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Fig. 1. Daily cedar pollen count in Wakayama city and Tanabe city, in 2002 and

2003.
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Table 1 Characteristics of patients with antihistamine monotherapy and non-treated patients
Aze Cet Eba Epi Fex Lor Oxa NT p-value
Number of patients 15 15 36 16 16 60 17 510 —
S Male 3 4 13 4 2 21 6 194 0.346
X
¢ Female 12 | 1| 2 | 12 | 14 | 39 | 11 | 316 | [0.561]
mean 50.1 425 39.2 424 438 40.8 479 414 | 0.049
SD 10.8 11.1 114 118 124 11.1 124 126 | [0.024]
Age (yr) 15-30 0 2 9 2 3 14 20100 |
31-50 10 9 21 9 9 31 8 279 [0'671]
51-74 5 4 6 5 4 15 7 130 '
Company employee 3 7 16 3 4 20 3 160
Public employee 1 0 3 1 2 4 0 39
Self-employed 2 0 3 1 1 3 1 45
Emplovment status Farmer/Fisher 0 0 0 0 0 0 0 5 0.799
oy Part-time employee 1 4 5 1 3 8 4 91 [0.745]
Housewife 7 2 6 8 6 18 5 103
Student 0 1 2 1 0 2 1 32
Other 1 1 1 1 0 4 3 31
<1 0 0 2 0 1 4 0 23
2-3 1 2 2 2 1 5 3 74 0.883
D a1, f T
uration of disease (yr) o 1 2 8 3 2 | 10 4 | 101 | [0.932)
6 < 13 10 22 11 11 37 10 291
Comorbid condition Absent 11 12 35 15 14 48 12 438 0.115
Present 4 3 1 1 2 12 5 72 [0.109]
Central Osaka/North
Region Wakayama 12 15 36 13 15 54 17 377 <0.001
Southern Osaka/ [0.052]
Southern Wakayama 3 0 0 3 0 6 0 133
b . ¢ earl <14 2 5 7 3 3 21 2
uration of early _
treatment (dy) 15-28 2 3 7 2 3 13 4 [0.558]
29 < 4 1 1 4 4 15 3
90% < 7 6 17 6 8 27 13
Drug adherence rat > 50 to < 90% 1 3 10 3 3 4 0 _ [0.448)
ue aderence rate < 50% 2 2 5 3 2 | 13 2
0% 1 2 4 0 0 4 1

Aze, azelastine ; Cet, cetirizine ; Eba, ebastine ; Epi, epinastine ;

treated.

Fex, fexofenadine

; Lor, loratadine ; Oxa, oxatomide ; NT, non-

P-values were calculated among all 8 groups [among 7 treatment groups, excluding non treatment group].
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Table 2 Comparison of patient-reported outcomes among antihistamine monotherapy

groups and non-treated group

Aze Cet Eba Epi Fex Lor Oxa NT | p-value
Better 5 4 5 3 5 21 2 88
- Same 6 7 15 9 5 30 15 233 0.003
Overall health condition Worse 4 3 14 4 3 7 0 138 [0.074]
Much worse 0 1 1 0 2 1 0 33
- 0 1 1 1 0 5 3 10
+ 7 3 17 4 4 28 5 163
. 0.004
Sneezing + + 5 4 12 6 4 14 3 131 [0.178]
R 3 5 3 4 8 2 117
++ 4+ 0 2 3 1 0 5 3 84
- 0 0 0 1 0 4 1 15
+ 8 5 10 4 3 17 6 135
. 0.038
Rhinorrhea ++ 3 3 12 3 8 21 U8 13
++ + 4 6 10 5 5 14 3 123
+++ + 0 1 4 3 5 4 2 115
- 0 4 3 5 3 12 3 73
+ 9 7 19 6 8 27 10 236
N 0.452
Nasal congestion + + 5 2 9 2 1 17 3 118 [0.574]
++ + 1 1 4 1 2 3 0 54
++++ 0 1 1 2 2 1 0 25
Never 1 1 5 0 4 8 4 44
Rarely 4 7 7 5 3 20 5 97 0.005
Ttching eyes Sometimes 8 5 17 7 7 21 4 209 [0.674]
Often 2 2 6 4 2 8 2 122
Always 0 0 1 0 0 3 1 36

Aze, azelastine ; Cet, cetirizine ; Eba, ebastine ; Epi, epinastine ; Fex, fexofenadine ; Lor, loratadine ; Oxa, oxatomide ;

NT, non-treated.

P-values were calculated among all 8 groups [among 7 treatment groups, excluding non treatment group].
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Table 3 Characteristics of patients with combination therapy and non-treated patients

Group A | Group B | Group C | Group D NT p-value
Number of patients 25 126 103 39 510 —
S Male 11 41 22 16 194 0.016
X
¢ Female 14 85 81 23 316 | [0.037]
mean 414 431 415 435 414 0.606
SD 14.1 11.8 117 11.7 12.6 [0.707]
Age (yr) 15-30 5 15 15 2 101 0652
31-50 13 78 65 28 279 0 .778]
51-74 7 33 23 9 130 ’
Company employee 10 37 17 13 160
Public employee 1 9 16 2 39
Self-employed 4 7 3 4 45
Emplovment status Farmer/Fisher 0 1 3 0 5 <0.001
oy Part-time employee 2 18 14 12 91 [0.002]
Housewife 3 37 39 4 103
Student 2 3 3 0 32
Other 2 13 7 3 31
<1 0 1 2 0 23
2-3 1 9 14 8 74 0.005
D a1, f T
uration of disease (yr) 45 3 20 23 1 101 (0.016]
6 < 13 9 64 20 291
Comorbid condition Absent 19 107 92 32 438 0.475
Present 6 19 11 7 72 [0.334]
Regi Central Osaka/North Wakayama 20 35 9 39 377 0.001
ion
ceo Southern Osaka/Southern Wakayama 5 91 94 0 133 [<0.001]
b o ofearl <14 3 16 28 11
uration of early . _
treatment (dy) 15-28 10 46 55 11 [0.036]
29 < 7 27 16 7
90% < 8 71 65 28
> 50 to < 90% 2 20 24 3
D h — .001
rug adherence rate < 50% 3 16 6 3 [0.001]
0% 5 6 3 1

Group A, 2nd generation antihistamine plus other antiallergic drug ; Group B, 2nd generation antihistamine plus intranasal cor-

ticosteroid ; Group C, 2nd generation antihistamine plus intranasal corticosteroid and other antiallergic drug ; Group D, 2nd gen-

eration antihistamine plus Celestamine or Cor-Tyzine.

P-values were calculated among all 8 groups [among 7 treatment groups, excluding non treatment group].

HOAMPIOEETROEN -T2, —T, FHEAE
FABHBTHEEEN DY, BEFSRIBETHY, D
B o LB IRETH o7, BEOHEFED 3HIHEH
LTCW/ACHELY)DEHETH - -8 HIL, BEIXLRS
PR % UL SNTWi228, CBETIZBRIEES
ORI EAETH 72720 TH 5. [HMNE 1
BB DIUERIEHE] X, BMCTHRERERS
WD, BEOEAOMAEHLEDE D cost quality
ICEN TV,

r ®

b EOEFHE T 2 EREREZE NOS50
19934ED L7 b &AL ) 1171 451 & 3ERT
ENTWB, Zofidr S 10 £25%5%8 L 72 2003 4
12, Fex TR FIERE SRS 20t 8 wieic s %
T v — NIRRT, 1247 B S ERNE F 157
Pk 2% 3 VBB X OMhoSEHPEH 2 H b7
WFEE SRR 472 BITR AR (RiE L DERV) & Sh



560 AFEBHEICBT L7 7 b A% (555 #t)

Table 4 Comparison of patient-reported outcomes among combination
therapy groups and non-treated group

Group A | Group B | Group C | Group D | NT p-value
Better 9 59 11 9 88
. Same 9 45 40 14 233 | <0.001
Overall health condition Worse 5 16 19 11 138 [0.008]
Much worse 1 5 3 5 33
- 1 17 12 2 10
+ 11 68 61 11 163
. <0.001
Sneezing ++ 7 21 16 10 131 [<0.001]
++ + 4 11 8 8 117
o+ 2 8 6 8 84
- 1 9 13 1 15
+ 9 & 53 14 151 <0001
Rhinorrhea ++ 6 19 18 7 8 000m)
4+ 6 17 12 8 123
4+ 3 7 7 9 115
- 4 41 33 6 73
+ 9 64 51 17 236
‘ <0.001
Nasal congestion ++ 10 12 13 13 118 [0.001]
+ + + 1 6 2 1 54
4+ 1 2 4 2 25
Never 5 3 13 8 44
Rarely 7 32 34 3 97 0.003
Itching eyes Sometimes 6 50 39 14 209 [0.049]
Often 6 29 13 9 122
Always 1 6 4 5 36

Group A, 2nd generation antihistamine plus other antiallergic drug: Group B, 2nd generation antihista-

mine plus intranasal corticosteroid ; Group C, 2nd generation antihistamine plus intranasal corticosteroid
and other antiallergic drug ; Group D, 2nd generation antihistamine plus Celestamine or Cor-Tyzine.

P-values were calculated among all 8 groups [among 7 treatment groups, excluding non treatment group].
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Table 5 Mean medication cost for each antihistamine
Monotherapy Aze Cet Eba Epi Fex Lor Oxa p-value
Number of patients 15 15 36 16 16 60 17 —
Number of effectively treated patients (%) |5 (33.3%) | 4 (26.7%) |5 (14.3%) |3 (18.8%) |5 (33.3%) |21 (25.6%)|2 (11.8%)| 0.213
mean ¥2457 ¥10,603 ¥8,848 ¥9,642 ¥13147 | ¥8520 ¥6,657 < 0.001
Adjusted medication SE ¥1,096 ¥1,034 ¥803 ¥1,030 X977 ¥ 440 ¥1,030
cost (January-March)* 950,01 Lower | ¥282 ¥8551 ¥7255 | ¥7600 | ¥11,210 | ¥7647 | ¥4615
Upper | ¥4,632 ¥12,655 ¥10,440 ¥11,684 | ¥15,085 | ¥9.393 ¥8,700
Combination therapy Group A | Group B | Group C | Group D | p-value
Number of patients 25 126 103 39 —
Number of effectively treated patients (%) |9 (36.0%) |59 (46.8%) |41 (39.8%)|9 (231%)| 0.062
mean ¥12406 | ¥13,399 ¥12472 ¥7,109 < 0,001
Adjusted medication  SE ¥1312 | ¥624 | ¥591 | ¥1088
cost (January-March) ™ 950,01 Lower | ¥9822 | ¥12170 | ¥11.307 | ¥4966
Upper | ¥14991 | ¥14627 | ¥13636 | ¥9253

Aze, azelastine ; Cet, cetirizine ; Eba, ebastine ; Epi, epinastine ;
treated.
Group A, 2nd generation antihistamine plus other antiallergic drug

Fex, fexofenadine ; Lor, loratadine ; Oxa, oxatomide ; NT, non-

;Group B, 2nd generation antihistamine plus intranasal corticos-

teroid ; Group C, 2nd generation antihistamine plus intranasal corticosteroid and other antiallergic drug ; Group D, 2nd generation

antihistamine plus Celestamine or Cor-Tyzine.
* Medication costs were adjusted for duration of early treatment.

T Medication costs were adjusted for number of concomitant medications and duration of early treatment.
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Fig. 2. Comparison of costs for each effectively treated patient among seven

antihistamines.
Costs were expressed as mean =*

SE.

#* p < 001 compared with azelastine ;

Tp <005 " p <001 compared with loratadine ; * p < 0.05 compared with fexofe-
nadine ; $p < 0.05 compared with cetirizine (Bonferroni correction).
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COMPARISON OF CLINICAL EFFICACY AND COST-QUALITY OF ANTIHISTAMINES IN
EARLY TREATMENT FOR JAPANESE CEDAR POLLINOSIS

Chieko Kakutani?, Satoshi Ogino!, Hiroki Ikeda? and Tadao Enomoto?
D School of Allied Health Sciences, Faculty of Medicine, Osaka University,
2 Department of Otolaryngology, Japanese Red Cross Society Wakayama Medical Center

Background : Japanese cedar pollinosis (JCP) affects more than 16% of the Japanese population. The esti-
mated direct and indirect costs for this disease totaled ¥ 286 billion in 1998. In JCP therapy, antihistamines are
first line agents. It is well known that starting treatment for JCP with antihistamines before initial day of the
pollen scattering can relieve nasal symptom severity during pollen season. The aim of this study is to assess
the clinical efficacy and cost-quality of 7 major second-generation antihistamines in early treatment for Japa-
nese cedar pollinosis (JCP).

Methods : Patients were randomly selected from 16 ENT clinical sites in Osaka and Wakayama between Feb-
ruary 24 and March 8, 2003 (peak pollen season). Effectiveness was assessed using patient’ ratings of nasal
and ocular symptoms and overall assessment in their condition compared to previous season ones. Costs in-
clude direct costs of the drugs used for treatment to JCP from January to March.

Results : One hundred seventy-five patients who were treated with antihistamine monotherapy (azelastine :
n =15, cetirizine : n =15, ebastine : n = 36, epinastine : n = 16, fexofenadine : n =16, loratadine : n = 60, oxa-
tomide : n=17) and 510 non-treatment patients were evaluated. Among & groups, there were significant dif-
ferences in sneezing, rhinorrhea, ocular itching and overall health condition. However, among 7 monotherapy
groups, there were no differences in each symptom or the overall assessment. In cost-quality analysis, there
were significant differences in a cost for each effective patient (defined as those with improvement in their
overall condition) among 7 drugs. The top three cost-efficacious drugs resulted in azelastine, loratadine and
fexofenadine.

Conclusion @ These results show that there were no significant differences in clinical efficacy in early treat-
ment for JCP among 7 antihistamines. But Japanese National Health Insurance drug price scheme led to sig-
nificant differences in cost-quality.




