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Hourly Frequency of Onset of Myocardial In farction
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Mechanisms Underlying the Morning Increase in Platelet

Aggregation: A Flow Cytometry Study
Andrews NP: JACC, 1996, 1789 — 1795.
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Mechanisms Underlying the Morning Increase in Platelet

Aggregation: A Flow Cytometry Study
Andrews NP: JACC, 1996, 1789 — 1795.

Table 1. Catecholamines and Fibrinolytic and Procoagulant Factors

Supine Standing
(mean = SEM) (mean = SEM) p Value

Catecholamines
Epinephrine (pg/ml) 14 = 2 < 0.01
Norepinephrine 177 = 17 . 5 < 0.001
(pg/ml)
Fibrinolytic factors
PAI-1 antigen (ng/ml) 114 + 34
t-PA antigen (ng/ml) 6.0 = 0.9 . 1.1
Procoagulant factors
Fibrinogen (mg/dl) 203 = 14 1 = 30
Fibrinogen 117 =7 16
(whole blood)*
PT fragment 1.2 0.69 = 0.11 B6 = 0.12
(nmol/liter)

*Calculated whole-blood concentration. PAI = plasminogen activator inhib-
itor; PT' = prothrombin; t-PA = tissue-type plasminogen activator.
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Individual variations of Tissue Factor Pathway Inhibitor (TFPI; A)
and Factor VIl (B) activity in healthy humans.

Pinotti M et al. Arterioscler Thromb Vasc Biol. 2005:;25:646-649
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Circadian Variations in Natural Coagulation Inhibitors
Protein C, Protein S and Antithrombin in Healthy Men:

A Possible Association with Interleukin-6.
Undar L : Thromb Haemost.1999, 81(4):571-5
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PAlI-1 antigen concentrations
according to the time of day
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The 4G5G polymorphism in the gene for PAI-1 and

the circadian oscillation of plasma PAI-1.
van der Bom JG. Blood.2003 Mar 1;101(5)
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The 4G5G polymorphism in the gene for PAI-1 and
the circadian oscillation of plasma PAI-1.
van der Bom JG: Blood. 2003;101(5):1841-4.

Table 2. Plasma concentration of PAl-1 antigen in samples collected before
and after noon for the different genotypes

4G4G 4G5G 5G5G
subjects visiting before noon, n ol af 32
PAI-1 (95% CI) ng/mL 79 (68-92) 62 (54-72) 29 (49-71)
Subjects visiting after noon, n 33 61 23
PAI-1 (95% CI) ng/mL 40 (33-49) 41 (37-47) 40 (32-51)

Values (adjusted for age and sex) are numbers or means (95% confi-
dence intervals) calculated on log-transformed data, back-transformed into the

original scale.
4G4G indicates homozygous for the 4G allele; 4G5G, heterozygous; and 5G5G,

homozygous for the 5G allele.

¢ blood
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Genetic polymorphisms and thrombotic disorders

In the Japanese population.
Murata M. Fibrinolysis and Proteolysis.; 14. 155-164, 2000.

E£HA PAIHI Y14 EVTHER

PAl-1 Genotype allele frequency

n  4G/4G 4G/5G 5G/5G 4G 6G P value

CvD 228 93(40.3%) 111(48.7%)  24{10.5%) 0.65 0.35 0.9178
A 49 20(40.8%)  24(49.0%) 5(10.2%) 0.65 0.35 0.9704
L 122 56(45.9%)  55(45.1%)  11( 9.0%) 0.68 0.32 0.8117
T 23 5(21.79%)  15(65.2%) 3(18.1%) 0.54 0.46 0.1461
NIDDM 290 108(37.2%) 145(50.0%)  37(12.8%) 0.62 0.38 0.3537
ASO/TAO 98 29(29.6%)  54(55.19%)  15(15.3%) 0.57 0.43 0.0575
AAA 36 14(38.9%)  16(44.4%) 6(16.7%) 0.61 0.39 0.5033
ASO 42 11(26.2%)  26(61.9%) 5(11.9%) 0.57 0.43 0.1255
TAO 9 1(11.1%) 6(66.7%) 2(22.2%) 0.44 0.56 0.1380
Control 284 121(42.6%) 134(47.2%)  29(10.2%) 0.66 0.34

CVD : MiIERE, A 77 v—AMmeWREE L. 57 +8% T: TIA (—B#EKEM*EE, NIDDM : 2 BHERKRRF,
AAA': BEBABIIRA, ASO: FABMSIRE(CE, TAO: MMM MER



4G/5G polymorphism of plasminogen activator
Inhibitor-1 gene Is associated with mortality in

Intensive care unit patients with severe pneumonia.
Sapru A: Anesthesiology. 2009; 110(5):1086-91.

Hospital Mortality Stratified by
Genotypes

35%

5G/5G 4G/4G and 4G/5G
Genotypes




The 4G/4G polymorphism of the hypofibrinolytic
plasminogen activator inhibitor type 1 gene: an
Independent risk factor for serious pregnancy

complications.
Glueck CJ: Metabolism. 2000 Jul;49(7):845-52.
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The 4G/5G polymorphism of the plasminogen
activator inhibitor-1 gene is associated with severe

preeclampsia.
Yamada N: J Hum Genet. 2000;45(3):138-41.
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Plasminogen activator inhibitor-1 promoter 4G/5G
genotype and plasma levels in relation to a history of
myocardial infarction in patients characterized by
coronary angiography.

Ossei-Gerning N:Arterioscler Thromb Vasc Biol.1997 ;17(1):33-7.

Table 4.

Relationship Between Genotype and MI in Patients With Single-Vessel or
Multivessel Disease

Genotype No MI MI

4G/4G 36 (24%) 59 (35%)
4G/5G 65 (43%) /3 (48%)
5G/5G 49 (33%) 26 (1 7%)

® Number of patients with percentage frequencies is in parentheses.

x>=11.1, df=2, P=.004.
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Circadian clock molecules CLOCK and CRYs modulate fibrinolytic
activity by regulating the PAI - 1 gene expression
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Direct Evidence for Pitavastatin Induced Chromatin Structure
Change in the KLF4 Gene in Endothelial Cells

T Maejima. PL0oS One. 2014 May 05;9(5).
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SPARCL: Prespecified and
Post-Hoc Analyses

““ LA (v

'- l)/\(tl‘a

P-value

.03

Atorvastatin Placebo HR

Prespecified Analysis (n=2365) (n=2366) (95% Cl)

n(%) n(%)

Primary Endpoint 265(11.2) 311(13.1) (0 9{8049%
Fatal Stroke 24(1.0) 41(1.7) A
Non-fatal Stroke 247(10.4) 280(11.8) (0 95 517n>.-,

Post-Hoc Analysis
Ischemic 2) 274(11.6) \
Hemorrhagic 33(1.4)

*"Treatment effect from Cox proportional hazards models with pre-specified adjustment for geographi

region, entry event, time since entry event, gender, and baseline age
HR, hazard ratio, Cl, confidence interval

T

he SPARCL Investigators: ¥ Eng/ S Med: 2006,355:549-559
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Meta-analysis of randomized trials of statins and intracerebral hemorrhage.

Hackam D G et al. Circulation. 2011;124:2233-2242

Trial RR (95% CI) Weight
4D 0.64 (0.21 to 1.96) 3.9 e
ACAPS 0.14 (0.01 to 2.75) 0.7
AFCAPS 3.00 (0.12 to 3.62) 0.6
ALERT 0.59 (0.27 to 1.28) 6.5 ——
ALLHAT 3.42 (1.26 to 9.27) 4.7 —.,
ASCOT 0.55 (0.26 to 1.14) 7.0 —m-
ASPEN 1.98 (0.36 to 10.9) 1.9 -
AURORA 1.04 (0.57 to 1.91) 8.8 -
Bone et al 0.74 (0.03 to 18.3) 0.6
CARE 0.33 (0.07 to 1.65) 2.2 -
CLAPT 0.34 (0.01 to 8.34) 0.6
CORONA 1.66 (0.72 to 3.80) 6.1 —+—
GISSI-HF 3.69 (1.03 to 13.2) 3.2 — -
GISSI-P 2.99 (0.12 to 73.6) 0.6
GREACE 1.00 (0.06 to 16.0) 0.8
HPS 0.96 (0.65 to 1.41) 12.5 -
JUPITER 0.67 (0.24 to 1.87) 4.4 ——
LIPID 1.89 (0.84 to 4.24) 6.2 —;—
MEGA 1.09 (0.56 to 2.11) 7.9 —l-
MIRACL 0.14 (0.01 to 2.78) 0.7
PROSPER 0.81 (0.32 to 2.04) 5.2 — -
SPARCL 1.68 (1.09 to 2.60) 11.6 -
SSSs 1.75 (0.51 to 6.00) 3.4 — -
Overall 1.10 (0.86 to 1.42) 100 ?
0.61 o.'1 1 1b 160
Risk ratio for intracerebral hemorrhage
<+— statins better statins worse———»
American
Heart

Association.

Copyright © American Heart Association, Inc. All rights reserved.



@ The JAMA Network

From: Statin Use Following Intracerebral Hemorrhage: A Decision Analysis

Greenberg S:
Arch Neurol. 2011;68(5):573-579. doi:10.1001/archneurol.2010.356

Table 3. Results of Base-Case Decision Analysis

Quality-Adjusted Life-Years

INo Statin Statin I
Prior ICH Location and Setting Therapy Therapy?
Lobar ICH
Primary prevention 6.8 4.6
Prior myocardial infarction 6.2 4.4
Prior ischemic stroke 6.0 4.2
Deep ICH
Primary prevention 13.0 12.2
Prior myocardial infarction 11.2 11.0
Prior ischemic stroke 10.6 10.3

dAssuming a relative risk of 1.68 for intracerebral hemorrhage (ICH).
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