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P145 SAFETY OF COLCHICINE OR NSAID PROPHYLAXIS
WHEN INITIATING ALLOPURINOL FOR GOUT: PROPENSITY
SCORE-MATCHED COHORT STUDIES

Edward Roddy, Ram Bajpai, Harry Forrester, Richard Partington,
Christian D. Mallen, Lorna Clarson, Nishita Padmanabhan,
Rebecca Whittle and Sara Muller

School of Medicine, Keele University, KEELE, UNITED KINGDOM

Background/Aims

Initiating urate-lowering therapy for gout commonly triggers a gout
flare and hence co-prescription of colchicine or non-steroidal anti-
inflammatory drug (NSAID) prophylaxis is recommended. However,
little is known about the incidence of adverse events associated with
prophylaxis. We aimed to determine the risk of adverse events severe
enough to warrant seeking healthcare associated with colchicine or
NSAID prophylaxis when initiating allopurinol for gout.

Methods

We conducted two matched retrospective cohort studies, using linked
data from the Clinical Practice Research Datalink (CPRD) and Hospital
Episode Statistics (HES) datasets. Adults aged >18 years with a Read

P145 TasLe 1

POSTERS

code for gout and a new allopurinol prescription between 1997 and
2016 were identified. We compared those prescribed (1) colchicine or
(2) NSAID prophylaxis with those prescribed no prophylaxis, individu-
ally matched by age, sex and propensity to receive prophylaxis, to
reduce the impact of confounding by indication. Adverse events were
identified in CPRD and HES using Read and ICD10 codes respectively.
Associations between colchicine or NSAID prophylaxis and the first
occurrence of each outcome were investigated using weighted Cox
proportional hazards models. CPRD Gold and Aurum datasets were
analysed separately and then combined using 2-stage individual
patient data meta-analysis.

Results

13,945 individuals who initiated allopurinol with colchicine prophylaxis
were matched to 13,945 who initiated without prophylaxis (mean age
63.62 years [95%Cl 63.54, 63.70]; 78% male). Diarrhoea was the most
common adverse event in the colchicine group, followed by nausea/
vomiting, myocardial infarction (MI), neuropathy, myalgia, and bone
marrow suppression (Table). Diarrhoea, MI, neuropathy, myalgia, and
bone marrow suppression were significantly more common with
colchicine prophylaxis compared with no prophylaxis. 22,880 indivi-
duals who initiated allopurinol with NSAID prophylaxis were matched
to 22,880 who initiated without prophylaxis (mean age 63.34 years
[95%CI 63.26, 63.42]; 78% male). Angina, acute kidney injury, MI, and
peptic ulcer disease were significantly more common with NSAID
prophylaxis than without (Table).

Conclusion

Gastrointestinal, cardiorenal, myoneuropathic, and haematological
adverse events were associated with prophylaxis, although absolute
event rates were low. This information can inform treatment decisions and
choice of colchicine or NSAID for prophylaxis when initiating allopurinol.
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Incidence and associations of adverse events from colchicine and NSAID prophylaxis

Adverse events Incidence per 10,000 patient-years (95%Cl) Hazard ratio (95%Cl) p-value
Prophylaxis No prophylaxis
Colchicine
Diarrhoea 789.02 (689.26, 891.57) 318.23 (277.57, 365.29) 5.56 (3.77, 8.20) <0.001
Nausea and/or vomiting 207.99 (165.37, 261.61) 135.54 (109.71, 167.45) 1.35 (0.97, 1.86) 0.073
Neuropathy 151.44 (68.15, 336.54) 7.85 (2.02, 30.55) 4.75 (1.20, 18.76) 0.026
Bone marrow suppression 51.92 (32.30, 83.48) 14.39 (6.86, 30.17) 3.29 (1.43, 7.57) 0.005
Myalgia 107.51 (72.10, 160.31) 40.81 (26.61, 62.57) 2.63 (1.45, 4.79) 0.002
Myocardial infarction 198.44 (156.75, 251.21) 116.50 (92.62, 146.54) 1.53 (1.09, 2.15) 0.015
NSAID
Acute kidney injury 170.35 (139.89, 207.45) 123.30 (103.89, 146.34) 1.63 (1.20, 2.20) 0.002
Angina 509.52 (454.85, 570.75) 364.75 (329.97, 403.20) 1.71 (1.43, 2.04) <0.001
Myocardial infarction 163.61 (134.23, 199.41) 98.32 (81.27, 118.94) 1.82 (1.36, 2.43 <0.001
Peptic ulcer disease 87.33 (66.21, 115.19) 46.90 (35.45, 62.05) 2.03 (1.34, 3.08) 0.001

Models adjusted for unbalanced variables in the propensity score
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Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod
tempor incididunt ut labore et dolore magna aliqua. Ut enim ad minim
veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex ea
commodo consequat. Duis aute irure dolor in reprehenderit in voluptate
velit esse cillum dolore eu fugiat nulla pariatur. Excepteur sint occaecat
cupidatat non proident, sunt in culpa qui officia deserunt mollit anim id
est laborum. Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed
do eiusmod tempor incididunt ut labore et dolore magna aliqua. Ut enim
ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip
ex ea commodo consequat. Duis aute irure dolor in reprehenderit in
voluptate velit esse cillum dolore eu fugiat nulla pariatur. Excepteur sint
occaecat cupidatat non proident, sunt in culpa qui officia deserunt mollit
anim id est laborum. Lorem ipsum dolor sit amet, consectetur adipiscing
elit, sed do eiusmod tempor incididunt ut labore et dolore magna aliqua.
Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi
ut aliquip ex ea commodo consequat. Duis aute irure dolor in
reprehenderit in voluptate velit esse cillum dolore eu fugiat nulla pariatur.
Excepteur sint occaecat cupidatat non proident, sunt in culpa qui officia
deserunt mollit anim id est laborum. Lorem ipsum dolor sit amet,
consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et
dolore magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation
ullamco laboris nisi ut aliquip ex ea commodo consequat. Duis aute irure
dolor in reprehenderit in voluptate velit esse cillum dolore eu fugiat nulla
pariatur. Excepteur sint occaecat cupidatat non proident, sunt in culpa
qui officia deserunt mollit anim id est laborum. Lorem ipsum dolor sit
amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut
labore et dolore magna aliqua. Ut enim ad minim veniam, quis nostrud
exercitation ullamco laboris nisi ut aliquip ex ea commodo consequat.
Duis aute irure dolor in reprehenderit in voluptate velit esse cillum dolore
eu fugiat nulla pariatur. Excepteur sint occaecat cupidatat non proident,
sunt in culpa qui officia deserunt mollit anim id est laborum. Lorem
ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor
incididunt ut labore et dolore magna aliqua. Ut enim ad minim veniam,
quis nostrud exercitation ullamco laboris nisi ut aliquip ex ea commodo
consequat. Duis aute irure dolor in reprehenderit in voluptate velit esse
cillum dolore eu fugiat nulla pariatur. Excepteur sint occaecat cupidatat
non proident, sunt in culpa qui officia deserunt mollit anim id est
laborum. Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do
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eiusmod tempor incididunt ut labore et dolore magna aliqua. Ut enim ad
minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex
ea commodo consequat. Duis aute irure dolor in reprehenderit in
voluptate velit esse cillum dolore eu fugiat nulla pariatur. Excepteur sint
occaecat cupidatat non proident, sunt in culpa qui officia deserunt mollit
anim id est laborum. Lorem ipsum dolor sit amet, consectetur adipiscing
elit, sed do eiusmod tempor incididunt ut labore et dolore magna aliqua.
Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi
ut aliquip ex ea commodo consequat. Duis aute irure dolor in
reprehenderit in voluptate velit esse cillum dolore eu fugiat nulla pariatur.
Excepteur sint occaecat cupidatat non proident, sunt in culpa qui officia
deserunt mollit anim id est laborum. Lorem ipsum dolor sit amet,
consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et
dolore magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation
ullamco laboris nisi ut aliquip ex ea commodo consequat. Duis aute irure
dolor in reprehenderit in voluptate velit esse cillum dolore eu fugiat nulla
pariatur. Excepteur sint occaecat cupidatat non proident, sunt in culpa
qui officia deserunt mollit anim id est laborum. Lorem ipsum dolor sit
amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut
labore et dolore magna aliqua. Ut enim ad minim veniam, quis nostrud
exercitation ullamco laboris nisi ut aliquip ex ea commodo consequat.
Duis aute irure dolor in reprehenderit in voluptate velit esse cillum dolore
eu fugiat nulla pariatur. Excepteur sint occaecat cupidatat non proident,
sunt in culpa qui officia deserunt mollit anim id est laborum. Lorem
ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor
incididunt ut labore et dolore magna aliqua. Ut enim ad minim veniam,
quis nostrud exercitation ullamco laboris nisi ut aliquip ex ea commodo
consequat. Duis aute irure dolor in reprehenderit in voluptate velit esse
cillum dolore eu fugiat nulla pariatur. Excepteur sint occaecat cupidatat
non proident, sunt in culpa qui officia deserunt mollit anim id est
laborum. Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do
eiusmod tempor incididunt ut labore et dolore magna aliqua. Ut enim ad
minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex
ea commodo consequat. Duis aute irure dolor in reprehenderit in
voluptate velit esse cillum dolore eu fugiat nulla pariatur. Excepteur sint
occaecat cupidatat non proident, sunt in culpa qui officia deserunt mollit
anim id est laborum. Lorem ipsum dolor sit amet, consectetur adipiscing
elit, sed do eiusmod tempor incididunt ut labore et dolore magna aliqua.
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Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi
ut aliquip ex ea commodo consequat. Duis aute irure dolor in
reprehenderit in voluptate velit esse cillum dolore eu fugiat nulla pariatur.
Excepteur sint occaecat cupidatat non proident, sunt in culpa qui officia
deserunt mollit anim id est laborum. Lorem ipsum dolor sit amet,
consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et
dolore magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation
ullamco laboris nisi ut aliquip ex ea commodo consequat. Duis aute irure
dolor in reprehenderit in voluptate velit esse cillum dolore eu fugiat nulla
pariatur. Excepteur sint occaecat cupidatat non proident, sunt in culpa
qui officia deserunt mollit anim id est laborum. Lorem ipsum dolor sit
amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut
labore et dolore magna aliqua. Ut enim ad minim veniam, quis nostrud
exercitation ullamco laboris nisi ut aliquip ex ea commodo consequat.
Duis aute irure dolor in reprehenderit in voluptate velit esse cillum dolore
eu fugiat nulla pariatur. Excepteur sint occaecat cupidatat non proident,
sunt in culpa qui officia deserunt mollit anim id est laborum. Lorem
ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor
incididunt ut labore et dolore magna aliqua. Ut enim ad minim veniam,
quis nostrud exercitation ullamco laboris nisi ut aliquip ex ea commodo
consequat. Duis aute irure dolor in reprehenderit in voluptate velit esse
cillum dolore eu fugiat nulla pariatur. Excepteur sint occaecat cupidatat
non proident, sunt in culpa qui officia deserunt mollit anim id est
laborum. Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do
eiusmod tempor incididunt ut labore et dolore magna aliqua. Ut enim ad
minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex
ea commodo consequat. Duis aute irure dolor in reprehenderit in
voluptate velit esse cillum dolore eu fugiat nulla pariatur. Excepteur sint
occaecat cupidatat non proident, sunt in culpa qui officia deserunt mollit
anim id est laborum. Lorem ipsum dolor sit amet, consectetur adipiscing
elit, sed do eiusmod tempor incididunt ut labore et dolore magna aliqua.
Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi
ut aliquip ex ea commodo consequat. Duis aute irure dolor in
reprehenderit in voluptate velit esse cillum dolore eu fugiat nulla pariatur.
Excepteur sint occaecat cupidatat non proident, sunt in culpa qui officia
deserunt mollit anim id est laborum.
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