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Effect of Cilnidipine on Cold Stress
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Effect of Cilnidipine

on Air Jet Stress Model
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Aamies, Plasma Nor epinephrine
Renin Activity (n=47)

Amloedipine Cilnidipine
varanie 3month 3month
Before After Befiore After
Systolic | Som AN SO | 161+13 | 132+17*
Diastoelic BR(mm 104+25 BeE:6 * 10622 8418 *
HR (bpm) V-6 777 797 78+£8
NE (nmol/L) 1.254£0.51 | 1.49+£0.71 | 1.67%+0.7 | 1.544+0.62
Renin (nmol/L) 0.444£0.73 [ 0.24+0.23 | 0.24+0.2 | 0.22£0.23
* p<0.001

Hypertension 1999;33:1447-1452
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Effect of Cilnidipineon High and Low ABP
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Pulse rate before and after

treatment with Cilnidipine
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Change of LDL/HDL cholesterol

IN treatment with Cilnidipine
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Antioxidant Effect of Cilnidipine
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LOLC (mmol/L)
TG (mmol/L)
HDLC/TC
t—=PA (ng/mL)

t—-PA-PAI-1 (ng/mL)

RESULTS

IPGEIE 1.36
0.26 = 0.09
VAR O . 1
6.6 £ 3.7

RTS8 1.3
s 116.6

e.? + 7.2

prye 2 N2
0,652 2O
e 0.85
IBSEE0.42
St 0.68
1.23+0.78
Oya= 0. 110
8.8+3.4
st 2.3

0.001
0.001
0.05
NS
NS
0.05
NS
NS
NS
NS
NS
0.01

Drugs Exptl. Clin Res 2000;26(4):119-123




Triglyceride

Before After Before After

*:p<0.05 **;p<0.01 Drugs Exptl. Clin Res 2000;26(4):119-123
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RESULTS

3Mon 6Mon
SERIMMING) 148 F e 142 + 11
R (rrinerle)) 80 % 6 78 +8
Rlogzits/rrin) 59+ 9 60 + 9
NE (/L) 084 + 0.1 0.4+£0.2
M-mode & Pulsed Doppler Echocardiographic Variables
129 £ 18 IEEE 20"
63 £ 8 69 £ 7*
+ [2+8——+——TT%8
09 =F 0.2 0,9 == 10), ] B0 £70.1**
Pulsed Tissue Doppler Imaging Variables
Ew(cm/s) 5.0 ZHi.8 8.8+1.9 IRmeRERA - | 1.8+ 2.1
Aw(cm/s) S8 = 1.8 9.5+ 1.5 9.7+ 1.6 9.5 = 4
Ew/Aw 0.9£0.2 0.9£0.4 B2 £ 0.3 IIRERER() 2=

Jpn Circ J 2001;65:305-309
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Effects of CNP & NVP

on _clinical parameters (combined)

Berore | Nilvadipiner| Cilnidipine
(elnirle)) (RSYRORE -] . 281 29.1 = 1.2
r’!m"rlg) 76.8 £ 14 | 76.9 + 1.3

. . ivasssil.2 | 10.5x 1.2
U-NE (ug/d) [165.1 £ 12.3| 154.6 £ 9.0 | 1125+ 6.0 *
U-DA (ug/d) [891.91+ 93.1|868.9 + 80.1| 606.7 + 31.87
U-CPR (ug/d) | 81.7 £6.9 | 759 £ 5.7 | 52.3 + 4.5*
* p<0.0001

Diabetes research and clinical practice 1999;44:197-205
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Vascular Stiffness, Changesin baPWV

Cilnidipine NifedipineSR

209 + 82cm/s 9 + 146cm/s
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Hypertension research. 2003;26:609-614
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DESIIIMNzEseiIzed, Double-blind,
Active-cogifolfeeldeiElER o)y

IS OSBRI OSPIAIS
SYeRsERBnversity SeveranceltHospital
ez University Guro Hospital
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Duration ; Jan 2004 ~ Feb 2005
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Secondary hypertension or malignant hypertension

Myocardia infaction, unstable angina, and severe heart failure
within 6 months
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Elimany endpolnt
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“NenEnUEseRSItpgielgn DBEP of Sweek-treatment

SlieipineVs Ammiodipine
“[@merEinicaIssues; Cilnidipine vs. Amlodipine
_ Variablesof 24 hour Ambt atory blood pressure
ariables of 24 hour Heart Rate Variability

Changes o1 as@ INerepinephrine
Changes of 12hour urinary Norepinephrine & Epinephrine
Changes of CRP of 8week-treatment



Enroll: 224%

o

@ 25| GBS X JYOIAIR HAIHE

Completed: 184H

= [ >

Cilnidipinez: 88Y
Amlodipine=®: 96X 1ﬁ§j|—?f— =149

2) Scr Visit = Base Visit Ml 2l: 179
(placebo or run in period 810l Enroll& & Xt)

3) ScrDBP-BaseDBP< -10mmHg X2l :10¥

Analysis: 130

4) Protocol deviation: 13%

Cilnidipinez: 594 N
b = 542 M2

Amlodipine®: 719



acteristics

Cilnidipine Amlodipine
" (=59 (n=71)
AQE, yI's Vo 54+ 8
Genaer (F/AVIH - -~ 31(53%) / 28(47% ) 24(34%) / 47(66% )
Heights, cm: 162+ 9 164 + 8
SBP/DBP, mmHg 156+ 10/ 101 +5 159+ 10/ 102+6

Heart rate, bpm 74+ 10 /39



atory BP
onth treatment
amlodipine

Cilnlcigiple Amlodipine

3months * Before 3months P*
) |

: 159/102 134/86 P<0.001
mmizg

Heart rate, bpm : ' 73 72 NS

.S

24h a\’er age
SBP,mmHg I' 144 P<0.001 155 141 P<0.001
24h average
DBP,mmHg 102 93 P<0.001 103 93 P<0.001
|_24h average
72 73 NS 7k 75 P<0.05
Heart rate

*P: P value



00d Pressure
onth treatment
amlodipine

ClincipInE(N=SS) Amlodipine(n=46)

fore Brnon‘t'rb' Mﬁs " Before 3months P value

24n1average

SBP.mmHg 4+ 0001 155+16 14149 P<0.001
» L -1 U i

24h a\’fer age

DBP,mmHg U2 T ﬁi7 P<0.001 103 +9 92 +7 P<0.001

|_24h VSR TR TR WNE N 7518 P<0.05

Heart rate

* NE:Norepinephrine, *EP:Epinephrine



Blood Pressure
onth treatment
amlodipine

Cilnidipinein=28 ~ Amlodipine(n=46)

siionths  P.value Before 3months P value
J |

average

SBP.mmHg P<0,001 159 + 12 143+ 10 P<0.001
DI, 'Y

average

DBP,mmH(g st EENO IR IISE=- O 8 0510  P<0.001

aver age

74 £8 76 £8 NS Bx7 778 P<0.001
Heart rate

* NE:Noraoingnhring, *EP:Eninanhrine



Blood Pressure
onth treatment
amlodipine
Y
SlinIaipIme(n=so) | Amlodipine(n=46)

fore BmDrJT“* Pvalue Before 3months P value

2410 aVEfAuE

SBP.mmHg 0,001 146 + 16 135+ 13 P<0.001
D, IR J

24h a‘{ver age

96 +13 +10 P<0001 95+11 87/+9 P<0.001
DBP,mmHg e

4h average
64 £ 12 863 NS 61+6 65+9 P<0.05

Heart rate

* NE:Noraoingnhring, *EP:Eninanhrine



Cilnidipine Amlodipine

Amlodipine Differe
o= nce
(mean+3SD)  (95%
Cl)

1.77
15761  (-3.90,

LADEE (mmhig)




P before and after
Ipine or amlodipine

Cilnidy p]ne | Amlodipine

Before 3months P

NOrERINEPNIINE;
0g/mi

2415 Urrinany/
NE* (ug/L &
24H urinary.
EP**(ug/L)

NS 167 £110 174 +£122 NS

EEAs=7Z7gomINGS 3013 £19.0 356 £26.6 NS

3.5+58 NS 32+22 BWED.5 NS

0.601 0.380 0.768 0.751

NS NS
CRP(ng/ml) +1276  +0.688 +1666  + 1.312

* NE:Norepinephrine, *EP:Epinephrine, p***:p value



SiESmeINGIED] ephrlne

' .‘ Cilnidipine Amlodipine

54 62
el
il -35.78 -2.42
!‘ | +168.01 +169.35
E —aam Before | After Before | After
\= (pg/ml)
185.4 149.6 | WARS) 1711
cilnidipine
B




Blasiia CRP

Cilnidipine | Amlodipine

o6 64
-0.22 -0.02
+1.28 +1.89

Before | After | Before | After

025

' (ng/ml)
CRP 061 | 038 | 080 | 078

cllnidiping
e




Cilnidipine Amlodipine
BP(SBP/DBP), S 2EF R LS SUE BEJUCH,
mmHg 7 S0t 4mmHg Ol LH2 SS5ICHD THEHS,
Cilnidipine2 0il Al Heart rate D} &0 &0l H|6F0d 2bpm 2 A 0HH 1,
Heart rate, bpm Amlodipinex 0fl Al = 1bpmO| Z40otRA 2L SH A 2|0[= 8lS.
Norepinephrine, | Cilnidipine= 0l 42| PlasmaNE | Amlodipine= 0l A 2| Plasma NE
pg/mi a0 2AFesS 2 st St BS= 2
12H urinary 12A12F Urinary NEgLO| & 2 0A &0 &0 H2 HS0| 8=
NE*(ug/L) (AZ SO, EHE R4 1 S)
CRP Cilnidipine=® 0l A 2] CRP g¢{0l | Amlodipine@® 0l 42| CRP gt0|
dadeis 2 StEsgs 2




SDNN(mSs)

- SDANN(mMS)

Cilnidipine(n=50)

eter

Amlodipine(n=46)

L F(ms)
HF(mSs)

LF/HF ratio

Before 3months P value Before 3months P value

+6.74

1.62 +
0.40

”
-~
56

1.69
+0.46

14

o288 30 NS

BIOSEEZSE 30 122 £29 NS
2014  17.55
NS
g ’0 +11.35
11.68 10.72
NS NS
BRSO 1 8.50
1.75 1.73
e +040 +041 )=




Cilnidipine

Amlodipine

SONN, SDANN, Rmssd,
PNN50 =

SONN, SDANN, Rmssd,
PNN50 =

Time domain o
Method Heart rate variability Jt I} |Heart rate var|ab|||ty M &
ol= 4= LIEIH. ol= 4= LIEH
(LRE=ZSUHAM SHE R9) (LESES0A Eﬁl"* 29)
Frequency | r, HF LF/HF ratio= &0 |LF, HF LF/HF ratio= EX
domain & = HO Bl g3 M= HO Bl Qs
Method (%ﬁl&* =SS (%ﬁl&* S os @)

»Heart rate variability parameter& S8t Autonomic functionS & &0o6t1)

St
o)

\;

»Time domain method, frequency domaln method E Sofl #&&E HRV

parameter =

=05 FU45A IS B

|_ |O|-O
o O o= L
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AHMAIFIHAMN, = Al 0l Heart rate variability 2
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