Establishment of the Method to Extract a High Risk Population Employing Novel Biomarkers

to Predict Cardiovascular Eventsin Japan
(EXCEED-J study)
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(sFIt-1)

NT-proBNP
1,174 CKD (eGFR<60 mL/min/1.73 m?
) 469  (39.9%)
CKD stage 3a, 304 (64.8%); stage 3b, 117
(24.9%); stage 4, 27 (5.8%); stage
26 5, 21 (4.5%)
1,316 CKD 2 CKD

1,174 CKD (68
+ 10 (mvean £ SD) vs. 74 + 8y, P <
0.0001) (72.0 vs. 86.6%, P <
0.0001) (37.7 vs. 52.5%, P <
0.0001) (73.2
vs. 69.9%, P = 0.32) (71.8 vs.
( ) 71.9%, P =0.96) (61.9 vs. 57.1%,

P = 0.10)
CKD (23.1 vs.

15.1%, P = 0.0008)
cystatin C (0.81
[0.72-0.92] (median [IQR]) wvs. 1.09

sFlt-1 [0.94-1.35] mg/dL, P < 0.0001)
N
3 (NT-proBNP) (110 [49-327] vs. 230

[87-1179] pg/mL, P < 0.0001)
I (9 [3-19] vs. 13 [6-28] pg/mL,
P < 0.0001) CKD
20
415 VEGF (304 [182-489] vs. 307
[206-463] pg/mL, P = 0.69)
(PIGF) (14 [12-17] vs. 14 [12-17]
pg/mL, P = 0.81)
sFIt-1 (98 [85-117] vs. 102 [88-120]
pg/mL, P = 0.052)
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sFIt-1 ( ) 3

«C ) P = LDL-C
0.004)  sFIt-1 SsFIt-1
CKD 3
eGFR 3 sFIt-1

(ACR) sFIt-1

(P =0.004), (P < 0.0001),
(PCI) (P =
0.0005) sFIt-1 NT-proBNP
CKD
sFIt-1
LDL HDL NT-proBNP
Alc
3 | CKD
VEGF PIGF 3
3
NYHA
, NT-proBNP (P < 0.0001),
I (P <0.0001), cystatin C (P <
0.0001) sFlt-1 sFlt-1 NT-proBNP
(P = 0.0002) sFIt-1 I eGFR
Log(sFIt-1)
NYHA (r=0.077, P < 0.0001) sFIt-1
Log(NT-proBNP) (r=0.042, P < 0.0001)
Log( ) (r=0.12, P =
0.006) sFIt-1
sFIt-1 NT-proBNP
I sFIt-1 CKD
eGFR
sFIt-1
(PCD) sFIt-1 eGFR
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sFIt-1

sFIt-1 CKD
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sFIt-1

sFlt-1 sFlt-1 sFIt-1 p
(<91) (291, <112) (2112, pg/mL)
N 396 395 383 -
, Y 69.1 + 10.6 70.8 + 9.7 71.4 + 9.7 0.0043
. n (%) 291 (73.5) 280 (70.9) 273 (71.3) 0.6
mmHg 128 + 18 130 + 19 125 + 20 0.0098
mmHg 71 £ 13 72 £ 13 72 + 14 0.86
, n (%) 319 (80.8) 318 (80.5) 276 (72.10) 0.0041
n (%) 172 (43.7) 176 (44.6) 163 (42.6) 0.85
., n (%) 313 (79.2) 294 (74.4) 235 (61.4) <0.0001
n (%) 252 (63.6) 226 (57.4) 226 (59.0) 0.18
., n (%) 80 (20.2) 75 (19.0) 79 (20.6) 0.84
CKD (eGFR<60), n (%) 145 (36.6) 154 (39.0) 170 (44.4) 0.077
, no(%) 6 (1.5) 7 (1.8) 6 (1.6) 0.96
, n (%) 42 (11.8) 48 (13.5) 48 (13.9) 0.69
ACR, mg/g Cre 18 [7-52] 14 [5-54] 19 [7-83] 0.20
NYHA class (mean + SD) 1.02 =+ 0.77 1.18 + 0.84 1.41 £+ 0.89 <0.0001
, n (%) 68 (17.2) 63 (16.0) 54 (14.1) 0.49
PCI , no(%) 139 (35.1) 102 (25.9) 89 (23.2) 0.0005
, on (%) 19 (4.8) 38 (9.6) 51 (13.3) 0.0002
n (%) 58 (14.7) 52 (13.2) 43 (11.2) 0.36
, n (%) 331 (83.6) 335 (84.8) 313 (81.7) 0.51
RAS , no(%) 235 (59.3) 230 (58.3) 221 (57.9) 0.91
ACE ., n (%) 60 (15.2) 66 (16.8) 78 (20.4) 0.15
ARB, n (%) 182 (46.1) 165 (41.9) 145 (38.0) 0.072
B ,on (%) 143 (36.8) 160 (40.7) 153 (40.1) 0.48
,on (%) 278 (70.2) 262 (66.3) 216 (56.4) 0.0002
n (%) 261 (66.1) 249 (63.0) 208 (54.3) 0.0023
., n (%) 137 (34.6) 143 (36.2) 127 (33.2) 0.67
, on (%) 116 (29.4) 129 (32.7) 105 (27.4) 0.26
, n (%) 40 (10.2) 39 (9.9) 39 (10.2) 0.99
,on (%) 281 (71.0) 277 (70.1) 224 (58.5) 0.0002
n (%) 248 (62.8) 249 (63.2) 188 (49.1) <0.0001
., n (%) 24 (6.1) 52 (13.2) 83 (21.7) <0.0001
n (%) 18 (4.6) 33 (8.4) 56 (14.7) <0.0001
, n (%) 6 (1.5) 20 (5.1) 27 (7.1) 0.0008
, mg/dL 181 + 38 177 + 39 179 + 37 0.38
LDL-C, mg/dL 104 + 33 102 £+ 33 103 + 33 0.60
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sFIt-1

sFIt-1

sFIt-1

sFIt-1

(<91) (291, <112) (2112, pg/mL) P
HDL-C, mg/dL 52 + 15 53 + 16 53 £ 16 0.68
Non-HDL-C, mg/dL 129 + 36 124 + 36 126 + 35 0.16
mg/dL 122 [86-185] 113 [81-165] 115 [82-169] 0.068
, mg/dL 105 [94-128] 106 [93-129] 107 [94-133] 0.69
Alc, % 6.0 [5.6-6.7] 6.0 [5.5-6.8] 6.1 [5.5-6.8] 0.82
Cre, mg/dL 0.85 [0.72-1.01] 0.86 [0.72-1.01] 0.88 [0.72-1.08] 0.25
eGFR, mL/min/1.73 m? 65 = 20 63 = 18 62 = 21 0.14
, g/dL 13.3 = 1.8 13.4 = 1.7 13.4 = 2.0 0.87
sFIt-1, pg/mL 81 [75-86] 100 [95-105] 129 [119-153] <0.0001
Cystatin C, mg/dL 0.85 [0.73-1.05] 0.89 [0.78-1.07] 0.95 [0.79-1.15] <0.0001
NT-proBNP, pg/mL 97 [46-290] 132 [55-399] 300 [87-1190] <0.0001
1, pg/mL 8 [3-18] 11 [4-21] 13 [6-30] <0.0001
VEGF, pg/mL 314 [193-499] 307 [196-470] 288 [176-471] 0.60
PIGF, pg/mL 14 [12-17] 14 [13-17] 15 [12-17] 0.19
* (mean = SD) 0.99 + 1.00 1.12 =+ 1.07 0.94 + 1.06 0.086
CKD: ; eGFR: ; ACR: / ; NYHA: New York Heart
Association; PCI: RAS: ; ACE:

;  ARB:

test

ANOVA, Kruskal-Wallis test, Pearson’

2
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s chi-square
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