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Duration of Prophylactic Therapy Affects the Frequency of Gout Flare
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Objective. To evaluate the effect of prophylactic therapy on
gout flare during urate lowering treatment.

Methods. We retrospectively examined the data derived
from 59 patients who had been treated with allopurinol for
more than six months after stopping prophylactic medi-
cation at our rheumatology clinic. Demographic data (age,
sex, disease duration, tophi and comorbidity), clinical and
laboratory features, including presence of gout flare dur-
ing urate lowering treatment, dose of allopurinol, serum
uric acid level and creatinine clearance at initiation and
six months later, were collected. For the subgroup analy-
sis, the same data were collected in 46 patients who had
been followed up at one year after stopping prophylactic
medication.

Results. Twenty-eight patients among 59 (47.4%) had expe-
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rienced at least 1 gouty attack during urate lowering
therapy. The mean duration of prophylactic medication was
not different between the flare group (3.8 months) and the
non- flare group (5.9 months, p=0.617). Six months later,
the mean serum uric acid level was 6.3 mg/dL (6.1 mg/dL
vs. 6.5 mg/dL). According to the duration of prophylactic
treatment (<6 months, =6 months), there were more fre-
quent flares in the <6 months group than in the =6
months group (51.2% vs. 38.9% in the six month follow-
up group, 70.6% vs. 50% in the one year follow-up group).
Conclusion. Prophylactic medication for more than six
months could be a favorable factor for the prevention of
recurrent gout flare during urate lowering treatment.
Key Words. Prophylactic duration, Gout flare, Urate low-
ering treatment
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Table 1. Demographic and clinical characteristics of patients
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%3 (any
warm joint) % 371 o] WrEs= -, e A A
off o3 FF ALE AkEl AZ Hedet (14,15).
A8 2] g]= SPSS version 18 (SPSS, Chicago, IL, USA)
< o] &3} 7 W 47tol] Mann-Whitney$} Fisher’s exact
tests AlPstlemd, pgk 0.05 HRHS EAISH o2 Fof

shebar g skglet

= | 1}
Q1tstE B4
Z dId A= 59 ol gtk EA7) 58 (98%) 019 3L, &

Total (n=59) Flare (+), n=28 Flare (-), n=31 p-value*
Age (years, meantSD) 54.5+12.8 56.4+12.3 52.8+13.2 0.221
Sex (male : female) 58 :1 27 11 31:0 0.475
Body mass index (kg/m2) 25.5+2.8 26.3+2.8 24.5+2.5 0.032
Disease duration (years) 7.1+£8.2 6.3+8.3 7.8+8.2 0.401
Comorbidity (n, %)
Hypertension 26 (44.1) 12 (42.9) 14 (45.2) 1.0
CKD, stone 7 (11.9) 4 (14.3) 39.7 0.698
Cardiovascular ds 8 (13.6) 3 (10.7) 5 (16.1) 0.709
Diabetes mellitus 8 (13.6) 6 (21.4) 2 (6.5) 0.134
Hyperlipidemia 21 (35.6) 9 (32.1) 12 (38.7) 0.786
Arthritis pattern at onset (n, %) 0.934
Monoarthritis 32 (54.2) 16 (57.1) 16 (51.6)
Oligoarthritis 20 (33.9) 9 (32.1) 11 (35.5)
Polyarthritis 7 (11.9) 3 (10.7) 4 (12.9)
Presence of tophi (n, %) 10 (16.9) 4 (14.3) 6 (19.4) 0.734
Medication pattern (n) 0.401
Colchicine 38 20 18
NSAIDs 16 7 9
Steroids 11 2 9
Dose of allopurinol (mg) 180.0+67.3 185.7+70.5 180.6+65.4 0.801
Serum uric acid (mg/dL) 9.9+1.9 10.2+£2.2 9.7+1.6 0.522
CCr (mL/min/1.73 m?) 75.0+28.9 71.4+28.5 79.6+29.4 0.582

CKD: chronic kidney disease, NSAIDs: nonsteroidal anti-inflammatory drugs, CCr: creatinine clearance. *By Mann-Whitney and Fisher’s

exact test between gout flare +/-
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AR LA A2 g AR 2 5454 (FF AT 56.44] O
Bl AR 52,840, p=0.221), H T AR AFE 25.5 kgm®
(26.3 kg/m® ™ 24.5 kg/m®, p=0.032)°] At} Z4+ HF A RE]
QAR A A8 AZAAA HF 7S 7146349 o) 7.8
J, p=0.401)°]ict. Eul A3lo g wdql 26™ (44.1%),
TAEZF 21%(35.6%), et AR AZA A, A8
;q oixl )o] 71—71— guﬂ(13 6%) Jl ol- 7‘5_1% 7uﬂ(119%’
A ARA, Ak 27] vy A BAE] ddl EP%}P*
Aedo] 329 (542%) 02 7H wWekal, A&FIAs] 20
(33.9%), Tt o] 7 (11. 9%)%0191
&Pz}* 109 (16.9%) k. 271 F4 %X—} Al AHE ok
Zo)Hlo] 387102 7h4 Wekal o] nlAH|Zo| =4
| xﬂ 1671, "] E0o]E 1171 o] th(Table 1). 2443}
Aol g3tk oA FEE FAG &S B th(data not

shown).
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SAAAHA N2 BY Ad4H A

QAKSIA| B 6 =X TR P (n=59): QAR SA= B
T dERFelEe] AgEYen B AR S 1800
mg/dL et FEFEE AR Al FE EH 242 99
mg/dL (BF A o) BIAMEE 10.2 mg/dL o 9.7 L,
p=0.522), AXHE Zdoleld HAE-2 75.0 mL/min/1.73 m’
(71.4 mL/min/1.73 m’ ™ 79.6 mL/min/1.73 m’ , p=0.582)°]%]
tH(Table 1).

F 28 @7%)2 AL 13 o) ge] At &S Hile
tl, 55 A o] FHTE el oFE 717ke] 38704 & nlA
wE o] 5970l wlal A2 Aee 2ot SAISHH
oA 8llekp=0.617). ol o= T Al AT LEF
2= 882 2618 mg (266.0 mg ol 258.0 mg)Oi o, HF
LA = 6.8 mg/dL (6.8 mg/dL 6.9 mg/dL), A = do}

By H4&82 73.4 mL/min/1.73 m® (71.0 mL/mm/l 73 m’
t] 76.4 mL/min/1.73 mY)°] Yt LAAsA] = X & 671
A FF 2 Fe)E L2 2767 mg (294.6 mg W 260.0
mg), T L4 6.3 mg/dL (6.1 mg/dL ™ 6.5 mg/dL), HF
Fdlobeld 4§ 72.1 mL/min/1.73 m® (69.8 mL/min/1.73
m’ ™ 74.8 mL/min/1.73 m>)o] gt} BF Ak 67HY 7F
3t 0.83] WAL, ol oFE T F H T 2.470L o]
vebykth(Table 2).
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QUANSHA B 1 £ 2 n=d6): T3 EA 9 2}
ol& MAem, F 30 (65%)2 EHAtllA 13] o] At
A4S B, 55 A 7o FHF ol X5 77kl
380 = vl o] 72700l vlel B Hygs 2
ot AT FoAL aladvh(p=0233). TF AL 14
7+ 3 133] AL, ol ok S & Hi 270
ol Yelykrh(Table 2).

A okE 717 2 TF AL 4

QUG BHE 6" £ 2 Z=59): oY FE A
717F /0 T 670 o] T o E e EA40lA] 3
ok 717+ 27k 1970, 1177040l g} ot <5 F
A HF QA FEE 67}]-‘}J gkt 7.1 mg/dL, 6714 o]
& T 63 mgdLel$lar, TEFelE T X & oNEA F
7+ 242 7+7F 6.1 mg/dL, 6.7 mg/dLo] ) tH(Table 3).

Z Ak 219/417 (51.2%), 7“’4/18“4(38.9%)01]4 kg
shAek A A Y oFE Fok ¥ 27 Hd 24704,
2570l YEba, 60 7+ 7 0.83]¢) 0.73] wHABs}
% t}H(Table 3, Figure 1A, B).
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Table 2. Clinical characteristics of gout flare after stopping prophylactic medication

Six months followed up after only ULT (n=59) Total (n=59) Flare (+), n=28 Flare (-), n=31 p-value*
Duration of prophylaxis (months, mean+SD) 4.916.5 3.8+3.5 5.948.3 0.617
At the end of prophylaxis
Dose of allopurinol (mg) 261.8+97.0 266.0+107.1 258.0+88.5 0.657
Serum uric acid (mg/dL) 6.8+1.8 6.8+2.1 6.9+1.6 0.481
CCr (mL/min/1.73 m?) 73.4%26.8 71.0+26.1 76.4+28.0 0.653
Mean frequency of flare (n) 0.8+1.0 0.8+1.0
Time interval to 1™ attack (months) 24%1.6 24%1.6
At six months after only ULT
Dose of allopurinol (mg) 276.7+94.2 294.6+97.5 260.0+89.4 0.139
Serum uric acid (mg/dL) 6.3£1.6 6.1£1.9 6.5%1.3 0.080
CCr (mL/min/1.73 m®) 72.1+26.5 69.8+28.1 74.8424.8 0.578
One year followed up after only ULT (n=46) Total (n=46) Flare (+), n=30 Flare (-), n=16 p-value®
Duration of prophylaxis (months, mean+SD) 5.0+7.1 3.844.5 7.2+10.3 0.233
Mean frequency of flare (n) 1.3+1.3 1.3+1.3
Time interval to 1% attack (months) 2.7+2.8 2.7+2.8

ULT: urate lowering treatment, CCr: creatinine clearance. *By Mann-Whitney between gout flare +/-
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QUG BIE 1E £ BHE Fm=46): H T A 7|7+ QAL 58 mg/dL, 6.5 mg/dLo] I TH(Table 4).

671 wuk oW} X8 Fo] 20714, 671 o] oW X & &% A2 247/3478(70.6%) 7 6¥8/12%H (50%)01 4] HEAY
T 1357080 L, ol g FA HT 24 T 7 stdck A AL i FE o & 47 HE 270,
7t 6.8 mg/dL, 6.6 mg/d, FE5FelE ©5 X5 1dAl H 257090l vebdd s, 147 HF 14319k 093] Ak

Table 3. Clinical characteristics of patients according to the duration of prophylaxis

Six months followed up after only ULT (n=59) <6 months (n=41) =6 months (n=18) p-value*
Duration of prophylaxis (months, mean+SD) 1.9+1.3 11.7£8.4 0.000
At the end of prophylaxis

Dose of allopurinol (mg) 242.6+78.7 305.5+121.1 0.061

Serum uric acid (mg/dL) 7.1£2.0 6.3%£1.3 0.246

CCr (mL/min/1.73 m®) 71.6+28.7 79.1£19.3 0.338
Gout flare (+) (n, %) 21 (51.2) 7 (38.9) 0412
Mean frequency of flare (n) 0.8+1.0 0.7+1.0 0.484
Time interval to 1st attack (months) 2.4+1.6 2.5%1.6 0.717
At six months after only ULT

Dose of allopurinol (mg) 267.0+£72.9 300.0+132.2 0.384

Serum uric acid (mg/dL) 6.1+1.6 6.7+1.4 0.078

CCr (mL/min/1.73 m?) 70.3£27.6 77.8+22.5 0.391

ULT: urate lowering treatment, CCr: creatinine clearance. *By Mann-Whitney and Fisher’s exact test
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Figure 1. Cases and total frequency of gout flare according to the duration of prophylactic treatment (A, B in six months group, n=59;
C, D in one year group, n=46).
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Table 4. Clinical characteristics of patients according to the duration of prophylaxis

One year followed up after only ULT (n=46) <6 months (n=34) =6 months (n=12) p-value*
Duration of prophylaxis (months, mean+SD) 2.0+1.3 13.5+9.9 0.000
At the end of prophylaxis

Dose of allopurinol (mg) 245.5+87.3 291.6+124.0 0.302

Serum uric acid (mg/dL) 6.8%1.6 6.6£2.5 0.304

CCr (mL/min/1.73 m?) 68.5+29.6 72.4%8.0 0.766
Gout flare (+) (n, %) 24 (70.6) 6 (50) 0.292
Mean frequency of flare (n) 1.4+1.3 0.9+1.1 0.199
Time interval to 1% attack (months) 2.7+3.0 2.5+2.2 0.958
At one year after only ULT

Dose of allopurinol (mg) 267.6196.0 283.3+133.7 0.865

Serum uric acid (mg/dL) 5.8+£0.8 6.5+1.8 0.244

CCr (mL/min/1.73 m’) 72.6+29.3 75.1+17.4 1.000

ULT: urate lowering treatment, CCr: creatinine clearance. *By Mann-Whitney and Fisher’s exact test
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