REFERENCES

L Burnier M, Biollaz J. Pharmacokinetic optimisation of angiotensn converting
enzyme(ACE) inhibitor therapy. Clin Pharmacokinet 1992;22:375-84.

2. MacFedyen RJ, Meredith PA, Elliott HL. Enalapril clinical pharmacokinetics and
pharmacokinetic-pharmacodynamic  relationships. ~ Clin - Pharmacokinet
1993;25:274-82.

3. MaEvoy GK. editor. AHFS Drug Information. Bethesda: the american society of
health-system pharmacist., 1999:1420-31.

4. Todd PA, Heel RC. Enalapril. A review of its pharmacodynamic and
pharmacokinetic - properties, and therapeutic use in hypertension and
congestive heart failure. Drugs 1986;31:198-248

5. London G, Pannier B, Vicaut E, Guerin AP, Machais SJ, Safar ME, et
Antihypertensive effects and arterial haemodynamic alterations during
angiotensin converting enzyme inhibition. JHypertens 1996; 14:1139-46.

6. Shinder DM, Kostis JB, Yusuf , Quinones MA, Pitt B, Stewart D, et . Diabetes
mellitus, a predictor of morbidity and mortality in the studies of left
ventricular dysfunction (SOLVD) trials and registry. ~ Am J Cardiol
1996;77:1017-20.

1. The SOLVD Investigators. Effect of enalapril on mortality and the development
of heart failure in asymptomatic patients with reduced left ventricular ejection
fractions. N Engl JMed 1992;327:685-91.

8. CONSENSUS trial study group. Effect of enalapril on mortality in severe
congestive heart failure. N Engl J Med 1987;316:1429-1435

9. Estacio RO, Schier RW. Antihypertensive therapy in type 2 diabetes:
Implications of the appropriate blood pressure control in diabetes (ABCD)
trial. Am J Cardiol 1998;82:9R-14R.

10. Lees KR. The dose-response relationship with angiotensin converting enzyme
inhibitors: effects on blood pressure and biochemical parameters. J Hypertens
1992;10(suppl 5):53-S11.

11. MacFadYen RJ, Meredith PA, Elliott HL. Differential effects of ACE inhibiting



%

drugs: evidence for concentration-dose, and agent-dependent response. Clin
Pharmacol Ther 1993;53:622- 9.

12. Salvetti A, Arzilli F. Acute dose-response curve of enalapril in renovascular
hypertensives An Italian multicenter study, Am J Hypertens 1988;(3 pt 3:75s-
18,

13 Salvetti A, Arzilii F. Chronic dose-response curve of enalpril in essential
hypertensives. An Italian multicenter study, Am JHypertens 1989;2:352.

14. Zachariah PK, Krier JD. Clinical used of ambulatory blood pressure monitoring.
JHypertens 1991;9(suppl):S7-S12.

15. Appel LJ, Stason WB. Ambulatory blood pressure monitoring and blood pressure
self-measurement in the diagnosis and management of hypertension.  Ann
Intern Med 1993; 118:867.

16. Perloftf D, Sokolow M, Cowan R. The prognostic value of ambulatory blood
pressure monitoring in hypertensive patients.  J Hypoertens 1991;9
(suppl):S33.

17. Punzi HA. Why ambulatory blood pressure monitoring? Am J Health-Syst Pharm
1998;55(suppl 3):  12-S16.

18 Verdecchia P, Porcellatiu ¢, Schillaci G, et al. Ambulatory blood pressure. An
independent predictor of prognosis in essential hypertension. Hypertension
1994:4:793,

19. White WB, Lund-Johansen P, Omvik p. Twenty-four-hour blood pressure load as
a surrogate end-point in assessing antihypertensive therapy. J Hypertens
1993; 1l(suppl 4):575-S80.

20. Smith ST. Treatment of hypertension includong overveiw of ALLHAT study.
Pharmacy Times 1998; 5:63-71.

21, Hawkins DW, Bussey HI, Prisant M. Hypertension. In: Dipiro JT, Talbert RL,
Yee GC, Matzke GR, Wells BG, Posey LM. editors. Pharmacotherapy. A
pathophysiologic approach. 3rded. Stamford: Appleton & Lange 1997:195-
218,

22. Kaplan NM.  Systemic hypertension: mechanisms and diagnosis. In: Braunwald
E. editors. Brauwald heart disease, a textbook of cardiovascular medicine. 5th
ed. Philadelphia: W.B. Saunder, 1997:807-23.

23. Weibert RT. Hypertension. In: Herfmdal ET, Gourley DR. editors. Texthook of



99

therapeutics: Drug and disease management. 6th ed. Maryland: William &
Wikins awavorly company; 1997:701-28.

24, Weibert RT. Hypertension. In: Herfmdal ET, Gourley DR. editors. Texthook of
therapeutics: Drug and disease management. 6t ed. Maryland: William &
Wikins awavorly company; 1997:701-28.

25, Carter BL. Highlights of the sixth report of the joint national committee on
prevention, detection, evaluation, and treatment of high blood pressure. AmJ
Health-Syst Pharm 1998;55:382-8.

26. National Institute of Health, National Heart Lung and Blood Institute, National
High Blood Pressure Education Program. The Sixth Report of The Joint
Nationl Committee on Prevention, Detection, Evalution, and treatment of High
Blood Pressure. HIN Publication 1997

27. Oparil . Arterial hypertension. In: Wyngaarden JB Smith LH, Bennett JC,
editors. Cecil textbook of medicine. 19t ed. Philadelphia: W.B. Saunders,
1992:253-69

28. Manda G, Omboni , Prati G. Assessment of antihypertensive treatment by
ambulatory blood pressure. JHypertens 1997;15(suppl 2):543-S50.

29. Zanchetii A. Twenty-four-hour ambulatory blood pressure evaluation of
antihypertensive agents. J Hypertens 1997: 15(suppl 7):S21-S25.

30. Pickering G, Omboni , Mancia G. Difference between office and ambulatory
blood pressure and response to antihypertensive treatment. J Hypertens
1997:14:791-97

31, White WB. Methods of blood pressure determination to assess antihypertensive
agents: are causal measurements enough? Clin Pharmacol Ther 1989;45:581-
86

32. Stanton A, O’Brien E. Noninvasive 24hour ambulatory blood pressure
monitoringxurrent status. Postgrad Med J 1993;69:255-67

33. Hasford J, Meister . Twenty-four-hour ambulatory arterial (blood)pressure
measurement and the assessment of antihypertensive drug efficacy. In: Nimmo

, Tucher GT. Clinical measurement in drug evaluation. John Wiley &
Sons, 1995:45-60

34, MaEvoy GK. editor. AHFS Drug Information. Bethesda: the american society
of health-system pharmacist., 1999:1420-31.

35. Burnier M, Biollaz J. Pharmacokinetic optimisation of angiotensin converting



100

enzyme(ACE) inhibitor therapy. Clin Pharmacokinet 1992;22:375-84.

36. Gavras H, Biollaz J, Waeber B, Brunner HR, Gavras I, Davies R.
Antihypertensive effect of the new oral angiotensin converting enzyme
inhibitor “MK-421". Lancet 1981;september:543-6.

37. Ferguson RK, Vlasses PH, Swanson BN, Mojaverian P, Hichen M, Irvin JD, et .
Effects of enalapril, a new converting enzyme inhibitor, in hypertension. Clin
Pharmacol Ther 1982;32:48-53.

38. MacFedyen RJ, Meredith PA, Elliott HL. Enalapril clinical pharmacokinetics and
pharmacokinetic-pharmacodynamic  relationships. ~ Clin -~ Pharmacokinet
1993;25:274-82.

39. Davies RO, Irvin JD, Kramsch DK, Walker JF, Moncloa F. Enalapril Worldwide
Experience. AmJMed 1984;8:23-35.

40. Meredith PA. Role of trough to peak efficacy in the evaluation of
antihypertensive therapy. JHypertens 1998;16(suppl 1):559-5-64.

41. Coca A. Actual blood pressure control: are we doing things right? JHypertens
1998;16(suppl 1):S45-S51,

42. Zanchetii A. Twenty-four-hour ambulatory blood pressure evaluation of
antihypertensive agents. J Hypertens 1997:15(suppl 7):S21-525.

43. White WB, Lund-Johansen P, Omvik p. Twenty-four-hour blood pressure load as
a surrogate end-point in assessing antihypertensive therapy. J Hypertens
1993; Ll(suppl 4):S75-S80.

44, Zachariah PK, Sheps SG, Bailey KR, et al. Age-related characteristics of
ambulatory blood pressure load and mean blood pressure in normotensive
subjects. JAMA 1991;265:1414,

45. Sundberg , Kohvakka A Gordin A. Rapid reversal of circadian blood pressure
rhythm in shiffworkers. J Hypertens 1988;6:393-6

46. Pickering TG. For an American Society of Hypertension Qd Hoc Panel.
Recommen for use of home (self) and ambulatory blood pressurs monitoring.
Am JHypertens 199; 9:1

41, Verdecchia p, Schillaci G, Gatteschi ¢, et al. Blunted nocturnal fall in blood
pressure in hypertensive women with future cardiovascular morbid events.
Circulation 1993;88:528

48. Gretler dd, Fumo MT, Nelson KS, Murphy MB. Ethnic differences in circadian
hemodynamic profile. Am J Hypertens 1994;7.7



101

49. Roman MJ, Pickering TG, Schwartz JE, et al. Is the absence of a normal nocturnal
fall in blood pressure (nondipping) associated with cardiovascular target organ
damage ? JHyperts 1997; 15:969

50. Reid JL, Meredith PA. Concentration-effect analysis of antihypertensive drug
response. Hepertension 1990;16:12-8.

51. Donnelly R, Meredith PA, Elliott HL, Reid JL. Kinetic-dynamic relations and
individual response to enalapril. Hypertension 1990;15:301-9.

52. Katsumi |, Takenori Y, Kazuo M, Teruo 0. The J-curve phenomenon in stroke
recurrence. Stroke 1993;24:1844-1829

53. White WB. Analysis of ambulatory blood pressure data in antihypertensive drug
trials. JHypertens 1991;9(suppl 1):527-S32.

5. Leonetti G Cuspiddi . Choosing the right ACE inhibitor. A guide to selection.
Drugs 1995;49:516-35.



Appendices



102

Appendix A: Demographic data of individual subjects

Subjectno. Sex  Age Wt Ht  BMI Smoking  Alcohol
(vears)  (kg) (cm) (kg/m2)

61 6o 162 D
66 0 1 2
60 69 16 28 - -
69 61 166 22 - t
64 of 17 26 - -
43 o166 28
46 2 1 2 - |
63 O (N <V/AAY . +
48 60 16 & | |
63 64 168 23

40 66 16l 25 1
150 29 -
60 69 1% 28 - -
o7 15 1 24 - +
16 68/2==A65 \\\\3

70 o4 162 A - +
65 0 160 2 - -
68 of 149 26 - -
49 | 21 - +
67 4 146 26 - -
59 oSG~ 28
67 oo 12 A
63 o1 3
37 g 168 30

S TITITTIZTITIZ=E=TITI=E=STI=E==ST1I=== 5
(&3]
o
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(S n |
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Appendix B : Labolatory data of individual subjects

Subjectno.  Glucose  BUN Cr Urcacd CHO TG HDL LDL AST  ALT
(42-61)  (26-9.2)  (62-124) (240-538)  (150-250) (50-160) (30-70) (130-159) (0-37)  (0-40)
mmols mmolx  [imolll (linoll mg/dl  mg/dl  mg/dl  mg/dl UL UL

.. 5.5 3.7 93 277 288 93 72 197 21 26
2 108 68 76 343 233 109 45 166 18 24
3, 5.1 4.4 01 212 276 205 45 190 22 34
4 8.7 6.1 119 244 218 177 35 148 20 25
5 45 47 80 324 208 136 57 124 16 16
6. 5.4 43 102 419 246 133 47 1 29 43
. 5 72 142 524 232 132 52 154 16 13
8. 6.4 41 91 316 247 141 59 160 25 34
9, 5 55 80 253 196 97 52 125 2 30
10. 73 12.6 96 362 401 202 67 294 25 39
il 5 4.2 100 218 232 252 30 152 19 24
12, 9.6 4 76 258 270 142 57 185 32 33
13. 46 4.4 76 224 176 165 74 69 18 24
14, 2.9 5 105 312 268 139 49 191 21 25
15, 4.1 17 98 288 248 62 65 171 19 6
16. 5.7 6.8 122 322 255 185 47 171 13 23
17 42 5.2 101 333 189 223 36 108 20 23
18. 8.2 58 86 220 269 143 51 189 15 21
19, 55 46 98 465 205 2 49 132 2 13
20. 49 6.5 137 181 188 81 50 122 17 18
21 8.1 5 259 214 182 264 32 97 19 15
22. 4.4 47 80 410 194 78 38 140 21 15
23, 56 6.1 106 303 235 75 60 160 29 23
24, 4.6 5.7 126 213 224 132 50 148 26 20

Na K
(135-150) (3.5-55)

mmolx  mmolx
1421 4.11
1425 438
141.3 424
138 513
139 4.07
145 4.4
1465 4.2
144 4 45
140.8 402
141.2 4.38
1414 49
141.7 493
1404 4.19
146.2 448
140.7 421
145.3 4.24
145.2 389
141 53
139.9 4 37
1383 4 66
138.4 476
145 4.6
139 4
1451 3.79

Cl
(98-110)
mmoln

m
104.8
109
108.4
109
106
105
109
108
110
107
109.4
109
105
107
106
110
107
108
103.5
111 6
106
103
104

€02
(24-34)
mmols

25.9
245
25

26.2
21.7
30.7
26.6
17.3
285
27.9
28.1
24 8
24 1
21.1
25.1
28.4
26 1
30

24.9
30.9
25 8
22

25

21.2

GO



Appendix C  Office BP at the screening visit and after placebo

Subject no.

RO PO PO PO DD

Office BP at the screening visit
MAP

SBP

160
130
150
160
169
130
142
180
150
178
150
173
130
180
183
150
166
160
160
178
157
143
160
150

DBP

100
80
%

100
9
90
%4

110

102

107
%

100

100

110

100

102

102

100
110
106
82
9%
110

120

97
114
120
122
103
110
133
118
131
113
124
110
133
128
118
123
109
120
133
123
104
119
123

HR

84
80
80
85
16
64
80
87
87
80
60
i
12
67
60
94
84
64
64
86
15
90
80
87

SBP

156
142
148
157
144
139
145
158
150
153
140
163
145
157
167
149
164
164
150
170
157
173
160
145

Office BP at placebo
DBP  MAP
97 117
91 108
9% 113
9% 118
94 111
93 108
90 108
9% 118
9% 113
97 116
90 107
93 116
100 115
107 124
93 118
100 116
104 124
89 114
100 17
104 126
103 1A
2 109
% 1
103 17

104

HR

90
84
9
82
16
83
83
84
12
83
8
64
64
83
63
%
82
84
62
68
14
12
15
88
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Appendix D Office BP and 24-hour ABP measurements after placeho

BP measurements at baseline (mmHg)
Subject Office BP Average 24-hour ABP

no. 24-hour daytime nighttime
SBP DBP SBP DBP SBP DBP SBP DBP

1 156 o7 147 %0 159 o7 125 6
5. 142 a 148 87 156 a1 131 19
6. 148 % 136 86 141 86 121 &
1 157 % 142 8 149 %0 128 14
8. 144 V7 153 %0 163 % 132 8
4, 139 93 4 85 5l 9 119 n
2 145 %0 139 86 147 86 12 87
3 158 % 146 8 159 %4 120 2
9 150 % 150 % 153 o7 14 %
10, 153 o7 143 90 146 93 13/ 8
1 140 %0 132 6 138 a 118 C
12 163 93 160 92 165 99 15l 19
14, 145 100 143 90 151 % 126 7
15 157 107 146 9% 153 102 133 89
13 167 9 149 a1 160 o7 126 8
16, 149 100 133 6 4 %0 116 14
1. 164 104 138 a1 141 9 133 8
18 164 89 158 86 159 86 158 88
19 150 100 148 % 150 o7 142 9%
2. 170 104 165 %2 165 % 164 8
21, 157 103 163 9 167 o7 153 82
22. 173 92 145 8 145 88 144 8
23, 160 % 156 87 157 89 14 8l
24, 145 103 140 9% 132 % 156 92



Appendix E  Office BP at haseline and after 5-20 mg of enalapril administration.

Subject no.

[D no.
1 2.
2. 3.
3. 4.
4, 5,
5 9,
6. 10.
1. 11,
8. 13
9. 14
10. 16.
11. 17.
12. 18.
13. 19,
14, 20.
15. 21,

16.

24,

SBP

142
148
157
144
150
153
140
145
157
149
164
134
150
170
157
145

Baseline
DBP  MAP
91 108
96 113
98 118
94 111
95 113
97 116
90 107
100 115
100 124
100 116
104 124
89 114
100 117
104 126
103 121
103 117

HR

84
95
82
76
12
83
18
64
83
96
82
84
62
68

4

88

SBP

140
145
146
167
147
141
134

5 mg enalapril OD

DBP

9
100
97
9
96
90

88

MAP

107
115
113
116
113
107
103

Office BP
HR SBP
8 136
73 147
84 148
83 130
74 140
85 120
74 113
130
148
129
133
158
153
163
168
128

10 mg enalpril OD

DBP

80
93
83
90
92
85
70
90
100
94
90
84
100
100

96

88

MAP

99
11
105
103
108
97
84
103
116
106
104
109
118
121
120

101

HR

76
56
93
69
71
69
50
78
68
68
79
82
66
74
76

86

SBP

137
124
120
158
150
150
136

120

20 mg enalapril OD

DBP

68
94
89
80
80
97
81
84
80

MAP

82

108
101
93

106
115
104

101

93

HR

85
67
75
82
80
66
64

88

13



Appendix F rAverage ABP at baseline and after 5-20 mg of enalapril administration.

Subject no.

ID no.
1 2.
2. 3.
3. 4,
4, 5.
5 9.
6. 10.
7. 11.
8. 13.
9 14,
10. 16.
11, 17.
12. 18.
13 19.
14, 20,
15. 21,
16. 24,

SBP

148
139
142
155
150
143
132
143
146
133
138
158
148
165
163
140

Baseline
DBP  MAP
87 107
86 103
84 104
89 111
97 114
90 108
85 101
89 108
98 114
85 101
91 107
86 110
96 113
92 116
92 115
95 110

HR

73
74
90
!
69
82
78
80
66
84
80
19
68
65
80
80

SBP

131
133
137
137
146
103
125

5 mg enalapril OD

DBP

82
83
81
87
94
87
81

10 mq enalpril OD

Average24-hour ABP
MAP HR SBP DBP
98 74 127 78
100 75 125 79
oo 89 136 76
04 e 131 78
111 69 143 91
99 74 18 8
% 6 118 78
120 78
134 97
130 85
129 84
136 74
145 95
158 90
142 87
130 84

MAP

94
94
96
96
108
94
92
92
110

100

99
94
111
113
105

100

HR

i
60
91
68
69
64
58
91
74
79
66
67
67
64
78
83

SBP

106
134
15
122
134
140
148
142

121

20 mg enalapril OD

DBP

65
94
83
80
i
93
85

86

82

MAP

78
107
95
94
92
109
106
104
95

HR

86

78
82
74
67
67
65
12
75

L0T



Subject no.

ID no.
1. 2.
2. 3.
3. 4,
4, 5.
5. 9.
6. 10.
7. 11,
8. 13.
9. 14
10. 16.
1. 17.
12. 18.
13 19,
14, 20.
15. 21,
16. 24,

SBP

156
141
149
166
153
146
138
151
153
141
141
158
151
165
167
132

Baseline
DBP  MAP
91 113
86 104
90 110
95 119
97 116
93 110
91 107
95 115
102 119
90 107
93 109
86 110
97 115
95 119
97 120
96 108

HR

7
78
91
73
173
85
84
85
72
87
84
80
172
i
84
89

SBP

137
136
141
149
150
126
131

Average day-time ABP

Smgenalapril
DBP  MAP
85 102
86 103
83 102
94 113
95 113
89 101

86

101

HR

79
80
94
70
70
81

66

SBP

133
131
141
146
144
121
126
126
141
133
131
138
145
161
144
133

[Omgenalpril
DBP  MAP
83 100
85 100
78 99
86 106
93 110
83 95
85 99
81 95
100 114
87 103
83 99
76 97
96 112
92 115
90 108
87 102

HR

74
64
93
13
12
68
62
93
76
85
11
74
11
68
82
89

SBP

113
140
135
120
143
142
151
145
126

20 mg enalapril

DBP

70
96
89
18
75
95
87

86

85

MAP

84

102

92
97

108
106
99

HR

86
80
86
76
72
70
68
71
81

807



Subject no.

ID no.
1 2.
2. 3.
3. 4,
4. 5
5 9.
6. 10.
1. 11,
8. 13.
9, 14,
10. 16.
11 17.
12. 18.
13 19.
14, 20.
15. 21,
16. 24,

SBP

131
135
128
132
145
137
118
126
133
116
133
158
142
164
153
156

Baseline
DBP MAP
79 9
85 102
74 92
78 96
96 112
85 102
74 88
7 93
89 104
74 88
88 103
86 110
94 110
85 111
82 105
92 113

HR

66
67
88
67
63
76
66
11
56
8
72
78
59
53
4
62

SBP

119
126
129
113
137
118

111

Average night-time ABP

5 mg enalapril
DBP  MAP
76 90
78 94
78 95
72 85
92 107
83 95
71 85

HR

62
67
79
66

66

61
53

SBP

114

126
101
140
114
102
106
120
124
124
131
144
154
136
124

10 mg enalpril
DBP  MAP
0 84
69 83
73 ol
64 76
88 106
8 Q
66 78
8
0 104
80 9%
84 97
69 89
93 110
85 108
79 98
80 95

HR

63
53
86
59
64
54
50
86
69
69
o7
53
59
5
n
11

SBP

o1

121
104
125
118
136
141
137
113

20 mg enalapril
DBP  MAP
54 66
8 99
71 82
88 07
64 82
89 105
83 103
85 102
487

HR

85
75
13
n
5
60
58
13
65



Appendix G Average BP loads at baseline and after 5-20 mg enalapril administration.

Subject no.
ID no.
1 2.
2. 3.
3. 4,
4, 5.
5. 9.
6. 10.
1. 11,
8. 13
9. 14,
10. 16.
11 17.
12. 18.
13 19,
14, 20.
15. 21
16. 24,

%

58
18
64
90
92
67
34
67
89
)
58
100
86
9
97
31

SBP

Baseline
mmHg %
25 44
20 42
8 47
22 54
18 83
18 57
1 49
16 55
15 85
14 51
12 71
23 32
15 81
30 59
21 69

20

88

DBP
mmHg

11

10
12

11

%

23
41
45
58
85
75

20

DBP
mmHg

Average 24-hour BP LOADS
5 mg enalapril 1o mq enalpril
SBP DBP SBP

mmHy % mmH3 %  mmHg %
12 20 9 30 11 26
i 40 6 28 ! 30
16 21 8 42 11 5
i 42 10 40 21 33
15 82 9 68 16 58
15 22 9 8 10 20
10 38 4 10 6 20
18 18 6

83 13 81

27 10 36

20 9 26

50 13 14

63 13 67

96 16 32

57 1 39

32 l iy

%

53
34
16
52
58
64
62

20 Mg enalapril

SBP
mmHg

12
16

12

14
13

%

19
48
25

67
27
38
30

DBP
MmHg



Average Day-time BP LOADS

Subject no. Baseline 5 mg enalapril 10 mg enalpril
SBP DBP SBP DBP SBP DBP
ID no. % mmHg % mmHg % mmHg % mmHg % mmHg % mmHg
1 2 52 30 46 11 2 2 2 9 29 14 26 8

3. 40 22 34 12 32 12 37 6 31 8 34

2. 8
3 4, 64 18 53 6 44 14 24 8 37 10 3 4
4, 5. 90 24 58 14 ! 17 50 10 50 21 41 1
5, 9. 88 15 75 10 84 12 74 9 59 1 50 12
6. 10. 57 19 53 7 12 14 50 9 6 12 13 7
7. 11 30 13 51 9 22 10 42 4 13 6 25 9
5. 13 65 18 59 12 18 18 6 5
9, 14, 89 16 88 12 83 13 81 14
10. 16. 43 16 58 8 27 10 36 6
1. 17, 53 9 70 7 20 9 26 8
12. 18. 100 19 20 3 50 13 14 9
13 19, 83 13 76 9 63 13 67 10
14, 20. 93 25 55 15 96 16 32 5
15. 21, 96 25 74 12 51 11 39 55

16. 24, 22 8 84 8 32 7 17 7

%

53
34
16
52
58
64
62

20 Mg enalapril

SBP

mmHg

12
16
12
14
13

%

19
48
25

67
27
38
26

DBP
MmHg



Average Night-time BP LOADS

Baseline 5mg enalapril [Omgenalpril

Subject no.
SBP DBP SBP DBP SBP DBP

ID no. % mmHg % mmHg % mmHg % mmHg % mmHg % mmHg
75 15 38 1 12 13 0 0 38 3 25 8

L 2.
2. 3. 15 15 75 10 75 10 50 6 12 1 12 4
3. 4, 62 16 25 6 50 22 38 6 62 13 12 2
4, 5. 88 13 38 10 12 22 12 5 0 0 0 0
5 9. 100 24 100 16 88 20 100 10 88 23 75 13
6. 10. 100 i 67 8 25 18 62 9 12 6 50 6
1. 11, 50 I 38 13 12 12 25 3 0 0 0 0
8. 13 75 10 38 5 12 15 25 4
9. 14, 88 12 75 13 38 5 88 12
10. 16. 38 4 25 6 88 9 50 4
11, 1r. 75 18 75 12 75 8 62 9
12. 18. 100 38 75 10 88 14 0 0
13 19. 100 22 100 14 88 21 75 19
14, 20. 100 44 75 1 87 35 62 7
15. 21, 100 33 50 6 100 16 50 8

16. 24, 89 31 100 12 62 11 50 6

%

38

62
62

88

100

12

20 mg enalapril

SBP

mmHg

%

62

62

75
62
62

12

DBP

mmHg



Appendix H :Rate of office & 24-hour ABP reduction after 5-20 mg of enalapril administration.

Subject no.
ID no.
1 2.
2. 3.
3. 4.
4. 5
5, 9,
6. 10.
I 1.
8. 13
9, 14,
10. 16.
11, 17.
12, 18.
13. 19,
14, 20.
15. 21.
16. 24

Smg
shp  dbp
04 o
0.6 -0.8
2.2 0.2
46 o6
0.6 =0.2
24 14
12 04

Office BP

10 mg

shp

0.6

0.1

0.9
14
1
33
21
15
0.9
2
31
0.6
-0.3
0.7

-1l

17

dbp

1.1
0.3
15
04
03
1.2
2
1
0.7
0.6
14
05
0
04
0.7
15

20 mg
shp  dbp
1.8 1.6

1 0.6
1.2 0.6
2.2 1.2
03 04
0 0.2

1 1.2

1 1
1.2 1.2

Average 24-hour BP

amg

shp

34

1.2
1
3.6
0.8
4
14

dbp

1
0.6
0.6
0.4
0.6
0.6

0.8

Rate of Office BP reduction

10 mg

shp

2.1
14
0.6
24
0.7
25
14
23
1.2
03
09
2.2
03
0.7
2.1

1

dbp

09
0.7
0.8
11
0.6
0.8
0.7
11
0.1
0
0.7
1.2
0.1
0.2

05

1.1

20 myg

shp

1.8
0.6
04
0.8
1.2

04

0.8

dbp

1.2
0.2
0.1
0.6
0.8

0.2
04
03

0.6

Average day-time BP

amg

shp

3.8

1
16
34
0.6
4
14

dbp

1.2
0
14
0.2
0.4
0.8

1

10 mg

shp
2.3

1
0.8
2
0.9
2.5
1.2
2.5
1.2
0.8
1
2

0.6

0.4
2.3

-0.1

dbp

0.8
0.1

1.2

0.9
0.4

1
0.6
1.1
0.2
03
1
1
0.1
0.3
0.7
09

20 myg

shp

19
0.6

03

0.8

04
0.7

1.1

03

dbp

1.2

0.3

0.8
0.6
0.1
04
0.6

0.6

Average night-time BP

S5mg

shp
2.4

1.8
-0.2
38
1.6
38
14

dbp

0.6
14

-0.8
1.2

0.8

04

0.6

10 mg

shp

17
24
0.2
31
05
2.3
1.6
2
13
-0.8
0.9
2.1
-0.2

1
17
3.2

dbp
0.9

1.6
0.1
14
0.8
04
0.8
05
-0.1

-0.6

04
17
0.1
0
0.3

1.2

20 myg
shp  dbp
1.8 1.2
0.6 0
0.6 0.2
04 o2

2 1.1
03 o2
1.2 0.1
0.8 =0.2
22 09

co



Appendix | Areaabove the normal blood pressure versus time curve at baseline and after 5-20 mg enalapril administration.
Area ahove normal blood pressure

Subject no. Baseline 5 mg enalapril |0Omgenalpril 20 Mg enalapril
1D no AUCsbp AU Cdbp AUCshp AUC dbp AUCsbp AU Cdbp AUCsbp AUC dbp

1. 2, 343 67 21 9 51 51

2. 3. 261 84 81 23 14 19

3. 4, 235 55 133 20 161 0

4, b, 496 108 190 88 168 44

) 9. 385 233 291 184 267 157

6. 10, 253 105 19 17 16 52

1. 11, 82 89 16 8 19 0

8. 13 234 111 21 21 0 0

9, 14, 291 243 114 252 50 167

10, 16. 101 50 56 22 25 53

1. 17, 159 127 60 49 b4 46

12, 18. 586 44 142 0 128 0

13. 19. 333 213 276 195 197 160

14, 20, 714 130 580 100 355 45

15. 21, 674 133 210 44 235 56

16. 24, 289 188 45 33 3 14



Appendix J  Trough and peak antihypertensive effects and T : p ratio of 5-20 mg enalapril

Subject no.
ID no.
L 2.
2. 3.
3. 4,
4, 5.
5 9.
6. 10.
1. 11,
8. 13.
9. 14,
10. 16.
1. 17.
12. 18.
13 19.
14, 20.
15. 21.
16. 24

5mg enalapril OD

SBP reduction

T

mniHg  mniHg

-21

-14

-10

-15

p

-41
-30
-24
-22
-26
-31
-42

T:p
%
51
47
38
55
3
32
36

DBP reduction

T p
mmHg  mmHg
-6 -14
6 -16
-8 -20
12 -24
'5 -10
-2 -20
'5 -12

T

P

%

43
38
40
50
50
40
42

Dose of enalapril
10 Mg enalpril OD

SBP reduction

T p
mmHg  mmHg
-12 -19
-12 '28
11 -27
-16 -37
-15 -36
-9 -24
-13 -23
-18 -39
10 -30
20 -43
11 -25
10 -46
11 -23
22 -40
-14 -26
-1 -19

T:p
%
65
43
41
43
42
37
57
46
33
47
44
22
48
55
54
37

DBP reduction

T p
mmHy  mmHg
-13 -18
-1 -21
-6 11
-4 -10
10 -19
-6 -16
-8 -16
-13 -28
-1 -14
-6 -15
-14 -19
10 -18
-8 -13
-16 -26
-1 -1
-1 .21

T:p
%
72
33
55
40
53
38
50
46
50
40
74
56
62
62
64
33

20 mg enalapril OD

SBP reduction

T

mmHg  mmHg

-12
-22
-10
-18
-10

-13

p

-26
-29
-23
-41
-29
-24

-13
-14

T
%

46
76
43
44
34
54
60
60
43

P

DBP reduction

T p
mmHg  mmHg
-19 -25
-8 -11
'5 12
12 -19
10 -19
-5 -8
-8 -13
-13 22
'9 -21

T
%

76
73
42
63
53
63
62
59
43

P
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