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(%) 0 0
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24 <3.15 (n, %) 161(47.4) 394(51.0)
WEE24KBKR>T NV D LABDUDIALE>3.15 (n, %) 179(52.6) 378(49.0)
L F7FZ>(mg/dL) 137 + 67 99 =+ 57 <0.001
7L T =2 (mg/L) 24.7 + 90.0 16.4 +=58.9 0.070

+

a) (

13



2-1 Na/K BMI 2

2-2 Na/K BMI 2
BMI
% 58.3% | 46.9%
©
P4 21 67
53.1% | 43.4%
J 17 56
¥ 41.7% 53.1%
2 15 76
46.9% 56.6%
S 15 73

14

2-2 Na/K BMI 2
BMI

=) (E2t
x| . 61.8% | 22.1%
w | = |
E— SE 21A 76 A
T | gu | ®° | 30.8% | 16.3%
Y 8A 60A
[ == 38.2% 77.9%
;zf = SMmE 134 2684
& BU 60.2% 83.7%
I
3| &F 184 3084




H30- 005

CIRCS
5000 NT-proBNP
NT-proBNP (400 pg/dl ) 2%
NT-proBNP
NT-proBNP
NT-proBNP NT-propBNP
2 2010-2012 ( )
2010-2015 ( )
NT-proBNP 20-95
5,334 1,917
3,417 NT-proBNP(pg/dl)
54 , 95-124, 125-399, 400-949, 950
5
N
(NT-proBNP)
NT-proBNP
NT-proBNP
NT-proBNP
NT-proBNP 400 pg/dl

2.1%(114 )
CIRCS

15



NT-proBNP

NT-proBNP  Body mass index

LDL

60 ml/min/1.73m
Q ST-T
NT-proBNP 400 pg/dl

NT-proBNP
950 pg/dl

400-949 pg/dl
87%
NT-proBNP

69%

NT-proBNP (400 pg/dl )

2.1%

NT-proBNP

body mass index

NT-proBNP

950 pg/dl

9

NT-proBNP  400-949 pg/dl

4 950 pg/dl 6

NT-proBNP

16

NT-proBNP

NT-proBNP

950 pg/dl

NT-proBNP

NT-proBNP

NT-proBNP

400-949 pg/dl

35%
44%

5000

(400 pg/dl )

2%

NT-proBNP
NT-propBNP

NT-proBNP

NT-proBNP



NT-proBNP

1400
1200
9 1000
o
=
2 800
—
o
@ 600
o]
£
S
Z 400
200
0
0 100 200 300 400 500 600 700 800 900 1000
NT-proBNP(pg/ml)
NT-proBNP
NT-proBNP (pg/ml) 0-54 55-124 125-399 400-949 2950
Number 3,273 1422 525 85 29
Age, year| 57 64* 70* 71* 71*
Male gender, %8 47 31* 33* 49 54
Current smoker, % 15 18* 19* 19 13
Body mass index, kg/m? 237 23.2* 22.9* 23.7 233
Systolic blood pressure, mmHg 123.7 126.0* 127.8* 123.7 128.2
Diastolic blood pressure, mmHg 75.1 753 743 70.7* 746
Hypertensive, % 37 44* 51* 56* 40
Total cholesterol, mg/dl 212 203* 194* 187* 196*
High density lipoprotein cholesterol, mg/di 62.0 63* 62.7 60.4 62.7
Low density lipoprotein cholesterol, mg/dl 127 120* 112* 107* 114
Cholesterol lowering medication use, % 15 12* 14 10 8
Estimated glomerular filtration rate, ml/min/1.73m? 79 79 76* 71* 64*
Chronic kidney desiese, % 79 93 17.4* 34.3* 49.8*
Diabetes mellitus, % 5.8 54 6.0 11 113
Nocturnal dyspnoea, % 11 1.7 24 5.1* 14.5*
Dyspnea on exertion, % 34 36 6.3* 10.2* 14.6*
Coughing, phlegm, and/or wheezing, % 6.4 6.1 58 10.0 36
Swollen legs at the end of day, % 11.3 14.0* 121 19.3 40.7*
Symptoms of heart failure % 187 219 21.8 35.1* 43.9*
Treated heart failure, % 23 38 6.9* 26.3* 34.3*
Treated heart diseases, % 2.7 5.0* 11.5* 42.8* 60.1
Number with ECG 2,441 1,102 418 68 23
Atrial fibrillation, % 0 0.2 1.3* 44 8* 73.9*
Abnormal ECG, %t 18 3.9* 13.2* 68.8* 87.1*

1 sex adjusted
8age adjusted
T defined as abnormal Q, ST-T change, complete left bundle branch block, and/or atrial fibrillation
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Systolic blood pressure category

<120 mmHg 120-139mmHg 140-159mmHg >160 mmHg

Number, n 1107 963 548 156
Age, years 62.449.8 67.5+9.8 70.3+8.9 72.0+8.3
Sex (Men, %) 35.8 48.3 48.7 48.7
Total cholesterol, mg/dL 208+32 206+33 206+21 211+36
HDL cholesterol, mg/dL 63116 60+15 59414 59+15
Underweight, % 104 6.9 3.7 3.2
Over weight, % 12.7 24.7 29.2 32.7
Current smoking, % 13.7 13.6 10.0 9.6
Diabetes mellitus, % 5.9 12.1 13.0 17.3
Excessive drinking, % 6.3 10.7 11.0 14.7
Glomerular filtration rate <45/ml/min/1.73m?2, % 2.6 4.1 5.7 5.1
Coronary heart diseae, % 2.5 3.7 5.8 2.6
Murmur, % 43 6.2 12.4 15.4
Atrial fibrillation, % 0.7 1.8 1.6 0.6
Cerebral infarction, % 1.0 2.7 3.7 5.8

=

© 33.7

a_r 35 -+

2 30 28.

1]

‘E. 25 H Men

(1]

2 5 | B Women =5

£ 15 | 2.1

[

§. 10 4.45.1

2 5 3018 '

S | 000 s -

2 0 -

o

= 40 50 60 70 80

Age, years
1
2
Systolic blood pressure
<120mmHg  120-139 mmHg 140-158 mmHg =160 mmHg per 20 mmHg

Person-years 791 6,153 3,256 813 -
Cases, n 78 13 73 30 -
Incidence rate per 1000 person-years 99 184 224 369 -

Age and sex-adjusted HRs (95% Cl) 1 (Reference) 1.21(090-163) 128(092-1.79) 1.80(1.16-2.82) 1.20(1.06-1.36)

Multivariable-adjusted HRs (95% CI) 1 (Reference) 122 (090-165) 119(084-168) 1.78(1.13-2.81) 1.18(1.04-1.34)

Multvariable adjustments for age, sex, body mass index (underweight, normal weight, over weight), non-HDL cholesterol
(<130 mg/dL, 130-189 mg/dL, =180 mg/dL), cardiac murmur, coronary heart35CI, 95% co disease, atrial fibrilation, cerebral
infarcion, diabetes mellitus, chronic kidney disease, anthypertensive drug use, and antiipidemic drug use. HR's, hazard ratios;
95%Cl, 95% confidence infervals.
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Diastolic blood pressure

<80 mmHg 80-85 mmHg 90-99 mmHg =100 mmHg per 20 mmHg
Person-years 11,267 4 596 1,861 410 -
Cases, n 164 88 37 7 -
Incidence rate per 1000 person-years 148 187 199 171 -

Age and sex-adjusted HRs (95%Cl) 1 (Reference) 110(0.84-144)  1.45(1.01-2.09) 1.20 (0 56-258) 1.16 (0.92-1.46)
Multivariable-adjusted HRs (95%Cl) 1 (Reference) 118 (090-156)  1.49(1.02-2.17) 1.33 (0.61-2.88) 117 (0.92-1.49)

Mufivariable adjustments for age, sex, body mass index (underweight, normal weight, over weight), non-HDL cholesterol (<130
mg/dL, 130-189 mg/dL, =180 mg/dL), cardiac murmur, coronary heart95CI, 95% co disease, afnal fibrilation, cerebral infarction,
diabetes melitus, chronic kidney dsease, anthypertensive drug use, and antlipidemic drug use. HRs, hazard ratios; 95%Cl, 95%
confidence intervals.

4
Pulse pressure
<40 mmHg 40-59 mmHg >100 mmHg
Person-years 4,921 9928 3,285
Cases, n 35 151 108
Incidence rate per 1000 person-years 7.1 152 329

Age and sex-adjusted HRs (35%Cl) 1 (Reference) 146 (0.99-2.14) 1.94 (1.28-2.95)
Multivariable-adjusted HRs (95% CI) 1 (Reference) 1.49 (1.01-2.19) 1.86 (1.22-2.83)

Multivariable adjustments for age, sex, body mass index (underweight, normal weight, over
weight), non-HDL cholesterol (<130 mg/dL, 130-189 mg/dL, >180 mg/dL), cardiac murmur, coronary
heart95Cl, 95% co disease, atrial fibrillation, cerebral infarction, diabetes mellitus, chronic kidney
disease, antihypertensive drug use, and antilipidemic drug use. HRs, hazard ratios; 95% CI, 95%
confidence intervals.

5
Blood pressure category
<120/80 mmHg 120-139/80-89mmHg  >140/90 mmHg
Person-years 6,664 4,788 2,646
Cases, n 50 65 58
Incidence rate per 1000 person-years 75 15.2 219
Age and sex-adjusted HRs (95%Cl) 1 (Reference) 1.32 (0.91-1.95) 1.86 (1.25-2.77)
Multivariable-adjusted HRs (95% Cl) 1 (Reference) 131(089-194)  1.94(1.30-2.91)

Multivariable adjustments for age, sex, body mass index (underweight, normal weight, over weight),
non-HDL cholesterol (<130 mg/dL, 130-189 mg/dL, >180 mg/dL), cardiac murmur, coronary heart95Cl,
95% co disease, atrial fibrillation, cerebral infarction, diabetes mellitus, chronic kidney disease,
antihypertensive drug use, and antilipidemic drug use. HRs, hazard ratios; 95% Cl, 95% confidence
intervals.

40 27.8
38.9 66.7
1000 7
16 0)
(2017 10 ) 8
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Clinical Outcomes Depending on Acute Blood Pressure After
Cerebral Hemorrhage.
Toyoda K', Koga M', Yamamoto H?, Foster L2, Palesch YY3, Wang Y4, Sakai N®, Hara T8, Hsu

Q7, ltabashi RB, Sato 81, Fukuda-Doi M1, Steiner T9, Yoon BWm, Hanley DF”, QureshiAﬂz;
ATACH-2 Trial Investigators.

Author information

Abstract
OBJECTIVE: To determine the association between clinical outcomes and acute systolic
blood pressure (SBP) levels achieved after intracerebral hemorrhage (ICH).

METHODS: Eligible patients who were randomized to the ATACH-2 (Antihypertensive
Treatment in Intracerebral Hemorrhage 2) trial (ClinicalTrials.gov: NCT01176565) were
divided into 5 groups by 10-mmHg strata of average hourly minimum SBP (<120, 120-
130, 130-140, 140-150, and = 150 mmHg) during 2 to 24 hours after randomization.
Outcomes included: 90-day modified Rankin Scale (mRS) 4 to 6; hematoma expansion,
defined as an increase 26 ml from baseline to 24-hour computed tomography: and
cardiorenal adverse events within 7 days.

RESULTS: Of the 1,000 subjects in ATACH-2, 995 with available SBP data were
included in the analyses. The proportion of MRS 4 to 6 was 37.5, 36.0, 42.8, 38.6, and
38.0%, respectively. For the "140 to 150" group relative to the "120 to 130," the odds
ratio (OR), adjusting for sex, race, age, onset-to-randomization time, baseline National
Institutes of Health Stroke Scale score, hematoma volume, and hematoma location, was
1.62 (95% confidence interval [Cl], 1.02-2.58). Hematoma expansion was identified in
16.9, 13.7, 21.4, 18.5, and 26.4%, respectively. The 140 to 150 (OR, 1.80; 95% ClI, 1.05-
3.09) and "2150" (1.98; 1.12-3.51) showed a higher frequency of expansion than the 120
to 130 group. Cardiorenal events occurred in 13.6, 16.6, 11.5, 8.1, and 8.2%,
respectively. The 140 to 150 (0.43; 0.19-0.88) and = 150 (0.44; 0.18-0.96) showed a
lower frequency of the events than the 120 to 130.

INTERPRETATION: Beneficial effects of lowering and maintaining SBP at 120 to 130
mmHg during the first 24 hours on clinical outcomes by suppressing hematoma
expansion was somewhat offset by cardiorenal complications. ANN NEUROL
2019;85:105-113.



© 2018 The Authors. Annals of Neurology published by Wiley Periodicals, Inc. on behalf of
American Neurological Association.
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Consensus Guides on Stroke Thrombolysis for
Anticoagulated Patients from Japan: Application to Other
Populations.

J Stroke. 2018 Sep;20(3):321-331. doi: 10.5853/jos.2018.01788. Ep I

Toyoda K', Yamagami H2, Koga M'.

Author information

Abstract

Development of direct oral anticoagulants and their antidotes has led to the need to
reconsider the eligibility of acute stroke patients who have been taking oral
anticoagulants for intravenous thrombolysis. Officially authorized Japanese guidelines
on this issue were revised twice at the time of approval for clinical use of direct oral
anticoagulants and idarucizumab, a specific reversal agent for dabigatran. A unique
recommendation in the latest Japanese clinical guides was that thrombolysis can be
recommended if the time of the last dose of direct oral anticoagulants exceeds 4 hours
and if commonly available anticoagulation markers are normal or subnormal, i.e.,
international normalized ratio of prothrombin time <1.7 and activated partial
thromboplastin time <1.5 times the baseline value (<40 seconds only as a guide). These
criteria are partly supported by the findings of domestic multicenter and single-center
surveys that symptomatic or asymptomatic intracranial hemorrhage following
thrombolysis was rare under the conditions of the criteria. Even for dabigatran users,
stroke thrombolysis can be considered without pretreatment by idarucizumab if patients
meet the above criteria. If not, direct mechanical thrombectomy can be considered
without pretreatment by idarucizumab or thrombolysis, and use of idarucizumab,
followed immediately by thrombolysis, can be considered only when thrombectomy
cannot be quickly performed. These clinical guides are practical and to some extent
economical, but they have some limitations, including lack of corroborating information
from sufficient numbers of relevant cases. The guides will be further modified based on
the results of future research.

KEYWORDS: Anticoagulants; Atrial fibrillation; Guide; Idarucizumab; Stroke; Thrombolyic therapy

PMID: 30309227 PMCID: PMC6186921 DOI: 10.5853/j0s.2018.01788
Free PMC Article
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Comparison of prasugrel and clopidogrel in patients with non-
cardioembolic ischaemic stroke: a phase 3, randomised, non-
inferiority trial (PRASTRO-I)
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Summary

Background

The effect of prasugrel in terms of the prevention of recurrence of ischaemic stroke is unknown. We
investigated the non-inferiority of prasugrel to clopidogrel for prevention of ischaemic stroke,
myocardial infarction, and death from other vascular causes in Japanese patients with non-

cardioembolic stroke.

Methods

In this phase 3 randomised, double-blind, non-inferiority trial, patients aged 20-74 years who had
had a non-cardioembolic stroke in the previous 1-26 weeks were recruited from 224 hospitals in
Japan. Eligible patients were randomly assigned (1:1) to receive prasugrel (3-75 mg/day) or
clopidogrel (75 mg/day) orally for 96-104 weeks. Randomisation was stratified according to stroke
subtype. The randomisation schedule was generated by an independent statistician who created a
computer-generated random number sequence. Patients, investigators, and the funder were
mASked to treatment allocation. The primary endpoint was combined incidence of isc Igaemlc

stroke (fatal and non-fatal), myocardial infarction (fatal and non-fatal), and death fro other



vascular causes in the intention-to-treat population. The safety endpoint was incidence of bleeding
events, comprising life-threatening bleeding, major bleeding, and clinically relevant bleeding. The
safety analysis was done in the population excluding trial patients with serious Good Clinical
Practice violations, and those who had not taken the trial drug. The predefined non-inferiority
margin was an upper 95% Cl limit for the risk ratio (RR) of 1-35. The trial was registered with the
Japan Pharmaceutical Information Center (JapicCTI-111582).

Findings

Patients were recruited between Sept 1, 2011, and June 12, 2015. 3747 patients (797 [21%] women)
were enrolled, with a mean age of 62-1 (SD 85) years. 3753 patients were randomly assigned to
treatment and, of these patients, 1885 in the prasugrel group and 1862 in the clopidogrel group
were confirmed to have taken the trial drug at least once, and six patients withdrew from the trial
before administration of the trial drug. Thus, a total of 3747 patients were included in the full
analysis set. 73 (4%) of 1885 patients in the prasugrel group and 69 (4%) of 1862 patients in the
clopidogrel group reached the primary endpoint (RR 1:05, 95% C| 0-76-1-44). The incidence of
bleeding events was not significantly different between treatment groups; life-threatening bleeding
was observed in 18 (1%) patients in the prasugrel group and 23 (1%) patients in the clopidogrel
group (RR0:77, 0-41-1-42).

Interpretation

The non-inferiority of prasugrel to clopidogrel for the prevention of ischaemic stroke, myocardial
infarction, and death from other vascular causes was not confirmed in Japanese patients with non-

cardioembolic stroke. No safety concerns were identified.

Funding
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