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Table 2. Primary and Secondary Outcomes and Renal Outcomes.*
Hazard Ratio
Outcome Intensive Treatment Standard Treatment (95% CI) P Value
no. of patients (%) % peryear  no. of patients (%) % per year
All participants (N=4678) (N=4683)
Primary outcome 243 (5.2) 1.65 319 (6.8) 2.19 0.75 (0.64-0.89) <0.001
Secondary outcomes
Myocardial infarction 97 (2.1) 0.65 116 (2.5) 0.78 0.83 (0.64-1.09) 0.19
Acute coronary syndrome 40 (0.9) 0.27 40 (0.9) 0.27 1.00 (0.64-1.55) 0.99
Stroke 62 (1.3) 0.41 70 (1.5) 0.47 0.89 (0.63-1.25)  0.50
Heart failure 62 (1.3) 0.41 100 (2.1) 0.67 0.62 (0.45-0.84)  0.002
Death from cardiovascular causes 37 (0.8) 0.25 65 (1.4) 0.43 0.57 (0.38-0.85) 0.005
Death from any cause 155 (3.3) 1.03 210 (4.5) 1.40 0.73 (0.60-0.90)  0.003
Primary outcome or death 332(7.1) 2.25 423 (9.0) 2.90 0.78 (0.67-0.90) <0.001
Participants with CKD at baseline (N=1330) (N=131¢)
Composite renal outcomes 14 (1.1) 0.33 15(.1) 0.36 0.89 (0.42-1.87) 0.76
%50% reduction in estimated GFR{ 10 (0.8) 023 — 11 (0.8) 0.26 0.87 (0.36-2.07) _0.75
long-term dialysis 6(05) 014 < 10008 024 057 (019-154) 027
Kidney transplantation 0 0
Incident albuminuriaq 49/526 (9.3) 3.02 59/500 (11.8) 3.90 0.72 (0.48-1.07)  0.11
Participants without CKD at baseline| (N=3332) (N=3345)
=30% reduction in estimated GFR to <60 ml/ 127 (3.8) 121 > > 37(11) 0.35 3.49 (2.44-5.10) <0.001
min/1.73 m?§
Incident albuminuriaq] 110/1769 (6.2) 2.00 135/1831 (7.4) 2.41 0.81 (0.63-1.04)  0.10

* Cl denotes confidence interval, and CKD chronic kidney disease.

T The primary outcome was the first occurrence of myocardial infarction, acute coronary syndrome, stroke, heart failure, or death from cardio-
vascular causes.

i The composite renal outcome for participants with CKD at baseline was the first occurrence of a reduction in the estimated GFR of 50% or
more, long-term dialysis, or kidney transplantation.

§ Reductions in the estimated GFR were confirmed by a second laboratory test at least 90 days later.

9§ Incident albuminuria was defined by a doubling of the ratio of urinary albumin (in milligrams) to creatinine (in grams) from less than 10 at
baseline to greater than 10 during follow-up. The denominators for number of patients represent those without albuminuria at baseline.

| No long-term dialysis or kidney transplantation was reported among participants without CKD at baseline.
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Table 3. Serious Adverse Events, Conditions of Interest, and Monitored Clinical Events.

Intensive Treatment  Standard Treatment
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no. of patients (%)
Serious adverse event* 1793 (38.3) 1736 (37.1) 1.04 0.25
Conditions of interest

Serious adverse event only

Hypotension 110 (2.4) 66 (1.4) 1.67 0.001
Syncope 107 (2.3) 80 (1.7) 1.33 0.05
Bradycardia 87 (1.9) 73 (1.6) 1.19 0.28
Electrolyte abnormality 144 (3.1) 107 (2.3) 1.35 0.02
Injurious fall{ 105 (2.2) 110 (2.3) 0.95 0.71
Acute kidney injury or acute renal failure; 193(41) > > 117(25) 1.66 <0.001
E o .
svent
Hypotension 158 (3.4) 93 (2.0) 1.70 <0.001
Syncope 163 (3.5) 113 (2.4) 1.44 0.003
Bradycardia 104 (2.2) 83 (1.3) 1.25 0.13
Electrolyte abnormality 177 (3.8) 129 (2.8) 1.38 0.006
Injurious fallf 334 (7.1) 332 (7.1) 1.00 0.97
Acute kidney injury or acute renal failure: 204 (4.4) 120 (2.6) 171 <0.001

Monitored clinical events

Adverse laboratory measure{

Serum sodium <130 mmol/liter 180 (3.8) 100 (2.1) 1.76 <0.001

Serum sodium >150 mmol/liter 6(0.1) 0 0.02

Serum potassium <3.0 mmol/liter 114 (2.4) 74 (1.6) 1.50 0.006

Serum potassium >5.5 mmol/liter 176 (3.8) 171 3.7) 1.00 0.97
Orthostatic hypotension§

Alone 777 (16.6) 857 (18.3) 0.88 0.01

With dizziness 62 (1.3) 71 (L.5) 0.85 0.35

* A serious adverse event was defined as an event that was fatal or life-threatening, that resulted in clinically significant or persistent disability,
that required or prolonged a hospitalization, or that was judged by the investigator to represent a clinically significant hazard or harm to the
participant that might require medical or surgical intervention to prevent one of the other events listed above.

| An m;unous faII was defned asa faII that resulted in evaIuatlon inan emergency department or that resulted in hospltallzatlon

[} Adverse Iaboratory measures were detected on routme or unscheduled tests routme Iaboratory tests were performed at 1 month, then quar-
terly during the first year, then every 6 months.

9§ Orthostatic hypertension was defined as a drop in systolic blood pressure of at least 20 mm Hg or in diastolic blood pressure of at least
10 mm Hg at 1 minute after the participant stood up, as compared with the value obtained when the participant was seated. Standing blood
pressures were measured at screening, baseline, 1 month, 6 months, 12 months, and yearly thereafter. Participants were asked if they felt
dizzy at the time the orthostatic measure was taken.
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| | = . Effects of valsartan on morbidity and mortality in
Valsartan in aJapanese population with hypertension . . 2 =

and other cardiovascular disease (Jikei Heart Study): unco.ntrolled hyf)ertensme patients with hlgh
arandomised, open-label, blinded endpoint cardiovascular risks: KYOTO HEART Study

morbidity-mortality study Takahisa Sawada'*, Hiroyuki Yamada', Bjorn Dahléf?, and Hiroaki Matsubara'
T e & for the KYOTO HEART Study Group
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Table | Baseline characteristics KyotQ Heart study

Valsartan, Non-ARB,
n= 1517 n= 1514

Age 66 (11) 66 (11)

Men/women 861/656 (57/43%)  867/647 (57/43%)

Current smoker 341 (22%) 332 (22%)

Obesity BMI =25 593 (39%) ssa 9% | BTN

Coronary artery disease 355 (23%) 352 (23%) HEYIZEH

Cerebrovascular disease 58 (4%) 65 (4%) |E| L‘;

Heart failure 84 (6%) 109 (7%)

Diabetes 401 (26%) 406 (27%)

Dyslipidaemia 1065 (70%) 1079 (71%) SDZFT

LVH by electrocardiogram 122 (8%) 129 (9%) RLC

Systolic blood pressure 157 (14) 157 (14)
(mmHg)

Diastolic blood pressure 88 (11) 88 (11)
(mmHg)
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Kyoto Heart Study
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Mo
e 3 Changes of blood pressure in the study period. SBP, systolic blood pressure; DBP, diastolic bloo sure.
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% a Hazard ratio

NT = 21
0 —— Non-ARB
6 12 18 24 30 36 42 48 pgomp . valsartan
At risk(n)
Valsartan 1517 1355 1289 1217 1084 901 768 647 380 220
Non-ARB 1514 1377 1262 167 1048 868 749 631 351 179
Figure 4 Kaplan—Meier estimate and effect of treatment on all endpoints. BEI‘/ F‘;I—{’,fy I\ .
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New onset and/or worsening of cardio- and cerebro-vascular events
were assessed as the primary endpoints. They are the following
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Effects of Intensive Antihypertensive Treatment on Chinese Hypertensive
Patients Older Than 70 Years

Yong Wei, PhD;" Zhimin Jin, MD;" Guoying Shen, MD;" Xiaowei Zhao, MD;" Wanhua Yang, MD;" Ye Zhong, MD;'
Jiguang Wang, PhD?

From the Department of Cardiology, Songjiang Branch to Shanghai First People's Hospital, Shanghai Jiaotong University, Shanghai, China;’ and
Centre for Epidemiological Studies and Clinical Trials, Rujin Hospital, Shanghai Institute of Hypertension, Shanghai Jiao Tong University, Shanghai,
Chind®

This study was performed to investigate whether intensive
antihypertensive treatment with achieved blood pressure
(BP) <140/90 mm Hg, as compared with standard treat-
ment with achieved BP <150/90 mm Hg, could further
improve cardiovascular outcomes in Chinese hypertensive
patients older than 70 years. A total of 724 participants were
randomly assigned to intensive or standard antihypertensive
treatment. After a mean follow-up of 4 years, the mean
achieved BP was 135.7/76.2 mm Hg in the intensive
treatment group and 149.7/82.1 mm Hg in the standard
treatment group. The visit-to-visit variability in systolic BP
and diastolic BP was lower in the intensive group than that in
the standard group. Intensive antihypertensive treatment,
compared with the standard treatment, decreased total and

cardiovascular mortality by 41.7% and 50.3%, respectively,
and reduced fatal/nonfatal stroke by 42.0% and heart failure
death by 62.7%. Cox regression analysis indicated that the
mean systolic BP (P=.020; 95% confidence interval, 1.006
1.069) and the standard deviation of systolic BP (P=.033;
95% confidence interval, 1.006 1.151) were risk factors for
cardiovascular endpoint events. Intensive antihypertensive
treatment with achieved 136/76 mm Hg was beneficial for
Chinese hypertensive patients older than 70 years. Long-
term visit-to-visit variability in systolic BP was positively
associated with the incidence of cardiovascular events.
J Clin Hypertens (Greenwich). 2013;15:420-427. ©2013
Wiley Periodicals, Inc.
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TABLE |. Baseline Characteristics of the Study

Patients
Intensive Standard
Group (n=363) Group (n=361) P Value
Age, y 76.6:4.6 76545 .826
Men, No. (%) 243 (66.9) 237 (65.7) 753
Body mass index, 23.5+3.3 23.2+34 .352
kg/m?
Course of 13.1£7.5 129+71 .822

hypertension, y

B:::Ii:: SBP, 158.8+16.0 160.3+16.9 201 HS{%{E%‘]E}IE : E&*ﬁﬁ[::ﬁ*u
Baseline DBP, 83.749.6 84895 qor | YREREAMIT : BRAREE(ZH F

mm Hg
Serum creatinine, 86.7+9.6 88.3=26.9 410
umol/L

Total cholesterol, 4.59+1.10 445111 101 ﬁgﬁ: '/17__ D _}I/ g E&%ﬁ ( :;ﬁ*ll
T:‘g”l‘y‘::lg;lde, 1.62+1.01 1.48=0.98 .068 q: TEHE% : E& *ﬁ ﬁ ' = E *IJ

mmol/L

HDL-C, mmol/L 1.41:0.47 1.42:0.43 927

LDL-C, mmol/L 2.89+0.86 2.81:0.98 .277

Uric acid, pmol/L 367.2+98.8 374.7+1101 .339 o

Serum potassium, 4.04+0.50 3.97+0.57 077 Iﬁl}%EjJ I) rb -L\ﬁg . E&*ﬁﬁ ( ::ﬁ *Ij
mmol/L = & = 5

Left ventricular 128.7+34.8 130.3£384 192 Ei,l"\ Hbii{%ﬁ (g/mz)
mass index, . E&*ﬁ g¥':ﬁ *”
g/m?

Smoking, No. (%) 93 (25.6) 87 (24.1) 636

Diabetes mellitus, 80 (22.0) 89 (24.7) .406
No. (%)

History of stroke, 25 (6.9) 23 (6.4) .780
No. (%)

Abbreviations: DBP, diastolic blood pressure; HDL-C, high-density
lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol;
SBP, systolic blood pressure.
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FIGURE 5. Kaplan-Meier estimates of cumulative rates of all-cause (A) and cardiovascular (B) death.

MIEL : 51 AXF 87 A (14.0%vs24.1%), A v X 0.51 (0.35-0.75, p=0.0006)
DIMEFEL - 256 AxF 50 A (6.9%vs13.9%). A > X}k 0.46 (0.28-0.76, p=0.0021)
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