59
Risk of bias: All domain - High, Selection - High, Blinding - Low, Incomplete outcome data - Low, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 0; Group 2 Number missing: 0

Protocol outcomes not reported by the study Health-related quality of life at short (up to two weeks); Health-related quality of life at medium (two to six weeks); Health-
related quality of life at long (> six weeks); Pain at medium (two to six weeks); Pain at long (> six weeks); Joint swelling/joint
inflammation at short (up to two weeks); Joint swelling/joint inflammation at medium (two to six weeks); Joint
swelling/joint inflammation at long (> six weeks); Joint tenderness at short (up to two weeks); Joint tenderness at medium
(two to six weeks); Joint tenderness at long (> six weeks); Patient global assessment of treatment success (response to
treatment) at short (up to two weeks); Patient global assessment of treatment success (response to treatment) at medium
(two to six weeks); Patient global assessment of treatment success (response to treatment) at long (> six weeks); Adverse
events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at medium (two to six weeks); Adverse events —
cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks); Admissions (hospital & A&E) at short
(up to two weeks); Admissions (hospital & A&E) at medium (two to six weeks); Admissions (hospital & A&E) at long (> six
weeks); GP visits at medium (two to six weeks); GP visits at long (> six weeks); GP visits at short (up to two weeks)
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Study
Study type
Number of studies (number of participants)

Countries and setting

Line of therapy

Duration of study

Method of assessment of guideline condition
Stratum

Subgroup analysis within study

Inclusion criteria

Exclusion criteria

Recruitment/selection of patients

Age, gender and ethnicity

Further population details

Indirectness of population

Interventions

Xu 2016%°
RCT (Patient randomised; Parallel)
1 (n=132)

Conducted in China; Setting: Department of Endocrinology of Nanfang Hospital affiliated to Southern Medical University
between April 2015 and August 2015.

1st line

Intervention + follow up: 4 days

Adequate method of assessment/diagnosis

People without chronic kidney disease or people with CKD stages 1-2
Not applicable

Inclusion criteria were: 1) gout attacks within 72 h of screening; 2) The degree of pain in the index joint was at least
moderate (2 on a 5-point Likert scale) at baseline; and 3) the index joint was defined as the joint that was the most painful at
the time of randomization.

Exclusion criteria were: 1) chronic gouty arthritis stage; 2) clinical suspicion of joint infection or other joint disease; 3)
polyarticular gout involving more than four joints; 4) coronary heart disease, heart failure, gastrointestinal haemorrhage, or
a history of peptic ulcer; 5) the digestive tract operation history, inflammatory bowel disease, or malignant tumor; 6) using
NSAIDs or corticosteroids within 72 h before the baseline assessments; 7) allergic to any of the study drugs; 8) abnormal
liver function with transaminase levels higher than

2 times the upper limit of normal; or 9) renal insufficiency with serum creatinine levels greater than 200 umol

consecutive

Age - Mean (SD): prednisolone group - 44.03(15.37), etoricoxib 44.43(15.08), indomethacin 43.81(12.29). Gender (M:F):
male (%) -prednisolone group - 100%, etoricoxib 100%, indomethacin 97.2%. Ethnicity: not stated

1. Previous treatment: Not stated / Unclear 2. Setting: Define (department of Endocrinology of Nanfang affiliated to
southern medical university).

No indirectness
(n=41) Intervention 1: Corticosteroids - Prednisolone. prednisolone (35 mg qd, Tianjin Lisheng Pharmaceutical Co., Ltd.,

Shenzhen, China; n=41). Duration 4 days. Concurrent medication/care: no concomitant treatment. Indirectness: No
indirectness
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Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): Corticosteroids (Prednisolone
). 2. Doses (historically high vs low): Define (35 mg).

(n=46) Intervention 2: NSAIDs - Etoricoxib. Etoricoxib (120 mg qd, Merck Frost, Montreal, Canada; n=46. Duration 4 days.
Concurrent medication/care: no concomitant treatment. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): NSAIDs (Etoricoxib). 2. Doses
(historically high vs low): Define (120 mg).

(n=45) Intervention 3: NSAIDs - Indomethacin. Etoricoxib (120 mg qd, Merck Frost, Montreal, Canada; n=45). Duration 4
days. Concurrent medication/care: No concomitant treatment. Indirectness: No indirectness

Further details: 1. Choice of drug (drugs within the class, based on the intervention arm only): NSAIDs (Indomethacin). 2.
Doses (historically high vs low): Define (120 mg).

Funding Funding not stated

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: PREDNISOLONE versus ETORICOXIB

Protocol outcome 1: Pain at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain (Prednisolone vs etoricoxib) at 4 days; MD; , Units:

Comments: Mean difference (Standard error) = 0.12 (0.131);

Risk of bias: All domain - High, Selection - Low, Blinding - Very high, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 2

Protocol outcome 2: Joint swelling/joint inflammation at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Swelling (Prednisolone vs etoricoxib) at 4 days; MD; , Comments: Mean
difference (Standard error) = 0.21(0.125);

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 2

Protocol outcome 3: Joint tenderness at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: tenderness (Prednisolone vs etoricoxib) at 4 days; MD; , Comments: Mean
difference (Standard error) = 0.11 (0.097);

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 2

Gout: Diagnosis and Management June 2022
104



Final

Protocol outcome 4: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Gastric or abdominal pain (Prednisolone vs etoricoxib) at 4 days; Group 1: 2/33,
Group 2: 0/44

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 2

RESULTS (NUMBERS ANALYSED) AND RISK OF BIAS FOR COMPARISON: PREDNISOLONE versus INDOMETHACIN

Protocol outcome 1: Pain at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Pain (Prednisolone vs indomethacin) at 4 days; Mean difference (Standard
error) =0.11 (0.116);

Risk of bias: All domain - High, Selection - Low, Blinding - Very high, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 9

Protocol outcome 2: Joint swelling/joint inflammation at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Swelling (Prednisolone vs indomethacin) at 4 days; Mean difference (Standard
error) =0.33 (0.131);

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 9

Protocol outcome 3: Joint tenderness at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: tenderness (Prednisolone vs indomethacin) at 4 days; Mean difference
(Standard error) = 0.13 (0.102);

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 9

Protocol outcome 4: Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks)

- Actual outcome for People without chronic kidney disease or people with CKD stages 1-2: Gastric or abdominal pain (Prednisolone vs indomethacin) at 4 days; Group 1:
2/33, Group 2: 3/36

Risk of bias: All domain - Very high, Selection - Low, Blinding - High, Incomplete outcome data - High, Outcome reporting - Low, Measurement - Low, Crossover - Low;
Indirectness of outcome: No indirectness ; Group 1 Number missing: 8; Group 2 Number missing: 9

Protocol outcomes not reported by the study Health-related quality of life at short (up to two weeks); Health-related quality of life at medium (two to six weeks); Health-
related quality of life at long (> six weeks); Pain at medium (two to six weeks); Pain at long (> six weeks); Joint swelling/joint
inflammation at medium (two to six weeks); Joint swelling/joint inflammation at long (> six weeks); Joint tenderness at
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medium (two to six weeks); Joint tenderness at long (> six weeks); Patient global assessment of treatment success (response
to treatment) at short (up to two weeks); Patient global assessment of treatment success (response to treatment) at
medium (two to six weeks); Patient global assessment of treatment success (response to treatment) at long (> six weeks);
Adverse events — cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at medium (two to six weeks); Adverse events —
cardiovascular, renal and gastrointestinal (e.g. diarrhoea) at short (up to two weeks); Admissions (hospital & A&E) at short
(up to two weeks); Admissions (hospital & A&E) at medium (two to six weeks); Admissions (hospital & A&E) at long (> six
weeks); GP visits at medium (two to six weeks); GP visits at long (> six weeks); GP visits at short (up to two weeks)
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Appendix E — Forest plots

E.1 Colchicine versus placebo

Figure 2: Proportion joints with 50% or greater decrease in pain score from baseline — short-term up to 2 weeks (better indicated by
higher score)

Colchicine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% ClI M-H, Fixed, 95% Cl
Terkeltaub 2010 31 74 10 58 2.4311.30, 4.54] —t—
001 01 1 10 100

Favours placebo Favours colchicine

Figure 3: Adverse events — Gastrointestinal events (diarrhoea and nausea) — short-term up to 2 weeks (better indicated by lower score)

Colchicine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Terkeltaub 2010 19 74 12 59 1.26 [0.67, 2.39] — Tt
01 02 05 1 2 5 10

Favours Colchicine Favours Placebo

E.2 Corticosteroids versus NSAIDs

Figure 4: Pain VAS at 90 hours — Short-term up to 2 weeks (better indicated by lower score)
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Corticosteroids NSAIDs Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total |V, Fixed, 95% Cl IV, Fixed, 95% ClI
Janssens 2008 16.8 24 59 129 181 59 3.90[-3.77,11.57] f

] ] ]
T T T

40 5 0 5 10
Favours Corticosteroids  Favours NSAIDs

Figure 5: Pain - Number of patients with clinically significant change in pain score (13 mm on a 100-mm VAS) - at rest — short-term up to
2 weeks (better indicated by higher score)

Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
Rainer 2016 101 208 111 208 0.9110.75, 1.10] —T
01 02 05 1 2 5 10

Favours Corticosteroids  Favours NSAIDs

Figure 6: Pain - Number of patients with clinically significant change in pain score (13 mm on a 100-mm VAS) - with activity — short-term
up to 2 weeks (better indicated by higher score)

Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Rainer 2016 160 208 151 208 1.06[0.95, 1.19] I
01 02 05 1 2 5 10

Favours Corticosteroids  Favours NSAIDS

Figure 7: Joint tenderness — short-term up to 2 weeks (better indicated by lower score)
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Corticosteroids NSAIDs Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
Rainer 2016 232 144 208 237 148 208 -0.05[-0.33,0.23]
400 -5 0 50 100

Favours corticosteroids  Favours NSAIDs

Figure 8: Adverse events- gastrointestinal (abdominal pain) - short term up to 2 weeks (better indicated by lower score)

Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Janssens 2008 9 59 9 59 33.6% 1.00[0.43, 2.34]
Man 2007 0 44 17 46 104% 0.03[0.00, 0.48]
Rainer 2016 12 208 23 208 36.8% 0.52[0.27, 1.02] — &
Xu 2016 2 33 3 80 19.3% 1.6210.28, 9.23] =
Total (95% Cl) 344 393 100.0% 0.60 [0.22, 1.67] —~l
Total events 23 52

it 2 = . 2 = = = - |2 = RRY I T T
Heterogeneity: Tau? = 0.63; Chi? = 8.65, df = 3 (P = 0.03); I>= 65% 01 02 05 1 2 5 10

Test for overall effect: 2= 0.98 (P = 0.33) Favours corticosteroids  Favours NSAIDs

‘Abdominal pain’ includes abdominal and gastric pain reported by Janssens 2008 and Xu 2016, abdominal pain reported by Rainer 2016 and epigastric and other abdominal pain
reported by Man 2007.
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Figure 9: Adverse events- gastrointestinal (indigestion) - short term up to 2 weeks (better indicated by lower score)

Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Man 2007 4 44 14 46 41.89% 03010011, 0.84] L
Rainer 2016 13 208 19 208 5831% 068 [0.35, 1.39] ——
Total {95% CI) 252 254 100.0% 0.52 [0.30, 0.91] -*-—
Total events 17 33
?ET?;DQEHEITF'Z' CQ T;ESE ng:;EPD:DIfI?JQ};I =42% 'I:I_1 sz IZI!E ﬁ é 1I:|'
estior overall effect 2= 2.28 (F = 0.02) Favours corticosteroids  Favours MSAIDs

Adverse events- gastrointestinal (nausea) - short term up to 2 weeks (better indicated by lower score)

Figure 10:
Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Man 2007 3 44 12 46 43.9% 0.26[0.08 0.86) * L
Rainer 2016 4 208 1% 208 561% 0.27[0.09,0.75) 4 L
Total (95% Cl) 252 254 100.0% 0.26 [0.12, 0.59] ——eii———
Total events 7 27
?et?;ngenewl:l CQ Tg?ﬂg g;:;EPD:anQE};l = 0% 'IZI.1 sz III!E ﬁ é 1III'
estor overall effect: Z=3.24 (F = 0.001) Favours corticosteroids  Favours NSAIDs
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Adverse events- gastrointestinal (vomiting) - short term up to 2 weeks (better indicated by lower score)

Figure 11:
Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Man 2007 1] 44 4 46 306% DA2[0.01, 209 ¢ =
Rainer 2016 1 208 10 208 F9.4% 0.0([0.01,0.77] L
Total (95% CI) 252 254 100.0%  0.10 [0.02, 0.56] —eal
Total events 1 14
_Il—_|et$;ngen9|tg.rl:l CQI Tg?g tﬁif;; EPD:DEID.EQS}; F=0% 'EI.III1 EIH 1'|:| 1|:||:|'
estior overall effect £= 2.65 (F = 0.008) Favours corticosteroids  Favours MSAIDs
Figure 12: Adverse events- gastrointestinal (diarrhoea) - short term up to 2 weeks (better indicated by lower score)
Corticosteroids NSAIDs Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Man 2007 1] 44 3 46 0.14[0.01,1.33] * }
085 0.9 1.1 1.2
Favours corticosteroids Favours MN3AIDs
Figure 13:  Adverse events- gastrointestinal (Gl haemorrhage) - short term up to 2 weeks (better indicated by lower score)
Corticosteroids NSAIDs Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Man 2007 1] 44 5 46 013[0.02 078 4
085 04 1.1 1.2

Favours coricosteroids  Favours MN3AIDs
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Figure 14: Adverse events — cardiovascular — short-term up to 2 weeks (better indicated by lower score)

Corticosteroids NSAIDs Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events  Total Events Total Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Man 2007 0 44 1 46 0.1410.00, 7.13] f
0.005 01 1 10 200

Favours Corticosteroids  Favours NSAIDs

Figure 15: Number of patients who visited the Emergency Department — short-term up to 2 weeks (better indicated by lower score)

Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Rainer 2016 28 208 23 208 1.22[0.73, 2.04] L —
01 02 05 1 2 5 10

Favours Corticosteroids  Favours NSAIDs

Figure 16: Number of patients visited the outpatient department — short-term up to 2 weeks (better indicated by lower score)
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Corticosteroids NSAIDs Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events  Total Events Total Peto, Fixed, 95% ClI Peto, Fixed, 95% ClI
Rainer 2016 0 208 4 208 0.13[0.02, 0.95] f
0.01 01 1 10 100

Favours Corticosteroids  Favours NSAIDs

Figure 17: GP visits — short-term, up to 2 weeks (better indicated by lower score)

Corticosteroids NSAIDs Risk Ratio Risk Ratio
Study or Subgroup ~ Events  Total Events Total M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Rainer 2016 1" 208 19 208 0.5810.28, 1.19] 1
01 02 05 1 2 5 10

Favours Corticosteroids  Favours NSAIDs

E.3 NSAIDs versus colchicine

Figure 18: Joint pain scores — short-term up to 2 weeks (better indicated by lower score)

NSAIDs Colchicine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% ClI
Liu 2019 1.02 084 53 096 091 52 0.06[-0.28,0.40] -+
4 2 0 2 4

Favours NSAIDs Favours Colchicine
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Figure 19: Complete pain resolution — short-term up to 2 weeks (better indicated by higher score)

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Roddy 2020 115 170 116 174 1.01]0.88, 1.18] -+
01 02 05 1 2 5 10

Favours NSAIDs Favours Colchicine

Figure 20: Complete pain resolution — medium-term 2 to 6 weeks (better indicated by higher score)

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Roddy 2020 130 170 130 174 1.02[0.91, 1.15] T
04 02 05 1 2 5 10

Favours NSAIDs Favours Colchicine

Figure 21: Joint swelling scores — short-term up to 2 weeks (better indicated by lower score)

NSAIDs Colchicine Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

Liu 2019 077 057 53 0.73 064 52 0.04[-0.19,0.27] —
r 05 0 05 1

Favours NSAIDs Favours Colchicine
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Figure 22: Patient assessment of global treatment response (completely/much better) — short-term up to 2 weeks (better indicated by
lower score)

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Roddy 2020 114 170 110 174 1.06 [0.91, 1.24] aL
01 02 05 1 2 5 10

Favours NSAIDS Favours Colchicine

Figure 23: Patient assessment of global treatment response (completely/much better) — medium-term 2 to 6 weeks (better indicated by
lower score)

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Roddy 2020 140 170 143 174 1.00[0.91, 1.11] T
01 02 05 1 2 5 10

Favours NSAIDs Favours Colchicine

Figure 24:  Adverse events- gastrointestinal (vomiting)- short-term (up to 2 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Liu 20149 2 53 1 52 1.96[0.18, 20.99)] 1
01 02 0.5 2 5 10

Favours NSAIDs Fawvours Colchicine
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Figure 25: Adverse events- gastrointestinal (nausea and/or vomiting)- short-term (up to 2 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Roddy 2020 21 170 an 174 0.72 1[043, 1.20] —t—
01 0z 0.8 2 5 10

Favours M3AIDs Favours Colchicine

Figure 26:  Adverse events- gastrointestinal (diarrhoea)- short-term (up to 2 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Liv 20149 2 a3 2 a2 3.0% 092014 6.71]
Roddy 2020 30 170 B7 174 97.0%  0.46[0.31, 0.67] —-
Total {95% CI) 223 226 100.0%  0.47[0.33, 0.68] -
Total events 32 64
Heterogeneity: Chi®= 098, df=1 (P=0.48); F= 0% 'IZI_*I sz III!E ﬁ é 1I:I'

Testfor overall effect 2= 3.99 (P = 0.0001) Favours MSAIDs Favours Colchicine
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Figure 27:  Adverse events- gastrointestinal (dyspepsia)- short-term (up to 2 weeks) better indicated by lower score
NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Roddy 2020 200 170 20 174 1.02[0.57,1.83] E—
RE 0.5 2 510
Favours NSAIDs Favours Colchicine
Figure 28:

Adverse events- gastrointestinal (abdominal pain)- short-term (up to 2 weeks) better indicated by lower score
NSAIDs Colchicine Risk Ratio

Study or Subgroup

Roddy 2020

Events Total Events Total M-H, Fixed, 95% CI
16 170

Risk Ratio
16 174

M-H, Fixed, 95% CI
1.02[0.53,1.98]

l_
0.5 2 5 10
Favours NSAIDs Favours Colchicine

01 02

Figure 29:

Adverse events- gastrointestinal (constipation)- short-term (up to 2 weeks) better indicated by lower score
NSAIDs Colchicine Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl

Roddy 2020 an o 1vF0 67 174

M-H, Fixed, 95% CI

_'_
I

046 [0.31, 0.67]

01 0.2

0.5 2 5 10
Favours MSAIDs Favours Colchicine
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Figure 30: Adverse events- gastrointestinal (nausea and/or vomiting)- medium-term (2 to 6 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Roddy 2020 7170 5 174 1.431[0.46, 4.43)] — 1t
0.01 0.1 10 100

Favours MSAIDs  Favours Colchicine

Figure 31:  Adverse events- gastrointestinal (dyspepsia)- medium-term (2 to 6 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Roddy 2020 13 170 8 174 166 [0.71, 3.91] 1
0.01 0.1 10 100

Favours MSAIDs Favours Colchicine

Figure 32:  Adverse events- gastrointestinal (abdominal pain)- medium-term (2 to 6 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Roddy 2020 4 170 g 174 0.581 [0.16, 1.67] —
0.01 0.1 10 100

Favours M3AIDs Favours Colchicine
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Figure 33: Adverse events- gastrointestinal (constipation)- medium-term (2 to 6 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
FRoddy 2020 8 170 B 174 1.54 [0.96, 4.23] N I
0.01 0.1 10 100

Favours M3AIDs Favours Colchicine

Figure 34:  Adverse events- gastrointestinal (diarrhoea)- medium-term (2 to 6 weeks) better indicated by lower score

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Roddy 2020 5 170 m 174 0.51[0.18,1.47] -t
0.01 0.1 10 100

Favours M3AIDs Favours Caolchicine

Figure 35: Consultation re-attendance for gout during 4-week follow-up - Emergency department — medium-term 2 to 6 weeks (better
indicated by lower score)

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Roddy 2020 1170 1 174 1.02[0.06, 16.23]
001 01 1 0 100

Favours NSAIDs Favours Colchicine
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Figure 36: Consultation re-attendance for gout during 4-week follow-up - GP medium-term 2 to 6 weeks (better indicated by lower score)

NSAIDs Colchicine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
Roddy 2020 26 170 39 174 0.68 [0.44, 1.07] —t7
001 01 1 0 100

Favours NSAIDs Favours Colchicine

E.4 IL1-inhibitors versus corticosteroids
Figure 37: SF 36 - Physical component — short-term up to 2 weeks (better indicated by higher score)

IL-1 inhibitors Corticosteroids  Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
S02010 483 86 28 419 95 57 6.40[2.37,1043] +
4100 50 0 50 100

Favours IL-1 inhibitors  Favours Corticosteroids

Figure 38: SF 36 - Physical component — medium-term 2 to 6 weeks (better indicated by higher score)

IL1 inhibitors Corticosteroids  Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
S0 2010 528 67 28 471 112 57 570[1.88,9.52] t
| l l ]
-10 5 0 5 10

Favours Corticosteroids  Favours IL1 inhibitors
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Figure 39: SF 36 - Mental component — short-term up to 2 weeks (better indicated by higher score)

IL1 - inhibitors Corticosteroids  Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
S0 2010 533 74 28 491 111 57 4.20[0.22,8.18] 1
10 5 0 5 10

Favours Corticosteroids  Favours IL1 - inhibitors

Figure 40: Pain: 100-mm visual analogue scale — short-term up to 2 weeks (at 72 hours) (better indicated by lower score)

Canakinumab Traimcinolone acetonide Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Schlesinger 2012a 281 261928 113 39.5 26.1928 15 47.7% -11.40[-18.20, -4.60] —i—
Schlesinger 2012b 221 2492711 112 31.9 249271 14 52.3% -9.80-16.30, -3.30] —i—
Total (95% CI) 225 229 100.0% -10.56 [-15.26, -5.87] <2
Heterogeneity: Chi2= 0.11, df = 1 (P = 0.74); 2= 0% 20 ] 1 0 : 150 250
Test for overall effect. Z = 4.41 (P < 0.0001) Favours canakinumab 150mg  Favours TA 40 mg

Figure 41: Pain: % change 100-mm visual analogue scale — short-term up to 2 weeks (better indicated by higher score)

IL1 inhibitors Corticosteroids Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% ClI
Saag 2021 418 265 56 -394 268 55 48.9% -240[12.32,7.52]
S0 2010 927 121 27 -7148 327 56 51.1% -17.90[-27.60, -8.20] —-
Total (95% Cl) 83 111 100.0% -10.32 [-17.25, -3.38] <

i Chi2 = = = -2 = 709 f I T I I
?etetarfogeneltyl.lcfr;l t.42'7-g§d;2 ; (—Po 0%23),I 79% 100 50 0 50 100
st for overall effect: 2 =2.92 (P =0.004) Favours IL1 inhibitors ~ Favours Corticosteroids
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Figure 42: Joint swelling — short-term up to 2 weeks (better indicated by lower score)

IL-1 inhibitors corticosteroids Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% ClI
Schlesinger 2012a 0.7031 0.2657 13 115 52.5% 2.02[1.20, 3.40] ——
Schlesinger 2012b 0.1906 0.2792 112 114 475% 1.2110.70,2.09]
Total (95% Cl) 225 229 100.0% 1.58[1.09, 2.31] <&
ity: 2= = = - |12 =439 I } T } |
Heterogeneity: Chiz = 1.77, df = 1 (P = 0.18); I = 43% 001 01 1 10 100

Test for overall effect: Z=2.39 (P = 0.02)

Favours IL-1 inhibitor  Favours Corticosteroids

Figure 43: Joint tenderness — short-term up to 2 weeks (better indicated by higher score)

I11- inhibitors Corticosteroids Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Total Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% Cl
Schlesinger 2012a 0.8109 0.2799 13 115 49.7% 2.25[1.30, 3.89] ——
Schlesinger 2012b 0.7275 0.2782 12 114 50.3% 2.07[1.20, 3.57] ——
Total (95% Cl) 225 229 100.0% 2.16[1.47,3.18] L 2
ity 2= = = “2=09 f f f i
Heterogeneity: Chiz = 0.04, df = 1 (P = 0.83); I?=0% 001 01 1 10 100

Test for overall effect: Z =3.90 (P < 0.0001)

Favours IL-1 inhibitors  Favours Corticosteroids

Figure 44: Patient global assessment — short-term up to 2 weeks (better indicated by lower score)
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IL-1 inhibitors Corticosteroids Odds Ratio Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% ClI
Schlesinger 2012a 0.6043 0.2597 113 115 48.9% 1.83[1.10, 3.04] ——
Schlesinger 2012b 0.7608 0.2543 112 14 511% 2.14[1.30, 3.52] —
Total (95% Cl) 225 229 100.0% 1.98[1.39, 2.83] 0

itv: 2= = = 12=(9 f } } i
T R
est for overall effect: 2= 3.77 (P = 0.0002) Favours IL-1 inhibitors  Favours Corticosteroids

Figure 45: Participant global assessment of response to treatment: good or excellent — short-term up to 2 weeks (better indicated by
lower score)

Canakinumab  Traimcinolone acetonide Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
S02010 25 27 31 56 1.67[1.29, 2.17] —1
02 05 1 2 5

Favours TA Favours canakinumab
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Figure 46: Figure 47: Any adverse event- short-term up to 2 weeks

IL-1 inhibitors  Corticosteroids Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schlesinger 201 2a 71 113 AR 116 40.9% 1.29[1.02,1.63] ——
Schlesinger 201 2k 7a 112 65 114 475% 1.22[1.00,1.49] —il—
So 2010 ] 20 24 a7 11 6% 076041, 1.42]
Total (95% CI) 253 286 100.0% 1.20 [1.03, 1.39] -
Total events 158 145
Heterogeneity, Chif= 247, df= 2 (P = 0.29); F=19% IEI.Q 0?5 é

Testfor overall effect: £=2.34 (F=0.02)

Figure 48:  Any adverse event- long-term >6 weeks

Favours II-1 inhibitors  Favours Corticosteroids

IL-1 inhibitors  Corticosteroids Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saag 2021 ra| 44 22 54 0.94 [0.59, 1.49] —h—
01 02 0.5 2 5 10

Ice therapy plus corticosteroids and colchicine versus corticosteroids and colchicine

Favours IL-1 inhibitors Favours Corticosteroids

Figure 49: Pain (VAS 0-10) — Short-term up to 2 weeks (Better indicated by lower score)
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Ice Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
Schlesinger 2002 08 11 10 4.74 3.011 9 -3.941-6.02,-1.86] t
400 -50 0 50 100

Favours Ice therapy Favours Control

Figure 50: Joint circumference (cm) — Short-term up to 2 weeks (Better indicated by lower score)

Ice Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
Schlesinger 2002 325 857 10 334 10.25 9 -0.90[9.45,7.65] 1
400 50 0 5 100

Favours Ice Favours Control
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Appendix F — GRADE tables

Table 18: Clinical evidence profile: Colchicine versus placebo

Certainty assessment Ne of patients “

Relativ
e
(95%
Cl)

Other
consideration
s

Absolut
e
(95% CI)

Inconsistenc | Indirectnes | Imprecisio
' s n

Colchicin | placeb

Pain - Proportion with 50% or greater decrease in pain score (VAS) from baseline — short-term (up to 2 weeks)

Certainty

Importanc
e

1 randomise | seriou | not serious not serious | not serious none 31/74 10/58 |RR 2.43 (247 more| @O CRITICAL
d trials s@ (41.9%) |(17.2%) | (1.30 to | per 1,000 | MODERAT
4.54) | (from 52 E
more to
610
more)
Adverse events - gastrointestinal (diarrhoea and vomiting) — short-term (up to 2 weeks) - Colchicine small dose (1.8 mg total)
1 randomise | seriou | not serious not serious | very serious none 19/74 12/59 |RR1.26| 53 more | @ OO0 | CRITICAL
d trials s @ b (25.7%) | (20.3%) | (0.67 to | per 1,000 | VERY LOW
2.39) | (from 67
fewer to
283
more)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias.

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs. GRADE default MIDs used for all outcomes, for dichotomous outcomes MIDs

were taken to be RRs of 0.8 and 1.25.
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Table 19: Clinical evidence profile: Corticosteroids versus NSAIDs

Certainty assessment Ne of patients m

; . Importanc
Ne of : . : w Other : : Relativ  Absolut | Certainty [ 5
. Risk | Inconsisten |Indirectnes | Imprecisio . . Corticosteroi
studie consideratio

of bias cy s n ds
s ns

Pain (VAS 0-100) at 90 hours— Short-term (up to 2 weeks)

1 randomise | serious| not serious | notserious | serious ® none 59 59 - MD 3.9 ®dd(O | CRITICAL
d trials a higher | MODERAT
(3.77 E
lower to
11.57
higher)

Pain - Number of patients with clinically significant change in pain score (13 mm on a 100-mm VAS) - at rest — Short-term (up to 2 weeks)

1 randomise not not serious | not serious seriousP none 101/208 111/20 RR 48 fewer | ®@®®(O | CRITICAL
d trials | serious (48.6%) 8 0.91 per MODERAT
(53.4% | (0.75to | 1,000 E
) 1.10) (from
133
fewer to
53 more)

Pain - Number of patients with clinically significant change in pain score (13 mm on a 100-mm VAS) - with activity — Short-term (up to 2 weeks)
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Certainty assessment

Ne of patients Effect

Ne of : . : " Other : : Relativ | Absolut | Certainty Impoertanc
studie Stu_dy Rls_k Inconsisten | Indirectnes | Imprecisio consideratio Corticosteroi
design | of bias cy s n ds
s ns
1 randomise | not not serious | not serious | not serious none 160/208 151/20 RR (44 more| ©&®®®d | CRITICAL
d trials | serious (76.9%) 8 1.06 per HIGH
(72.6% | (0.95to [ 1,000
) 1.19) | (from 36
fewer to
138
more)
Joint tenderness — Short-term (up to 2 weeks)
1 randomise | not not serious | not serious | not serious none 208 208 - MD 0.05| ©®®d® | CRITICAL
d trials | serious lower HIGH
(0.33
lower to
0.23
higher)
Adverse events- gastrointestinal (abdominal pain)- Short-term (up to 2 weeks)
4 randomise | not | very serious ¢ | not serious | not serious none 23/344 (6.7%) | 52/393 RR |53 fewer| @O | CRITICAL
d trials | serious (13.2 0.60 (103 LOW
%) fewer to
(0.22 | 89 more)
to 1.67)

Adverse events- gastrointestinal (indigestion)- Short-term (up to 2 weeks)
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Certainty assessment Ne of patients Effect

- . Importanc
Ne of Other Relativ | Absolut Certalnty P

: Study Risk | Inconsisten |Indirectnes | Imprecisio : . | Corticosteroi 2
studie . " consideratio
design | of bias cy s n ds
s ns
2 randomise | not not serious | not serious | serious ® none 17/252 (6.7%) | 33/254 RR |62fewer| ®®®d(O | CRITICAL
d trials | serious (13.0% | 0.52 per MODERAT
) (0.30to | 1,000 E
0.91) | (from 91
fewer to
12
fewer)

Adverse events- gastrointestinal (nausea)- Short-term (up to 2 weeks)

2 randomise | not not serious | not serious | not serious none 7/252 (2.8%) | 27/254 RR |79 fewer| ©®&®@® | CRITICAL
d trials | serious (10.6% | 0.26 per HIGH
) (0.12to| 1,000
0.59) | (from 94
fewer to
44
fewer)

Adverse events- gastrointestinal (vomiting)- Short-term (up to 2 weeks)

2 randomise | not not serious | not serious | not serious none 1/252 (0.4%) | 14/254 | RR 0.1 | 50 fewer | ®&&®&® | CRITICAL
dtrials | serious (5.5%) | (0.02 to per HIGH
0.56) 1,000
(from 54
fewer to
24
fewer)
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Certainty assessment Ne of patients Effect

- . Importanc
Ne of Other Relativ | Absolut Certalnty P

. Risk | Inconsisten |Indirectnes | Imprecisio . . Corticosteroi e
studie . consideratio
s of bias cy s n ns ds

Adverse events- gastrointestinal (diarrhoea)- Short-term (up to 2 weeks)

1 randomise | not not serious | not serious very none 0/44 (0.0%) 3/46 Peto |70 fewer| ®&®(OO | CRITICAL
d trials | serious serious P (6.5%) OR per LOW
0.14 1,000
(0.01to| (from
1.33) 150
fewer to
20 more)

Adverse events- gastrointestinal (Gl haemorrhage)- Short-term (up to 2 weeks)

1 randomise | not not serious | not serious | not serious none 0/44 (0.0%) 5/46 Peto 110 ®Ddd | CRITICAL
dtrials | serious (10.9% OR fewer HIGH

) 0.13 per

(0.02to | 1,000

0.78 (from

210

fewer to

10

fewer)

Adverse events - cardiovascular (Chest pain) — Short-term (up to 2 weeks) (follow up: mean 2 weeks)
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Certainty assessment Ne of patients Effect

- . Importanc
Ne of Other Relativ | Absolut Certalnty P

. Study Risk | Inconsisten |Indirectnes | Imprecisio . . Corticosteroi e
studie . . consideratio
s design | of bias cy s n ns ds

1 randomise | not not serious | not serious very none 0/44 (0.0%) 1/46 Peto |19 fewer| ®®(OO | CRITICAL
dtrials | serious serious P (2.2%) OR per LOW
0.14 1,000
(0.00to | (from --
7.13) to 115
more)

Number of patients visited ED — Short-term (up to 2 weeks)

1 randomise | not not serious | not serious very none 28/208 (13.5%) | 23/208 RR |24 more | @®0OO | CRITICAL
d trials | serious serious P (11.1% | 1.22 per LOW
) (0.73to| 1,000
2.04) | (from 30

fewer to
115
more)
Number of patients visited outpatient department — Short-term (up to 2 weeks)
1 randomise | not not serious | not serious | serious none 0/208 (0.0%) | 4/208 Peto |17 fewer| @®®(O | CRITICAL
d trials | serious (1.9%) OR per MODERAT
0.13 1,000 E

(0.02 to | (from 19
0.95) | fewerto
1 fewer)

GP visits — Short-term (up to 2 weeks)
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Certainty assessment Ne of patients Effect

Relativ [ Absolut [ certainty |'MPOrtanc

Ne o_f Study Risk | Inconsisten |Indirectnes | Imprecisio O_ther . | Corticosteroi 2
studie . . consideratio
design | of bias cy s n ds
s ns
1 randomise | not not serious | not serious | serious ® none 11/208 (5.3%) | 19/208 RR |38fewer| ®®®(O | CRITICAL
d trials | serious (9.1%) | 0.58 per MODERAT
(0.28to | 1,000 E
1.19) | (from 66
fewer to
17 more)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.. Established MIDs VAS continuous scale - improvements of = 10
points on a 1-100 scale; GRADE default MIDs used for all other outcomes. For dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25. For continuous outcomes 0.5 x baseline
SD was calculated: joint tenderness (0.5x baseline SD of control group as baseline values were not reported in the paper): 0.74. c. Downgraded by 1 or 2 increments because the point

estimate varies widely across studies, subgroup analysis could not be performed. 12°65%, therefore a random effects model was used. . Table 20: Clinical evidence profile:
NSAIDs versus colchicine

Certainty assessment Ne of patients
; . Importanc
Ne of : : : w Other Colchicin | R€13UY | Apsolut | Certainty o
. Risk | Inconsistenc | Indirectnes | Imprecisio . . e
studie of bias s n consideration e (95% e
s y s subgroup C|)° (95% Cl)

Joint pain scores (change score) - Short term (up to 2 weeks)
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Certainty assessment Ne of patients

Relativ Importanc

Ne of : : : - Other Colchicin Absolut | Certainty e
. Risk | Inconsistenc | Indirectnes | Imprecisio . . e
studie consideration e e

) 0,
< of bias y s n s subgroup (QCSI)A’ (95% CI)

1 randomise not not serious not serious | not serious none 53 52 - MD 0.06 ODDD CRITICAL
dtrials | serious higher HIGH
(0.28
lower to
0.4
higher)

Complete pain resolution — Short-term (up to 2 weeks)

1 randomise | very not serious not serious | not serious none 115/170| 116/174 [RR1.01| 7 more ®dO0O | CRITICAL
d trials | serious (67.6%)| (66.7%) | (0.88to per LOW
a 1.18) 1,000
(from 80
fewer to
120
more)

Complete pain resolution — Medium-term (2 to 6 weeks)

1 randomise | very not serious not serious | not serious none 130/170| 130/174 |[RR1.02| 15more | ®®(OO | CRITICAL
d trials | serious (76.5%) | (74.7%) | (0.91to per LOW
a 1.15) 1,000
(from 67
fewer to
112
more)
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Certainty assessment Ne of patients

Relativ Importanc

Ne of Other Colchicin Absolut | Certainty e

. Risk | Inconsistenc | Indirectnes | Imprecisio . . e
studie . consideration e e e
of bias y s n (95%

s s subgroup cly (95% CI)

Joint swelling scores — Short-term (up to 2 weeks)

1 randomise not not serious not serious | not serious none 53 52 - MD 0.04 DODDD CRITICAL

d trials | serious higher HIGH
(0.19

lower to
0.27
higher)

Patient assessment of global treatment response (completely/much better) n — Short-term (up to 2 weeks)

1 randomise | very not serious not serious | very serious none 114/170| 110/174 [RR 1.06| 38 more | @O0 | CRITICAL
d trials | serious b (67.1%)| (63.2%) | (0.91to per VERY LOW
a 1.24) 1,000
(from 57
fewer to
152
more)

Patient assessment of global treatment response (completely/much better) n — Medium-term ( 2 to 6 weeks)

1 randomise | very not serious | not serious |very serious none 140/170| 143/174 |RR1.00| Ofewer | @OOQO | CRITICAL
dtrials | serious b (82.4%)| (82.2%) | (0.91to per VERY LOW
a 1.11) 1,000
(from 74
fewer to
90 more)
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Certainty assessment Ne of patients

Relativ Importanc

Ne of Other Colchicin Absolut | Certainty e

. Risk | Inconsistenc | Indirectnes | Imprecisio . . e
studie . consideration e e e
of bias y s n (95%

s s subgroup cly (95% CI)

Adverse events - gastrointestinal (vomiting) -short-term (up to 2 weeks)

1 randomise | serious | not serious not serious | very serious none 2/53 1/52 RR1.96| 18 more | @OOQO | CRITICAL
d trials a b (3.8%) (1.9%) (0.18 to per VERY LOW
20.99) 1,000
(from 16
fewer to
384
more)

Adverse events - gastrointestinal (diarrhoea) -short-term (up to 2 weeks)

2 randomise not not serious not serious | not serious none 32/223 69/226 |[RR 0.47 162 ODDD CRITICAL
dtrials | serious (14.3%)| (30.5%) | (0.33 to |fewer per HIGH
0.68) 1,000
(from
205
fewer to
98 fewer)

Adverse events - gastrointestinal (nausea+/or vomiting) - short-term (up to 2 weeks)
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Certainty assessment Ne of patients

Ne of - : . » Other Colchicin | R€13UY | Apsolut | Certainty Impoertanc
. isk | Inconsistenc | Indirectnes | Imprecisio . . e
studie of bias y s n consideration e (95% e
s s subgroup cly (95% CI)
1 randomise not not serious not serious serious b none 21170 30/174 |RRO0.72| 48 fewer | ®®dO CRITICAL
d trials | serious (12.4%)| (17.2%) | (0.43to per MODERAT
1.20) 1,000 E
(from 98
fewer to
34 more)

Adverse events - gastrointestinal (dyspepsia) -short-term (up to 2 weeks)

1 randomise | not not serious not serious | very serious none 20/170 20/174 |RR1.02| 2 more ®dO0O | CRITICAL
dtrials | serious b (11.8%)| (11.5%) | (0.57 to per LOwW
1.83) 1,000
(from 49
fewer to
95 more)
Adverse events - gastrointestinal (abdominal pain) -short-term (up to 2 weeks)
1 randomise not not serious not serious | very serious none 16/170 16/174 |RR 1.02| 2 more ®®d(OQO | CRITICAL
dtrials | serious b (9.4%) (9.2%) | (0.53to per LOw
1.98) 1,000
(from 43
fewer to
90 more)

Adverse events - gastrointestinal (constipation) -short-term (up to 2 weeks)
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Certainty assessment Ne of patients

Ne of - : . » Other Colchicin | R€13UY | Apsolut | Certainty Impoertanc
. isk | Inconsistenc | Indirectnes | Imprecisio . . e
studie of bias y s n consideration e (95% e
s s subgroup cly (95% CI)
1 randomise not not serious not serious | not serious none 30/170 67/174 |RR0.46 208 OPDD CRITICAL
d trials | serious (17.6%)| (38.5%) | (0.31 to |fewer per HIGH
0.67) 1,000
(from
266
fewer to
127
fewer)

Adverse events - gastrointestinal (nausea+/or vomiting) -medium-term (2 to 6 weeks)

1 randomise not not serious not serious | very serious none 7/170 5/174 RR1.43| 12more | OO | CRITICAL
dtrials | serious b (4.1%) (2.9%) | (0.46to per LOwW
4.43) 1,000
(from 16
fewer to
99 more)
Adverse events - gastrointestinal (dyspepsia) -medium-term (2 to 6 weeks)
1 randomise | not not serious | not serious | very serious none 13/170 8/174 RR 1.66 | 30 more | ®&®(OQO | CRITICAL
d trials | serious b (7.6%) (4.6%) | (0.71to per LOW
3.91) 1,000
(from 13
fewer to
134
more)
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Certainty assessment Ne of patients

; . Importanc
Ne of : : : w Other Colchicin | R€13UY | Apsolut | Certainty o
. Risk | Inconsistenc | Indirectnes | Imprecisio . . e
studie consideration e e

) 0,
< of bias y s n s subgroup (QCSI)A’ (95% CI)

Adverse events - gastrointestinal (abdominal pain) -medium-term (2 to 6 weeks)

1 randomise not not serious not serious | very serious none 4/170 8/174 RR 0.51 | 23 fewer | @O0 | CRITICAL
dtrials | serious b (2.4%) (4.6%) | (0.16to per LOwW
1.67) 1,000
(from 39
fewer to
31 more)

Adverse events - gastrointestinal (constipation) -medium-term (2 to 6 weeks)

1 randomise not not serious not serious | very serious none 9/170 6/174 RR1.54| 19 more | OO | CRITICAL
d trials | serious b (5.3%) (3.4%) | (0.56 to per LOW
4.22) 1,000
(from 15
fewer to
111
more)
Adverse events - gastrointestinal (diarrhoea) - medium-term (2 to 6 weeks)
1 randomise | not not serious not serious | very serious none 5/170 10/174 |RR0.51| 28 fewer | ®@(OQO | CRITICAL
d trials | serious b (2.9%) (5.7%) | (0.18to per LOW
1.47) 1,000
(from 47
fewer to
27 more)
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Ne of Other Colchicin e Absolut

. e
stusdle (95%

cl)

Risk | Inconsistenc | Indirectnes | Imprecisio

. consideration e
of bias y s n

s subgroup

e
(95% CI)

Certainty assessment Ne of patients
Certainty Impoertanc

Consultation re-attendance for gout during 4-week follow-up - Emergency department — Medium-term (2 to 6 weeks)

1 randomise | serious | not serious not serious | very serious none 1170 1174 Peto 0fewer | @OOO | CRITICAL
d trials a b (0.6%) (0.6%) |OR 1.02 per VERY LOW
(0.06to | 1,000
16.23) | (from 5
fewer to
80 more)
Consultation re-attendance for gout during 4-week follow-up - GP Medium-term (2 to 6 weeks)
1 randomise | serious | not serious not serious serious ? none 26/170 39/174 |RR0.68| 72 fewer | @O | CRITICAL
d trials a (15.3%)| (22.4%) | (0.44to per LOW
1.07) 1,000
(from
126
fewer to
16 more)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias.

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs. Established MIDs VAS continuous scale - improvements of = 10 points on a 1-
100 scale; GRADE default MIDs used for all other outcomes. For dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25. For continuous outcomes 0.5 x baseline SD was calculated: joint pain scores:
0.435; joint swelling: 0.98.

Table 21: Clinical evidence profile: IL-1 inhibitors versus corticosteroids
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Certainty assessment

Ne of Other

Inconsisten | Indirectnes | Imprecisio

studie consideratio ds

C
S y ns

Health-related quality of life SF-36 - Physical Component — Short-term (up to 2 weeks)

Canakinumab

Ne of patients Effect

. . | Relativ | Absolut
corticosteroi

Certainty

Importanc
e

1 randomise | very | notserious | notserious | serious ® none 28 57 MD6.4 | OO0 | CRITICAL
dtrials | seriou higher VERY
sa (2.37 LOW
higher to
10.43
higher)
SF-36 Physical component — long-term (more than 6 weeks)
1 randomise | very | notserious | notserious | serious ® none 28 57 MD 5.7 | @OOQO | CRITICAL
d trials | seriou higher VERY
s@ (1.88 LOW
higher to
9.52
higher)
SF-36 - Mental component - long-term (more than 6 weeks)
1 randomise | very | not serious | not serious | serious none 28 57 MD 4.2 | @OOO
d trials | seriou higher VERY
s@ (0.22 LOW
higher to
8.18
higher)
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Certainty assessment Ne of patients Effect

Relativ | Absolut | certainty |'MPOrtanc

Ne of Other corticosteroi e

8 Inconsisten | Indirectnes | Imprecisio . .
studie consideratio ds
cy .
s ns Canakinumab

Pain: 100-mm visual analogue scale — Short-term (up to 2 weeks)

2 randomise | seriou | not serious | not serious | serious P none 225 229 - MD &dOO | CRITICAL
d trials s2 10.56 LOW
lower
(15.26
lower to
5.87
lower)

Pain % change 100 mm visual analogue scale short-term (follow up <2 weeks)

2 randomise | very |very serious 9| not serious | serious ® none 83 111 - MD @OOQO | CRITICAL
d trials | seriou 10.32 VERY
s?@ lower LOW
(17.25
lower to
3.38
lower)

Joint swelling — Short-term (up to 2 weeks)
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Certainty assessment Ne of patients Effect

; . Importanc
Ne of Other corticosteroi | Relativ | Absolut | certainty

studie Inconsisten | Indirectnes | Imprecisio consideratio ds e
cy ,
s ns Canakinumab
2 randomise | seriou | not serious | not serious | serious P none - - OR 2 fewer | @O0 | CRITICAL
d trials s? 1.58 per LOW
(1.09to| 1,000
2.31)c | (from 2
fewer to
1 fewer)
Joint tenderness — Short-term (up to 2 weeks)
2 randomise | seriou | not serious | not serious | not serious none - - OR 2 fewer | ®@®®O | CRITICAL
d trials sa 2.16 per MODERAT
(1.47to| 1,000 E
3.18) | (from 3
fewer to
1 fewer)
Patient global assessment — Short-term (up to 2 weeks)
2 randomise | seriou | not serious | not serious | not serious none - - OR 2 fewer | ®@®®O | CRITICAL
d trials sa 1.98 per MODERAT
(1.39to| 1,000 E
2.83)c | (from 3
fewer to
1 fewer)

Participant global assessment of response to treatment: good or excellent — Short-term (up to 2 weeks) - Canakinumab 150 mg
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Certainty assessment Ne of patients Effect

Relativ | Absolut | certainty |'MPOrtanc

Ne of Other corticosteroi e

8 Inconsisten | Indirectnes | Imprecisio . .
studie consideratio ds
cy .
s ns Canakinumab

1 randomise [ very | notserious | notserious | not serious none 25/27 | 31/56 (55.4%) RR 371 ®dOQO | CRITICAL
d trials | seriou (92.6%) 1.67 | more per LOW

sa (1.29to| 1,000

2.17) (from

161

more to

648

more)

Any adverse event - short-term (up to 2 weeks)

3 randomise | seriou | not serious | not serious | serious none 158/253 145/286 RR 101 &dOO | CRITICAL
d trials s? (62.5%) (50.7%) 1.20 |more per LOW
(1.03to| 1,000
1.39) | (from 15
more to
198
more)

Adverse events- long-term (up to 2 years)
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Certainty assessment Ne of patients Effect

; . Importanc
Ne of . . . Other corticosteroi | Relativ | Absolut | Certainty e
8 Inconsisten | Indirectnes | Imprecisio . .
studie consideratio ds
cy s n .
s ns Canakinumab
1 randomise [ not not serious | not serious very none 21/55 | 22/54 (40.7%) RR |24 fewer| &®OQO | CRITICAL
d trials | seriou serious b (38.2%) 0.94 per LOW
s (0.59to | 1,000
1.49) (from
167
fewer to
200
more)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs . Established MIDs for SF-36 physical/mental- 3.75; for VAS continuous scale -
improvements of = 10 points on a 1-100 scale; GRADE default MIDs used for all other outcomes. For dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25. For continuous outcomes 0.5 x baseline SD
was calculated: Calculated MIDS for gout flares 1, 2 and 3 were: 9.1, 10.3 and 5.9 (0.5* median of baseline SDs for intervention and control groups)..c. Absolute effect could not be estimated because studies only
reported OR and did not report means separately for intervention and control arms. Inverse variance analysis method was used.

d. 1=79%, p=0.03, subgroup analysis could not be performed, therefore a random effects model was used.

Table 22: Clinical evidence profile: ice plus prednisone and colchicine versus prednisone and colchicine

Certainty assessment Ne of patients m
Certain | Importan
ty ce

Risk Other Relati | Absolu
Study Inconsisten | Indirectne | Imprecisi . . | Icetcorticosteroids+colc | corticosteroids+colch ve te
. of considerati . . 3 A
design . cy ss on hicine (95% (95%
bias ons cl) cly

Pain (VAS 0-10) -Short-term (up to 2 weeks)
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Certainty assessment Ne of patients m

Certain | Importan
Risk . : . . Other : . : : t ce
Study Inconsisten | Indirectne | Imprecisi . . | Ice+corticosteroids+colc | corticosteroids+colch \
. of considerati . .
design bias cy ss on ons hicine

1 randomis | very | not serious | not serious | not serious none 10 9 - MD 3.94| ®®(O |CRITICAL
ed trials |seriou lower O
s? (6.02 LOW
lower to
1.86
lower)

Joint circumference (joint swelling) (cm) — Short-term (up to 2 weeks)

1 randomis | seriou| not serious | not serious very none 10 9 - MD 0.9 | @O0 | CRITICAL
edtrials | s? serious ° lower O
(9.45 VERY
lowerto| LOW
7.65
higher)

a. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

b. Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs. Established MIDs VAS continuous scale - improvements of = 10 points on a 1-
100 scale. GRADE default MIDs used for all other outcomes. For dichotomous outcomes MIDs were taken to be RRs of 0.8 and 1.25. For continuous outcomes 0.5 x baseline SD was calculated: joint circumference no
baseline values reported so the control group SD was used: 5.13
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1 Appendix G- Economic evidence study selection

~
Records identified through database Additional records identified through other sources:;
searching, n=965() reference searching, n=0; provided by committee
members; n=0; model search, n=54
y.
\ 4
Records screened in 1%t sift, n=1019
| Records excluded* in 1st sift, n=917
\ 4
Full-text papers assessed for eligibility
in 2" sift, n=102
Papers excluded** in 2" sift, n=90
\ 4 -
~
Full-text papers assessed for
applicability and quality of
methodology, n=12
J

\ 4

ﬂapers included, n=6

(6 studies)

Studies included by review:

Diagnosing gout: n =0
Pharma & non-pharma
interventions: n = 1

Who should be offered
ULTs and when should
ULT be started n =0
Which ULTs n =4
Prevention of gout flares
during initiation of ULT: n =
0

Diet and lifestyle
modifications: n = 0
Target-to-Treat: n = 1

Best serum urate level
target: n=0

Optimum frequency of
monitoring: n =0
Follow-up after a gout flare:
n=0

Referral to specialist
services: n =0

Surgical excision of tophi: n
=0

J

~

\ 4

\ 4

* excludes conference abstracts (n=280)

ﬁapers selectively excluded}

n=1 (1 studies)

Studies selectively excluded
by review:

Diagnosing gout: n = 0
Pharma & non-pharma
interventions: n =0

Who should be offered
ULTs and when should
ULT be started n =0
Which ULTs n =1
Prevention of gout flares
during initiation of ULT: n =
0

Diet and lifestyle
modifications: n = 0
Target-to-Treat: n =0

Best serum urate level
target: n=0

Optimum frequency of
monitoring: n =0
Follow-up after a gout flare:
n=0

Referral to specialist
services:n =0

Surgical excision of tophi: n
=0

J

ﬂapers excluded, n=5

(5 studies)

~

Studies excluded by review:

Diagnosing gout: n = 0
Pharma & non-pharma
interventions: n =0

Who should be offered
ULTs and when should
ULT be started n =0
Which ULTs n =1
Prevention of gout flares
during initiation of ULT: n =
1

Diet and lifestyle
modifications: n =1
Target-to-Treat: n =0

Best serum urate level
target: n=0

Optimum frequency of
monitoring: n = 2
Follow-up after a gout flare:
n=0

Referral to specialist
services:n =0

Surgical excision of tophi: n

J

**Non-relevant population, intervention, comparison, design or setting; non-English language
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1 Appendix H- Economic evidence tables

2

Study
Study details

Economic analysis:
CUA (health outcome:
QALYs)

Study design: Within
trial analysis (RCT)

Approach to analysis:
Analysis of individual
level resource use, with
unit costs applied.
QALYs calculated
adjusted for baseline
EQ-5D values.

Perspective: UK NHS
Follow-up: 4 weeks

Treatment effect
duration:@ 4 weeks

Discounting: Costs:
n/a; Outcomes: n/a

Data sources

Roddy 20204

Population &
interventions
Population:

People 18 years and over
consulting for a current
gout flare.

Patient characteristics:
N =399

Mean age: 59.35

Male: 86.95%

Intervention 1:
Low-dose colchicine,
500mcg three times per
day for 4 days.

Intervention 2:
Naproxen, 750mg
immediately then 250mg
every 8 hours for 7 days.

Gout: Diagnosis and Management June 2022

Costs

Total costs (mean per
patient):

Intervention 1: £23.31
Intervention 2: £17.57
Incremental (2-1): saves
£5.74

(95% Cl:-10.03 to -1.64 ;
p=NR)

Currency & cost year:
2015/16 UK pounds.

Cost components
incorporated:

Drug costs, GP costs,
nurse costs, Emergency
GP costs, A&E costs,
intervention costs.

Health outcomes

QALYs (mean per
patient):

Intervention 1: 0.0658®)
Intervention 2: 0.0662®)

Incremental (2-1):
0.0004

(95% CI: NR; p=NR)
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Cost effectiveness

ICER (Intervention 2 versus
Intervention 1):

Naproxen dominates (less costly and
more effective)

Probability Intervention 2 cost effective
(£20K threshold): 80%

Analysis of uncertainty: Five thousand
pairs of mean cost and QALY differences
were estimated by non-parametric
bootstrapping and presented on a cost-
effectiveness plane. Cost-effectiveness
acceptability curve plotted to determine
the probability that naproxen was cost-
effective at NICE’s £20,000 threshold.
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Health outcomes: This RCT was 1 of 12 studies identified in the systematic review of the evidence — this was the only RCT comparing naproxen and
low-dose colchicine. The results of this RCT are similar to the one other additional study included in the clinical review (Lui 2019) assessing the
effectiveness of NSAIDs and colchicine which compared colchicine and etoricoxib. Quality-of-life weights: EQ-5D-5L UK tariff. Cost sources: NR

Comments

Source of funding: National Institute for Health Research School for Primary Care Research. Limitations: The analysis uses EQ-5D-5L and so is not in
line with the NICE reference case with preference for the EQ-5D-3L. Unit costs taken from ‘standard UK sources’ but no references provided cost of PPIs
not included for naproxen, short time horizon. Other: n/a

Overall applicability:(® Partially applicable Overall quality:(@ Minor limitations

Abbreviations: A&E= Accident and Emergency; 95% Cl= 95% confidence interval; CUA= cost-utility analysis;; EQ-5D= Euroqol 5 dimensions (scale: 0.0 [death] to 1.0 [full health],

negative values mean worse than death); GP= general practitioner;; ICER= incremental cost-effectiveness ratio; mcg= micrograms; mg= milligrams; NR= not reported;; QALYs=

quality-adjusted life years

(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a
difference in utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) QALYs adjusted for baseline values (both ‘QALYs’ and ‘QALYs adjusted for baseline values’ were reported in the study).

(c) Directly applicable / Partially applicable / Not applicable

(d) Minor limitations / Potentially serious limitations / Very serious limitations
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Appendix |- Health economic model

No original health economic modelling was undertaken for this review question.

149
Gout: Diagnosis and Management June 2022



Final

Appendix J- Excluded studies

Clinical studies

Table 23: Studies excluded from the clinical review

Study
Ahern 1987

Alloway 19932

Altman 19883

Anonymous 20024
Anonymous 20085
Araujo 20158
Balasubramaniam 20177
Billy 20188

Bruce 20061°

Butler 19851

Cheng 200412
Daoussis 201813

Denman 20164
Dumusc 201515
Fravel 201116
Guillot 201917

Hay 202118

Hu 202019
Huizinga 20102!
Huizinga 201120
Janssen 201923

Janssen 201922

Janssens 200824
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Exclusion reason

Incorrect intervention - very high dose of
colchicine, 6.7 mg

Incorrect study design - not all patients included
in the analysis were randomised, “Patients with
renal insufficiency, a history of Gl side effects to
NSAID, peptic ulcer disease or gastritis; or any
other contraindication to indomethacin were
treated with triamcinolone acetonide, but all
other patients were randomly assigned.”

Incorrect intervention - ketoprofen compared to
indomethacin

Incorrect study design - article

Incorrect study design - article
Systematic review - references checked
Incorrect study design - study protocol
systematic review - references checked
Systematic review - references checked

Incorrect intervention - flurbiprofen vs
phenylbutazone

Incorrect comparison - intraclass comparison,
NSAIDS compared to NSAIDS

Incorrect study design - study description/study
protocol

Incorrect study design - abstract only
Systematic review - references checked
Systematic review - references checked

Incorrect population - only 17 out of 47 patients
included had gout, 11 calcium pyrophosphate
diseases, 13 rheumatoid arthritis, 6
spondylarthritis

Systematic review - references checked
Systematic review - references checked
Incorrect study design-commentary
Incorrect study design - commentary

Incorrect comparison - anakinra versus usual
care (either colchicine 18 patients, naproxen 13
patients or prednisolone 14)

Incorrect comparison - Anakinra compared to
standard care which included either colchicine,
NSAID or corticosteroids)

Cochrane review - was excluded because two
out of three included studies were not relevant,
one of them had no pairwise analysis and
another one included inappropriate comparison
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Study

Janssens 200926
Jomori 201527
Khanna 201428
Lederman 1990%°

Li, 201330

Lin 20193
Liu 201534

Liu 201733
Lundberg 200835
Maccagno 199136

Martina 200538
Moon 201139
Navarra 200742

Parperis 20194
Perez-Ruiz 19994
Roddy 201948

Rubin 20044°

Schlesinger 2009%5

Schlesinger 20115

Schumacher 200257
Schumacher 20125

Seth 201458
Sharma 20195

Shekelle 2017¢°
Shrestha 199561

Sivera 201462
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Exclusion reason

(adrenocorticotropic hormone vs triamcinolone).
References checked for inclusion.

Not in English
Incorrect intervention - topiroxostat vs placebo
Systematic review - references checked

Incorrect comparison - intraclass comparison,
NSAIDS compared to NSAIDS

Incorrect intervention - Rilonacept compared to
indomethacin

Systematic review - references checked

Incorrect comparison - colchicine with
dexamethasone vs colchicine large dose

Systematic review - references checked
Incorrect study design - video presentation

Incorrect comparison - intraclass comparison,
NSAIDS compared to NSAIDS

Systematic review - references checked
Incorrect study design - Abstract only

Incorrect comparison - intraclass comparison,
NSAIDS compared to NSAIDS

Incorrect study design - response letter

Incorrect e population/incorrect intervention -
people with chronic gout, benzbromarone vs
allopurinol

Incorrect study design - response letter

Incorrect e comparison - intraclass comparison,
NSAIDS compared to NSAIDS

Incorrect study design — sub-study of two
studies comparing Etoricoxib vs Indomethacin
(both NSAIDs)

Incorrect population - study assessed risk of
acute gouty arthritis flares during initiation of
Allopurinol

Incorrect comparison - intraclass comparison,
NSAIDS compared to NSAIDS

Incorrect comparison - intraclass comparison,
NSAIDS compared to NSAIDS

Systematic reviews - references checked

Incorrect study design - not RCT, retrospective
case control study

Systematic review - references checked

Incorrect intervention — intramuscular ketorolac
plus oral placebo vs oral indomethacin plus
intramuscular placebo

Cochrane review - was excluded because one of
the included studies had inappropriate
intervention (Rilonacept vs indomethacin) and
for other three studies outcomes were extracted
at different time points (at 72 hours) and we
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Study

So 201164
Solomon 201885

Stewart 202066
Stubbs 1989657
Sturge 1977658

Terkeltaub 201370

Underwood 201571
Valdes 198772

van 201473

van Echteld 201475
van Echteld 201474
Wechalekar 201377

Wechalekar 201476
Weiner 197978

Willburger 200770
Xu 201581
Yu 201883

Yu 201882
Zeng 2020 8

Zhang 20148
Zhang 2016%

Health Economic studies

None.
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Exclusion reason

have used last available timepoint (7 days) for
the review. References checked for inclusion.

Inappropriate study design - Abstract only

Incorrect population - patients who had
myocardial infarction

Systematic review - references checked
Systematic review references checked

Incorrect intervention - Naproxen versus
phenylbutazone

Incorrect intervention - Rilonacept compared to
indomethacin

Systematic review references checked

Incorrect intervention/inappropriate comparison -
Tenoxicam 20 mg versus tenoxicam 40 mg

Cochrane review - excluded as only three out of
twenty-three included studies were relevant,
studies were excluded due to inappropriate
intervention, inappropriate comparison or were
not available, references checked for inclusion

Systematic review - references checked
Systematic review - references checked

Cochrane review - was excluded because this
review had no included studies.

Systematic review - references checked

Incorrect intervention/ Inappropriate comparison
- fenoprofen compared to phenylbutazone

Incorrect intervention - lumiracoxib versus
indomethacin

Incorrect intervention - celecoxib compared to
methylprednisolone

Inappropriate study design - protocol for
systematic review

Systematic review - references checked

Network meta-analysis — methods not clearly
reported, not suitable for inclusion

Incorrect intervention - betamethasone
Systematic review - references checked
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Appendix K- Research recommendation — full details

Research recommendation

In people with gout (including people with gout and chronic kidney disease), what is the
clinical and cost effectiveness of colchicine compared with corticosteroids for managing gout
flares?

Why this is important

Gout flares are excruciatingly painful and require rapid treatment with non-steroidal anti-
inflammatory drugs (NSAIDs), colchicine or corticosteroids. Flares are most frequently
treated with NSAIDs, although many people with gout have contraindications to NSAIDs, e.g.
chronic kidney disease or cardiovascular disease. RCTs show that NSAIDs have similar
effectiveness for flares to colchicine and corticosteroids, however, there has never been a
direct comparison of the effectiveness and safety of colchicine and corticosteroids.

F.1.3 Rationale for research recommendation

Importance to ‘patients’ or the population People with gout experiencing a gout flare want
treatment that will rapidly alleviate their severe
pain and joint inflammation. Although NSAIDs
are the most common treatments for gout flares,
many people with gout have contraindications to
NSAIDs and it is not known whether
corticosteroids or colchicine is more effective or
better tolerated. Evidence will be provided for
comparative effectiveness of corticosteroids and
colchicine, allowing patients and practitioners to
reach informed treatment decisions, particularly
in people who have contraindications to
NSAIDs.

Relevance to NICE guidance The guideline recommends offering NSAIDs,
colchicine, or corticosteroids as first-line
treatment of a gout flare, taking into account
patient comorbidities, co-prescribing and patient
preferences. The evidence review included
RCTs which compared NSAIDs with
corticosteroids and NSAIDs with colchicine, but
there were no relevant RCTs which compared
corticosteroids with colchicine. Evidence
provided by this RCT would allow a more
informed recommendation concerning the
effectiveness and safety of these options for
flare management.

Relevance to the NHS Gout is the most common inflammatory arthritis
and places a significant burden on healthcare
resources. It is exceedingly painful, leading
patients to frequently seek care for gout flares.
Although it is predominantly managed in primary
care, hospital admissions for gout in England
rose by 59% from 2006 to 2017 and gout has
overtaken rheumatoid arthritis as the
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National priorities
Current evidence base

Equality considerations

F.1.4 Modified PICO table

Population
Intervention
Comparator
Outcome

Study design
Timeframe
Additional information
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commonest rheumatological cause for
hospitalisation in the UK. The outcome would
provide much needed evidence for the
effectiveness of interventions for gout flares
provided by the NHS, which will inform clinical
decision-making and allow patients to receive
the most effective treatment to reduce the
severe pain associated with gout flares and
potentially reduce the need for hospital
admission.

None

The evidence review identified 12 RCTs
evaluating interventions for flare management.
There were no RCTs directly comparing
corticosteroids and colchicine for gout flares.

None known

People with a gout flare
Oral corticosteroids
Oral colchicine

Pain, quality of life, adverse events, analgesic
use, treatment adherence, flare
relapse/recurrence, treatment satisfaction,
healthcare utilisation, work/education absence,
costs.

Randomised controlled trial
Short term (e.g. 4 weeks)
None
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