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€ eGFR<60M 1134
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Am J Kidney Dis. 2015 Apr;65(4):543-549.
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Febuxostat Control
Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% ClI

4.2.1 CKD stage 3

Kimura 2018 -0.1 1025 219 -06 1038 222 92.6%
Tanaka 2015 -1.3 11.71 21 -04 10.19 19 7.4%
Subtotal (95% CI) 240 241 100.0%

Heterogeneity, Tau® = 0.00; Chi* = 0,15, df = 1 (P = 0.70); I? = 0%
Test for overall effect: 2 = 0.42 (P = 0.68)

4.2.2 CKD stage 3 and 4

Mukri 2018 0.1 10.93 47 -06 1474 46 25.5%
Sezai 2015 5.1 11.28 56 08 117 53 355%
Sircar 2015 3.2 16.01 45 -4.4 1155 48 22.4%
Yu 2018 0.8 1457 33 =07 13.43 33 16.6%
Subtotal (95% CI) 181 180 100.0%

Heterogeneity Tau’? = 1.30; Chi* =351, df =3 (P = 0.32); I’ = 15%
Test for overall effect: Z = 2.47 (P = 0.01)

Test for subgroup differences; Chi’ = 3.45, df = 1 (P = 0.06), P = 71.0%

= Stage3-4OCKDEETH
(Stage3DATIFEEELL)

0.50[-1.43, 2.43]

-0.90 [-7.69, 5.89]
0.40 [-1.46, 2.25]

0.70 [-4.58, 5.98]
4.30 [-0.02, 8.62]
7.60 [1.89, 13.31]
1.50 [-5.26, 8.26]

3.66 [0.76, 6.55]

1o 3 0 3 10
Favours [Control] Favours [Febuxostat)

IZeGFR%Z # 4

Medicine (2019) 98:29(e16311)
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FREED trial (EIR®RCT)

ROBMEY X7 DH 365U LDSREEMAES
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European Heart Journal (2019) 40, 1778-1786



FEATHER study

stage 3 CKDD % 3 20 LA L O 5 REE M E &
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0 4 8 12 24 36 48 60 72 84 o6 108
Weeks of administration

Mo, of pts
Febuxostat 219 219 213 211 197 184 178 180 179 171 170 161

Flacebo 222 220 216 214 200 186 175 181 177 174 168 164 Am J K|dney D|S 2018 Dec. 72(6) 798_810



CKD-FIX

BHEEEIEEY X7 D H 5 Stage 3-4DCKDE
|:| 7 ) / —ILEF 1854 vs Placebo®f 1845l x 1048 (24ERT)

SN 'eGFR*¥U-Alb/Crtt o
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E 1 \m#__ _.
; H: a T -_W%‘: : 1t£ ‘\- ﬁ-lh\% fé‘ L :

Weeks since Randomization

::&:Jomiem 181 174 168 164 156 157 149 148 N EngIJ Med 2020,3822504—13

Allopurino I 182 172 170 165 164 152 144 133
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MO . CARES trial (DB-RCT)

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

Cardiovascular Safety of Febuxostat
or Allopurinol in Patients with Gout

William B. White, M.D., Kenneth G. Saag, M.D., Michael A. Becker, M.D.,
Jeffrey S. Borer, M.D., Philip B. Gorelick, M.D., Andrew Whelton, M.D.,
Barbara Hunt, M.S., Majin Castillo, M.D., and Lhanoo Gunawardhana, M.D., Ph.D.,
for the CARES Investigators*

N EnglJ Med 2018;378:1200-10.



CARES trial : 3% - A%

DIMERBEIEDH % mEEZ 619041
7x7FVRZy FEE vs 7ATY / —ILBEXT2H B
7x7F%V A2y Mg5E : 40-80mg/d

Ta7) /=155 300-600mg/d

N Engl J Med 2018;378:1200-10.




CARES trial : &8

Table 3. Events That Occurred during Treatment or within 30 Days after Discontinuation of Treatment.*

Febuxostat Allopurinol Hazard Ratio
End Point (N =3098) (N=3092) (95% Cl) P Value

no. of patients (%)

Primary end point: composite of cardiovascular 242 (7.8) 238 (7.7) 1.00 (0.82-1.22)7 0.99
death, nonfatal myocardial infarction,
nonfatal stroke, or urgent revasculariza-
tion due to unstable angina



CARES trial : &8

Secondary end points

Cardiovascular death 62 (2.0) 41 (1.3) 1.49 (1.01-2.22) 0.047

Nonfatal myocardial infarction 93 (3.0) 106 (3.4) 0.87 (0.66-1.15) 0.32

Nonfatal stroke 59 (1.9) 62 (2.0) 0.94 (0.66-1.34) 0.72

Urgent revascularization for unstable angina 45 (1.5) 44 (1.4) 1.00 (0.66-1.52) 0.98

Composite of cardiovascular death, nonfatal 205 (6.6) 200 (6.5) 1.01 (0.83-1.22) 0.93
myocardial infarction, or nonfatal stroke

Death from any cause 92 (3.0) 72 (2.3) 1.26 (0.93-1.72) 0.14

'Secondary end pointiZT
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