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1-2i8R0 | 48R o 07574 :
1 A . 1451 (B/%) 23/4 -
i‘ 'i i‘ i‘ RAMEF () 303+ 0.7 -
SR D AT 28 R BMI(kg/m?) 247+ 26 249 + 27 NS
[k ERESER) EREECEER) FE{f BB (cm) 883 & 8.7 88.1 £ 9.1 NS
= e Seeine N b A8 0 0 EE (mmHg) 1217+ 114 1186 + 114 NS
100005/ 8, & EOEBEEE (3-5METs) HRBRNA L EE (nmHg) 722 + 101 60.1 £ 0.2 NS
PP LDL-C (mg/dL) 1026 + 285 106.0 + 26.8 NS
SHEBRENE DRSESATICLEHER HDL~C (mg/dL) 516+ 138 512 144 NS
e o N B —— it AR RS (me/dL) 1343 & 69.7 116.2 + 552 p<0.05
R E T RARRF SRR S 2B M 22 R B 1t B (mg/dL) 104.7 + 136 99.9 + 153 NS
D2E4TL, KA 4ER HbA10(%) 57+05 57+ 05 NS
CRP (mg/dL) 02+04 02+ 02 NS
" NEp—— b il ” B () 6987.9 + 22306 9117.4 £ 26731 p<0.01
EABFIIR~DORAZIERL, B205HH, & AR (koal) 188.9 + 795 2562 % 08.9 <001
BOEREELLIE=S)2YT PREOTMBM () 215+ 156 353 % 204 <001
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Pentraxin 3 (PTX3)
AMIRFERICPTX3N LR BIlREILFERBATEL

IR (Rolph MS et al; Arterioscler Thromb Vasc Biol 22 (5): e10-14, 2002)

* PTX3[£CRP4°NT-proBNPRFOR= T E D
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(Latini R et al: Circulation 110 (6) :2349-2354, 2004)
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(Mantovani et a/ Vaccine. 2003)
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(Latini ef af Circulation. 2004, Suzuki et af Am Heart J. 2008)

* LDL-c/HDL-ctb (&, BhAREEL DA i
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(Tamada et af Metabolism. 2010)
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HR: HRE
_m

Age (mean = SD) 64.6 = 9.1

Gender (female), n (%) 16 (26.4)

Diabetes mellitus, n (%) 32 (44.4)

Hypertension, n (%) 35 (48.6)

Past CAD (+), n (%) 58 (80.6)

Smoking, n (%) 7(9.7)

LDL-C (mg/dL) 134.9 + 40.1 111.3 + 23.4 <0.01
HDL-C (mg/dL) 51.5 £ 10.1 53.9 + 113 <0.05
16 (mg/dL) 130.6 = 81.5 126.4 + 92.7 NS
L/H ratio 2709 22+ 06 <0.01
PWV (m/s) 1582.2 & 315.0 1608.8 == 280.6 NS
ABI 12:£01 1101 NS
WBC ( /ul) 6058.3 £1237.5 5758.3 +1437.0 <0.05
PTX3 (ng/mlL) 3.04 = 1.35 2.96 + 1.01 NS
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pr-f |
(ZEIEE) P value
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Pvalue r P value
WBC (/ul) 0.296 <0.01 0.313 <0.01
LDL (mg/dL) 0.174 NS 0.024 NS
HDL (mg/dL)  -0.054 NS -0.174 NS
L/H ratio 0.205 NS 0.163 NS
HbAlc (%) -0.052 NS 0.065 NS
PWV (m/s) -0.084 NS 0.028 NS
ABI 0.047 NS 0.063 NS
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Background

Interleukin-18 (IL-18) is associated with plaque
progression and cardiovascular outcomes. However, the
relationship between IL-18 and pulse wave velocity (PWV),
which is associated with arteriosclerosis, is unknown.

We hypothesized that the circulating level of IL-18 may
be a useful biomarker to predict the progression of
vascular dysfunction in patients with coronary artery
disease (CAD).

To examine the relationship between IL-18 and PWV
(average of right and left).

We measured the circulating levels of IL-18 using current
blood samples and those of 5 years before in 105 patients
in Kitasato Registry of Cardiovascular Disease Prevention.
The patients were classified into two groups with or without
CAD based on the baseline diagnosis (table 1).

| Table 1 Patient characteristics

} CAD (+) [cap ()
| (n=56) | (n=49)
| [Age (mean £ SD) 64.7£9.4 649:9.7 |
Gpnder (ferqgje), n (%) 10 (1 Zﬁ) 18 (36.7)"
| |Diabete: s, n (%) 18 (32.1) 112 (245) |
| [Hypertension, n (%) 23 (41.1) [32(6538
| [Family history of IHD, n (%) 16 (28.6) 8(16.3) TR
king, n (%) 6(10.7) 5(10.2) [
ILDL-C base (mg/dL) (mean+SD)  [14265+49 (1316440 |
Syear (mg/dL) (mean  SD) 1112+ 25 112.5+ 32 |
IL-18 base (pg/mL) (mean % SD) 279.0+ 32 256.0 £ 82
Syear (pg/mL) (mean £ SD) 31094153 (2027181
AlL18 89.9 + 442 12.8+43.8
[PWV base (cm/s) (mean * SD) 1542 + 244 1563 + 276 |
5year (cm/s) (mean t SD) 1583 + 249 1530 + 245 |
_APWV [347£123 [143:08° |

“P<0.05 for CAD(+) vs. CAD().

The patients were classified into two groups with or without CAD based
on the baseline. The numbers of female, the presence of hypertension,
and APWV were significantly different between the two groups.

Results
Figure 1 Circulating levels of LDL at baseline and 5-years later
(mg/dL)
W CAD {+) mCAD {3}
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*p < 0.05 for baseline vs. 5 years

Circulating levels of LDL after the 5-year disease management
were significantly lower in all patients.

Figure 2 Circulating levels of at baseline and 5-years later

bt  wCAD(HECAD() |
500
400
- 300
- 200
. n iy >
008 o b Ve B it "

After 5-years later, circulating levels of IL-18 were significantly
increased in patients with CAD (+).

B — |

Circulating level of interleukin-18 is associated with
the progression of arteriosclerosis

Ryo Kameda', Minako Yamaoka-tojo'?, Taiki Tojo'*, Kazuki Wakaume", Yuki Yoshida?®, Yoji Machida®, Takashi Masuda'?, Toru lzumi'3

TKitasato University Graduate School of Medicine Sciences
*Kitasato University School of Allied Health Sciences
3Department of Cardio-Angiology, Kitasato University School of Medicine,

Sagamihara, Japan

Figure 3 AIL-18 and APWV during the 5-year disease management
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*p < 0.05 for CAD (#) vs. CAD ()

AIL-18 and APWV were increased in CAD (+).

During the 5- year disease management, APWV were |
significantly increased in patients with CAD compared to those |
| without CAD. |

Table 2 The correlation between AIL-18 and APWV

[ - r ~ [p-value \
CAD (+) 0.264 <0.05 1
| |(n=56) J ;
| |caDp () 1-0.05 ‘0.730 *
- |n=t9) B |

‘ During the 5-year disease management, AlL-18 was correlated
‘ with APWV in patients with CAD, but not in patients without
CAD.

Table 3 Patient with CAD classified with LDL-C levels

|

j CAD(+) n=56
LDL>140  |100SLDL<140 |LDL<100
(n=26) (n=21) (n=9)
Age (mean £ SD) 64.0:89  |64.618.9 64.6:11
|| Gender (female), n (%) " |79 [3(14®m |00
Diabetes mellitus, n (%) 10(385) |6(286) 2(222)
Hypertension, n (%) 11(423) |6 (286) 6(66.7)
Family history of IHD, n (%) 8(30.8) 6 (28.6) 2(222)
|| smoking, n (%) 4(15.4) 1(4.8) 1(11.1)
||LDL base (mg/dL) (mean £ SD) |181.3£43 |119.1£12*  |85.0+14 "
Syear (mg/dL) (mean+SD) [1109+26 |[116.9+23 98.8 + 22 |
IL-18 base (pg/mL) (mean £ SD) |260.2% 112 [265.1£104  |365.8%196 | |
5year (pg/mL) (mean + SD) |295.6% 109 |286.1 % 131 41311243 ||
AIL-18 184.6% 635 |6.66 +23.0 106106
PWV base (cm/s) (mean+SD)  |1608+238 |1432% 179 1606+ 294 |
Syear (cm/s) (mean £ SD) | 1630 + 264 |1484 + 175 1678 275
APWV " |222:139 [420:99  [539%125 ||

*P<0.05 (vs. LDL>140 mg/dL) *'P<0.01 (vs. LDL>140 mg/dL)

The patients with CAD were classified into three groups
according to the LDL-C levels at baseline.

DL<200
8, 16% 2036
%

baseline E-ymars
According to the lipid management guideline, LDL-C levels
were lowered in patients with CAD by the lifestyle
modification and/or additional cholesterol lowering
medications.

Figure 4 The effect o lipid management in the center for 5-years
¥ 1000 DL<180

Figure § LDL-c lowering in patients with CAD

= LDL>140 = 1004 DL<140 LDL<100

H]

“p<0.01 for bassline vs. 5 years

& yoars

In the high LDL-C group, LDL-C levels were significantly
lowered to the level of guideline-recommended after the 5-
year disease management.

| Figure 6 circulating level of IL-18 and APWV in three LDL groups

(pg/mL)
700 - = LDL>140
¥ 100<1DL<140
600 - LDL<100
NS [
500 - r M 25
@ 400 -
S 5
= 30 I
200 - 0 -
100 5
a- o
baseline, buulh;_nv,..:‘l:ulll;y..-n APWN

Circulating level of IL-18 were significantly higher in the
LDL-C <100 group and APWV were increased in the group
compared to other groups.

= The circulating levels of IL-18 in patients with
CAD were significantly increased during the 5-ye
study period.

= AlL-18 was significantly correlated with APWV
in patients with CAD but not in patients
without CAD.

* The circulating levels of IL-18 were significantly
increased in the LDL-C < 100 group, and APWV
were increased in the group compared to other
groups.

T A e

J The circulating level of IL-18 is associated with PWV
| in patients with CAD, which were correlated with
PWYV increase.

These data suggest that the circulating level of IL-18
may be associated with arteriosclerosis, and this may
help predict cardiovascular events in patients with
CAD.
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