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Table 2. Stroke Features and Process Measures for the
600 Patients

Stroke Features

Time of stroke onset

6amto2em 292 (48.7%)
2 emto 10 pm 244 (40.7%)
10pPmio 6 AM 64 (10.6%)
Arterial occlusion site (n=546)
Internal carotid artery 91 (16.7%)
Middle cerebrai artery trunk (M1) 159 (29.1%)
Middle cerebral artery branch (M2) 108 (19.8%)
Anterior cerebral artery 7 (1.3%)
Posterior cerebral artery 18 (3.3%)
Vertebral artery 4(0.7%)
Basilar artery 22 (4.0%)
Stroke subtype
Cardioembolism 380 (63.3%)
Atherothrombotic stroke 91 (15.2%)
Lacune 29 (4.8%)
Other mechanisms 100 (16.7%)
ASPECTS on CT (n=501) 10 (8- )
ASPECTS on DWI (n=520) 8(7-
Initial NIHSS score 13 (7 3—1 9)
Process measure
Onset-to-treatment time, minutes 145 (121-166)
Interruption of rtPA 6 (1.0%)
IV antihypertensives just before rtPA 164 (27.6%)
IV edaravone 502 (83.7%)

Data are no. of patients (%) and median (interquartile range) for discontin-
uous variables.

patients, 422 (70.3%) met the criteria of the European license
(patients =80 years old with an initial NIHSS score =24 and
without any history of prior stroke and concomitant diabetes).

The baseline characteristics of the 600 patients as well as
their stroke features and process measures are listed in Tables
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1 and 2. The leading risk factor was hypertension (61.0%)
followed by atrial fibrillation (43.4%). MR angiography was
performed in 479 patients, CT angiography was performed in
15, and ultrasound was performed in 369. The leading site of
arterial occlusion was the trunk of the middle cerebral artery
(29.1%) followed by its branch (19.8%). The leading stroke
subtype was cardioembolism (63.3%).

The median NIHSS score decreased from 13 (interquartile
range, 7.25 to 19) before rtPA to 8 (interquartile range, 3 to
16) 24 hours later. ICH developed in 119 patients (19.8%;
16.8% to 23.2%); of these, 30 showed parenchymal hemor-
rhage Type I (5.0%) and 21 showed parenchymal hemorrhage
Type I (3.5%). Symptomatic ICH within 36 hours developed
in 23 patients (3.8%; 2.6% to 5.7%). Symptomatic ICH
within 36 hours per the SITS-MOST definition developed in
8 patients (1.3%; 0.7% to 2.6%); 7 of these met the criteria of
the European license (7 of 422 [1.7%; 0.8% to 3.4%]).

Vital prognosis at 3 months was available for all 600
patients, but the mRS scores for 5 patients were not available.
mRS scores at hospital discharge in these 5 patients were 2,
4,4, 5, and 5, and their durations of hospitalization were 38,
30, 33, 18, and 37 days, respectively.

Of the total 600 patients, 199 patients (33.2%; 95% CI,
29.5% to 37.0%) had an mRS score =1 at 3 months, when the
score at hospital discharge was used for 5 patients who were
lost to follow-up at 3 months (Figure). When 65 patients with
a premorbid mRS score =2 were excluded from the analysis,
199 (37.2%; 33.2% to 41.4%) of 535 patients had an mRS
score =1. In addition, when patients who did not meet the
criteria of the European license were excluded, 162 (40.6%;
35.9% to 45.5%) of 399 patients had a score =1.

At 3 months, 43 patients (7.2%; 95% CI, 5.4% to 9.5%)
died, including 7 with symptomatic ICH. Nineteen patients
died within the initial week of stroke. Fifteen patients died
directly of stroke, 7 died of heart disease (5 heart failure, one
heart rupture, and one infective endocarditis) and 6 died of
pneumonia. Of 422 patients who met the criteria of the
European license, 20 died (4.7%; 3.1% to 7.2%).

Multivariate regression analysis using a backward selec-
tion method indicated that younger age, lower initial NIHSS
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Figure. mRS score at 3 months in the present
patients and those in SITS-MOST.
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Table 3. Characteristics Associated With an mRS Score <1
and Death at 3 Months

Characteristic OR 95% Cl P Value
mRS score =1
Age, per 10-year increase 0.74 0.59-0.91 0.006
Initial NIHSS scare, per 1-point increase  0.92  0.88-0.95 <0.001
Glucose, per 1-mmol/L increase 0.90 0.81-1.00 0.053
Internal carotid artery occlusion 0.27 0.11-0.61 0.003

ASPECTS on CT, per 1-point increase 1.25 1.06-1.51 0.013
IV antihypertensives just before rtPA 0.38 0.21-0.67 0.001
Death

Congestive heart failure 590 274-1227 <0.001
Prior use of statin 1.59 0.60-3.72 0.331
Glucose, per 1-mmol/L increase 1.14  1.03-1.26 0.015

Adjusted by characteristics selected by a backward selection procedure.
“mRS score =1" was analyzed based on 535 patients with a premorbid mRS
=1. “Death” was analyzed based on 600 patients.

score, absence of ICA occlusion, higher ASPECTS on CT,
and absence of IV antihypertensives just before rtPA were
independently related to an mRS =1 at 3 months (Table 3). In
addition, hypertension (P=0.013), higher initial systolic
blood pressure (P=0.046), and higher initial glucose level
(P=0.034) were inversely related, and cardioembolism
(P=0.034) was positively related to an mRS =1 after simple
adjustment for sex, age, and the initial NTHSS score.

After multivariate regression analysis using a backward
selection method, congestive heart failure and higher initial
glucose level were independently related to death at 3 months
(Table 3). In addition, older age (P=0.048), higher initial
NIHSS score (P<<0.001), ischemic heart disease (P<<0.001),
prior use of anticoagulants (P=0.047), prior use of antihy-
pertensives (P=0.016), lower body weight (P=0.032), and
ICA occlusion (P<<0.001) were positively related, and use of
the IV free radical scavenger, edaravone (which was ap-
proved for clinical use in Japan in 2001 after a multicenter
randomized clinical trial),’* was inversely related to death
(P=0.002) after adjustment for sex, age, and the NIHSS
score.

Discussion
The first major finding of this study was that 33.2% (95% CI,
29.5% to 37.0%) of patients with stroke in our cohort had an
mRS =1 at 3 months after receiving low-dose (0.6 mg/kg) IV
alteplase therapy, a therapeutic strategy that has only been
approved in Japan. When patients who did not meet the
criteria of the European license as well as those with a
premorbid mRS score =2 were excluded, like in SITS-
MOST,? 40.6% (35.9% to 45.5%) had a score =1. These
percentages were similar to the percentage of patients with an
mRS score =1 in J-ACT? (37%) and those in Western
postmarketing surveys using 0.9 mg/kg alteplase (35% in
Standard Treatment with Alteplase to Reverse Stroke
[STARS]; 37% in Canadian Alteplase for Stroke Effective-
ness Study [CASES]; 38.9%, 37.7 to 40.1% in SITS-
MOST).!3.15.16 In addition, the frequency of symptomatic ICH
in our study (3.8%; 2.6% to 5.7%) was relatively low

compared with that in the NINDS study (6.4%)'° and CASES
4.6%; 3.4% to 6.0%)'¢ and similar to that in SITS-MOST
(1.3%; 0.7% to 2.6% in ours versus 1.7%; 1.4% to 2.0% in
SITS-MOST using the SITS-MOST definition).'* Our defi-
nition for symptomatic ICH was similar to the others;
accordingly, this low frequency suggests a true reduction in
risk of ICH by low-dose rtPA. Our mortality rate at 3 months
(4.7%; 3.1% to 7.2%, for patients meeting the criteria of the
European license) was also lower than that in SITS-MOST
(11.3%; 10.5% to 12.1%)'* and CASES (22.3%; 20.0% to
25.0%).'6 Because our result was from experienced centers, it
might be better than the overall results in Japan. At the very
least, low-dose 1V rtPA given to Japanese patients in expe-
rienced centers resulted in relatively good efficacy and safety
compared with regular-dose therapy in Western patients.

The second major finding was that age, initial neurological
severity, ICA occlusion, ASPECTS on CT, and IV antihy-
pertensives just before rtPA were related to long-term inde-
pendence, and congestive heart failure and initial glucose
level were related to mortality after low-dose rtPA; some of
these are known predictors.*~¢ Of these, admission hypergly-
cemia was reported to be associated with a poor recanaliza-
tion rate of the occluded artery and increased risk of death,
symptomatic ICH, and poor functional status.®!7.'¢ High
acute blood pressure is associated with poor outcome after
rtPA467.19 In a multivariate analysis from Safe Implementa-
tion of Thrombolysis in Stroke—International Stroke Throm-
bolysis Register (SITS-ISTR) involving 11 080 patients, a
high average systolic blood pressure at 2 to 24 hours was
associated with high mortality, high rates of symptomatic
ICH, and low rates of functional independence.” However,
the effect of emergent IV antihypertensives on stroke out-
come is being disputed; a recent study found no effect.?® A
major advance in our data set was that we had pretreatment
MR angiography information. In addition to our MR angiog-
raphy studies,® some studies using transcranial Doppler
showed ICA occlusion to be resistant to IV rtPA.2122 We
should note that our patients with ICA occlusion had much
higher initial median NIHSS scores than those without ICA
occlusion (18 versus 12, P<<0.001), although the inverse
association between ICA occlusion and long-term indepen-
dence was significant after adjustment for the NIHSS score.
An association of lower body weight with mortality after
adjustment for sex, age, and the NIHSS score suggests that
alteplase at a dose of 0.6 mg/kg was insufficient for light-
weight patients, because a dose in proportional to body
weight may be inadequate in such patients due to the plasma
distribution and activation of alteplase.

The limitations of the present study include missing data of
3-month mRS scores for 5 patients as well as missing data for
some baseline characteristics; these affected the data on
chronic outcomes and limited the number of patients avail-
able for the multivariate analyses. Second, this was an
observational study, and patient eligibility for rtPA was
determined according to each patient’s situation, although the
determination was principally based on the Japanese guide-
lines.? We did not collect data for patients with stroke who
visited our centers within 3 hours after onset and did not
receive thrombolysis. Third, some continuous variables might
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have been re-evaluated as categorized factors for proper
statistical analyses. Our previous studies indicated that
ASPECTS on DWI beyond threshold values was indicative of
poor stroke outcome,>8 but the present study using ASPECTS
as a continuous variable did not. Detailed analyses on
outcome predictors should be explored in further subanalyses.

In conclusion, chronic outcomes and the factors affecting
chronic outcomes were determined in Japanese patients with
stroke receiving low-dose IV rtPA therapy. In future studies,
we plan to determine the contribution of each risk factor and
other patient characteristics to the outcomes.
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4th Korean-Japanese Joint Stroke Conference, Fukuoka, 2008/11/21-23
1. Koga M, Toyoda K, Naganuma M, et al: Nationwide survey for hyperacute blood
pressure lowering in patients with intracerebral hemorrhage in Japan.

Purpose: Although acute hypertension is a major determinant of hematoma enlargement and
poor clinical outcome in patients with intracerebral hemorrhage (ICH), there is no established
strategy for the control of blood pressure (BP) during the acute phase. We conducted a
nation-wide survey to reveal the expert opinions on the hyperacute antihypertensive treatment
(AHT) in ICH patients.

Methods: The questionnaires in terms of the AHT strategies were sent to the responsible
neurosurgeons/neurologists for stroke management in 1424 hospitals authorized by the Japan
Neurosurgical Society, Societas Neurologica Japonica, and Japan Stroke Society. We report the
interim results.

Results: Of 403 responders, 376 (93%) belonged to the hospital where acute ICH patients were
managed. Of them, 374 responders (99.5%) agreed with AHT within 24 hours, and 315 (84%)
started AHT immediately after the initial imaging. The threshold of systolic BP (SBP) for the
initiation of AHT and the goal of SBP lowering were 160 and 150 mmHg in median,
respectively. The most commonly used IV drug was nicardipine (59%), followed by diltiazem
(33%); though a label of nicardipine in Japan does not recommend its usage for hyperacute ICH.
As a second choice, 26% more responders chose nicardipine. Most responders who chose
nicardipine (95%) reported that the drug has advantage in the power of BP reduction.
Conclusions: The expert opinions in Japan indicated that practical strategies for hyperacute BP
reduction in ICH patients, including the target BP and the choice for antihypertensive agents,
were different from the recommendations by the AHA and Japanese guidelines.
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18th European Stroke Conference, Stockholm, Sweden, 2009/5/26-29
2. Koga M, Toyoda K, Naganuma M, et al: Expert opinions on hyperacute blood
pressure lowering in patients with intracerebral hemorrhage.

Background: Acute hypertension is a major determinant of hematoma enlargement and poor
clinical outcome in patients with intracerebral hemorrhage (ICH). It remains unknown, however,
how to control blood pressure (BP) during the acute phase of ICH. We conducted a nationwide
web questionnaire survey to reveal expert opinions on this issue in Japan. Methods: We sent the
questionnaires to neurosurgeons, neurologists and others responsible for ICH management in
1424 hospitals authorized by the Japan Stroke Society, Japan Neurosurgical Society, and
Societas Neurologica Japonica in July, 2008.

Results: Of 600 responders, 92% belonged to hospital where they managed acute I[CH patients.
Of them, 99.6% agreed with starting antihypertensive treatment within 24 hours after ICH onset,
and 85% started it at an emergency room or CT/MRI room immediately after the diagnosis of
ICH was made. Most of them answered that the threshold of SBP for the initiation of
antihypertensive treatment was at 180 mmHg (36%) or 160 mmHg (31%), being significantly
different between neurosurgeons (median 160 mmHg, n=456) and neurologists/others (180
mmHg, n=92; p<0.001). The goal of SBP lowering was also biphasic, < 160 mmHg (29%) and

< 140 mmHg (30%), being also different between neurosurgeons (median < 150 mmHg) and
neurologists/others (< 160 mmHg, p<0.001). Nicardipine was the first choice intravenous drug
for 57% and the second choice for 27% of the responders. Twenty six percent answered,
however, that nicardipine use is inappropriate mainly because of the Japanese official label
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contraindicating the use of nicardipine for hyperacute ICH patients while active intracranial
bleeding continues. Conclusions: Japanese expert opinions especially by neurosurgeons
recommended more aggressive BP lowering than indicated by the EUSI and AHA/ASA
recommendations for acute ICH patients. Nicardipine was the most frequently used
antihypertensive agent, but this was in conflict with the Japanese official label.
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18th European Stroke Conference, Stockholm, Sweden, 2009/5/26-29

3. Toyoda K, Naganuma M, Koga M, et al: Stroke features and outcome of 600 patients
receiving intravenous low-dose rt-PA for ischemic stroke: a Japanese multicenter
observational study.

Background: For patients with acute ischemic stroke, IV rt-PA therapy using 0.6 mg/kg
alteplase was approved in Japan in 2005. We conducted an observational study to clarify the
actual conditions of this low-dose rt-PA therapy in major stroke centers.

Methods: Consecutive stroke patients treated with rt-PA from October 2005 (time of the
approval) through July 2008 were registered from 10 Japanese stroke centers located without
regional imbalance.

Results: A total of 600 stroke patients (377 men, 72412 years in age) were studied, which
occupied =4.4% of overall rt-PA-treated patients in Japan. Median baseline ASPECTS (perfect
score of 10) was 10 on baseline CT (IQR 8 — 10, for 503 patients) and 9 on DWI (7 — 10, for
498 patients). The internal carotid artery was occluded in 16.5%, M1 in 28.4%, and M2 in
19.4% for 546 patients evaluated mainly using MRA. IV antihypertensive drugs were used just
before rt-PA for 27.6% of patients, and IV edaravone, a free radical scavenger, was used in the
hyperacute stage for 83.7%. Mean NIHSS scores decreased from 13 (IQR 7 — 19) before rt-PA
to 8 (3 — 16) 24 h later. Any intracranial hemorrhage (ICH) developed in 19.8% of patients
(PH1 5.0%, PH2 3.5%); symptomatic ICH with >1-point increase in NIHSS within 36 h
developed in 3.7%. The leading stroke subtype at the final diagnosis was cardioembolism
(63.3%). At 3 months, 37 patients (6.2%) were dead. For 469 patients (39.2%) with a premorbid
mRS score < 1 and without dropout for follow-up, 184 (39.2%) had a mRS score <1 at 3
months; when patients with >81 years or those with the baseline NIHSS score >25 were
excluded from the analysis according to the criteria by SITS-MOST, 43.1% had the score < 1.
Conclusions: In our multicenter survey, 3-month outcome of patients receiving low-dose IV
rt-PA therapy using 0.6 mg/kg alteplase was similar to or better than those from Western trials
and post-approval surveys using a dose of 0.9 mg/kg and that from a Japanese nationwide
post-approval survey (unpublished interim report).
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4, Koga M, Kimura K, Shibasaki K, et al: Lower CHADS?2 score is associated with
favorable clinical outcome after intravenous rt-PA therapy in stroke patients with AF.

Background: CHADS; score is useful to predict the risk of ischemic stroke in patients with
atrial fibrillation (AF). This study aimed to test whether CHADS, score can predict clinical
outcome following intravenous alteplase (1t-PA) therapy in patients with AF.

Methods: A retrospective, multicenter, observational study was conducted to clarify the actual

conditions of IV rt-PA therapy in 10 major stroke centers in Japan. Studied were a total of 218
consecutive stroke patients with AF (126 men, 74+10 years old) who were independent in
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activities of daily living corresponding to a modified Rankin Scale (mRS) <2 before symptom
onset , and treated with intravenous rt-PA from October 2005 through July 2008. CHADS,
score was calculated from five risk factors as follows: 2 points for prior ischemic stroke and 1
point for each of patients aged >75 years, with hypertension, with diabetes mellitus and with
congestive heart failure. The outcomes were: any intracerebral hemorrhage (ICH) defined as
CT evidence of new ICH within the initial 36 hours; symptomatic ICH with an increase of >1
point from the baseline NIHSS score; chronic independency at 3 month corresponding to
mRS <2; and cardiovascular events, including stroke recurrence, within 3 months after rt-PA
therapy.
Results: The median CHADS, score was 2 (IQR 1-2). The distribution of patients with each
CHADS; score was: score of 0, 16.0%; 1, 30.3%; 2, 29.4%; 3, 13.3%; 4, 8.7%; 5, 2.3%; and 6,
" 0%. The median (IQR) of initial NIHSS score was 14.5 (9-20) in total, and it was 12 (7-17) in
patients with CHADS, score of 0, 15 (9-20) with the score of 1, 14.5 (9.25-20.75) with the
score of 2 and 16 (10.5-20.5) with the scores of 3 to 5 (p=0.30). Any ICH (symptomatic ICH)
was found in 20.0% (2.9%), 27.3% (4.6%), 39.1% (10.9%) and 26.4% (0%) of patients by each
CHADS, category as above, respectively. Chronic independency assessed from 193 patients
who had available information was found in 62.5%, 44.1%, 32.1% and 32.6%, respectively
(p=0.023). Cardiovascular events occurred in 0%, 0%, 11.9% and 9.4%, respectively. After
multivariate adjustment by sex and initial NIHSS score, CHADS, score was inversely
associated with chronic independency at 3 months (per 1 point increase in numerical order; OR
0.76, 95% CI 0.58-0.98; p=0.040).
Conclusion: Lower CHADS, score was associated with chronic independency at 3 months after
intravenous rt-PA therapy in stroke patients with AF.
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5. Koga M, Naganuma M, Shiokawa Y, et al: Low-dose intravenous rt-PA therapy for
stroke patients out of the indications by the European licence: the SAMURALI study.

Background: European regulatory agencies do not advocate intravenous recombinant tissue
plasminogen activator (rt-PA) therapy in patients with severe stroke with NIH stroke scale
(NIHSS) score >25, age >80 years, and having prior stroke with concomitant diabetes, unlike
the US and Japanese labelings. This study aimed to document clinical outcomes in patients
treated with low-dose intravenous rt-PA (alteplase, 0.6 mg/kg) within 3 hours of stroke onset
who met exclusion criteria of the above European licence.

Methods: A retrospective, multicenter, observational study was conducted to clarify the
efficiency of intravenous low-dose.rt-PA therapy in clinical practice in 10 major stroke centers
in Japan. Studied were a total of 600 consecutive stroke patients (377 men, 72+12 years old)
who were treated with rt-PA from October 2005 through July 2008. Of all the patients, 422
patients (292 men, 68+10 years old) satisfied inclusion criteria of the European licence
(In-group) and 178 patients (85 men, 8249 years old) did not (Ex-group). Baseline
characteristics and clinical outcomes were compared between the two groups. Symptomatic
intracerebral hemorrhage (ICH) was defined as CT evidence of new ICH within the initial 36
hours with an increase of ’1 point from the baseline NIHSS score. Chronic favorable outcome
was assessed by modified Rankin Scale (mRS) 0-2 at 3 months after rt-PA therapy; this
outcome was evaluated only for patients who were independent (mRS 0-2) prior to stroke onset.
Results: Of 178 patients in Ex-group, 40 had severe stroke with NIHSS >25, 129 were >80
years old, and 25 had prior stroke and concomitant diabetes. Hypertension (68% vs. 59%,
p=0.032), diabetes (24% vs. 16%, p=0.032), and atrial fibrillation (53% vs. 40%, p=0.004) were
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more common and hyperlipidemia (17% vs. 23%, p=0.108) was less common in Ex-group than
In-group. Percentage ofpatients with premorbid mRS 0-2 was 83% in Ex-group and 98% in
In-group (p=0.0001), and initial median NIHSS score was 16 and 11 (p<0.0001), respectively.
As clinical outcomes, any ICH (symptomatic ICH) was observed in 15% (2%) of Ex-group and
in 22% (5%) of In-group [p=0.037 (p=0.189)]. Chronic favorable outcome was found in 36% of
Ex-group and 55% of In-group (p=0.0001) and mortality at 3 month was 13% and 5% (p<0.001)
respectively.

Conclusion: Three-month functional and vital outcomes after low-dose rt-PA therapy in patients
out of the indications by the European licence were less favorable compared with those in the
others, although ICH was less common in the former than in the latter.

kS
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6. Naganuma M, Koga M, Shiokawa Y, et al: Reduced estimated glomerular filtration
rate is associated with stroke outcomes after intravenous low-dose rt-PA: the Stroke

Acute Management with Urgent Risk-factor Assessment and Improvement
(SAMURALI) Study.

Background: The goal of this study was to determine whether renal dysfunction affects the
outcome of stroke patients treated with intravenous (IV) low-dose recombinant tissue
plasminogen activator (rt-PA).

Methods: A retrospective, multicenter, observational study (the Stroke Acute Management with
Urgent Risk-factor Assessment and Improvement [SAMURAI] Study) was conducted to
identify effects of underlying risk factors on rt-PA therapy using 0.6 mg/kg alteplase in 10 major
stroke centers in Japan. A total of 554 consecutive stroke patients (358 men, 71+12 years) with a
premorbid modified Rankin Scale (mRS) <2 who received IV rt-PA from October 2005 through
July 2008 were studied. Renal dysfunction was defined as reduced estimated glomerular
filtration rate (eGFR) <60 ml/min/1.73m”.

Results: Renal dysfunction was present in 173 patients (31.2 %). Patients with renal dysfunction
were older (p<0.001), and more commonly had hypertension (p<0.001), atrial fibrillation
(p=0.002), prior ischemic heart disease (p=0.004) and prior use of antithrombotic agents
(p<0.001) than patients without renal dysfunction. In renal dysfunction patients, any intracranial
hemorrhage (ICH, 28.3% vs 17.1%, p=0.003) and symptomatic ICH (8.1% vs 2.4%, p=0.004)
within the initial 36 hours, as well as mortality at 3 month (12.7% vs 3.9%, p<0.001) were more
common, and chronic independency at 3 month corresponding to mRS <2 was less common
(44.5% vs 54.1%, p=0.044) than patents without renal dysfunction. After multivariate
adjustment, renal dysfunction was independently related to any ICH (OR 1.82, 95%CI 1.16-2.86,
p=0.009), symptomatic ICH (OR 2.93, 95% CI 1.10-8.13, p=0.033), and chronic mortality (OR
2.93,95%CI 1.33 - 6.62, p=0.008), though it was not related to chronic independency (OR 0.78,
95%CI1 0.51 — 1.20, p=0.255).

Conclusions: Reduced eGFR was an independent predictor of ICH within 36 hours and
mortality at 3 months in ischemic stroke patients receiving low-dose IV rt-PA therapy.
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7. Nezu T, Koga M, Kimura K, et al: Pre-treatment DWI-ASPECTS has a relation with
functional outcome at 3 months following intravenous rt-PA therapy.

Background: ASPECTS is a score to evaluate the extent of early ischemic change (EIC) on CT
as well as on diffusion-weighted MRI (DWI). The extent of EIC may have relation with
functional outcome and symptomatic hemorrhagic transformation in patients with ischemic
stroke after intravenous recombinant tissue plasminogen activator (rt-PA) therapy. DWI can
more clearly delineate the extent of EIC within 3 hours after stroke onset as compared with CT.
The aim of the present study was to evaluate whether a pre-treatment DWI-ASPECTS can
predict functional outcome at 3 months following rt-PA therapy.

Methods: A retrospective, multicenter, observational study was conducted to clarify the practical
conditions of IV rt-PA therapy using 0.6 mg/kg alteplase in 10 major stroke centers in Japan.
Studied were a total of 498 consecutive stroke patients (328 men, 72+11 years) who were
treated with intravenous rt-PA from October 2005 through July 2008, underwent MRI with
DWI sequence before rt-PA therapy. Excluded were patients with fairly severe to severe
disability, corresponding to a modified Rankin Scale (mRS) 4 and 5 before symptom onset. An
ASPECTS (10 for no EIC and 0 for the largest EIC) was assessed on the initial DWI study.
Primary outcome was mRS 0-3 at 3 months after stroke onset.

Results: Of 498 patients, 305 (61.2%) had excellent to fairly good outcome (mRS 0-3) at 3
months. They were younger (p<0.001), more frequently male (p=0.012), less hypertensive
(p=0.021), and less commonly have atrial fibrillation (p<0.001) and internal carotid artery
occlusion (p<0.001) than the other patients (mRS 4-6). Pre-treatment NIHSS score was lower
(p<0.001) and DWI-ASPECTS was higher (p<0.001) in the patients with mRS 0-3 than in the
others (mRS 4-6). The optimal cutoff score of DWI-ASPECTS to predict primary outcome was
>7 with a sensitivity of 88% and specificity of 39%, and the area under the receiver-operating
characteristic curve was 0.644. After multivariate logistic regression analysis with sex, age,
pre-treatment NIHSS score, hypertension, atrial fibrillation and internal cerebral artery
occlusion, the pre-treatment DWI-ASPECTS >7 was an independent predictor of mRS 0-3 at 3
months after rt-PA therapy (OR 2.88, 95% CI 1.68-5.00).

Conclusion: DWI-ASPECTS is useful to predict patients’ chronic functional outcome following
intravenous rt-PA therapy in this multicenter study.
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8. Nezu T, Koga M, Kimura K, et al: Pre-treatment DWI-ASPECTS is superior to
ct-aspects in detecting excellent to fairly good outcome after intravenous rt-PA
therapy.

Background: ASPECTS is a quantitative topographic score to evaluate the extent of early
ischemic change (EIC) in the middle cerebral arterial territory on CT as well as on
diffusion-weighted MRI (DWI). DWI can more clearly delineate the extent of EIC within 3
hours after stroke onset as compared with CT. There were a few data regarding the comparison
of ASPECTS between DWI and CT before rt-PA therapy in same patients so far. This study
aimed at elucidating the relationship between DWI-ASPECTS and CT-ASPECTS before rt-PA
therapy and their associations with chronic functional outcome.

Methods: A retrospective, multicenter, observational study was conducted to clarify the practical
conditions of IV rt-PA therapy using 0.6 mg/kg alteplase in 10 major stroke centers in Japan.
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Studied were a total of 381 consecutive patients with anterior circulation ischemic stroke (249
men, 72%11 years) who were treated with intravenous rt-PA from October 2005 through July
2008, underwent both MRI with DWI sequence and CT before rt-PA therapy. Excluded were
patients with fairly severe to severe disability, corresponding to a modified Rankin Scale (mRS)
4 and 5 before symptom onset. The MRI study was performed immediately after the CT study.
An ASPECTS (10 for no EIC and 0 for the largest EIC) was assessed on the initial DWIand CT
studies. Chronic functional outcome was assessed with mRS at 3 months after stroke onset.
Results: Of 381 patients, 230 (60.4%) had excellent to fairly good outcome (mRS 0-3) at 3
months. The pre-treatment DWI-ASPECTS (median 8, IQR 6-9) was lower than the
pre-treatment CT-ASPECTS (9, 8-10) (P<0.001). DWI-ASPECTS was positively related with
CT-ASPECTS (r= 0.565, p<0.001). The optimal cutoff score of DWI-ASPECTS to predict the
patients with mRS 0-3 at 3 months was >7 with a sensitivity of 86% and specificity of 45%, and
the area under the receiver-operating characteristic (ROC) curve was 0.681. On the other hand,
the optimal cutoff score of CT-ASPECTS was >9 with a sensitivity of 76% and specificity of
48%, and the area under the ROC curve was 0.636.

Conclusion: DWI-ASPECTS had a positive relationship with CT-ASPECTS, but the former
scored lower points than the latter. DWI-ASPECTS may be useful to predict excellent to fairly
good outcome (mRS 0-3) at 3 months with higher sensitivity as compared with CT-ASPECTS.
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9. Mori M, Naganuma M, Okada Y, et al: Predictors of acute clinical deterioration in
stroke patients receiving intravenous low-dose rt-PA: a multicenter observational
study.

Background and Purpose: The goal of this study was to determine clinical factors which
contribute to acute neurological deterioration of stroke patients receiving intravenous (IV)
low-dose recombinant tissue plasminogen activator (rt-PA) therapy.

Methods: A retrospective, multicenter, observational study was conducted to clarify the
efficiency of IV rt-PA therapy using 0.6 mg/kg alteplase in clinical practice in 10 major stroke
centers in Japan (Stroke Acute Management with Urgent Risk-factor Assessment and
Improvement [SAMURAI] Study group). A total of 566 consecutive stroke patients (355 men,
7212 years old) treated with IV 1t-PA from October 2005 through July 2008 whose 24-hour
National Institute of Health Stroke Scale (NIHSS) score was available were studied. Acute
deterioration was defined as 4 point or more increase in NIHSS score at 24 hour from the
baseline NIHSS score.

Results: Acute deterioration was present in 56 patients (9.9 %, 38 men, 72+12 years old).
Median baseline NIHSS score was 11 (IQR 7-16) in the patients with acute deterioration, and 13
(IQR 7-19) in those without (p=0.047). The patients with acute deterioration more commonly
had diabetes mellitus (p=0.010), hyperlipidemia (p=0.035), internal carotid artery (ICA)
occlusion (p<0.001), and prior use of oral hypoglycemic agents (p=0.028) and statin (p=0.022)
than the patients without deterioration. After multivariate analysis, acute deterioration was
independently related to baseline NIHSS score (OR 0.92, 95%CI 0.87-0.97 per 1-point increase,
p=0.003), systolic blood pressure (1.19, 1.01-1.41 per 10-mmHg increase, p=0.040), diabetes
mellitus (2.44, 1.18-4.92, p=0.014), ICA occlusion (6.96, 3.34-14.81, p<0.001). In the patients
with acute deterioration, any intracranial hemorrhage (ICH, 42.9% vs. 17.5%, p<0.001) and
symptomatic ICH (19.6% vs. 2.2%, p<0.001) within the initial 36 hours, as well as mortality at
3 months (25.0% vs. 4.3%, p<0.001) were more common, and independent activity of daily
living, corresponding to modified Rankin Scale (mRS) <2, at 3 months was less common (8.7%
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vs. 58.5%, p<0.001) than those without deterioration.

Conclusions: Lower baseline NIHSS score, higher systolic blood pressure, diabetes mellitus,
ICA occlusion were independent predictors of acute clinical deterioration in ischemic stroke
patients receiving low-dose IV rt-PA therapy.
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10. Yamagami H, Koga M, Shiokawa Y, et al: Impact of antiplatelet pre-treatment on
intracranial hemorrhage and stroke outcome after intravenous thrombolysis: the

Stroke Acute Management with Urgent Risk-factor Assessment and Improvement
(SAMURALI) Study.

Background and Purpose: We sought to clarify the impact of antiplatelet (AP) pre-treatment on
intracranial hemorrhage (ICH) and 3-month outcome after intravenous recombinant tissue
plasminogen activator (rt-PA) therapy in patients with ischemic stroke.

Methods: In a retrospective, multicenter, observational study, we studied data from consecutive
patients treated with low-dose intravenous rt-PA (0.6 mg/kg alteplase) which was approved in
Japan, within 3h after symptom onset. AP therapy previous to thrombolysis was obtained from
clinical records. Any ICH was defined as CT evidence of new ICH within the initial 36 hours,
and symptomatic ICH (sICH) with neurological deterioration corresponding to an increase of >1
point from the baseline NIHSS score. Favorable outcome reflecting independence was defined
as a modified Rankin Scale score of 2 or less at 3 months.

Results: Of the 600 patients (377 men, 72 + 12 years old) treated with rt-PA, 189 (31.5%) used
AP drugs prior to thrombolysis; 159 (26.5%) used aspirin and 14 were pre-treated with dual AP
drugs. Both ICH and sICH occurred more frequently in patients with AP pre-treatment than
those not (ICH: 26.5% vs 16.8%, P = 0.008, sICH: 8.5% vs 1.7%, P <0.001). Particularly, 8 of
14 patients (57.1%) who had received dual AP drugs developed ICH. In multivariate analysis,
AP pre-treatment was an independent predictor of ICH (OR 1.69, 95% CI 1.05 — 2.71) and
sICH (OR 6.06, 95% CI 2.22 — 16.5). Favorable outcome was fewer in patients with AP
pre-treatment than those not (40.7% vs 50.4%, P=0.03), whereas it was not an independent
predictor after multivariate analysis.

Conclusion: In Japanese patients, AP therapy previous to thrombolysis was associated with
occurrence of ICH and sICH, and may lead to poor outcome, even though using low-dose 1t-PA.
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HiZ (mRS0-1) OFAEIEL, BU OFIIREFAE CTH 5 SITS-MOST L EANHifREFHE (o
BIEHT) T& HIZ39%% (5 (SITS-MOST DEFIEEIRIELECE-S<) | 0.9 mgkg D
HEOBKAK L 0.6 mg/kg DEINTH CIHEZIR ARG DAV 2 & IXEBRGEV, DS E TR
TERBEIS DREHE MRIDBHWSHID Z &R, JEEBIRTREE T 0 B8 LT 7R
MRA T OHHSER M PAZEEL L BN R OBIMR HIEFIOZRE L & HICREICH BN
o CE Tz, BAFBRZEE Do EICRIT 2B R ER T O D OAMkRNEE
FEHRIE ORESLICBET 2WF98] TSI 10 Higk o 600 B & fi#fr L 7= LR OE L £ U



WIEIT I B 1

Z T, tPA FpIERIEOTEIR E SR DR EEEHT 5,
HHHBH HEH O HEHHE HHEHH HEHHE  HHEHHH

%5 8 [l H ARSEF NI R e ALIu, 2009/5/29-30

14. HREEIA . HEBF]. ARk, i : DWI-ASPECTS TiME L~ BB E{L &
rt-PA BIERER OMEERE OER : DAEICRBITANEGTERTFHO-DOA
P N EHE RIS ORESLIZBE T 2B (SAMURALI HF5%)

[ B)] AvEIMEEZEBRE O RYE 2T e s s oBEcHECERTH Y .
CT <° MRI TJiaf7e BHE M2 b8 £ U ERITERR AR & STV 5, MRIYEECHRF
HE{&(DWIIZ BT 5 ASPECTS CTOMEIMZAL & rt-PA B IEE ORIR OBIR & MGt LT,

[HiE] S22k x OFFEIICET S 10 [iizk T 05 4 10 A D 08 4 7 H & Tl rt-PA
B9 2 52 - I 2E R 600 1P, FEJERT modified Rankin scale (mRS) 0-2 C rt-PA R
HiTlZ MRI & 64T L 7= 420 (7111 &%, B0 280 5], o Bl RPN FERIE 257 B1[61%)]).
DWI-ASPECTS 10 /i ClRMZA{LAZFMM L. 3 0B %O mRS 0-2 #fzlf Rif& L7,

[Aff&] VAPEIE AT NIHSS flid b 48 12(IQR 7—19), DWI-ASPECTS /% JfE 8(IQR 7
—10)THh o7, HRIFERIT 221 H1(53%) T, o> 199 il & bl U s, (LEME), 1
FEE AT NIHSS., DWI-ASPECTS, WHEIIRFAZE CHEBEZZ RO (£ 4 P<0.001, HI &
FEMT) o ROC BHAR TR O 128507 B 4f % FH15 5 DWI-ASPECTS O RfEiL 7 A & & 88%,
e BLFE 339% AUC0.627) T Y. DWI-ASPECTS 7 LA E®D 60%., 6 LL T D 22%)3 57 B
I Cd 7=, DWI-ASPECTS 7 LA B I3#aIF BAF & B U (4EMh, MEAHIES OR 3.64, 95%CI
2.19-6.22) . 1BIRERT NIHSS. LEME), WNIEEIREAZE CHIE% LA BEICRF R B
L7~ (OR 1.93,95%CI 1.06-3.54), DNEMINZERRAEIZ IR - 7285 C4H . DWI-ASPECTS
7L b UBE 85%, 5 BE 41%, AUC 0.649) [T#2I7 BAFIOMSI UCRBE L7 (OR 2.32,
95%CI 1.14-4.82),

[#535] ENS MR ILREIFICI T, rt-PA #7ERERTO DWI-ASPECTS 7 LL_E23,
FMEEZE R OHRIF RIS UCBIE U7, (DR ERIEICR> 28566, RETH

27,
#HEH#HH # # # #HHH #HHH Hit## #H#HHH

%58 [B] B ARSHE NI E TR, ALJu . 2009/5/29-30
15. Uk &, HEEF, MELE, fil:  PA HERERTHICRT 5 RERPLLE
B L BN IO BIR : SAMURAI £ A RO 825

B FE 3 FRRT LA O A AR 28 1055 L T tPA R IE 2 e fT S BB BV T
FIERTOPUMAR I 52 H N HIM AR L OFRICKIETIRERIETH Z &

5 TERAENCEBIT 2 MEER R T 0 12 O O 2tk N BRI ORI B4 A B
7% (SAMURAI #F22) | ®FIN 10 fEz& 2B T 2005 45 10 A5 5 2008 4 7 H £ TIZ t-PA
EYRRIE A TIT ST 600 B (CELJ4ERN 71.8+11.8 ik, B 377 ) WL L, INE
FERIEFOHUML/ IR L OPLBEE IR O® G- & | SREN I, fEEMEEEZEN MmO 4
BIO3 » ABOBEE T & ORIV THRE LT,

R ROEEIERTNC IR N R L ST 00T 225 6 (37.5%) T, HLlfi/ 3
2189 5l (31.5%) . HLEE[EIZEAS 53 5] (8.8%) Tdh o7, FUlL/ MO TIIT A
U159 il (26.5%) EEcb %<, Pl MREREAIFREiL 158 1 (26.3%) . Huifi/MK
MO AIGEEIE 146 (23%) Thot, 36 BEILIN O A T OEEZEAN H i3 s MR SR
B CIEBREHICH L THBEIZE L (26.5% vs 16.8%, P=0.008) . Hiz 2 FIFFH L Tz
14 s 8 51 (57.1%) THEEANHMAZ AL TWe, SERMT CHEENHMOMIT L
T fERAF i, ODEMMENOR 2.21), RIAERIPUML/DEER S (OR 1.69) B L UNPA &5



St

ST VB B

TR OIEIAME (OR 1.02, P=0.009) T -o7-, 7=, JEEMEEENHLOGH S
B/ R 50 CHBEICE < (8.5% vs 1.7%, P<0.001) . BT ClIME— DT L
7o fERIRF Td > 72 (OR 6.06) , $il. /MREEE 541 TIE. 3 » A% OHERET#% BIFH (mRS
0-2) M BN 72 o T2 05(41.6% vs 52.6%, P=0.02), M7 L 7= fEfRIAF Tidle dr - 72,
FhEh . AMEEAEZEIZ 6 D tPA BIEEIC BT, BRIERTO BT/ MK 5. a2 RN
ks X OVEBEMESEE N M O ERIK - CTHh 5,

HHEHHE HHH RHEHAE HHEH#RH HHEH#HH #HH#H

%5 28 7] Mt Fuji Workshop on CVD  HUEL  2009/8/22
16. HEBF], %Z—‘Eﬂ WIZEHE, fh . AMEERELEE OBREREICET 2R
T r— bl

[ BR9) 2PEHIRNH i Crd i e E A BRIF AR RICBIE LTV 583, feS LZfE= > k
o — VFREHE ARV, AN B T AR EEIEOBIR Z D,

[FiE] 2E 1424 Fpi (£ TO BARRI RIS EME I A H - CTHEER, BA
i 2e PSR EMHER B RPE, BAMRESEENR - MEE R - BOEBEERR) %
S AR BN I oo ifn R4S BT B4 5 WEB 7 > — M RE % 2008 4E 7 HICIT - 77,
[FER] HHRERIT 2% TH o7, BIEE D 79%I PRI FHE T, 92%H5 2tk #i ik
HIMBEICHEE L Cniz, AMEHAEEE D 99.6%NRIE 24 BRI LIN ORBERIE L 5 E
U720 85%IEBE 24N 312 CT/MRI 2= G H L O BB T T 14 30 0 PR E A B AG L TV,
BEEBRLAD B % & 3 A HERIME (SBP) & LT 180mmHg LA E(36%)& 160mmHg LAk
Bl%)DEE N L 60%DEIEZFNTA KT A4 L OHLEECTH 5 180mmHg PL E LV $
fEVME CREZBAR LT e, IRRNEHEDIAL (M NEHE 2 &) ORRE H Z2id &
{& 180mmHg LA BT o 7oA, MHRREAVEHE L 160mmHg PA E & K 0 FERRAY I BT 4 BR
IR LTz (p<0.001), MEEHIED SBP & LT 160mmHg BL F(29%) & 140mmHg BA T
(30%)DEIE N Z L |, 38%DEIEHE A 140mmHg, 130mmHg b U < (% 120mmHg L T o
FERRI 0P E 2 RIR LTy ST%MN = AP 545 | BIRREARE SRRTRIE L, &2
BIRETHDLOET YUYWL =AINLIEEFERA L TWZ—FT, 26%0 BRIEEO-D
W= e iR LIZ< W) EEE LT,

[Fa] bREOBERG T, VA FI4 2 L0 Ao RE BB CHh
ST BT XCETHEABPHIBREN TWE =AU NE—BIRETH T,

#HEBH HHMW #HHHH HHEHH HHHAH #HHH

%5 28 [6] Mt Fuji Workshop on CVD  HAT  2009/8/22
17. BE—H . BAHLAEHOFTELE (BI)5—)

Jibd HE o A 8 00 o o S 4 i RS 1f AR R 0D VR A 1A K S, T MR R RSO D o
MEFREFERTDHLICL T, PHREBEIERS, —FH T, BT L > Tl
JERPNARIERE. B2 2 b AaSNED, MU TCAnESEITTHRRAR L
EZONDENVCKEOTA FIA4 L TILVHALNRTETFT U A2 KL DD 180/105
mmHg Z2WHREERBO B R E L TCWAR, BEBEMEITEE > T, mEEH
DO T A%/ 5, EHCTIIBFE ATACH X° INTERACT 732 £ I AikBi
PRLFEN, TONA vy FREBERESARINTWA, BN SIE Ohwaki & (Stroke
2004:35;1364) 75, AMERIN M BE 76 FlD AR 48 BERILLN o MBS 48 BERSLL
PN OO USLAE I i B B SRS L CHEICBIS L TR Y BED BZ % 150 mmHg LL i
BRE L-BEOFNMEIE R A2 Lo L& L TW5, bhvbhiTAaiicE
BEEEISE R T MM R %2 . R0 24 B LN O NGHE S & X8 & F v g
5 LT3 %O THRE A ZERCOMES L IER M EEHEN G - & HIEN



IR s BRI

ST (<138 mmHg) X h - & bEM-o72EE (5158 mmHg) 1ZE~T 3 EM%ICES
ASICET AEENAEICE N -7 (Itabashi R, et al. J] Hypertens, 2008;26:2016-2021) ,
F bbb LD f)i“(ﬁo T o — FRE T, BIERLEO B & & T 5 IUHE
M/F & LT 180mmHg P E(36%) & 160mmHg BL E(31%)DEIZER L <, BEHEME L
C 160mmHg L1 T'(29%) & 140mmHg B F(0%)DIEE 4% <\ ST%8 = VD &5 |
PRI SRR E U 2 BIRE THDhE T %R =L Ve 2 LT
(Koga M, et al: Hypertens Res 2009 Epub ahead of print), Z D7 & — MRS ZEE
E*ﬂﬁf‘ﬁ’@ﬁxpr;‘;@ﬁé P L e D L LR ORI X BN S BRGL
7’:—-'0

HHEH#HH HHH HHHBEH HHEHRHE HEHH #HHH

#5 28 [E] Mt Fuji Workshop on CVD  HLARL  2009/8/22
18. FEIUFOF, H)IS5EE, BE—R fh: AT D rt-PA BERER OBMHID -
H A 2 B3 2 2 MEER IL EIRT 2L,

[ &) rt-PA $ikiE (tPA 1L IR AMEIAE & L TARMIZBW THARRM W
TE =M, HiEAHENREROBBESDO—>TH Y, FioBim<eH i EO & 0F
IS BHED T THE S BT RXFERTH D, RO tPA FIEIIRCKDO 7 1 k=
— VPR ABAEY VDO T AIRTO tPA JEiE% 4 U= i - i e ZE (I
Hif) ZHEr 2 2 SR KEIREBEEND S,

[51E)] ToBEICRIT MR ERE T O 720 O 2 NEEFREEIE OfESLIZ BT 5
F9E ) BEL dﬁﬁnbfu\éﬂu CRESR LR IR 10 sk TOERIE W5, 2B HEER T,
AFRIZISUT B tPA FHERIEDSFRAT S CLISk, 2008 4 7 HE TIZEH I N/ ~TD
tPA JERVESE & I L OB S 1 FRIICHRES 5,

[#EER] #8310 Migk. 600 SEBIMTHEXSR L R-T-, MHEMOAHHL 193% Th o7,
LA PFOBER 2B L= s Z A, MBI, . RERRTE LRV s, MG
EMERAEZE CTH D Z LI LA BFOKR A & 7o 70, TTOMEZER /N X W0IE ERH i
FIAEE LIz S WMEmE D B o T 2T o> ASPECT-DWIL MM &6F & #8R8 L7223,
ASPECT-CT I3AHEA L7ehr o 77, MMIEZER AN P R MEIRGERIC 5 5 = L i3t &
BF & FEBET 2 A, B & M ORI II K & 2B RO oo 7o, IRRBERTOR
FESRIEOERRE, EEBREAT S Z LM moA0F SR L-, S 6Ichiitim o4& 0f
I1F O BEIERE IS 59, BEREFOBRE TR AR B LT,

s34 ] A To tPA FEIEBECKDO 71 b a—L L EHEICABHE S L OMEIm 24 U0
FUVR, FH LI-HMICE L T EDOMITHEEE R+ 2 & ANk,

HHHEH HHEHW HHHH HHEHH HHEHH #HHH

%12 [ B AR TR ERETS. KK, 2009/10/9-10
19. TNEE B2, KILAN. BAIERIL, f:  rtPA BEREOPRICFETHAEFD
#Et : SAMURAI  Study

[EHY] rtPA ¥ ERRE CIIREZ OB OFERAE BIFOWBECHEHFTH L Ihb,
Hisk SL[FAFZE D data 2> 5 rtPA FEFERIEORRICHF S T AR T2 M Lo, [J71:] 2005
10 A6 2008 4E 7 A rtPA FHEREE O 1 7= FEEMRIT 10 FERX O 600 &2 %5 & L
77 (DERE ORI E (NIHSS @ 2 ALl EDRD) . @3 » H#% O ADL (mRS 0 -
1) 5T 538EFE. Bohi-data LV AT 4 v 7 BIRSH Tt Lz, [#
H] Oz TIE4EE (OR : 0.98 P=0.023), ¥R (OR : 0.597 P=0.03) »3BHE
L7, Ol TCi4EEy (OR : 0,968 P=0.001). &ILE (OR: 0.602 P=0.024), Kt
I NIHSS (OR : 0.891 P=0.000). #ERJ%E (OR : 0.542 P=0.034) PEEICHEEL.,



S

BEEWT I - R 1-f

L L, WTRIZEB W THIED O FER A £ TORRE & #iz)f & ORNCEREIIA S
Molz, RHRBNZ A5 & IELFEMEMNERIE (N=220 1) ICBWTRIEN O EEREE
TORH & FFER OMRIER S EBOF L OMICHERBEENA S (OR: 0989 P
=0.029), —7F. DREVEMNERIE (N=380 ) TIIHE® OMBRIEREIC B W T
RIENEEREEAZTR LT (OR: 0489 P=0.024), [#Eam] COFIMERMZEERE CML. iF
PRIF OG- DI NI TRNZ 8 FRIED HEEFIMEE COM &L OBER L L) 5
b0 BEbhd, 6 O MEE N HRIERGBECFEET 300 ENIE %D
BREtEET 5,

HHEHHS H#HHH HHHEE HEHH HHEHH HHH#H

%12 B A AT SRS, Kk, 2009/10/9-10
20. HEEFI, KBHE, HIIEE, . HEERE~DOEHE rt-PA FHTREICHE
T3 ENSHERILF% AWM X BEWFR | SAMURAL BF%R, 240E

(B8] LBETOHLEGE SN MEEEE ~OIKH B it-PA F1ERE AT 75—
¥ 0.6 mglkg) D, Lhiak TCOEFENKEE ., ®AMEICHET S,

[Fik] EA SR (H20-ERHR5CEE) - %019 2+ 5EN 10 fEsk T,
2005 4 10 H ~2008 4 7 AT rt-PA §FEEE 0T 72 600 1 (5B 377 1], 72412 B,
TRERT NIHSS H4ufl 13) &2, ke Lz,

[FEE] 36 BRRILLN OEBMEAZERN ML E 23 ] (3.8%, 95% CI 2.6 — 5.7%) (238®. 3
MR BT 4341 (7.2%, 5.4 — 9.5%) 2SFETE L TUN 2,3 3 H #2142 199 4511 (33.2%, 29.5 — 37.0%)
M5ERE (mRS0-1) LU, Z OB RIERNIEEE S LTz 535 61 CiE 37.2% (33.2
—41.4%) . & BIZEKIN T oofE FFEE (<80 i, NIHSS<2S 72 &) Zi7=¢ 399 5Tl 40.6%
(35.9 —45.5%) & 8 % T, 262 B fEMTIZ T, Athin, NIHSS {5l WSHBIARBAZE S 2 2 &,
CT T ASPECTS &fE. WEBEAIOBRELZE LW I ENERENIZ, LDRE S EI
BEMNFETIC, WS U CHEERICEE L,

[#55m] AWFZE COREFEMETEZENH ML 3 22 H #OlERT., EAOHREHER & T
RIS LL EDORAE &R Lz,

HHEHBH HHMW HHBH HEHHE HHHH HHHH

%12 Bl A AR TR L IREFES. KK, 2009/10/9-10
21. ZiEEIE, AMFnE, BER|, fh: LENMBIZETAAMNEEREICBIT
5 rt-PA FaiEiREE

[BEW] LEHENAF)Z A T 2 S HME R 1B 5 it-PA $HERER DERICS
WTHRFHT 5, [HIE] EHE B2 7e(H20- T8 R 28 (42 )-—f%-019) b AN ENC 81T 5 14
EHREIET O 7= OB N BHAFRIEE ORESLIZ BT 22212800 ULIT - 1= (1% A
X Zhnax L EBERFTE) . FF81 2005 45 10 A ~2008 4F 8 HIZ rt-PA #IEEIEL ST
BE, AFOFRIZLED AF BEEFE AF BRIV, ERIAF. WREBEOLEE, B
R DERIFIC DWW CHIRGT L7, [RESR] 245 BB 161 61, ¥ 71 5% S ARFZEIC
Bk S iz, AF BRI 111 $1(45%) T o 72, AF BEIZIE AF BEL LB L. BEiR(74 vs. 69
. p=0.001), ZcPE(42% vs. 28%., p=0.016)432 < . t-PA BALARID NIHSS A =7 M EfE
T o72(14 vs. 12,p=0.004), F 7=, rt-PA EZFICABE 7 H B NIHSS A 27 28 0-1 s,
HDHVNT 10 JUL EDOUE & EFR)D AF BETHRD3572(33% vs. 46%, p=0.05), JEMM
GHEE NI OB 12 Z13 72 55 72(4.5% vs. 5.2%., p=0.795), B OERIFIL, AF BEN
TERR(MRS A7 4-5 LT L ER)DHENELD > 72(49% vs. 31%., p=0.006), [
il AF 287 2 2VEHIMEERE ICRBIT 5 it-PA BIERIEROIRIZ. AF 285387
WRE L IERTEMFL DR EBERRBRTH D,
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HHE#AH H#HHMW HHRHE HEHHE HHEHH HH#HH

12 A H AR TR & REES. KB, 2009/10/9-10
2. B)IR B, Em—Al, HEEA, . PAHEREORRICET S HRE
FiRE  EERE, EEY A X - L. ABREORE

[ BA9] MRUMRA 2 & 5 2WVERIIMAEZER A O SV T, +-PA BHEEIED 3 5 A
% ORI (mRS) 15 5 M IEFRR LA EDO YA X - BB L OBERE 7 E O g
Al Uiz, [J71E] *20% 10 fEs% T 05 45 10 A5 08 45 7 A & TIT t-PA #ERE S
Z1F72 600 Bl &2 Xt & U, AR ZERA COJRMEMMEZE.CE, 77 a— AMRSEAT, 77
FHEELA) . MEEOY A X (U, H, K), WEEOHBLEN (REFE, it
), EEHEMERE (NSEBKICA, FRMEINR: MIM2) T &ICiRIGEFHE L7,

[#55] ORI CIL, LA ORIBRRH TH -7, CE L AT L2425 L 5
JH BA;E (mRSO,1) OHEEIIEIETH 720, RiE CHREOHEENE M- 1=, ONNIEE
DORE S1L, BIFICKT L CTHRICEETAHRF TH o7, /NI - P RIEZE LS CE &
AT ORI B OBEEILRIRE Ch -7, OFEHBLAL CIX, AT I L 5 RERIHIE
CE 2 & A Bl ZEORIF L B AT ©, B + B EZE ORI AR TH -
770 @M1, M2 FAZERE DERIF X LLERAY B I C. ICA BZEIE DRI RE CTh o 72, 77,
M1, M2 FAZESETIZ CE £ 9 b AT ORIFNRIFTH o727, ICA FAZE TIX Z OfHF)
TR ot [#Eie] AR x5 -PA BTERIETiL, MM ZE AL
EFEZEDY A X HALEB L OBASERE 2 LRI R B, ICA FAZEITFRAEIC L 6
BRRM AR THY . AFEITITIRAR S 5,

HHE#H HHEMW HHEH#AH HHEHHE  HHEHHS HH#H##

%12 B HARR TR & EEFS. Kk, 2009/10/9-10
23, KBFEE., WEBH, HII5HE, i EHREREEIINAEE rt-PA FHERER 36
RN OFRENHMB X U3 » AR OEFAR L BfRT 5 : SAMURAI Study

[BH)] BHEREREE D r-PA FRERIER OEIRICE 2 2 B MGt LTz,

[ HiE] Sz dRE% A & BFZ8(SAMIRATL study)i Bk & 4 7= I 2 rt-PA R R
5 600 4, FEAEATmodified Rankin Scale(mRS)<2 T -7z 554 Hil(71+12 ik, F 358
), EHEREREE 2 HEEGFR 60 ml/min/1.73m 50 & EFE L, THHEE 36 BERILIN O3~
T OEHZE H Ml (intracerebral hemorrhage: ICH), JEME ICH, 3 » A %% #a)7 B 4F (mRS <2) |
3 HBET L OBRER T,

[ 5] BHEREREE A2 173 BIG1.2%)ICR O, BHERERNIL L Y El(p<0.001) T,
T L E (p<0.001), Ly EHEEN(p=0.002), & Mt LR B OBEIE(p=0.004), TRIERTHLILARIED
3 F (p<0.00 )DENE N EE Th o 7o, BHREREEFITIL, §XTD ICH(28.3% vs 17.1%,
p=0.003), fEMME ICH(8.1% vs 2.4%, p=0.004), 3 #» H1#%F15(12.7% vs 3.9%, p<0.00)3 &
BIZEERT, 3 r ABIEIREBAT (44.5% vs 54.1%, p=0.04)NE BTV oT-, K&
FRAT ., BHEREREE 139~ T D ICH(OR 1.86, 95%CI 1.18-2.92, p=0.008), JEf#E ICH (OR
3.53, 95% CI 1.20-11.4, p=0.026), FE1Z(OR 2.93, 95%CI 1.33-6.62, p=0.010)(ZFh 7. L T REF%
L7,

[Fham] B REmEE 1T, PR ZE rt-PA B TERIER 36 IFHILINOBEEN BB L O3 » A
BT LRE L,

HHBEH HHEH HHHBH HHEHAHA HHBH #HHH
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512 |l A AR TR & IGRFES. RBR, 2009/10/9-10

24. B, WEBFI, *ﬁﬂl% fit :  rt-PA BERREES] <0 BHIE M BLOFHE
CT-ASPECTS & DWI-ASPECTS (22135 54>? Stroke Acute Management with
Urgent Riskfactor Assessment and Improvement(SAMURALI) Study

[BE] Mg ZE R o R HE M B OFFMEIZ, CT <° MRI JEHGRIAE{R(DWD D
ASPECTS WHRHTH 5, [F—IEHITHD CT & DWI D ASPECTS % kg U= #4513/ 7
VY, B2 IIFIE 3 RERILAPIC rt-PA SR 1A 2 26 L 7= IMAEZEH O TR9E /T CT & DWI %
v, ZoRBEERE Uz, [JFE] i, WFFEIHCET 5 10 ik T 05 4E 10 A D
08 47 H & TIT rt-PA BFIE 1L & 52 1T 7= INAE ZE B3 600 9] P | J&KERT modified Rankin scale
(mRS) <3 ONSEBRRAFLE T, JBEATIC CT & MRI DFE & #3158 L7- 363 #il(72+11 A%,
BH210 ) TH 5, W7D ASPECTS #H# L, 3 A% mRS0-3 2 FHl4 250 v b
7l % ROC BT THET L7, [R5 3R 1223 ] (61.4%)7% 3 » A% mRS 0-3 Th 77,
CT-ASPECTS (#4%:f& 9, IQR 8-10)i% DWI-ASPECTS (8. 6-9)J: ¥ &l T(P<0.001), ifi
FIIAEES L 72(1=0.58, P<0.001), 3 # A% mRS0-3 FHIDL » +F 7{#iL CT-ASPECTS 9
M UREE 77%, 5758 47%) . DWI-ASPECTS 7 & (RJE 87%, [ F % 48%) T, ROC
#* AUC 1Y CT-ASPECTS T 0.63, DWI-ASPECTS T0.70 Th - 7=, [ FHELE
LDz VT, DWI-ASPECTS 1% CT-ASPECTS £ ¥ 1~2 KB EE 20 3 » A
#% mRS 0-3 O P TiL DWI-ASPECTS TIEEN &~ T,

#HEH#H HHM HHEH#HHKE H#HHHBH HEHH HHEHH

812 [l AR TR ETRRFS. KK, 2009/10/9-10
25. BFH F1, BHEER, iﬁ}!l%HE flh :  -PA BHERERITHICBIT AT IR D
ERREIZOVWT : SAMURAI Study

[B#] t-PA FRERIEREITRE G d0 1T D INIRFEIE = & T R U ORI & | 1RIRE DOlR
WP IZ 5 2 BB SOV TR 5, [J71k] SHiak% A1m X% (SAMURAL
Study) IZBWTBERI NI, tPA FHERIEE AT S 728kt 600 BlickW T, =45
N AEEEE EERBEOT#%, ML SRz O TR L=,

[FEam] =& TR 03502 ] (84%) W STz, =& TR A BT IR AR
[CHAREET (EHER 71.2 5 vs 748 5%, p=0.005) H-o7=7%, MEET t-PA $H1EBME
IF D NIHSS OIS H B2 R0 o712 (p=0.29), FAREIIES R LT, BB
¥ L O3 5> H # @ modified Rankin Scale TF# E#F (mRS 0-1) OEENKE -7 (GB
BERE 32% vs 25%, p=0.12, 3 7 At 40% vs 34%, p=0.23), FHRREEHZOWVTITIRE:
B, 3H%E bICHERBETORVMEMN A 5T GREERF 18% vs 27%, p=0.06. 3 » A
#% 17% vs 26%, P=0.075), F 7= oA FHIEREECTORVWMER 2 B 5172(19% vs
24%, p=0.3), [#&i] tPASEITHNCRIT A F TR OFEHERIL 84% & otz =4
TARITHRBIFHEZEOL, THRABE, MEMEOHI 25 TEENH 508, mE
RN BB EIIR O o T,

HHHE HHH HHHH HHUH HHEBH O HHEHH

5512 Bl H AR S REFS. KB, 2009/10/9-10

26. HHFES. KEBHNE, BB R f: TATTT5—PHERERS 24 BRI
RO M3

HEY : ENERERICBIT D2 T AT 77— EEEE (IV it-PA) BES 24 BFELIN O

MmARFREDBR 2 3 675 295,
Ttk L JBAGHBRATSE (SAMURAL ARG, FHEFZEE  EHE-—HD &M U7 10 i



