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Table 7 Factor analysis for acquisition of an A/H3N2 HI antibody titer of 40-fold or more after the second vacci-
nation by the univariate analysis (x? test) and the multivariate (multiple logistic model) analysis

Qualitative Categor Number of , Number of ¥ test Multiple logistic model
explanatory variable gory occurrence subjects*1 RR*?  p value OR*3 (95% CI) p value
) Vace BIKEN 34 /168 1 1
accne Sanofi Pasteur 8 /119 353 0000 1007 (569-1782)  0000% **
2) Sex Male 57/ 188 1 1
Female 62/ 129 133 0054 172 (098304 0061
(3) Vaccination record for the - 67 / 142 1 1
past 3 years + 52/ 145 076 0068 078 (042146) 0434
&) Last winter type A patients - 16 /280 1 1
ast winter type A patien + 3/ 7 103 1000 229 (0411272 0345
- 16 /28l 1 1
Last wi jent
() Last winter type B patients + 3 6 121 0992 237 (036-1574) 0372
(6) Vaccinated dose (age) 0.25mL (<3 years) 96 / 203 1 1 '
accinated dose lage 050mL (=3 years) 23/ 84 058 0003 069  (033143) 0313
(7) Asthma or atopic dermati- - 108 / 252 1 1
tis + no o/ 35 073 0270 065 (026162 0360

*1: Number of analysis subjects 287

Table 8 Factor analysis for acquisition of a B HI antibody titer of 40-fold or more after the second vaccination by
the univariate analysis (32 test) and the multivariate (multiple logistic model) analysis

. 5 —
Qualitative Categor Number of Number of X° test Multiple logistic model
explanatory variable gory occurrence subjects*! RR*2  p value OR*3 95% CI) p value
) Vacei BIKEN Q7 246 1 1
accine Sanofi Pasteur 29/ 23% 072 0176 065 (0391100  0.108
Male a4/ 268 1 1
2) Sex
Female /24 092 0791 089  (053150) 0673
(3) Vaccination record for the - 25 / 169 1 1
past 3 years + 46 / 313 0.99 1.000 0.88 (0.46-1.68) 0.699
(4) Last winter type A patients - 6 /4B ! 1
aSt Winier type A paten + 6 7/ 37 111 0981 102 (040263 0963
5) Last winter type B patient: - 63 /o480 L L
() Last winter type B patients + 8/ » 266 0009 375 (147956 0006™*
. 0.25mL (<3 years) 33 / 241 1 1
(6) Vaccinated dose (age) 0.50mL (=3 years) 8/ 241 115 0607 112 (059212 0721
0 Asth wobic dermatitis - 61/ 419 1 1
) Asthma or atopic dermati + 0/ 63 109 0933 102 (048216 0955

*1. Number of analysis subjects 482
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Table 9 Highest fever at the time of influenza contraction according to the A/HIN1 HI antibody titer

after the second vaccination

Highest fever at the time of

A/HIN1 HI antibody titer after the second vaccination

. . Total

influenza contraction 21280 640 320 160 80 0 20 10 <10
Number of subjects in whom no
fever developed 17 22 49 80 90 95 55 40 12 460
37.0 ~379C 1 1
380 ~ 384T 2 1 3
385~ 389TC 1 4 4 3 2 14
39.0 ~ 394TC 1 2 4 1 2 3 13
395~ 399T 1 1 1 4 7
=40T 1 1 2
Number of patients 39.0C or more 0 0 1 0 3 5 3 6 4 22
(%) 0.0) 0.0 20y - 00 (3.2) 4.8) ( 4.8) (12.8) (22.2) 4.4)
Number of patients 385C or more 0 0 2 4 3 9 6 6 6 36
(%) (0.0) ©.0) 3.9 4.8) (3.2) 8.7 (95 (12.8) (33.3) (7.2)
Number of patients 37.0C or more 0 0 2 4 4 9 8 7 6 40
(%) 0.0 0.0y (39) 4.8) 4.3 8.7) 12.7) (14.9) (333) 8.0)

Total 17 22 51 84 94 104 63 47 18 500

1: The square indicates those patients who ran a fever of 38.5C or more despite having an A/HIN1 antibody titer of 40-fold or

greater.

Analysis of A/HINI was performed in the subjects who received the second vaccination before the 50th week in 2007.

2: The relative risk was 29 with a p value of 0.0010 with the Yates corrected chi-square analysis, representing a significant
probability of generation of a fever of 385C or more in those subjects whose A/HIN1 HI antibody titer was less than 40-fold.
3: The relative risk was 3.5 with a p value of 0.0007 with the Yates corrected chi-square analysis, representing a significant
probability of generation of a fever of 385 or more in those subjects whose A/HIN1 HI antibody titer was less than 80-fold.

Table 10 Adverse reactions after the first vaccination

Adverse reactions (Number of generation/Nnumber of answers) (%)

Dose Vaccine

Fever 2375C Rash Redness Swelling Induration Pain
BIKEN 1/126 8/127 11/127 3/127 12/127 1/127
(%) 0.3) (6.3) (87 (24) (94) ( 0.8
0.25mL Sanofi Pasteur 6/125 1/125 6/125 5/125 7/125 3/124
(<3 years) (%) (4.8) 0.8 (48) ( 4.0 ( 5.6) (24
Subtotal 7/251 9/252 17/252 8/252 19/252 4/251
(%) 2.8) (3.6) (6.7) (32 (75 ( 1.6)
BIKEN 3/157 2/158 21/158 23/158 21/158 29/158
(%) (1.9 (1.3) (13.3) (14.6) (133) (184)
0.50mL Sanofi Pasteur 5/147 0/149 23/149 36/149 22/149 41/149
(=23 years) (%) (34) 0.0 (154) (24.2) (14.8) (27.5)
Subtotal 8/304 2/307 44/307 59/307 43/307 70/307
(%) (2.6) 0.7) (14.3) (19.2) (14.0) (22.8)
Total 15/555 11/559 61/559 67/559 62/559 74/558
(%) 2.7) 2.0 (10.9) (12.0) (11.1) (133

No answer and unknown answers are excluded
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Table 11 Adverse reactions after the second vaccination
Adverse reactions (Number of generation/Nnumber of answers) (%) -
Dose Vaccine
Fever 375C Rash Redness Swelling Induration Pain
or more
BIKEN 8/128 5/128 9/128 5/128 5/127 17128
(%) 6.3) (3.9) (7.0 (39 (39 (08
0.25mL Sanofi Pasteur 3/125 2/124 7/125 5/125 4/125 6/125
(<3 years) (%) (6.4) (1.6) ( 56) (4.0 (32 (438)
Subtotal 16/253 7/252 16/253 107253 9/252 7/253
(%) 6.3) 2.8) ( 6.3) ( 40) ( 36) ( 2.8)
BIKEN 4/155 2/156 17/156 21/156 22/154 37/156
(%) (2.6) (1.3 (10.9) (135) (14.3) (23.7)
050mL Sanofi Pasteur 2/145 1/146 18/145 26/146 24/146 34/144
(=3 years) (%) (14) 0.7 (124) (17.8) (164) (23.6)
Subtotal 6/300 . 3/302 35/301 47/302 46/300 71/300
(%) 2.0) (1.0 (11.6) (15.6) (15.3) 23.7)
Total 22/553 10/554 51/554 57/555 55/552 78/553
(%) 4.0) (1.8) (92 (10.3) (10.0) (14.1)
No answer and unknown answers are excluded
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A Study on the HA Amount of HA Influenza Vaccination on Efficacy and Safety in Infants
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The Research Foundation for Microbial Diseases of Osaka University

We examined the efficacy and safety of inactivated influenza vaccine when the amount of HA influenza
vaccination in children was increased to the dose recommended by the WHO. The purpose of this study
was to obtain basic evidence to review the vaccination dose in Japanese children. HA influenza vaccine pro-
duced by the Research Foundation for Microbial Diseases of Osaka University (Biken) licenced in Japan was
administered through vaccination at the international dose, and split HA influenza vaccine produced by
Sanofi Pasteur corp. (Sanofi) was used as control. Children from 6 months to less than 13 years of age were
registered, and vaccinated with doses of 0.25mL or 05mL. Clinical symptoms during the influenza season
were monitored to investigate vaccine efficacy, and information on adverse reactions was collected to evalu-
ate safety profile. Paired serum HI and NT antibody titers were measured at pre first dose and post second
dose of vaccination.

Both HI and NT antibody titers for HIN1 subtype were satisfactory elevated after administration of
both vaccines. Elevation of the NT antibody titer for the H3N2 subtype was observed for both vaccines, but
the H3N2 HI antibody titer for the Biken vaccine was not so high. For the subtype B virus, the NT titer
had a better response than the HI titer for both vaccines. As only the HINI virus was prevalent in the area
during the study period, we performed factor analysis concerning influenza contraction only for the HIN1
antibody titer. An HI titer of 1 : 40 or more at post-vaccination was a significant factor to lower the risk of
influenza contraction. The relative risk for fever among children with an HI titer of 1 : 20 or less was signifi-
cantly higher than those with an HI titer of 1 : 40 or more. Children with a higher HI titer had better pre-
vention against fever, so that both vaccines were considered to be effective.

As for the appearance of adverse reactions, both vaccines were considered to be safe. From the above-
mentioned results, vaccination with the Japanese Biken vaccine at an international dose was thought to be
an effective and safe procedure.
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