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1. A &

il

T F 28 (chronic kidney disease, CKD) ZAfollA me2d Ty B35
2 5 Q2F wjde] Fe= Q3] Wwe] YElHTi(1,2). Febuxostat< &
T A aedtdS ARS8 allopurinol®] hA|FAIR JHEH
xanthine oxidase inhibitor(X0I)©]tH(3). Febuxostat< XA Tk
o] N7)% AsHFAATFA ] H& [estimated glomerular filtration rate,
eGFR] 30-90 mL/min/1.73 m*) $AFEe] dia] &= 24 glo] wl= 2F9
k= (Food and Drug Administration, FDA)olA <<l¥At}. 181} FDAE
%9 275 A3H(eGFR 15-29 mL/min/1.73 m*) FAE|HE febuxostat
o @Ak A mael A SHdAdel wial ulolB7t EFEsittal Wt
(4). Febuxostat®] &l gk wEREA 2 ArdA FF

AL Agold] BAES tgow wEd v

Of

wo| A Eay

#l 2
EollA febuxostat Q4F Fhao @apAolgla kA Fd Rl gle
v, A 71l tigk 9 w=dol g

SIAES oz 3 febuxostat 2]
e A HxE uprh Qltk. o
of, & AFolA = obd] TS WA v WWATEY 45079 1
= IAES YO Z febuxostatd] Q4F 7HA mIol Al kA AS

2Ag o) gdolnmg v,

|



2. Ag % Y

B A= Preferred Reporting Items for Systematic Reviews and
Meta-Analyses(PRISMA) A Zel we} 8t vh(9). =g, o] AF+=
International Prospective Register of Systematic Reviews(PROSPERO)®]
H S CRD420212785172 55 H T}

2.1. 38 A#AA

20213 9¥ 7« 9] PubMed, Ovid MEDLINE, Embase, Z12]3L Cochrane
Library dlo]glmo]zel s AAH oz AAS Agsgit. A4 g 4
4 8ol Table 19 7ls=slditt. & Aol #£34d =59 Fued
o e 47 A T A AAES APsteTE. ANE BE AT
T EndNote X209 SH3lal S&HHE A= AAS .

A2 LA

2.2. X3 R AY7IE

rob
N
Y

SE,
i

K
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1. B8 WA Algo]a s v 3RS Eohsk o+
2. =5 9 jnvitro 9T
3. 3}3t ¥4 (Chemical synthesis) &+
4. AP AREY, U R, FE AlEE, g = 2 SAE
2.3. Ax¥

o] AT AR VIAZFHY dH QA ¢ A% 7T W
o A 7159 WEE eGFRE 7|wo®E HIbslRlth. 714 dHelHe
febuxostatS Folalr] Aol SAHAT. wEheH ol x3d e A+
A febuxostat< T8 AA7MA] FAH o wpx]ul 22 Aol o

olE| 7} A %= AHE-E AT

2.4. A5 F& ¥4 2 H7}

% gl dpAE A 444 A 98 2% SYHon A7
o AT 252 PEaGh. A9n A7) AA BEe 4244 v
Felsy) Sl T3 L A9 AFES o T we] A7At Sy
2 AES T QPR ] ool AXekA @S A, A WA AT
Aok Feolg Fal ARSA

¥ty A5 2SS Hrbslr] 98l National Health Lung and Blood
Institute(NHLBI) Quality Assessment Tool for Observational Cohort and
Cross—Sectional Studies= A}83}e], & 14709 wiZflRH4E 7|02 ¥

A1), AMSE BHFE (o 2 EA ST WHFA o o}

5 — 1_
Yo'z EASE. ¥ Wel A7t E¥d ATEd g SYHow
e Folatgrt, oA BUA A, A WA ARG Tzl A4

=



2.5. A8 4

Folx Aol gk HelE7F & o] dAgtelA Eld ﬂ—or !%;45"4
&% 23 (random-effects model)S AFE3F HEEAS 2
A71E AFEs7] @l 7 Ako] (weighted mean difference)ﬂ 95% Al
#]7F(confidence interval, Cl1)<S ©]&3}3t}l. o] & A (heterogeneity)
Cochrane Q¢} 'S Al-g3te] H7psholeh. 1°%ho] 25%, 50%, 75%°1W ZH7}
2, T3, =2 BEYAE Yeplg(11). &3 HA & (Publication bias)<
Zj 7] 19 (funnel plots)S ARE3Ste] B7FeRivh(12). EE WEREA 2
R4.1.1014 'meta' % 'Repp' IHIIAE AFE3te] A 33} oF(Copyright
(C) 2021 The R Foundation for Statistical Computing Platform).



Table 1. Search Strategies and Key Terms

"renal insufficiency, chronic" OR "chronic renal insufficiencies" OR
"renal insufficiencies, chronic" OR "chronic renal insufficiency" OR
"kidney insufficiency, chronic" OR "chronic kidney insufficiency" OR

"kidney failure, chronic" OR "chronic kidney disease" OR "chronic

1 kidney diseasex" OR "ckd" OR "end stage renal disease" OR "end stage
renal disease*" OR "esrd" OR "renal impairment" OR "renal impairmentx*"
OR "chronic renal disease" OR "chronic renal diseasex" OR "chronic
kidney failure" OR ‘"chronic kidney failurex" OR "chronic renal
failure" OR "chronic renal failure*"

2 febuxostat*

3 1AND 2
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¥}, Febuxostat< 3-1271€
e 10-120 mgo 2 FoHAoH, ZF Agvit; S dWEHA &
*tH(Table 2). ®EREA 23d A5 F 392 559 A7s Ast
(eGFR 15-29 mL/min/1.73 w®)oll A 2] FDA %91 €39 40 mght} = &3
= AH&stlth(13,15,17).

o
©

3.2. 84 84k W3

HEREA o] E3E BE Ao gk 327HES tideR dd aqke W
st Hrbekglth. @3 84F X+ febuxostatel ®ES3Fe] AT
-1.85 mg/dL; 95% CI, -2.04 --1.67 mg/dL;
I, 0%)(Figure 2). &% x5 tidow & 299 Aol dsix= F71

Aol HEEAS FasEtH(13,17). L Ay, I3 242 febuxostat A}

(weighted mean difference,

_7_



& 5 fasgion, o= HA AFolAM Y B4 Fong zkolzk il
UH(weighted mean difference, -1.91 mg/dL; 95% CI, -2.20 - -1.63 mg/dL;
1%, 0%)(Figure 3).

3.3. A% 7154 wst

1457 o] #ALE thgow g 3549] ATolM = A 7ss B7FeFA.
EGFRS &3l H7Fs 217 7]52 febuxostat AF§ Foll & 7FASHA] &Skt
(weighted mean difference, 0.11 mL/min/1.73 m®; 95% CI, -0.25-0.47
mL/min/1.73 m®; 1%, 45%)(Figure 4). 5% A= g oz A3k =714
¢l WERE A = FARSE A3rF BEEQlAL, eGFRS febuxostat AFE $-
o 7FAstA ekth(weighted mean difference, 0.07 mL/min/1.73 m;
95% CI, -0.35-0.48 mL/min/1.73 m*; 1%, 45%)(Figure 5).

4. & F7}

7y =] disk A HrF A3E Figure 69 AASHE. B Ao A
WEshA AT HA4S 9elal S Aosiaitt. A A= A GA]
7Rk B AF R ojwgt A FE AV|E AAESHA FUT. BE
AToNAE 23 2 A VIES B AAERe, AR SH A
ole} 3 A8 == Kk eS| ik, 149 AgelAnt 34 7|3t

2 AT e &3 JFS Frkshr] 918 2w r] 2" (funnel plots)S
A A AT Figure 7). Febuxostate] & QA9 eGFRO] W3t &3= &
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Records identified through
database searching

=

) (n=2180)

Pl

©

(=)

H=

B

=

5 \

i
PubMed MedLine Embase Cochrane
(n=219) (n=1182) (n=653) (n=126)

Screening }

[

Eligibility ]

[

]

Included

[

Records screened at title/

Duplicates removed
(n=782)

abstract stage
(n=1398)

Full-text articles assessed
for eligibility
(n=148)

Records excluded
(n=1250)

Studies included in review
(n=5)

Figure 1. PRISMA flowchart

PRISMA: Preferred Reporting

Meta-Analyses.

showing the

[tems
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for

Full-text articles excluded, with
reasons
(n=143)

Lack of outcomes of interest
(n=116)
Not a community-based sample
(n=27)

study selection process.

Systematic Reviews and



Table 2. Characteristics of Included Studies

Baseline Follow-up

Author . Number Mean Primary Febuxostat Baseline Follow-up
. . Inclusion ) eGFR eGFR
/Publication . ) of age outcome daily dose SUA SUA . .
criteria i X i (ml/min/ (ml/min/1
year patients (year) timepoint (n%) (mg/dL) (mg/dL) 9 9
1.73 o®) .73 o)
Patients
with CKD
Kwak et al  stage 4-5 Started at 9.7 £ 5.9 £
12
(2018)  with SUA 7 M MONLRS 90 80 mg 1.9 1.8 M M
> 7.0
mg/dL
Mean - Baseline: 40
follow-up mg (24.6%), 80
Gout + D mg (68.1%),
Juge et al patients 73 70.9 (range), 120 mg (7.3%) 9.86 * 5.06 + 21.6 = 20.5 *+
(2017) with CKD ’ weeks - - Final: 40 mg 2.85 2.32 6.2 9.2
stage 4-5 68.5 £ (10.5%), 80 mg
64.8 (74.6%), 120
(12-260) mg (14.9%)

_']1_



- Baseline:
10mg in naive

Patients
1
with CKD gg;;pir/l 0 or
Yamaguchi et stage 4-5 . 8.3 £ 6.2 t
1
al (2017) with 03 NA 6 months sw1Fcheq group 12 13 NA NA
hvperuri - Final: 10 mg
eﬁz e (58%), 20 mg
(34%), 40 mg
(8%)
Gout 12 months 40 mg (65.7%)
%),
Kim et al  patients o 7 (s G0 (1o 896 E 488 E  10.84 % 2349
(2020) with CKD ’ & N 2.31 1.68 7.08 16.67
months) 80 mg (22.4%)
stage 4-5
Patients .
Final
with CKD e
Sarvepalli  stage 4 . " ro ?‘Z “If’ o 7.91 + 4.8 £ 24.6 + 25.4 +
et al (2018) with esult o & 1.32 2.22 1.6 1.8
. a total of
hyperuric ..
. 3 visits
emia

Values are presented as mean = SD.
CKD: chronic kidney disease; eGFR: estimated glomerular filtration rate; NA: not available; SD: standard

deviation; SUA: serum urate.
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Study Total
Kawk 2018 79
Juge 2017 i
Yamaguchi 2017 103
Kim 2020 63
Savepalli 2018 9

Common effect model 327
Random effects model

Experimental
Mean

590 1.8000 79
506 23200 73
6.20 1.3000 103

488 16800 63
4.86 22200 9
327

Heterogeneity: !2 = 0%, Tz =0,p =058

Figure 2. Effect of febuxostat on serum urate.

Control

SD Total Mean sD

970 19000 —H#-

986 28500
8.30 1.2000 -
8.96 2.3100
7.91 1.3200
<
<
-2

_13_

Standardised Mean

Difference

SMD

204 [-243;-166]
1.84 [-2.23-1.45]
167 [1.99;-1.35]
201 [-244;-158]
1.59 [-2.68;-0.50]

-1.85 [-2.04; -1.67)
-1.85 [-2.04; -1.67)

Weight  Weight

228%
22.5%
336%
18.3%

28%

100.0%

95%-Cl (common) (random)

22.8%
22.5%
336%
18.3%

28%

100.0%



Experimental Control Standardised Mean Weight Weight

Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (common) (random)

Juge 2017 73 50623200 73 986 28500 —— 184 [2.23;-145] 551%  551%

Kim 2020 63 4.88 1.6800 63 8.96 2.3100 = -2.01 [-2.44;-1.58] 44.9% 44.9%
|

Common effect model 136 136 ; -1.91 [-2.20; -1.63] 100.0%

-1.91 [-2.20; -1.63] - 100.0%

Random effects model
Heterogeneity: = 0%, 2= 0,p =056

Figure 3. Effect of febuxostat on serum urate in a subgroup

meta-analysis of the studies of people with gout.
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Experimental Control

Study Total Mean SD Total Mean sD
Juge 2017 73 2050 92000 73 21.60 6.2000
Kim 2020 63 23.49 166700 63 19.84 7.0800
Savepalli 2018 9 2540 1.8000 9 2460 1.6000
Common effectmodel 145 145

Random effects model
Heterogeneity: F= 45%, “=0 0461, p =0.16

Figure 4. Effect of febuxostat on

rate.

Standardised Mean Weight Weight
Difference SMD 95%-Cl (common) (random)

i -0.14 [-0.46;0.19] 506%  453%

; 0.28 [-0.07;0.63] 433%  426%

; 0.45 [-0.49;1.39] 6.1% 121%

"_ 0.08 [-0.15; 0.31] 100.0% -

% 0.11 [-0.25; 0.47] - 100.0%

-4 05 0 05 1

the estimated glomerular

_’]5_

filtration



Experimental Control Standardised Mean Weight Weight

Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (common) (random)
Juge 2017 73 2050 92000 73 2160 62000 -0.14 [-0.46;0.19] 53.9% 51.3%
Kim 2020 63 23.49 16.6700 63 19.84 7.0800 0.28 [-0.07;0.63] 46.1% 48.7%
Common effect model 136 136 g’: 0.06 [-0.18; 0.29] 100.0% -
Random effects model 0.07 [-0.35; 0.48] - 100.0%

Heterogeneity: 12 = 67%, ©° = 0.0596, p = 0.08 L L
060402 0 02 04 06

Figure 5. Effect of febuxostat on the estimated glomerular filtration
rate in a subgroup meta-analysis of the studies of people

with gout.
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Figure 6. Assessment of the quality of the included studies.
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03 02 01 00
(-]

04

Standard Error
05 04 03 02 01 00
Standard Error

10 1.5 20 25 3.0 -1.0 0.5 0.0 05

Standardised Mean Difference Standardised Mean Difference

Figure 7. Assessment for publication bias using funnel plots. Effect
of febuxostat on serum urate. (A) Effect of febuxostat on

the estimated glomerular filtration rate. (B)
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= ATl E FAS ] v RAATEY 4-59Ae] 1o AtE S gk
of thgh febuxostat®] Al kA H oAb 7HA ga¥E Hrbshr] s &
ZATFY AAA £d 1z d HEREAE s glth. Febuxostat SA4F
A adE yehllon Fof ok A% 759 st gl % @
AHe e ®E § o 1 HEEA MR AR A3E BRAFI.

HlEHEA el Z3tE 399 A= T AT
mL/min/1.73 m®)ol A o] FDA <<l &3l 40 mgHUt} =& &3S AL8313

t}(13,15,17).

olgle] WEHEA Aol A by o FEolM FEEY WATL
AR mmsglon, oo AFdN FFe wYTEYL A=

o meba, 2 AFdA = 7Y x5 (randomized controlled
trial, RCT)&} o] 9] wlEFEA oA FF A=A T4 A g= 7
A2 59 SAE E3bsto] A GAaLE] 7|gk dEA Y] WEEA e
B3 ATH6,7,18-21). ALoA FE5Eo wAZEH 2 A4 A7|5A
o] ol AFEF A, A AT EH(4-5A) SRR 8

H7F #AZEATE. Febuxostat AFE ol %= eGFRE| ofst+= #FE A

=]

FAEaNn:Y
ol A HdA FERE FAstt. FE =AM 5 A7]s A eH(eGFR

als

15-50 mL/min/1.73 m*)7} A& FF #AE 2= febuxostate] A
I} a8 ZAEE 3 RCT Aol A =, F febuxostat 5+ (30 mg 3+ 2
3] Fof 9 40/80 mg sHF 13] Fof)3 9okt (2 327)= 1270t Bl
shlth(22). 7 2w ZF €% AdolEld(creatinine, Cr) T3¢} eGFRO
Fromgt Wl gilem, 1270 AlelA dH a4k FA7F 6.0 7
Tro 2 7HAd xRkl £ 9okt W] febuxostat Fojtoll A EkTE.
ki3 ATFAES A 21715 (eGFR = 90 mL/min/1.73 n*) E& ALk

A A 7)%5 A3H(eGFR 15-89 mL/min/1.73 w)E 717 5% A=

|

r1r

=

HR

off
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2. Ag % Y

2017'd 1EH-E 2018 129714 AZRFHAE7E F AR 554

194 o]de] B3F #x T allopurinol =2 febuxostats & FoFshs

S-S e m skl 3 Feokel o= ofE AR A 671d FeF =l

oA ARE Thedk 8AbASAE oFE<¢l allopuri

benzbromarones WA ¢k A4-=E dh
P

- 1
Axe 3 AW AFd2HEE 13 59k oFE AA]E(medication
° -

7*(adherent patient), 80% WI¥rl H$ EHoF ]
patient) 22 #F33TH9,10).

71824 oA EAI} allopurinol® febuxostatd] EoF +=S% v o
Atz 549 o 7 okARE 5o -8 % H|WE= Student’ s t-test$}
FFol Al H -7 4 (chi-squared test)< ©]83}th. F+ <FAloA 1d s+ F
oFd Fof wWE 3 ¢ HES =R YEJAnt. 5 &85 o5
e HAE s Fotetr] fs deEA2YH I (multiple
logistic regression)S ©]&3t¥ . FAIEAL SAS ver 9.4(SAS
Institute Inc., Cary, NC, USA.)E A}&3} a1,

=
o
5% “dAste] pgtol 0.05 MWkl 5 SAH 2 Fofsirtar 3T,

P
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3. 4 34

20163 7¥€EE A7t wE allopurinol ¥} febuxostat & XWES
B allopurinol & A&} 743}l febuxostat & Az} Z7bske] 2017 d
11¥€7 F oFAle] AWEo] vH=gdthrl o] F febuxostat 9 W&o A
=olx] 2020d 7 Hol= oF 64% AEE A5 (Figure 8).

T 839,706 71o] A iAdel EFHJAAL, 7IEAHA AN
39 Q9F53itl. Allopurinol ¥} Febuxostat AFE A<F 7]- 7+ A7.8%<F
52.2%% 3L, A+t ‘4’0115 H| =3k, A BYE JAd o] 89%= kA
Zroll ZpolZb it 14 &<F 5o =3 (MPR = 80%) %1}9] T A
21.73%° B33} 3, allopurinol ©] 26.51%, febuxostat ©] 17.36%=
allopurinol & AF&3% 7o =4 (Figure 9).

& A2 3 allopurinol AFE & 50%9] 37} 1@ &9 60Y A=

°b& FeoFshalal, febuxostat AMEw & 50 1 &9t 30 AR

XL Table
pa?

= _l}l B

e

= & 2t
oS Fofsldlth. 1d &t oF5 AlE FoFgk ko] HlE&2 allopurinol
2 1.68%, febuxostat<- 0.96%l &2} 353c}(Figure 10)

T OFAl gF AR 549 e B &8 Hlale Table 4o 8.oFs)
S t. Allopurinol¥} febuxostatw EF A9 HeF &0l GAdHT
Edom, ARl FoldFE HoF £ HEE U, F %E BT 3
A ol A A Fe Sxpe] A, 12k, 22k oA A= A%l
Hlel b et vlEe] Eth. B, ook Fole BF g Jad
of &} oA IRE W& Ao Fof &5k HEo] ¥ U

H5oF =8 ool S vAE 2de AT 23t allopurinol£
Fokek A9, 654 ol d®, HduHd Is5E v A5, WY I5E
He QoA fFostAl A (odds ratio, OR)7F o} W&ol AATH
(Table 5)
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Table 3. Baseline Characteristics of Included Cases

Total case, n (%) Allopurinol, n (%) Febuxostat, n (%) p value

Total 839,706 (100) 401,348 (47.8) 438,358 (52.2) <0.001

Age (mean = SD) 5.0 £ 15.7 54.9 £ 15.5 <0.001
Male 750,061 (89.32) 358,064 (89.22) 391,997 (89.42)

Gender <0.001
Female 89,645 (10.68) 43,284 (10.78) 46,361 (10.58)

SD: standard deviation.
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Figure 9. Percentage of urate lowering treatment—-adherent (MPR =
80%) and non-adherent patients in a year. MPR: Medication
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Table 4. Comparison of Medication Adherence (MPR = 80%) According to General Characteristics of

Allopurinol and Febuxostat

Allopurinol, n (%) Febuxostat, n (%) p value
Male 92,455 (25.80) 65,602 (16.70)

Gender <0.001
Female 13,955 (32.20) 10,493 (22.60)
18 - 39 11,359 (13.75) 3,794 (4.72)

Age 40 - 64 55,736 (26.33) 37,852 (16.13) <0.001
> 65 39,315 (36.73) 34,449 (27.95)
Tertiary 23,557 (45.99) 13,049 (39.38)

Hospital Secondary 33,061 (25.83) 22,167 (17.35) <0.001
Primary 49,792 (22.41) 40,879 (14.73)
Internal medicine 85,188 (40.49) 59,717 (35.39)

Medical department <0.001
Others 21,222 (11.11) 16,378 (6.07)
City (including Sejong) 57,462 (29.08) 41,762 (20.53)

Administrative division <0.001
Province 48,948 (24.02) 34,333 (14.61)

MPR: medication possession ratio
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Province

Reference

Table 5. Factors Associated with Medication Adherence (MPR = 80%)
OR (95% C1) p value
Drug Allopurinol 1.46 (1.44-1.47) <0.001
Febuxostat Reference
Gender Male 1.10 (1.08-1.12) <0.001
Female Reference
Age 18 - 39 Reference
40 - 64 2.23 (2.18-2.27) <0.001
> 65 3.40 (3.33-3.47) <0.001
Hospital Tertiary 1.46 (1.43-1.48) <0.001
Secondary 1.06 (1.04-1.07) <0.001
Primary Reference
Medical department Internal medicine 5.59 (5.52-5.66) <0.001
Others Reference
Administrative division City (including Sejong) 1.13 (1.12-1.15) <0.001

MPR, medication possession ratio; OR, odds ratio
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§% 24 glol AET F AT, =3, ZY AE BAAA

Febuxostat 40 mg 3+ €Fo] allopurinol 100 mg 3¥9] 84 #A @ 3e} H
=35l 8o HAYAE 7Fx 1 9Yri(15). Febuxostate oA 2012\

~

%0l o]Z 20161 7EHE 1A} AR ALRE & YA HHA allopurinol

AW E= Axp 7F4ASFaL febuxostat A HFEo] 43 =71 AL B o
Toll A gl Tt. sk TE &]=re] 79 febuxostate] AHWEO] 1%oA 9%

AEZ )9 wekar, 90% o]/ allopurinole] =FA|gAThH(16-19). =l A
febuxostat 2] ] ‘C’Jg‘ﬂ =2 o' Aol vl HLA-B5801 x4t S E
o] w9 31, febuxostat®] S}/l A <kel H|s] vl Z] AHHslr] Wi

=2 ¥ vh(13). Allopurinol ¥} febuxostat®] HoF =8&& 24 Wt
ATe =l 33 B Fubel s Wi g vl A Alfek Aot 9ol ¢l
ATth(20). 20119 12€%-¥ 2018Y 1197H4] 6029 S FA3 AF= 2<%
A (persistence)S H7}sFtE. Allopurinol®} febuxostatd] FH W&
747} 2377 (39.4%) 9F 365™ (60.6%) & & Ao} FARS ARE B A
A BApe] 1d Hef A&HEL2 67.3%9 3, Algto] 4% it O
717v Fo kS Fudl skxl= 2827 (46.8%)¢1H] o] allopurinol©]
60.6%5 2HASHTE. & FHsh= AF JAAE allopurinole] $1EH]7F
2.012 Yl E Agokes wie] AdE HBlv. o] gk Zpo]of Al
o= B7F A% Apeleh g} tiido]l 3xk W w3tE 3 som 3
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o Aol ANIL(7), ¥ ATl 654 oY aF e AL HoF £
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= A% 5 oot =A vEhd A5t AAT(18). el Al
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Meta—analysis of the efficacy and safety of urate-lowering
therapy in patient with gout, and real world data-based

evaluation of adherence to urate-lowering therapy

Jeong, Hye-Jin

Department of Internal Medicine
Graduate School Keimyung University

(Supervised by Professor Kim, Sang-Hyon)

(Abstract)

Gout is a chronic metabolic disease in which monosodium urate
crystals accumulating in the body due to hyperuricemia is deposited
in the joints and tissues surrounding the joints, causing
inflammation. The prevalence of gout is increasing worldwide due to
increased life expectancy, increasing incidence of metabolic
diseases, changes in eating habits, and an increasing number of
patients with chronic kidney disease or transplant. The effective
long-term treatment of gout is to prevent acute gout attacks and
complications by lowering serum urate.

In this thesis, we performed two studies on the efficacy, safety,
and persistence of urate-lowering therapy in patients with gout. The

first study evaluated the serum urate reducing effect and renal
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safety of febuxostat in patients with stage 4-5 chronic kidney

disease who did not receive dialysis, through a meta—analysis of

observational studies. This meta-analysis revealed a decrease in

serum urate concentration after administration of febuxostat in

patients with stage 4-5 chronic kidney disease. Kidney function

evaluated through estimated glomerular filtration rate displayed no

difference before and after the use of febuxostat. The second study

used Korea Health Insurance Review and Assessment claims data to

compare medication adherence for 1 year between patients first

prescribed allopurinol or febuxostat as urate-lowering therapy from

2017 to 2018. In Korean patients with gout, allopurinol had more

1-year adherence groups than febuxostat. Older patients and those who

received their prescription from an internal medicine practitioner

were assoclated with a higher medication adherence rate.

This study confirmed that febuxostat has an appropriate serum urate

reduction effect and displays renal safety in hyperuricemia patients

with stages 4-5 chronic kidney disease who are not receiving
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dialysis, and that allopurinol achieves higher medicaton adherence

than that of febuxostat. The results of this study are expected to

aid physicians in selecting appropriate drugs for patients with gout

and advanced chronic kidney disease and to 1increase medication

adherence among these patients in the future.
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