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ARIEBIBA Y INVIUVFHA T 7 F yOEHH 1 BEEEORE RETEREBH 282 HHT,
WHO RHE L A—0ERIEERICHEE L2340 EWE, REE2ZBET LA BRTERESRTWS
Ty F e LTRAMEYRESE, HRELLTY /) 7452V - VHRZEW, 67 A~13 BRMHE
X5 0.25mL BER & 05mL BEMHLREL, BARKK, BREEIARREZRAEL, B 208
o HITAMEZ MR L7z, 72, HIMMEOBREBE T2 -0 iiiidMEzBlE L. ZoEE, A/
HINI Mo HI FiEMAEEEcer VE, 37 70 8 icRF2 ERERZR L, FAOTEME D FEn
ZR L7z A/HINZ Bo HI iz €7 v BT eFIBETH - 7225, wRdmIer V8, 4 74
ey RFEEREMNEZR L. BRO HIFUBEZE 7y V8, 3 7 WL IEE2 LREREZ RS oo
725, hHPEER L D ICRFL EAERNERL. Y8V X v D4 V7 AT Y PHRITH A/HINL B o
EITEMEIT CH o2 25 A/HINI RO TRIEICET 2 BERER 2T o025, BEVAI %
TU2ERE LTERER HI M40 ED LT EFLTwA I L ER L 2o/, T2, BESE HI A
i 40 LA E EABEICH§ 5 20 U THRORBRICHT 2 HARRIFECE L, iffioRvEcikio
BRI IhZEREALN I L0, AMEOEERECHWRAT7 75 A REFHHREEZETS
LROHLN, ILUIEERCEEZERGORERLZADT, AEoReMrFTsLEibhl. BEoZ
EHs, MR LTA Y IZVZyFHA Y ZF 0% WHOHBRARTERE L-BOFNE, RekrE

BITHZELNTEL
(BfesEsk 87 : 195~206, 2013)

F X
LAEEIZBTEALA VY IVZVFHAT I F VD
ANRICBITAEER X, 2011/12 ¥ —X ¥ 5 WHO
HRAE 67 A ~3%KH :025mL, 3MELE:05
mL)MICHEEINL L ZATH BA, TR S
RO AAELR T E, @FUrFroBEHie 6

FURIRERSE ¢ (T512-1211) SEBIHTHRN 3684—11
=B RERSBIZERT [

FRi254 3 A208

71 B ~1 8% : 01mL, 1~6 @K : 0.2mL, 6~13
RR{ 0 03mL, 13ELE :05mL) AEHIATW
fo. DBPEDT 7 F VAR L THEMEVE K
TV, BkOT 7 F i/RRBIEH LTHHES
hartah, 77F VOBEBIVTEEREOEVTRR
LEZLNTWRY MAT, AL HERE
TREBA VI NVZyFONYF Iy 2 EERBICRER
DREERBZIEDF/BEIRTV L, 22T, WHOH#
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CrRERELT, 2007/08 - X VICZEERALL
A ORESRMRONRHE2ZZ L6 7 A~13
BARMONEEZNGRI, BREAEERLRALEEETH S
0.25mL FEfER, 05mL HEE IS, bHEEOHIT
DALY INVZVFHAT 2 F e LT—RBEHEA
BRAMEMHEHEEH 7V —-Y vy 7 HA (UTF: X
VD, WEREELLTY 74832y — Vit VAXT-
GRIP (UTF ¥ 748) ourFr2Hw, &
2 & B HI Gl LR L BIRSRBE R L L,
D2 F VR EREEITOVTIRE L. HIH&Mb
DHREWET S0, FHFMMEZE Lz 72,
FI7 7487 7 F Y ODEENNRTOERYE - Retk
[Zow T HBE L7z
POE Faip-

1. AENRE
ZERAONRR LA QA &%, WMH
W, AT, BERTW, FEWH, BWW, &KW 2
KR EREETH, BT NI, EFREEIL %2
LA RoOBEZEDL v 7 —A Farer b &E
ET, 67 B3R 300 A, 3m~13mAKiHRE
0ANZERICHBAELZEY, BhrBEoNnL6D
A~3mRiIB 253 A, 3m~13ERMIBOTA, &
i1 560 A2 LS L L.

2. UrFUER

FRHLLETZF iE Y474 v i3 A/Solomon
Islands/3/2006 (HIN1) 15.6pg, A/Hiroshima/52/2005
(H3N2) 15.3ug, B/Malaysia/2506/2004 (B) 16.1pg,
7 7 4 8% A/Solomon Ilslands/3/2006 IVR-145
(HIN1), A/Wisconsin/67/2005 NYMC X-161B
(H3N2), B/Malaysia/2506/2004 like strains (B) %
Lug 2 ELPEEATY v v I 2 F 0 Thote,
HHER, F7 74 BOBTLEITHA, 67 F~3
AR IBICH L CTix 025mL, 3 #~13 MR B
LCiZ05mL % 4 AMBCT2EETES LA 238,
¥ 7 4 BidbFETRAR SR TRV OBf5H
PENBALTHERLA

3. AR

WREOEMET, REFTZARRERCIVE £
EAH, fhE BERK RKERR BK3T-Xv
DR, Ay —A ¥ (2006007 > —XV) 47
VI VFREREY, EFBELARRAERICI) U
Y—X (2007/08 ¥ —X ) O¥EERR, RlE
HH, Z£BRE, RPEOL V7 Vv v FREBHF v
MERRRB L OUBRERSEOBRER. T,
HHRORBIRIS (Bl 48 RUNOEFRIKIG L B
FREIRES) BXUMAENES (20074128 178~
200843 H30H) 4 7 VI Y FRBERRIIZ, B

HFEREREIC L) EHREE-.

4. HIbUERZE

1) R

wWHE (Vr o5, 3 v JUEER) o
Mk, #AERTE 2 EiEtE% 2 mBEEHED S 4 BREE)
IR L7

2) HA#E

Y v RIS 2007/08 Y~ X v T 2 F Uk
(FYHER 2R, ¥ 74 SEEEcEY ) 74
INAY — ik B S 2007/08 ¥ — X ¥ WHO
R IFUBRERVE 2B, HARERTOBRE
W EBRIT 5 BN TRERNE R T L BICEH
L7

3) AMEREEEIE (HI) PEflE

' RDE Mg, 10 525 2 FERsBeA R L 7z ifni% 25l
= HA HUJE 4HA BA7/250L B X 0N 05% =7 + U ik
%k 50ul 2 @M+ 5 WHO 5RICX V7w, HI %
RLUZMEOBRRHFRER LML L. CoflE
BEERRETUEMAR CEBEL /2.

5. WilHARE

<A 7 apRBEICHE U TER L /2Y. RDE 4
#%, 101555 4 BEBRER L 22E 3oul [ 2ERE
WHARLAY A VA (2007/08 =XV 4 V7V
FHA T2 F 0% ZHERML, BARTL—HIC
T37C, 60 HMEEZIT, 5L LHRHEIC 9%
REET L — MIEERE L TH W7 MDCK Mg i A D
BUSH 30uL Z#Mm L, CO:4 ¥ F ax—F R T 37T,
16~24 BERASER L7z, BB, ¥/ —WIT TR
Mifz@EE L, PAPE BRIV, e 3h M
(74+—HR) OBREEHETTHATI VML, YA NVR
Ay ra—VOED50% DT F—H A2 EHE T
MPFMEEH T2 PAPECTHE L. CoflE
ERAMEY RIS TERL /-

6. fEMTTEE

D) Ay 7V FRECHEET HZER

4V INVTUFRECHET A ERZHRET A/
W, UHKY— X DA VI NI FRES BT,
7 s F R, R, A% IEMOTFHEREROAE,
WY —XVABL I VI FREOHE, By —
AvBHEAL VINZUFREOHE, V2 F ER
&, 7TUFE- MEXIEX7T b E-) oFE, BER
B, WEiitkoAE, 2 BEEE Ao w T
R EAE M L BT 3 40 452 _E o HI HUEMm
OEEDO 2HBZHHAERE LTESER VAT 4 v
TEFNVICI BB ZT o7 AFICEL, RESM
HH0 A0S IHBL 2EEORBBENELDTA,
BRADOERERERICREOD 73 A, 2HEOE
FE R A ASERARAEIRFA A % BSG L 72 2007 4248 51 A DA%
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Table 1 Stydy subjects broken down by age and the vaccine administered

age

total

o 1 2 3 4 5 6 7 8 9 10 11 12 13
male 12 68 5 25 3 31 23 18 15 7 1 4 5 1 309
female 4 6 45 19 29 13 2 8 1 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 1 205
total 2 129 98 4 65 44 4 26 26 21 20 9 7 1 560
E%o7250 NZBR< 500 AD 9 B, HiFE 12 HE 0 B R

BICREP V480 AeHH e L, 4, B0
A/HINT #2335 2 BIUBMHA 10 U T oF 20t
KL L7AHIE, 480 N2~ & EAERT HI PLAME 20 452
ED 96 AR 384 AeRHE L.

2) 72 F vEREN%O B SRR 0T

7o F MY, EERNCEER L 2 EEEETO
HIEHOEBE YA NVABI LIt Db L LD
2, BRINEE KT (EMEA) 0 3 #2080 #4
EIGPARMZE{L® (Geometric mean fold rise LT
GMFR), $f&RETm=E (Seroconversion rate LT SCR)
2RY, MELA HIRGAEOERZHET S0
RAIPRE 2 HE L, GMFR & X O HI Hifkffi o3
% Spearman DJEFHBREETEH Lz a5i, #
BICLHIRAKRLRBCRETIEREZREA T I
o, EEN AIHAERI0EUToE 2K L LT,
BHEAIC HINAMA40ED LR LA 2H
WERIC, v FUER, BHEER, %5, BL3F
BMOBEREOEE, WIY—XVARL VIV V¥
MY —XVBEIA VIV VFRED
FE, TLVEF— WMBTLE7IE-) 0FEDT
EH#HPEBL LTEEQI AT A v 7EFNICE
BIFFT#ATo 7. SIICERL Tid, 500 A B
THHOBMIIRE 2 W L ITNA T, BHEHRA
A5 10 fELLF o &, A/HINL BizowTid 385 A,
A/H3N2 B2 287 A, BRIIZ 482 AR & & L7=.

3) 77 F vEREK ORI FUSRBIRIL O
IREEERB IV 2HEEERO BBHUAD
BIRSIc2oWT, @FBIRIE L LT375C UEnR
B, 3%y, BREIRISL LCEESTMORR, EBE
WHOREEL 7 7 F &Y, BEEHICHEKLL.
7. REEE

AREFFRIE, 2007 4E 10 A 16 BICRE O BRIk
BoEFEGREEERESIBWTREZEL (B
51922, & [HMRICBFAL v 7 Vv FHA
DI OEER ESRCET AR D.

FRi25% 3 A20H

1. RENRE
BADIEZLEEr5, 6 7 F~3mAKMIE23A, 3
H~13 moRiIR 307 A (13 1 A2 &) DAE 560
AOWHPH/ LR, HRIPERIZE 309 A, & 251 AT
otz FEHEBINER%E Table 1IZ/R L7

2. T F UEREIRR

HREFWIZIEEE 2HEOEEEFELDDON
EINTHED, 065mL % 2EEBL D0y v
8126 A, /748125 A, 050mL # 2 EEFEMEL
2R vEI155 A, 7 7 18147 A\, &5 553
ANThote. 2B, BEEHICOWTIZ, 1 HEIZ 2007
EEABEILEASHE, 2 HE X 2007 EE 46 E1 S
2008 EHE 48 TH Y, 2 HEOBEEFBFRERORAE
FfAE (BB518) DKL oD XFENSE 560
A0 ANTHo 7.

3. FAENBEDA ¥ 7NV U FRIERR

ZER BT 5 BYYEREF AL OREE, 2007/08
V=X D4 I NVIVFDOFATIZ, 2008 EE 458
ZY—27 L5 A/HINLEOFIZEMTITTH o .
ZABNEMETL VIV VLB S AR
FRENGE 560 A 47 A (84%) T, PHEIL 2008
EEARPLECRICERLTEY, REERERR
RELAEROERThH 7. 1B, BREADOA
Fuz, €7 8 025ml BEE 11 A, [ 050mL #E
Z14 AN, 427 18025mL #EEZ S A, F050mL
BEEI4ANTHo7.

4. fBAT

) 4 Y7 vy FREICHEET L ER

2007/08 ¥ — X DA VI NVI U FREICHET B
ERIIOWTSER VAT 4 v 7 EFMI L BN %
TFolbld, BEVAIZEHAERLLTEEL
o0l (2 EEREZO A/HINI BIcH$ 5 HIH
HAA 20 TF] (F v XK 410, p=0.0004) D &
Thol. 1B, HIHAAREKRLIAXEORTIC
L BEERMT B0, BHTICE L TiX 2007 445 51
BORIC 2 MBENRET LB 2ENNR L Lz (Ta-
ble 2).
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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 Category Number of , Number &f ¥ test Multiple logistic model
explanatory variable occurrence subjects RRs*?  p value ORs*3 (95% CI) p value
0 Vac BIKEN 18/ 242 1 1
accine Sanofi Pasteur 19 /238 107 0958 102 (048217 0951
2 Sex Male 18/ 268 1 1
© Female v /212 133 0457 135 (06727)  039%
(3) Vaccination record for the - 8 / 148 1 1
past 3years + 29 /332 162 0281 135 (048378 0568
- 3% /439 1 1
Last wi type A i
() Last winter type A patients + 1/ 4 030 0309 033 (004260 0292
- 33/ 449 1 1
Last wi B pali
) Last winter type B paticais + 4 31 176 0439 239 (070-822) 0166
. 0.25mL (<3 years) 15 / 214 1 1
v
(6) Vaccinated dose (age) 050mL (=3 years) 2 /266 118 0732 166 (057484 0352
(7) Asthma or atopic dermati- - 31 / 419 1 1
tis + 6 61 133 0682 131 (049348 0595
- 4/ 184 1 1
(8) Preschool + 22 /316 085 0757 047 (017133 0157
- 4 50 1 1
o Sibi
(9) Siblings + 3/ 430 096 1000 098 (030315 0970
(10) HI Antibody titer after the 240-fold 17 / 354 1 1 v
vaccination A/HIN1 =20fold 20 / 126 331 0.0001 410 (1.87-9.00)  0.0004
(11) HI Antibody titer after the =40old %/ 34 1 1
vaccination A/H3N2 =204old 12 / 156 1.00 1.000 065  (027-157) 0338
(12) HI Antibpdy titer after the =40fold 6 / 106 1 1
vaccination B =20-f0ld 31/ 34 146 0491 123 (046329) 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
***5<0.001

ZOFRD?S, LN EEER O H i
MASI0EDTOF L L, HEERD S b HHAMH
JWFAMHINIBOARE LTRR2To2L 25, BiE
N2 %BOLERE LTEE L 2ol [2
ko A/HINT B 5 5 HI SUARME 45 20 £ BLF
(v X312, p=0003)], [RIv—Xv BHEIL V7
VIV FRE (v X385 p=0043)] TH o7
(Table 3).

2) YL

WMo MTiE, 2007/08 > —X>n4 70y
FHATHA/HINL B ZIZEMFITCTHo 22 H
5, COBELBITLID, A/HINIB oW T
2007 45 51 ORI 2 MBEEIET LB ENR L
LTfo72. A/HINI ® o HI Hofeffiid 0.25mlL #E
B OOS0mLEEETY Y VB, F 74 8E DI
MEERT (EMEA) O#H#EZ T RIFR EAE
] (0.25mL EFEH Y 7 $ . GMFR 6.8, SCR 60.7%,
%748 : GMFR 134, SCR 76.6%, 050mL #f&

BV U8 GMFR 70, SCR 686%, . 7 48l :

GMFR 51, SCR 609%) %7RL, s /M
O (0.25mL FAERH Y 7 V8 1 GMFR 304, 4/
7 4 8 : GMFR 57.2, 050mL #HE R Y & V4 : GMFR
146, ¥/ 74 8 : GMFR 11.0) #/RL7=. A/H3N2
o> HI HiEff1x 0.25mL BHERE, 050mL HME#H L b,

Ehr B ARY ) 7 4 BRI ERER (0.25mL
EHEBY S V8 GMFR 23, SCR 230%, %/ 74

44 : GMFR 84, SCR 73.9%, 0.50mL /iR v & V4l

GMFR 1.9, SCR 16.8%, ¥ .7 7 1 # : GMFR 24, SCR
31.3%) &R LA, FHPAfizchefey, ©
ry 74 WEDRFE EAER (0.25mL B
BB Y s 8 GMFR 232, ¥ 7 1 8 :GMFR
160, 050mL HAEZEY 8 : GMFR 27, #/ 74
# : GMFR 19) %#RL7-. BT, WEEECTY
FUB, 7o e ICEEER ERAERIZFEO LR
otz (025mL FEE#H Y S 8 GMFR 22, SCR
16.7%, ¥/ 7 4 8 : GMFR 2.0, SCR 104%, 0.50mL

BAUEFMEE 878 B2F
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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 *olf 2 test Multiple logistic model
explanatory variable occurrence subjects RR*? p value OR*3 (95% CI) p value
) Vaccine BIKEN 6/ 194 1 1
Sanofi Pasteur 9 /1% 121 0675 137 (066287 0399
@ Sex Male 7o/ 21 1 1
Female 8/ 17 129 0537 138 (067285 0377
(3) Vaccination record for the - 8 / 134 1 1
past 3 years + 27/ 250 181 0167 139 (049394 0537
/357 1 1
y . ) )
) Last winter type A patients + A 039 0505 041  (005337) 0404
(5) Last winter type B patients - 3 ,o s ! L
er tybe 5 bate + VR 17 279 0093 385 (041424 0043
) 0.25mL (<3 years) 5/ 203 1 1
6) Vaccinated d
(6) Vaccinated dose (age) 050mL (=3 years) 20 /18 15 0286 179 (061527) 0287
7 l}sthma or atopic dermati- - 30 / 340 1 1
tis + 5 / 4 129 0.785 1.23 (042-3.61) 0.703
4 /157 1 1
8) P 1 :
@) Preschoo + n /0 2 104 0945 051 (018143 0201
- 4/ 4 1 1
9) Sibli
©) Siblings + 31/ 340 100 1000 089 (027292 0846
(10) HI Antibody titer after the =240fold 15 / 259 1 1 .
vaccination A/HIN1 =20-fold 20 / 125 276 0.002 312 (1.46-6.69) 0.003

*1: Number of analysis subjects 384
*p<0.05
**p<001

BHEHY S V8 GMFR 20, SCR 174%, %/ 74
% . GMFR 1.8, SCR 124%) #%, WAnpiikfix, A/
HINL &, A/HINZ2 BZHET 2 L e efEvndb oo,
EHICRFR EAERN (025mLBEEY s V8
GMFR 144, %/ 7 4% : GMFR 114, 050mL &
Yy U8 GMFR43, ¥/ 748 GMFR43) %
RL7z (Table 4, 5). %35, HIHAM L MHAME
IZRIF %24 (Spearman D JERB BB 0711~
0915) %R L7z (Table 4).

RIZ, 2 BEEERIC HIFURM2S 40 A Eic ER L
oL EBETAERIIOVWTSEUT AT v 7 E
FMIZX DT L7 A/HINL BT, SiLELERIC
TIRANHETLAERE LTHE L o 2DE [H/
TAEMY I FUERERELLZE (v AH1T2, p=
0019 ), THI>—Xv ABIAL Y7V UFRE (X v
A 293, p=0044) |, T#EE 050mL (+ v X 212,
p=0007)] THY, HELRIITA FRICBETS
ERE LTHEL 2o7=0iF [BEIE/ICT 27
BEENSH L (Fv A1 025 p=0000)], [7
VVEF-BHAErZE (Fv XH04, p=0016)] T
Hois (Table 6). A/HIN2RITi, HifkLRIZTT
ACHEBTIRFLLC[H ) 74 B2 F 0 288
FT5ZE (v XH1007, p=0000)] OHRTEEE

FE 254 3 A20H

o7 (Table 7). BEITIX, BifELERICT S AICE
BIAERL LT IMY—XAVBEAL 7V VF
RBIE (v AH375 p=0006)| DATEEEL -
7z (Table 8).

E5, BEUTVAFA v I EFNVICE BAWORE
B RBEVAZETIFR2ERE LC2@EEED A/
HINI BICx$§ 2 HI U 2540 fE L E] F & &
BolzZ b, 2007 EES0BEDFHIC2ZEOT 75
VEEMNET LTV A500 AicowT, A/HINT R
XT3 2 EEEEE O HHURME LNV B, BERO
BEREHLANNYRHER, BEHEELF LD (Table
9). 2 EEMESR O A/HINI B33 2 HI HiEMAT40
& E] 251812 385C DL T 2 e
B (RR) #EBH L5, 40U ERICHTS 20
BLUTEDORRIZ29 (p=00010) LEFEICHEL, 2
EEEH O A/HINL BI2x3 5 H A AT 80 f& LA
EIREELTAE, TOEMTIL DB 2o RR=
35, p=0.0007).

3) U F rEREROBKISEIRT

IMEEEAB L 2HEEEROBIRIRICDO W
T, D7 F U ER, SEENO 375C D LoRk#, &
&, Bk, ERR, TR, BEORARS L UBHE(%)
RV FLDLLIS, BEERZEIRSIZIEE, 26
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Table 4 Change of geometric mean in the antibody titer

A/HINI mean antibody titer A/H3N2 mean antibody titer

B mean antibody titer

Dose Method Vaccine Sup.  Defore After the Sup. before After the Sup. Defore After the
ects ¥l vacci- R*? second R GMFR*? ects vacci- R second R GMFR e t. vacci- R second R GMFR

] nation vaccination i nation vaccination J8CtS  hation vaccination
HI test BIEEN 107 60 0711 408 0.830 63 126 76 0836 171 0817 23 126 51 0734 114 0842 22
0.25mL Sanofi Pasteur 111 61 0722 820 0868 134 125 111 0915 934 0814 84 125 52 0730 102 0835 20
(<3 years) NT tost BIKEN 106 73 0711 2219 0830 304 125 409 0836 9488 0817 232 125 75 0734 1079 0842 144
Sanofi Pasteur 111 84 0722 4302 0868 572 125 634 0915 10141 0814 160 125 81 0730 924 0835 114
Ml et PTKEN 140 114 796 70 155 194 364 19 155 77 154 20
050mL Sanofi Pasteur 135 133 68.2 5.1 144 755 1779 24 144 80 146 18
(=3 years) NT test BIKEN 138 265 387.3 146 153 13888 37625 27 153 444 1909 43
Sanofi Pasteur 136 466 5114 110 144 26098 49266 19 14 451 1940 43
HItest BIKEN 45 6.7 439 6.6 48 83 22.8 2.7 48 5.1 146 29
025mL Sanofi Pasteur 44 69 55.7 31 49 184 859 47 49 54 114 21
(2 years) NT test BIKEN 45 108 235.2 218 48 1270 1,890.3 149 48 109 1647 151
Sanofi Pasteur 44 121 3573 295 49 2247 1,582.6 70 49 120 1258 105
HI test BIKEN 20 63 492 72 23 135 . 262 19 23 55 116 21
050mL Sanofi Pasteur 20 63 429 63 20 26.4 1171 44 20 52 100 19
(3 years) NT test BIEEN 20 132 251.1 190 23 5847 26383 45 23 139 1220 88
' Sanofi Pasteur 20 115 2786 242 20 4850 31517 65 20 100 1213 121

*1. Analysis of A/HIN1 mean antibody titer was perfomed in the subjects who received the second vaccination before 50th week in 2007 (non-epidemic periods of A/HIN1 subtype virus)
*2 Spearman rank correlation coefficient between HI antibody titer and NT antibody titer (0.25mL +0.50mL)
*3. Geometric mean fold rise
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Table 5 Seroconversion rate of the HI antibody titer

A/HINI HI antibody titer after
the second vaccination

A/H3N2 HI antibody titer after

B HI antibody titer after

the second vaccination the second vaccination

Dose Vaccine Sub- SCR Sub SCR Sub- SCR
ub- *2 4 ub- u

jects*! NSC (%)*3 RR*4 p value jects NSC %) RR p value jects NSC %) RR p value
095mL  BIKEN 07 6 (607 1 126 28 (30 1 196 20 (67 1
(<3 years) Sanofi Pasteur 111 85 (76.6) 126 0.012 119 8 (739 321 0000 125 13 (104) 062 0147
050mL  BIKEN 137 94 (686 1 155 26 (68 1 155 27 (74 1
(=3 years) Sanofi Pasteur 133 8l 609y 089 0.185 128 40 (31.3) 186 0004 145 18 (124) 071 0225
025mI.  BIKEN 465 % (G578 1 48 14 (292 1 48 12 (@0 1
(2 years)  Sanofi Pasteur 44 27 (614) 1.06 0.730 46 26 (565) 194 0007 49 6 (122) 049 0106
050mL  BIKEN 20 13 650 1 23 6 (61 1 23 5 @7 1
(3 years)  Sanofi Pasteur 20 13 65.0) 100 1.000 17 11 (647) 248 0015 20 3 (150) 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 40fold or more after the second vacci-
nation by the univariate analysis (32 test) and the multivariate (multiple logistic model) analysis

Qualitative Catenor Number of , Number of 1 test Multiple logistic model
explanatory variable gory occurrence subjects*! RR*?  p value OR*3 (95% CI) p value
) Vacein BIKEN 122 /1% 1 1
€ Sanofi Pasteur 138 /190 116 0045 172 (09270) 0019™
@ Sex Male Mo/ 212 1 1
Female 12 /17 105 0559 123 (078193 0375
(3) Vaccination record for the - 107 / 134 1 1 .
past 3 years + 153/ 251 076 0000 025 (014045 0000
. . - 238/ 358 1 1
1
) Last winter type A patients + 2 o/ ow 123 0164 293 (103834 004"
. . - 48/ 368 1 1
(6) Last winter type B patients + 2 /1 105 0992 087 (028265 0801
(6) Vaccinated dose (age) 0.25mL (<3 years) 138 / 203 1 1
g 050mL (23 years) 122 /0 182 099 0929 212 (23367 0007% %
(7) Asthma or atopic dermati- - 238 / 341 1 1 .
ts + 2 7 44 072 0014 044 (023086 0016

*1. Number of analysis subjects 385
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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 (¥2 test) and the multivariate (multiple logistic model) analysis

Qualitative Categor Number of Number of x test Multiple logistic model
explanatory variable gory occurrence subjects*! RR*?  p value OR*? (95% CI) D value
) Vaceine BIKEN 34/ 168 1 1
Sanofi Pasteur 8% /119 353 0000 1007 (5691782  0000%**
@ Sex Male 57 /158 1 1
Female 62 /129 133 0054 172 (098304 0061
(3) Vaccination record for the - 67 / 142 1 1
past 3 years + 52 / 145 0.76 0.068 0.78 (042-146) 0434
. . - 16 /280 1 1
() Last winter type A patients + 3 7 103 1000 229 (0411272) 0345
(5) Last winter type B patients - 116 / 281 ! L
ypeS P + 3/ 6 121 0992 237 (0361574 0372
] 0.25mlL (<3 years) 96 / 203 1 1
v d
(6) Vaccinated dose (age) 050mL (=3 years) 23 84 058 0003 069 (033143 0313
(7) Asthma or atopic dermati- - 108 / 252 1 1
tis + mn v 35 073 027 065 (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 (2 test) and the multivariate (multiple logistic model) analysis

Qualitative Number of , Number of ¥ test Multiple logistic model
explanatory variable Category occurren subjects*!
P Ty ce Jects RR*2  pvalue OR*3  (95% CI) p value
) Vaceine BIKEN 2 /s 1 1
Sanofi Pasteur 29 / 236 0.72 0176 0.65 0.39-1.10) 0.108
Male a4/ 28 1 1
(2) Sex
Female 0/ 204 092 0791 089  (053150) 0673
(3) Vaccination record for the - 25 / 169 1 1 )
past 3 years + % /313 099 1000 088  (046168) 0,699
- 65 /445 1 1
4 Last wi A pati
) Last winter type A patients + 6 /a7 LIL 0981 102 (040263 0963
63 /460 1 1
Last winter type B pati
(6) Last winter type B patients + 8/ 22 266 0009 375 (147956 0006 *
. 0.25mL (<3 years) 33 / 241 1 1
6) Vaccinated dose (age) 050mL (=3 years) 8/ 24l L15 0607 112 (059212 0721
- 61/ 419 1 1
Asth topi titi
() Asthma or atopic dermatitis + 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 =1280 640 320 160 80 40 20 10 <10
Number of subjects in whom no
fever developed 17 22 49 30 90 95 55 40 12 460
370 ~ 37.9C 1 1
38.0 ~ 384T 2 1 3
385 ~ 389C 1 4 4 3 2 14
39.0 ~ 394T 1 2 4 1 2 3 13
395 ~ 39.9C : 1 1 1 4 7
240C 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 (12.3) 22.2) 44
Number of patients 385C or more 0 0 2 4 3 9 6 6 6 36
(%) (0.0) 0.0) (39 43) (3.2} 8.7 ( 9.5) (12.8) (33.3) (72)
Number of patients 37.0T or more 0 0 2 4 4 9 8 7 6 40
%) 0.0y 0.0 (3.9 (4.8) 4.3) 8.7) (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 385 or more despite having an A/HINI 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 00010 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 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 38.5T 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 127127 17127
(%) 038) 6.3) (&7 (24 ( 94) (08
0.25mL Sanofi Pasteur 6/125 17125 6/125 5/125 7/125 3/124
(<3 years) (%) 4.8) 0.8) ( 438) (40 ( 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) (13.3) (184)
0.50mL 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 15/565 11/559 61/559 67/559 62/559 74/558
(%) 2.7 (2.0) (10.9) (12.0) (1L.1) (13.3)

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
Fe:f;gi‘zt Rash Redness Swelling Induration Pain
BIKEN 8/128 5/128 9/128 5/128 5/127 17128
(%) 6.3) 3.9 (7.0 {39 (39 ( 0.8)
0.25mL Sanofi Pasteur 8/125 2/124 7/125 5/125 4/125 6/125
(<3 years) (%) (6.4) (1.6) ( 56 ( 40 {32 ( 4.8)
Subtotal 16/253 7/252 16/253 10/253 9/252 7/253
%) 6.3) 2.8) (63 { 4.0) ( 3.6) { 2.8)
BIKEN 4/155 2/156 17/156 21/156 22/154 37/156
(%) (2.6) (1.3) (10.9) {13.5) (14.3) (23.7)
050mL Sanofi Pasteur 2/145 /146 18/145  26/146 24/146  34/14
(=3 years) (%) (14) 0.7) (124) (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
(%) “.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

Hiroaki TAKAHASHI", Takuya YANO", Miwa FUKUTA", Akinori YAMAUCHI", Kazuyuki OKUMA",
Toshiaki THARA®, Takashi NAKANO?, Tadashi MATSUDA?Y, Sadayoshi TORIGOE?, Ritsue NII°,
Machiko ISAJI”, Masahiro WATANABE?, Hitoshi OCHIAT”, Hiroyuki SAKATOKU®,
Takashi KATO", Kazuhiro MAEDA™, Yoshinobu OKUNO™ & Hitoshi KAMIYA?

"Mie Prefecture Health and Environment Research Institute,

“National Hospital Organization Mie National Hospital,

“Matsuda Pediatrics Clinic,

Y Aquair Medical Station,

Shiroko Clinic,

ASuzuka Pediatrics Clinic,

"Ochiai Pediatrics Clinic,
9Sakatoku Pediatrics Clinic,

Kato Pediatrics Clinic,

"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 0.26mL 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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WAHLIYNU—=TZWY R AT) v T F 8
Hbo HLDIEETIIATS) v VT 7 F 2 FEkA
VINWIUHY I F L E L THW WS, T/, BEE
BB 72DITIET A VADIAREEIWELEZ TV
BgE A —J—i, ¥uy'—AICHA & NA 2f#5 &%

leu =<V 7 FUETRLTYS, &8, KET
BERBERICEAOHARLY S 4155\ HA B( 31
FHOL VY INZVFIA VA HARREHED L60ug

X 3 (dose) )2 ELEHEA VI NI VI IF VR,
BPEETARNAATY Y I 2 F VBV LRTY
2", ENEY 2 F V2 HAE9 ug, 0.1mL 2 EW
BiET 5,

BRIA VTVIZVFTA VIO FI v 2L T
RSNz Y INZ T2 F %, 11 #RERE
REDLIDICT Vany GRBEETH) 28 A TY
59, 7YY MZiE, BATO DPT (ZRERA) 72
FUREIBEHENTWATIVITVanNy M,
AS03% MF597%: EDA Y T LV RDMET ¥ 23 b
Wdrbo AZTUVVRT Va2 FDIE) WEELED
AIIENTWS, PVITVany MILSKF T 7+
VICHATY Y M7 FUVICHHERHTESLD, ATV
VRT V2N MIEWFERREN SERNTF T 7 F T
BEEARTEETH Do B, MFIZI—a vy sOBE
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R Z7F V2 VLTV,

2. 779FICHVWLNhEIMIVARE

A V7 NVIUHT 2 F 421k, AHINL, AH3N2,
BEDIEEDA VINZ UV FI AL NAPETNLTWY
%o A VT IWVI VWY A4V A (BRI AHIN2) IZZEEHHE
WA VA TH5S, BEDT 7 F U EERL, LR
BEROA VI NI U FFRATRIC B S NI A WVAD
PURMED S, HFIHERERS (WHO) 2Btk z o, &
EIFEEINCOMIEND SEERE B L TV 5,
=X 7 F URRE FATRROPUE I B L T
Who , :

2012/13% — X i2BWTid, AHINLIZ2009/8> 7
IvIBRAWTWAD, AH3N2: BEIZRIY — X
EERBHEERCTVWAY, BEIZY Y M) 7R#ENS
YT HTRRIERLT5B, ¥Z7 b TRHEEYH
7 FRDOITEMIIEN 2D, V=Xt s M) TR
WATATS B LT 7 F ¥ DBEEIET T 5,

3. [JhROEEELEERY

—RIZT 7 FVIE 1 EICERET A HEEISVIIER
BEGHUR) 2 B0 508N, FEINHMESEVIE
EFIRIIER T WS, 20008 FI v s I F v
% FVZNROBRIRIFRORERTIE, WHO #H3sEER
DIF) BV EOVEROEREE L ) IFRERIIEN
TEY, LyrdENRES0BINIRD Shzdolk
(3#3)%% ZOFREB L U2010/1137— X ¥ DR
DR, MNETOBERIRZED L1201,
2011/123—X V70 b b2SEO/NBOBTER T WHO H#
REICHE XN/2(6 7 A~ 3KH0.25mL/dose, 37%
BXF0.5mL/dose) s

AV INZIFT 7 F 2 O/NBA~OFEREEBUEI LT
i, bPEERETIER-TWS, KETIZEZ D
VAV 1ETY 2EEELZIITBE, 0%
1HOBETIWE L, 77 F YEBEEIN WAL,
9L X 1 BoBETLWE LTWwE?, —FbiE
Tk, A7V Y VNIYFUDORETSA I VIR
BB VWAIKRT 2 F VAERELT, RETEmE L
RIEEITHIREFHET 5 2 &, —ERET Bl SHE

IWNBIZBUFBRI U TNI I F R LTk RESE
2009/ F Xy 9D I F o % 2EEREDRSR)

WHO 28

ik | EeE B

NT < 3 90.0 | 95.0
3<13&% | 90.0 | 100 85.0

HI < 3™ 90.0 | 95.0
3<13f% | 90.0 | 94.4 81.0

NT : fRfifitk, H : RmERRENFIHE

*[BIR[B2009/N > FRw 9T U F LG 5EE (AR
2000/ F Ry VD IF L EERBA L TNIHFIIFLE
DOEFER, 2009/3>F 2 v 791 ILVRICH T it BEES
RT. BEEEEE LY S WHO BEBEREEOIE S Pk
BERIEETH D,

(FREER BEHS, £H #: BK-FUL 0REEMICET 5 /MNEEE

e ESRSEEEN DA BREEES 1-202 2010, A 57EHR)

EN5 & 1 EOBIHERE TS THS) 355, 13F%
W E TIEE 2 MOBESLEL LTWwAY, ik,
AHINI, AH3N2, BEOWTIIZH Phorzl &M
HHNE, ELEDA Y INIUFT 7 F L BETRHE
K REFEI I S ND, 238, 2010/113 =XV D
EERRFIZE DR R TIX, AHINIE AH3N2ICE LTI,
6REEHBZ 5 & 1 BOBE TR 2 BINREI T 5
hTnao,

4, ATNWIHIF o OFHR

— IR BRRIAT) £ 0 b7 A4 VR
7513595, 77 F Y OFHRIERT LY, 512
A VINVIZ T 7 F VTR, T2 F IRRETATHROP
BN EARIERITE C, DRECERE XD DRA
DITD PEDRRIEETH S (F4)Y, BHROETIZ,
NETERBIEFEINDIEILL DT 7 F U BOH
ERIGDEE S, Bl TN & Y JuiiEARE R
TT2ZLDBRLTY S,

5. BERADALIIVILYIoF R
20094ELLET, DHETIERNE, v IV T~
FUEED, HRISTLTXTRTOT 7 F 3EER

NEEE FI6EE4LT 2013F4 A8
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| PIHEERAE R Vi VEBICORTELS

MR BEKE | VIR ERN | 58
ILl 22~25 28
BmELE | TR 65~78
ILl 24~40 28
B A Ll 70~90
ARZ a8 90
SEE Ll 34~55 | 30~40
PN 50~60
FETEE =80 80

L Ao TNI o HHER, TV ARSI E 1 L X458,
MEZH G & & B -T2

(BEBE: AV INZYFI 27V FORKBEDE EE0HOH
241 : 95-100, 2012. & bBIR, —¥HE)

WY TH ol 2004EDIYFI v 7 22T, bHE
THIRNDA ¥ I VL YT 7 F VEEIET SN,
FHRAG S RIS & REMEIHER ST B, 1R
B SRECA VIV WICRBT A L RET S Y

ZIHE Y, E2ZRE, HISHHA Y INL

YHICRET A LMREEHTEVARAIPEL kDT
O, WERIERERIC»2D ST, L YTV VTS
FUEEIEID LN TWD, B, HROEHF~DT >
F VBRI ERSITRT . BIE~DA YTV VHY
o F UEREX, EH6 AT TORRDA Y7
FHIEESFED ST B,

6. BR7ZLIFE—EATNIHIoF
BATDA VIV VI F L, BT 7 FVIRNE
1727 F O EBRINTHIEL 724 VI VT oA v
APSBEINTND, D7D, A VY INVZ VTS
F IR Y V2 B EATEBY, DENIESLE U8
TUNVEF=RIZZA ¥ 7N T 7 F I EREE Y
ER) LEZ DT,

oL, EFEOBRRIIFEDOERP G, 4 ¥ TVL ¥
JIFATEOTT 74 5F—%F|ERITART NV

HROIE{TADT I F L EEDER

OETIF L IBENORESER L EEREE (BETE
W), RERT T F s EEaaEt
O1T > ITNIoHDIFRAORERTIF L, &
1S MERELEED RS TAFSVOT, D9F>
(T AEBEEIPEVELICTB0ICEFE 1 =44
(FFIRIBBE T) 2B TERETS
OEBEOATINIYREFOUIIEERL, 1>
TNITLHYRFILTIF L REIFEFROWThORRET
LEBITEEETH B
@HERBEREFHTE D0, BERMN VA K%
EELTWEWERICEDEL ED 4 BRERET 2 B
EBRM VS REERTSY, 2HBEBREE2E
ST (B3R EE)
OHERSLIVARBREHOBEZ 2T 32812,
0B LBEOHERICRAREEXTIF 4887
JF > (Tdap) & 1 BEERET 3 CKE, #+4, +—X b
SYT) '

$RE T, FRILEB-TRABVIF U PKETIFOEEREL
TH, EXGHOREEEFEEOHTIRTHRDO SN 3EELY)
HEWED, AITHEEEHDO TVEVWESETOEZRATIF
EBRTBERSHOBE T LWV,

73 ViEEIX600~700ng/dose (1 MEEEEIX0.5mL)
UETHaBIE, £V TNIYyFY 7T OREEAH
HEL, BRRONELS VI NIV FT 7 FVIZE&EEN
BFRTNT I VEEIX30~310ng/mL TH5BZ &

5, BETIEMT UVF—RIZ A VIV yFT 7 F
VIIRETEETELLL, BFHIOT) v I TR MRS
SHEEIREL LTV (R6)%9, 2B, brEO
AVINVZVEREALT 7 F VICEEFNHFRT VT3
VIREIng/mLBEEL, BOROA VINVZ Y2
F Y DL/30UTTH 2, bAEDA ¥ 7 VI HFR
BT 770, 7 UAE—IRICEE L THEPEsk s
YRTZEYTF T4 TF - FREELVRERY
75 TH B,

20117123 =X /NZBWT 3~ 6 RBZHRLICA 7
VWLV TIFUHEDTFT T4 7F T —FIRREER
720 WTNORBINHTET7F7 4 5F ¥ —OERER
%, A VINI VT AL VABRIIHT A8 IgE
Pk B LTw2®, CORRIE, 4 Y IVIVHFT S
FUBRDTF T4 5FV—OFRE, 4 VIV oY
ANWABEICK TS GEHHETHAZ LR LTV A,

MNERE $36BF45 2013648
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W7 LILE—-BADAL L TINI 79 F 888 (&
KDEBZF EBERDERE)

OBRTOESHEA L TII L HF T F i REEI ¢
BLAEA TN I YIS ILIEHWNWTEEEATWY
éo

@1 TNI YD IF L ERICEYTFI45x—
EFRTHAFRKF7TILTI B, 600~700ng/dose Ll
+tTHB(1 EEEEE05MLET B E, TIFUICE
Fha4+R7IT I EEIG1,200~1,400ng/mL B+
EEB),

ORKOBITOEEMEA > 7ILICHFIIFLICEEN
BARTILT I L EBEWR30~310ng/mL THY, 7+
T4S5FV—(BITEDARTILTIVEEATWV
B\

@7 LAE-RBICHRLIIA TN IYTIIF %
BERTZIDT, XKETREI7ZLAF-RICERICT
Dy 772 EETHELTHEVL, DEEED
REELTWS,

OhbFEOEHMEA L INTIUFIIFLICEThD A
RPINTIVEEEIng/mLIBETSH 5B,
EENBZFRTILTIVEBEDLS, hrEOEEMA
CINILHIIF LG TLLE-RICHRSICE
BNITE3Y,

DR SRUAICD, BEHEATNI L HFTIFUICE
EFNBRDTTF T4 — 6 RETEENFHB™,

* b EDOFRFERESI RS2 TR, T9FLORFICHLT
TFEI745FV—PRONUDEZEIERTIA M EHELTWS
#, Uy T X MREI FEERNEE RS V. U /NEREE
IERBDLSTRT7F T« 5% > —DBHICEENEREET
HBo

(SC#k6, 14, 16%&12/ERD)

7. SEOATIVI oY) FOBR

A VIV 7 F Y EEOEM ED Ry 213, B
FRIZHEALTIA VAR LR T WA ETH b,
ZD7DEHRICKED T 7 F VELENRE 2o T
5o HFE Vero #il<e MDCK #Ifa 2 &Rl % H
WTA VT IV Y £V R % BE5E X4 5 B ORISR AS
ATV B FEORMIAE AV 7z & & OB,
A VINVLZIHFTA NVAPEDERE TH D, ZOMFED
TR S NAUITEE LSRR Z 2 b T b,

— KT, RNFaavL VANRY F—%FAWTHA
BEFE2H 4 IHREEMRICEAL, BRFRALL
EEMBZEESEL L THA 2% L, Z08%E
B LH 72y VI F U OREDEATYS, V7
2=y NI I F ERIRN R TR ¥ 3R AT

SN -RERER S B ETRICEMT 2 2 L I2X 5T,
BSICFDORERIEITE T 52 L)PED LN T WA,

BHEIA VINIUVFIAL VADE Y MY TRFEE Y
H R, SUREPKRES B> TwE, FITOR S
Uy NI ZFUE, WATTA LTSN AR Y 1
ZIRATHC TN S, THIFE2L42h o7z 513B
HORERFITZ2HDO TS, 2RHEOBEA V7
YT ANRE ANTZ AL VTN T 75 DR
AWK TITON TV B0, bAEICHEITS 41H7 7 5
VERORY 7L, A VINIUFIIFUIIEENS
BEHBEOHEITH S,

200946127 7 13k AHINNC X B8V 73 v 7 55564k
L7z%%, WHO X AHSN1 2 &0 87 AR, Yo
LU AN E BRI v REFER LT
Bo % ORIER D (FTIEFRED 2v) AFIThH
ETHERELZDON, 4 VIV UFLERFICTVIT
VaNv N eMAERA Y7V Y 79 HE5N1
THEYD, ZOTrFLETIAIVIREDHY,
2EBIAT 72 1 OB TT— AT 4 V78R E
TR WAREGIEDFID T Wb, (kS ¥ 7 VT ¥
727> H5N1IZ, HSNIOHSYFI v 712257
NUFIvr gy UTEEL 0005 ANHRES
T,

DT o F v ER/NEICEET 5 & HEWERICHEHE

DL, WA IV WY 7 F 2 HENIO/RE

OB REEER SN TRV, &8, BGE
BT /NRIE EBVIERIGARD b T 5, RNEb
IoFrEEET AL, FTTEAREGYE) B X, 5l
K THEERRE (R 1 FEE NP, S Y7L
IV F v HoN1ORIRIS TdHh 5 FHIL BIREED
FSTHY, BRBERISIGEVITESVIERRELTE

EXRBIEERLTY S,

AV INVEZ VIRV FIv IR AETIF LT
TaAWNIAT I F BB, TUNIATIIF L
&, SUFI v BRI LIHEA VIV YA
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