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Table |. Demographic data and base-line characteristics

Pharmacist-reported data

Doctor-reported data

testdrug  control drug testdrug  control drug
losartan ACE-I calcium channel losartan ACE-I calcium channel
antagonist antagonist
Number of Patients 2205 432 856 835 164 332
Demographic data[n(%)]
Males 1008(46) 214(50) 399(47) 387(46)@  90(55)"#  139(42)
Females 1197(54) 218(50) 457(53) 448(54) 74(45) 193(58)
Age (Years) 64+12"™ 6213 G2+12'"c 64+12™ 61+14' 63+12
Daily dose[n(%)]
25mg 568(26) 221(26)
50mg 1347(61) 461(55)
100mg 58(3) 34(4)
Others, unknown 232(11) 119(14)
Indication®[n(%)]
Hypertension 1628(74)"™ 325(75)* 667(78)™ 767(92)™  144(88)" 320(96)™
Heart failure 6(0.3) 3(0.7) 0(0) 21(3) 2(1) 0(0)
Others 38(2) 18(4) 16(2) 30(4) 12(7) 8(2)
Unknown 533(24) 86(20) 173(20) 17(2) 6(4) 4(2)
Duration of disease and drug therapy(years)
Duration of disease 3.9+7.0" 2.4+6.0" 1.6+4.2'° 6.2+£8.0™ 4.5%6.5 3.8+6.4'"
(n=899) (n=212) (n=480) (n=686) (n=136) (n=275)
Duration of drug therapy 29+57"™ 1.1+29" 1.0+3.1"° 4.7+6.9™ 3.1+5.8"¢ 2.8+57'°
(n=1004) (n=241) (n=547) (n=689) (n=142) (n=285)
Number of other antihypertensives when test or control drug is administered[n(%o)]
0 868(39)""  220(51) '"*9 593(69)'? 309(37)""  72(44)"  220(66)"
1 825(37) 137(32) 174(20) 289(35) 57(35) 71(21)
2 or more 457(21) 55(13) 44(5) 177(21) 21(13) 17(5)
Unknown 55(2) 20(5) 45(5) 60(7) 14(9) 24(7)
Concomitant disease[n(%)]"
Ischaemic heart disease 165(7)  27(6)* 30(4)™2 105(13) 18(11) 34(10)
Heart failure 61(3)" 9(2) 8(1)'a 95(11)™  15(9)* 13(4)'"a
Hyperlipidaemia 301(14) 65(15) 97(11) 261(31) 61(37) 101(30)
Diabetes mellitus 214(10)®  49(11)*a  59(7)™ 150(18) 33(20) 53(16)
Cerebrovascular disease 113(5) 22(5) 33(4) 78(9)™ 16(10)"  13(4)™?
Previous antihypertensive drugs[n(%)]
Angiotensin ll-receptor blocker  2(0.1) 1(0.2) 3(0.4) 1(0.1) 1(0.6) 2(0.6)
ACE-I 422(19) 32(7) 29(3) 155(19) 18(11) 12(4)
Calcium channnel antagonist 137(6) 18(4) 74(9) 48(6) 4(2) 35(11)
Other drug(s) 128(6) 14(5) 23(3) 48(6) 8(5) 10(3)
No drug 1461(66) 347(80) 682(80) 523(63) 119(73) 249(75)
Unknown 55(2) 20(5) 45(5) 60(7) 14(9) 24(7)
a Chi-squared test.
b Analysis of variance.
c T-test.
d One major indication per patient is classified into four categories.
e Fisher exact test.
f Kruskal-Wallis test.
g Wilcoxon rank sum test.
h The difference was tested for each concomitant disease.

ACE-I = ACE inhibitor; * p < 0.05 when compared among three groups with losartan and two control drugs; ** p < 0.01
when compared among three groups with losartan and two control drugs; T p < 0.05 when compared with losartan;

™ p < 0.01 when compared with losartan; * p < 0.05 when compared between ACE-I and calcium channel antagonist;
# p < 0.01 when compared between ACE-I and calcium channel antagonist.
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Table Il. Events reported as suspected reactions, reported as a reason for stopping the drug. The number shown is the
number of reports where the event was reported as a suspected reaction; the number in parentheses is the number of events
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where the event was reported as the reason for stopping the drug.

System organ Preferred term

Pharmacist-reported data

Doctor-reported data

class losartan ACE-l  calcium channel losartan ACE-l  calcium channel
antagonist antagonist
(n=2205) (n=432) (n=856) (n=835) (n=164) (n=332)
Nervous Dizziness(excluding 6 (13 0 (0 1 (0 1 (2 0O 0 1 (0
vertigo)
Dizziness postural 0 0 (1) 0 (0 1 1 0 (00 0 (0
Headache NOS 2 4 02 4 4 3 (3 0 0 2 (2
Insomnia NOS 0 (1) 1 2 0 (@ 0 (1 0 (00 0 (0
Cardiac Palpitation 0 (0 0 0 2 (1 1 (0) 0 0 1 (0
Tachycardia NOS 0 (1) 0O O 0 (1 2 (0) 0 (00 0 (0
Vascular Flushing 0 (0) 0 0 0 2 0 (1 0 (00 0 (0
Hot flushes NOS 0 (1 0 (0 3 (2 1 (0) 0 (0 1 (1)
Respiratory Cough 6 (4) 22(32) 0 (1 0 (2 6 (18) 0 (0)
Gastrointestinal Abdominal pain upper 0 (2 0 (0 1 (1) 0 (0) 0 (0 0 (0
Nausea 0 (2 0 (0 0 (0 0 (0) 0 (0 0 (0
Sore throat NOS 1 (2 3 4 0 (0 0 (0) 1 (0 0 (0)
Skin Dermatitis NOS 3 (2 0 (0 0 (0 0 (0) 0 (0 0 (0
Eczema NOS 0 (3 0 (0 0 (0 0 (0) 0 (0 0 (0
Face oedema 1 (1 0O (0 0 (1 1 (0) 0 (00 0 (0
Renal Renal impairment NOS 0 (O 0 (00 0 (0 0 (2 0 (00 0 (0
General Oedema NOS 0 (5) 0O (0 0 (1 0 (0) 0 (0 0 (0
Malaise 1 (1) 0 (0 0 (2 0 (2 0 (0 0 (0
Thirst 1 (1) 0 (0 0 (0 0 (2 0 (0 0 (0
Investigation  Blood pressure decreased 0 (4) 0 (00 0 (0 0 (0) 0 (00 0 (0
Blood pressure increased 0 (3) 0 (1 o0 (1 0 (1) 0O 0 0 (2

ACE-I = ACE inhibitor; NOS = not otherwise specified.
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Table Ill. Preferred terms with a statistically significant difference in crude event rate between losartan and control drugs?

System organ Preferred term  Pharmacist-reported data Doctor-reported data Classification
class losartan control RR p-value losartan control RR p-value losartan control
drugs drugs >control’ >losartan®
Losartan vs ACE-I
No. of patients 2186 428 816 163
Patient-years 1729 280 652 120
Nervous Headache NOS 113 25 0.7 0.17 30 1 5.5* 0.03 D
Cardiac Palpitations 30 8 0.6 0.23 13 0 * 0.04 D
Vascular Hot flushes NOS 15 0 * 0.03 2 0 0.41 P
Respiratory Cough 111 87 0.2** <0.001 18 28 0.1** <0.001 DP
Gastrointestinal Sore throat NOS 47 18 0.4** 0.004 9 3 0.6 0.40 P
Vomiting NOS 13 6 0.4* 0.05 1 0 0.56 P
Hepatic Hepatic function 13 0 * 0.05 13 2 1.2 081 P
abnormal NOS
Skin Dermatitis contact 20 0 * 0.01 0 1 0 0.053 P
Dry skin 13 0 * 0.05 0 1 0 0.053 P
General Oedema NOS 33 0 *x 0.002 0 0 P
Investigation  Blood pressure 13 0 * 0.05 1 1 0.2 0.26 P
decreased
Blood pressure 60 3 3.2* 0.02 14 0 0.03* DP
increased
Protein urine 7 6 0.2** 0.005 0 1 0 0.053 P
Losartan vs calcium channel antagonists
No. of patients 2186 848 816 326
Patient-years 1729 629 652 251
Blood Anaemia NOS 8 2 15 0.62 6 0 * 0.05 D
Metabolic Hyperlipidaemia 30 20 0.5* 0.04 7 3 0.9 0.87 P
NOS
Nervous Insomnia NEC 53 25 0.8 0.29 8 0 * 0.02 D
Headache NOS 113 66 0.6** 0.003 30 9 1.2 050 P
Ear Tinnitus 6 7 0.3* 0.04 1 1 0.4 0.50 P
Vascular Hot flushes NOS 15 14 0.4* 0.01 2 5 0.2* 0.02 DP
Respiratory Rhinitis NOS 7 0 * 0.04 1 0 * 0.42 P
Rhinitis seasonal 18 14 0.5* 0.04 0 1 0 0.11 P
Gastrointestinal Haemorrhoids 6 7 0.3* 0.04 1 1 04 0.51 P
General Oedema NOS 33 4 3.0 0.02 0 0 P
Losartan vs all control drugs (ACE-I+calcium channel antagonists)
No. of patients 2186 1276 816 489
Patient-years 1729 909 652 370
Metabolic Hyperlipideamia 30 28 0.6* 0.03 7 4 1.0 0.99 P
NOS
Nervous Headache NOS 113 91 0.7** 0.003 30 10 1.7 0.13 P
Insomnia NEC 53 38 0.7 0.15 8 0 * 0.008 D
Eye Cataract NEC 2 5 0.2* 0.05 1 0 * 0.34 P
Cardiac Palpitations 30 22 0.7 0.24 13 2 3.7 0.05 D
Respiratory Asthma NOS 10 4 1.3 0.64 5 0 * 0.03 D
Cough 111 120 0.5** <0.001 18 32 0.3** <0.001 DP
Rhinitis NOS 7 0 * 0.02 1 0 0.34 P
Gastrointestinal Diarrhoea NOS 48 25 1.0 0.97 5 9 0.3* 0.03 D
Skin Heat rash 5 0 * 0.04 0 0 P
General Feeling abnormal 7 1 3.7 0.16 5 0 * 0.03 D
Oedema NOS 33 4 4.3** <0.001 0 0 P
Peripheral swelling 6 0 * 0.02 1 0 0.34 P
Investigation  Blood creatine 2 0 0.19 4 0 0.06 D+P

phosphokinase increased

a Events with at least five reports on one of two drugs (drug groups) compared are shown.

b Events rate in losartan is significantly greater than that in control drug(s).

¢ Event rate in control drug(s) is significantly greater than that in losartan.

ACE-I = ACE inhibitors; D = significant difference of the crude rates in doctors’ data; DP = significant difference in both
doctors’ and pharmacists’ data; D+P = significant difference found when doctors’ data and pharmacists’ data are
combined; NEC = not elsewhere classified; NOS = not otherwise specified; P = significant difference in pharmacists’ data;
RR = relative risk; *P<0.05(likelihood ratio test); **P<0.01(likelihood ratio test).
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Comparison of methodologies for signal detection using Japanese spontaneous reports
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- Gamma Poisson Shrinker (GPS) program

- Proportional Reporting Ratio (PRR)

- Bayesian Confidence Propagation Neural
Network(BCPNN)
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A Population—Based Case—Control Study of the Association between NSAIDs and Upper Gastro—Intestinal
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