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Abstract; Objective
dose combinations of levamlodipine besilate tablets and bisoprolol
Methods A

multicenter, randomized, double — blind, double — dummy, placebo —

To evaluate the efficacy and safety of different

fumarate tablets compared with placebo and control.

positive drug — controlled dose — finding study in which patients with
grade 1 — 2 essential hypertension were randomly divided into 5 groups
after 14 days of placebo, namely: group A ( placebo group), group B
( levamlodipine besilate 2.5 mg/placebo), group C ( bisoprolol
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5 mg/placebo ), group D ( levamlodipine besilate 2.5 mg/bisoprolol fumarate 2.5 mg group ) and E group
(levamlodipine besilate 2. 5 mg/bisoprolol fumarate 5 mg group) , treated for 56 days. 14 days, 28 days, and 56 days
after treatment, the main indicators — diastolic blood pressure, and the secondary indicators — systolic blood pressure,
were analyzed, and the efficacy and safety were analyzed. Results After 56 days of treatment, the decrease in
diastolic blood pressure was 3. 26 8. 09 mmHg in group A, 8.89 £6.97 mmHg in group B, 7.89 +6.48 mmHg in
group C, 12.64 £6.49 mmHg in group D, and 13.46 +7. 80 mmHg in group E. Compared with group A, groups B,
C, D, and E, P <0.001; the reduction of blood pressure between groups D and E ( combination treatment group) and
group B and C ( monotherapy group) was significantly lower than that of group A P <0.01, and P >0.05 between
combination treatment groups (D and E) and monotherapy groups (B and C groups). In terms of reducing systolic
blood pressure, group B (decrease of 13.39 £ 11.48 mmHg) , group D ( decrease of 17.55 £10. 31 mmHg) and group
E (decrease of 20. 60 +13.06 mmHg) and group A (decrease of 5.55 +13. 19 mmHg) were P <0.001; group E
compared with group B and C, P <0. 001 ;compared between group D and C, P <0.01; and P >0. 05 between groups
D and E of the two combination treatment groups. Conclusion The 2.5 mg levamlodipine besilatee tablets combined
with 2. 5 mg bisoprolol fumarate tablets and 2.5 mg levamlodipine besilate tablets combined with 5 mg bisoprolol
fumarate tablets have good efficacy and are better than the single agent levamlodipine besilate or bisoprolol fumarate in
reducing diastolic blood pressure, and are well tolerated.

Key words: essential hypertension; randomized; double — blind; placebo — controlled; blood pressure reduction;

safety
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(P>0.05), 31,

e Group A Group B Group C Group D Group E
(n=80) (n=80) (n=80) (n=80) (n=80)
Age (years, x *5) 50.93 £8.28 48.33 £9. 66 47.39 +£9.83 50.69 +8. 82 50. 80 8. 88
Gender( male/female, % ) 70. 00/30. 00 73.75/26. 25 70. 00/30. 00 66.25/33.75 68.75/31. 25
Disease course (months, x +s) 54.87 £57. 44 58.47 £73.51 45.46 £59.40 58. 46 £66. 87 63.29 £77.04
BMI (kg - m®, % £s) 27.00 £3.42 26.65 £1.53 26.97 £1.48 26.81 £1.41 26.17 £2.96
Heart rate (bpm, x +s) 70.43 £7.12 72.76 £8.59 72.50 +9. 50 71.14 £9.37 70.58 £7.97
Fasting blood glucose (mmol + L', x+s) 5.47 £0.93 5.46 £0.83 5.48 £0.70 5.50 £0.98 5.50 £0.92
Total Cholesterol (mmol - L™", % £5) 4.83 +£0.77 4.79 £0.94 4.88 +£1.28 4.88 £0.93 4.82+1.02
Triglyceride (mmol « L™, x +5) 1.68 £0.93 2.14 £2.03 2.07 £1.19 2.18 £2.25 1.79 £1. 14
Serum creatinine (umol + L™, x +5) 70.79 +£14.01 71.44 £14. 10 70.75 £13.79 68.05 +12.51 73.31 £14.21

eGFR (mL/min/1.73 m?, % +5)
Uric acid (umol « L™!, x )

Alanine aminotransferase (UI, x £s)

116. 15 £27. 63
362.81 +84.13
26.07 £11.57

117.33 +£27. 41
374.33 £103.92
27.32 +14.91

120. 68 +37. 16
365.94 +103.99
28.01 £13.57

118.89 +27. 89
363.93 +83.88
24.35 £14.26

106. 95 +24. 06
361.18 £89.34
24.98 £15. 54
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Table 2 Changes and comparison in DBP before and after treatment in five groups( full analysis set collection, FAS)

FAS collection

ltem Group A Group B Group C Group D Group E
n =80 n =80 n =80 n =80 n =80

Baseline Mean + SD 100. 15 +£3.76 100. 95 +£3.94 100. 45 +3.95 99.29 +4.02 99.93 +4.22
14 — day Mean = SD 96.80 +7.76 90.70 +6. 14 90.45 +7.16 86.25 £7.65 86.21 +8.68
28 — day Mean +SD 96. 06 +8.90 90.06 £7. 13 91.20 £7.61 86.21 £8.02 85.84 +£7.92
56 — day Mean +SD 96. 89 +9.21 92.06 £7.17 92.56 £7.34 86.65 +7.25 86.46 +£8.26
Difference in changes before and after 3.26 £8.09 8.89+6.97" 7.89 +£6.48*¢ 12.64 £6.49 ** 13.46 +7. 80 *#@
Comparison of differences before and after
within the group

Test statistic t=3.61 t=11.41 t=10.88 t=17.41 t=15.44

P value 0. 0005 <0.0001 <0.0001 <0.0001 <0.0001
Comparison of differences before and after
between groups

Test statistic F=25.89

P value <0.0001

Note: * :Group B, C, D, E, compared with Group A, P <0.001;*;Group D compared with Group B, P <0.05;* . Group E compared with Group B and C,
P <0.001;® ;Group D compared with Group E and Group B compared with Group C, P >0. 05.

®3 5 HIRYTHTG SBP AR O X R (400 s )

Table 3 Changes and comparison in SBP before and after treatment in five groups(full analysis set collection, FAS)

FAS collection

ltem Group A Group B Group C Group D Group E
n =80 n =80 n =80 n =80 n =80

Baseline Mean + SD 144.75 £10. 24 145.79 £10. 11 144.53 +9. 65 143.01 +£10. 31 146.21 +11. 17
14 — day Mean + SD 140.05 +£11.21 131.76 £10. 13 134. 18 £12. 17 127.08 +11.24 127. 65 +12.91
28 — day Mean = SD 140.71 £13.55 131. 14 +10. 88 134.95 +12. 60 126. 60 = 11. 69 126.56 +10. 87
56 — day Mean = SD 139.20 +13.51 132.40 +9. 86 133.78 £13.32 125.46 +10. 58 125.61 +12.13
Difference in changes before and after 5.55+£13.19 13.39 +11.48* 10.75 £11.19¢¢ 17.55 +10.31 % 20. 60 +13. 06 **©
Comparison of differences before and after
within the group

Test statistic S =623.50 t=10.43 :=8.59 t=15.22 t=14.11

P value 0.001 8 <0.000 1 <0.000 1 <0.000 1 <0.000 1
Comparison of differences before and after
between groups

Test statistic H=62.91

P value <0.000 1

Note: * :Group B, D, E, compared with Group A, P <0.001;*. Group E compared with Group B and C, P <0.01;Group D compared with Group C,

P <0.01;® :Group D compared with Group E and Group B compared with Group C, P >0. 05.
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ment course in five groups ( full analysis set,FAS) ment course in five groups in five groups(full analysis set,FAS)

R4 ARFELUNEISERZ) 1428 .56 d 1097 5 FE AT ROR UL

Table 4 Comparison of the effective rate of antihypertensive treatment among different groups

- Group A Group B Group C Group D Group E
n =80 n =80 n =80 n =80 n =80
After 14 days’ treatment 36.25% 67.50% 63.75% 83.75% 82.50%
After 28 days’ treatment 31.25% 72.50% 62. 50% 86.25% 85.00%
After 56 days’ treatment 45.00% 65.00% 62.50% 90. 00% 86.25%
P value (intra - group comparisons) <0.05 <0.05 <0.05 <0.05 <0.05
RS S HBEWBITHGORBA K LR (Z45E)
Table 5 Heart rate changes and comparison before and after treatment in five groups (safe analysis set,SAS)
i H A2 n=80 B4 n=80 CZn=80 D4 n=80 E 4 n=80
Baseline Mean + SD 70.43 £7.12 72.76 £8.59 72.50 £9.50 71.14 £9.37 70.58 £7.97
28 — day Mean + SD 72.28 £9. 19 74.27 £8.94 67.92 £9.36 70.58 £9.45 67.51 £9.35
56 — day Mean = SD 71.30 £9.07 71.85 £8.73 67.45 £10.95 66.78 £8.96 65.28 £8.59
Difference Mean +SD -1.36 £7.40 0.91 £8.23 4.91 £8.51 4.29 £8.22 5.44 £8.12
Comparison of differences before and after
within the group
Test statistic t=1.57 t=0.99 t=4.99 t=4.57 t=5.91
P value 0.1219 0.3245 <0.000 1 <0.000 1 <0.000 1
Comparison of differences before and after
between groups
Test statistic F=9.84
P value <0.0001
Change rate (% ) Mean + SD -2.15£10.52 0.74 £10. 48 6.49 +11.57 5.39+£11.43 7.31 £11.07
Comparison of differences before and after
within the group
Test statistic t=1.75 t=0.63 t=4.86 S =773.50 t=5.83
P value 0.084 3 0.530 3 <0.000 1 <0.000 1 <0.000 1
Comparison of differences before and after
between groups
Test statistic H=41.25
P value <0.000 1
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