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Table 1 Stydy subjects broken down by age and the vaccine administered

age

total

0 1 2 3 4 5 6 7 8 9 10 11 12 13
male 12 63 53 25 36 31 23 18 15 7 11 4 5 1 309
female 14 61 45 19 29 13 21 8 11 14 9 5 2 251
BIKEN 13 65 49 24 37 23 24 13 12 7 10 6 2 285
Sanofi Pasteur 13 64 49 20 28 21 20 13 14 14 10 3 5 1 275
total 26 129 928 44 65 44 44 26 26 21 20 9 7 1 560
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Table 2 Factor analysis for influenza contraction by the univariate analysis (x2 test) and the multivariate (multiple

logistic model) analysis

Qualitative Categor Number of Number of 1 test Multiple logistic model
explanatory variable ategory occurrence subjects*! RRs*2 p value ORs*3 95% CI) b value
(1) Vaceine BIKEN 18 /242 1 1
p’ 1
Sanofi Pasteur 19 /238 1.07 0.958 102 (048217) 0951
Male 18 /268 1 1
(2) Sex
Female 19 /212 1.33 0457 135 (067-271) 039
(3) Vaccination record for the - 8 / 148 1 1
past 3years + 29 /332 1.62 0.281 135 (048-378) 0568
(&) Last winter type A patients 36 /439 1 1
astwinter type 2 patients + 1 " 030 0309 033 (004-260) 0292
(5) Last winter type B patient - 33 / 49 ! 1
mter en
ast winter type © patients + 4 31 176 0439 239 (070822  0.166
. 0.25mL (<3 years) 15 / 214 1 1
6V ted d
(6) Vaccinated dose (age) 050mL (=3 years) 2 /%6 118 0.732 166 (057484) 0352
(7) Asthma or atopic dermati- - 31 / 419 1 1
tis + 6 / 61 1.33 0,682 131 (049-348) 0595
14 /164 1 1
8) Preschool
(®) Preschoo 23 /316 085 0757 047 (017-133) 0157
- 4 / 50 1 1
9) Siblings
©) Siblings + 33/ 430 0.96 1.000 098 (030313 0970
(10) HI Antibody titer after the =40-fold 17 / 354 1 1 s
vaccination A/HIN1 =<20-fold 20 / 126 331 0.0001 410 (1.87-9.00)  0.0004
(11) HI Antibody titer after the =40-fold 25 / 324 1 1
vaccination A/H3N2 <20-fold 12 / 156 1.00 1.000 0.65 027-157)  0.338
(12) HI Antibody titer after the =40-fold 6 /106 1 1
vaccination B <20-fold 31 /374 146 0491 123 (046-329) 0681

*1. Number of analysis subjects 480

*2 RR is risk ratio (Ratio of incidence)

*3. OR is adjusted odds ratio by multiple logistic model
Annotation *2 and *3 are the same in Table 3, 6, 7 and 8
*EXH<0.001

CORERDPS, & OIS % HAEET O HI ik
i 10 U TRz E L, SBHEHDH 5 HI Jufil
X A/HINL B OARE LT ZIT-> 7282 25, BIiE
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] (0.25mL $HE#E 4 ~ 8L GMFR 6.8, SCR 60.7%,
¥ 7 18 GMFR 134, SCR 76.6%, 050mL #f#

BY 4 8 GMFR 70, SCR 686%, W/ 71 #:
GMFR 5.1, SCR 609%) %/xL, FFIPUAAMN D R4
OfE (0.25mL #HERE Y 7 8 0 GMFR 304, H/
7 4 % : GMFR 57.2, 050mL # it ¥ 4 % : GMFR
146, ¥/ 7 48 : GMFR 110) #7RL7. A/H3N2
Rl HI Priifiiid 0.25mL #AERE, 050mL HAERE L 3,
Cr YENZHARY ) 7 4 SR L AEE (0.25mL
BRilE Y 7 8 GMFR 23, SCR 230%, ¥/ 7+«
# : GMFR 84, SCR 73.9%, 050mL 5Hif: v 4 > 3
GMFR 19, SCR 168%, # / 7 4 # : GMFR 24, SCR
31.3%) Z/RL7AS, WPz h e ®ey, ©
U, % 7 4 8e b BAF R LA (0.25mL
fE#E Yy 8 GMFR 232, ¥/ 7 1 # : GMFR
160, 050mL #AE#E Y » 8 : GMFR 27, %/ 74
#:GMFR 19) Z/;RL7:. BRITIX, Wi#HEHEHETY
U, W7 WE B ICHE R LAEMIIRD SN
Zedro 7 (025mL ALY & » 8L GMFR 22, SCR
167%, ¥/ 7 1 % : GMFR 20, SCR 104%, 050mL

EHEFMERE  H8TE H2w



MNRA VTN Ty F R OME 199

Table 3 Factor analysis for influenza contraction of subjects with an antibody titer of 10-fold or less before vaccina-
tion by the univariate analysis (x2 test) and the multivariate (multiple logistic model) analysis

Qualitative Category Number of Number 01f 1 test Multiple logistic model
explanatory variable occurrence subjects RR*2 p value OR*3 (95% CI) p value
) Vaceine BIKEN 16 /194 1 1
acclns
¢ Sanofi Pasteur 19 /190 121 0675 137 066287 0399
Male 17 /o 1 1
(2) Sex
Female 18 /173 129 0537 138 067285 0377
(3) Vaccination record for the - 8 / 134 1 1
past 3 years + 27 /250 181 0.167 139 (049394) 0537
34 /37 1 1
4) Last wi A patients
() Last winter type A patients + 1 / 27 0.39 0505 041 (005-337) 0404
- 31 /367 1 1
5) Last winter t B tient
) Last winter type B patients + 4 17 279 0.093 385 (1041424)  0043"
) 0.25mL (<3 years) 15 /203 1 1
6) Vaccinated d
6) Vaccinated dose (age) 050mL (=3 years) 20 /181 150 0.286 179 (061-527) 0287
(7) Asthma or atopic dermati- - 30 / 340 1 1
tis + 5 / 44 129 0.785 123 042361) 0703
- 14 /157 1 1
8) Preschool
(8) Preschoo 21 /27 104 0945 051 018143 0201
- 4 / 44 1 1
9) Siblings
(9) Siblings + 31 /340 1.00 1000 089  (027-292) 0846
(10) HI Antibody titer after the =40-fold 15 / 259 1 1 e
vaccination A/HIN1T =<20-fold 20 / 125 2.76 0.002 3.12 (1.46-6.69) 0.003

*1. Number of analysis subjects 384
*p<0.05
*#p<0.01

PR C - o8 GMFR 20, SCR 174%, %/ 74
#: GMFR 18, SCR 124%) 7%, WHIPUAfiZ, A/
HIN1 &I, A/H3N2 BN 5 &R nd oo,
EHICRIF R BRI (02omL MRy o8
GMFR 144, ¥/ 7 4% : GMFR 114, 050mL #fE
B U8l GMFR 43, ¥/ 7 1% : GMFR 43) #
RL7z (Table 4, 5). %P, HIPuAfl & FARIBUAAMN
ZRIF A (Spearman O JE & AH B % - 0.711~
0915) #/~L7: (Table4).

WIZ, 2 MRS HI BURilli23 40 f5 LA R B L
722 LT AERICOVWTELET I AT 4 v 7 E
FOAZ X D RNT L 72, A/HINL BT, Hifk L&
T ABETLIRENE L THER L RS20 [
TABg s F oL (Fy X172, p=
0019) ], TATS =AY ARIAL V7 VT UH5E (v
A 293, p=0.044) ], [HHERE 050mL (+ v Ak 212,
p=0007)] THY, PR LFIIT A FRAICEET S
BRELTHEEE o720 [#FE3EMICT 7 F
BHE B2 (v ZH025 p=0000)], [7
LVX—=HHbI e (v X044, p=0016)] T
o7 (Table 6). A/H3N2EICIX, ik ERIZTS
AT HNTLE LT [ 718y 7 F 285
FT5ZE (v X1007, p=0000)] DATHHEL
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%7z (Table 7). BETIX, Pk EFHIZT S AT
B ZERELT [MY—AYBEIA 7V %
JehE (F v X375, p=0.006) | DATHEE %o
7z (Table 8).

BB, ZEHUIAT A v 7 BTN L5 O
R, BRE) A7 ETFAERE LT2 nEMED A/
HINT BZ%F 9 % HIBufiAti 2340 f5 LA 1] A E L
olzZ s, 2007 445 50 AUEITIZ 2 M7 7 F
YEMAE T LTWA500 Ao wT, A/HINI A
xS % 2 IR O HIPUfAl L~V B, FEE R o
WS L ROV IR EE R, BB L £ L7z (Table
9). [2 [EEfitk o A/HINT BUZx§ 5 HI HiiiiiAs 40
UL 238812 385TC Do B x ¥ 5 Hixfa
B (RR) M L7225, 40U LR35 20
BLULTFHEO RR X 29 (p=0.0010) & AEIEL, 2
W3R % 0 A/HINT B3 2 HI Sl 2% 80 £i5 L
FlEREELT AL, ToBMEL D EL 2572 (RR=
35, p=0.0007).

3) 77 F v EM% ORI OSFBIRN

1l HEERHS L 02 m H %O R BB I D W
T, 77 F R, BRI o 375C Do, 5%
B, Sk, TERR, iAE, SORORBIEE X ORBER(%)
WY F oA, BELRBEISIEIEHE, 20
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Table 5 Seroconversion rate of the HI antibody titer

201

A/HINI1 HI antibody titer after

the second vaccination

A/H3N2 HI antibody titer after
the second vaccination

B HI antibody titer after
the second vaccination

Dose Vaccine
jeSthl:;l NSC*2 (§%)():’1§ 5 RR*! pvalue JS";]?S NSC S(OC@I)Q RR p value ]Selé?s NSC S(%Q RR p value
025mL  BIKEN 107 6 (607 1 126 29 @230 1 126 21 (167) 1
(<3 years) Sanofi Pasteur 111 85 (76.6) 1.26 0.012 119 88 (739) 321 0.000 125 13 (104) 062  0.147
050mL  BIKEN 137 U 686 1 155 26 (168 1 155 27 (174) 1
(=3 years) Sanofi Pasteur 133 81 609 0.89 0.185 128 40 (31.3) 186 0.004 145 18 (124) 071 0225
025mL BIKEN 45 26 6578 1 48 14 (292) 1 48 12 (250) 1
(2 years) Sanofi Pasteur 44 27 614) 1.06 0.730 46 26 (565 194  0.007 49 6 (122) 049 0.106
050mL  BIKEN 20 13 60 1 23 6 (@61 1 23 5 @7 1
(3 years) Sanofi Pasteur 20 13 65.00 1.00 1.000 17 11 647 248 0015 20 3 (1500 069 0571

*1. Analysis of A/HIN1 mean HI antibody titer was performed in the subjects who received the second vaccination before 50th week in

2007 (non-epidemic periods of A/HIN1 subtype virus)

*2 Number of seroconversions or significant increase (Standards by The European Agency for the Evaluation of Medicinal Products)

*3: Seroconversion rate

*4: Relative risk of “Sanofi Pasteur SCR” was set to 1 if the “BIKEN SCR”

Table 6 Factor analysis for acquisition of an A/HIN1 HI antibody titer of 40-fold or more after the second vacci-
nation by the univariate analysis (x2 test) and the multivariate (multiple logistic model) analysis

Qualitative Categor Number of Number of 1 test Multiple logistic model
explanatory variable gory occurrence subjects*! RR*2 p value OR*3 (95% CI) p value
(1) Vaccine BIKEN 122 / 195 1 1
accin
¢ Sanofi Pasteur 138 / 190 1.16 0.045 1.72 (1.09-2.70)  0.019 *
Male 140 / 212 1 1
(2) Sex
Female 120 / 173 1.05 0.559 1.23 (0.78-1.93) 0.375
(3) Vaccination record for the - 107 / 134 1 1 s
past 3 years + 153 / 251 0.76 0.000 0.25 (0.14-0.45) 0.000
- 238 / 358 1 1
4 L. Q 1 A a1, Q
() Last winter type A patients + 2 /o 123 0164 293 (103834 004"
(5) Last winter t B patient - 248 / 368 1 1
mter en
ast winter type & patients + 12/ 17 105 0992 087 (028265 0801
(6) Vaccinated dose (age) 0.25mL (<3 years) 138 / 203 1 1
g 0.50mL (=3 years) 122 / 182 0.99 0.929 212 (1.23-3.67) 04007#< *
(7) Asthma or atopic dermati- - 238 / 341 1 1 .
tis + 22 / 44 0.72 0.014 044 0.23-0.86)  0.016

*1. Number of analysis subjects 385

HEJIZED SN D5 72 (Table 10, 11). 375C
PlEos#a, BL T050mL #fEH 3mLE) (2
W, 025mL #fEH (3K THRIARINE» -
7275, 0256mL HEHEICOWT T 7 F VHBICA DL &,
oy 8o 1B TORMUPIL L, 2HHETOIRIY
BIr 8 YO 74 BTREALENALNE
ol BB, BEEREE, 025mL H#HEH IS
A, 050mL #HF THRIAFIH L, 1HHE L 20
HCIZIZF UM A S 7z,
z =
AL, 6 7 H~13AKMO/NEERRIZ, DAt
FHoA4 7 vy HAT 7 F % WHO 38 H =

Fi254F 3 H20H

R LR L2 a0, etk e 5
LIk, bYEOEMBIE % WE TR % 15
AHZExHMKE LTEML .

Perfite o HI Buikfli o AT P %2 & L ICHMMEE
AbHE, A/HIN1EZOWTIE, X v, %74
B HICRIF R EAMEIAEED SN, A/HIN2 #
WZoWTIE, ¥/ 7 4 WA e bIE B R AT
Shzhs, Zo—WE LT, ¥ o REME Bt
ARl EIZE R L 72 HA Pt (A/Hiroshima,/52,/2005
k) o4 e ¥y —@EaIicE B A U Tw B RN
PRSI NTEDY, AWFZEICH 72 RDE LHIZ &
A4y —DRENATHELRY, KEL o7
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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 (x2 test) and the multivariate (multiple logistic model) analysis

Qualitative Categor Number of Number of 1 test Multiple logistic model
explanatory variable gory occurrence subjects*! RR*2 p value OR*3 (95% CI) p value
(1) Vaccine BIKEN 34 /168 1 1
accin
¢ Sanofi Pasteur 85 /119 353 0000 1007 (569-1782)  0.000°**
Male 57 /158 1 1
(2) Sex
Female 62 /129 1.33 0.054 172 (098304 0061
(3) Vaccination record for the - 67 / 142 1 1
past 3 years + 52 /145 076 0068 078  (042146) 0434
- 16 /280 1 1
4 L. 2 1 A At o
(4) Last winter type A patients + 3 7 103 1000 220 (041127 0345
) Last winter type B patient - e /281 1 1
mter en
ast winter type & patients + 3/ 6 121 0992 237 (036-1574) 0372
X 0.256mL (<3 years) 96 / 203 1 1
6) V ted d
(6) Vaccinated dose (age) 050mL (=3 years) 23/ 84 058 0003 060  (0.33143) 0313
(7) Asthma or atopic dermati- - 108 / 252 1 1
tis + n o/ 35 073 0.270 065 (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 (x? test) and the multivariate (multiple logistic model) analysis

5 : —
Qualitative Categor Number of Number of X" test Multiple logistic model
explanatory variable egory occurrence subjects*! RR*2  p value OR*3 95% CI) p value
) Vaceine BIKEN 2/ 26 1 1
Sanofi Pasteur 20 /2% 072 0176 065  (039-110)  0.108
Male a4/ 28 1 1
(2) Sex
Female 0/ 21 092 0791 089  (053-150) 0673
(3) Vaccination record for the - 25 / 169 1 1
past 3 years + 6 /313 099 1000 088  (046-168) 0699
- 65 /445 1 1
4) Last winter t A tient
() Last winter type A patients + 6/ 37 111 0981 102 (040263 0963
) Last winter type B patient - 63 /460 1 1
ast winter ype B batients + 8 22 266 0009 375 (147956 0006 "
R 0.256mL (<3 years) 33 / 241 1 1
6) Vaccinated d
(6) Vaccinated dose (age) 050mL (=3 years) 8/ 241 115 0607 112 (059212 0721
- 61/ 419 1 1
7) Asth topic dermatitis
(7) Asthma or atopic dermatitis + 0/ 63 109 0933 102 (048216) 0955

*1. Number of analysis subjects 482

TS EZOSNE. ZoZ ki, THRAETIRY
rUB, Y7 o 8E SICRITFR LRAENERLZS
ENBBER BREIZOWTIIM M TE 7 v 8,
7 4 B BT 2 HI PuiAli O 1 A6 i1k 520
BN olzds, Wiy —X v OFEREET 7 F U fkE
[ U Victoria ZMTH Y, LEUE IV AT 4 v 7 ET
VIZEBBAPOH Y — A VICRBEROS AL TO
T— A5 =R ERD, TrF UEHOANMEAIRE
Nz, F72, 2007/08 ¥ — X > DA 7 VI UHRE
VA7 %@L ERELT, FEUIAT 4 v 7 ET

WAZ X fEMTH S 2 I H M % o A/HINT BN 3
5 HIGUAMIEA 20 DL FCTH L T ENEREE Lo T2,
PREC, 2 MIEEAETR O HI HUAli25 40 5 DL E EHBEIC
xt3 % [l 20 £5 LA T BE OS2 B9 2 AR e B s 4 7
WK, PO O ECEE T IS EA O REEE AT S L B
MAHA SNz, SO EIE, TIZF ¥ A—F—DiEN
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Table 9 Highest fever at the time of influenza contraction according to the A/HINI HI antibody titer
after the second vaccination

Highest fever at the time of A/HINI HI antibody titer after the second vaccination

infl tracti Total

Influenza contraction =1280 640 320 160 80 40 20 10 <10
Number of subjects in whom no 17 29 49 20 90 95 55 40 12 460
fever developed
370 ~ 379C 1 1
380 ~ 384T 2 1 3
385 ~ 389C 1 4 4 3 2 14
39.0 ~ 394 1 2 4 1 2 3 13
395 ~ 39.9TC 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) (2.0) 0.0) (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) 0.0) (3.9) 4.8) (3.2) &.7) (9.5 (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) 0.0) (3.9) 4.8) 4.3) &.7) (12.7) (14.9) (33.3) 8.0)

Total 17 22 51 84 94 104 63 47 18 500

1: The square indicates those patients who ran a fever of 385C or more despite having an A/HIN1 antibody titer of 40-fold or
greater.

Analysis of A/HIN1 was performed in the subjects who received the second vaccination before the 50th week in 2007.

2: The relative risk was 2.9 with a p value of 0.0010 with the Yates corrected chi-square analysis, representing a significant
probability of generation of a fever of 38.5C 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 385C 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 =375C Rash Redness Swelling Induration Pain
BIKEN 1/126 8/127 11/127 3/127 12/127 1/127
(%) 0.8) 6.3) (87) ( 24) ( 94) (08
0.25mL Sanofi Pasteur 6/125 1/125 6/125 5/125 7/125 3/124
(<3 years) (%) 4.8) 0.8) (438) (4.0 (56) (24)
Subtotal 7/251 9/252 17/252 8/252 19/252 4/251
(%) (2.8) (3.6) (6.7) (32 (7.5 ( 1.6)
BIKEN 3/157 2/158 21/158 23/158 21/158 29/158
(%) (1.9 (1.3 (13.3) (14.6) (13.3) (18.4)
050mL Sanofi Pasteur 5/147 0/149 23/149 36/149 22/149 41/149
(=3 years) (%) (34) 0.0) (15.4) (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) (109 (12.0) (11.1) (13.3)

No answer and unknown answers are excluded

BFWHRONTZEICLHETL2LEIH LY. &b, 4 P, WENSEELRLOTIER L, FBREORENEN

FY—AVH A/HINL Bl BMGHRITTH o722 & H R LN
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HAIMEFE L7225, A/H3N2 B, B &3 2208 13 (1999/2000~2004/05) \ZHEkDHE - HEIC L D &

AETETOWRWT L 2T 5. it L7234 T, 0B 2 A& 0.1lmL 314 C
BRSOV TIE, BEOFEHFIIC r V8T RWIREME A TR L C & 2, i 51 WHO Hi3E

T4 )R, MR, OB, EWIIY s S HEICE 25 (HIN1) 2009pdm 7 27 F >~ 5 M

Y7748 ED0S0mL HHEHTRRLHOTH - 72 DT REARGE I R A & Pl U 72 [ — BRI 3 1)
P54 3 H20H
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Table 11 Adverse reactions after the second vaccination
Adverse reactions (Number of generation/Nnumber of answers) (%)
Dose Vaccine o
Fever 37.5C Rash Redness Swelling Induration Pain
or more
BIKEN 8/128 5/128 9/128 5/128 5/127 1/128
(%) (6.3) (3.9) (7.0 (39 (39 (038
025mL Sanofi Pasteur 8/125 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 10/253 9/252 7/253
(%) (6.3) (2.3) (63 (4.0 (36) (28
BIKEN 4/155 2/156 17/156 21/156 22/154 37/156
(%) (2.6) (1.3) (109 (135) (14.3) (23.7)
050mL Sanofi Pasteur 2/145 1/146 18/145 26/146 24/146 34/144
(=3 years) (%) (1.4) 0.7) (12.4) (17.8) (16.4) (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) (1.3) (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

Hiroaki TAKAHASHI", Takuya YANO", Miwa FUKUTA", Akinori YAMAUCHI", Kazuyuki OKUMA",
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Machiko ISAJI”, Masahiro WATANABE?, Hitoshi OCHIAI”, Hiroyuki SAKATOKU?,
Takashi KATO”, Kazuhiro MAEDA", Yoshinobu OKUNO" & Hitoshi KAMIYA?

"Mie Prefecture Health and Environment Research Institute,
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YAquair Medical Station,
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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 0.5mL. 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 HIN1 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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