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RA—1 HH (BA) —TetraMend RE5EICLEH~A—RX54 (0B @

SBA F11fti 7> #f

HEOHERS B8 ~512 TH-RBDEDE (n*) &)

MmESHE LU
#58 N5 T 6 T32 ] & | 128 | 256 | 512
SBA (A)
] s | 1 1| 1] _ 4 R EE
HE (3.8) | (3.8) (3.8) (15.4) (34.6)
. wl 2 | | — [T ]3 1 2 | 3 10
ue (7.1) a.6laon] 6.6 | @007
10 ”7 1| _[1] 2 2 2 | 6
e — 3.7 enl el 04 | 74222
SBA {C)
) I N R 6 |1
He (57.7) 3.8 3.8 | 3.0 (3.8)
o B 1| _ [T] 3 | 2
4 pg 64.3)| (3.6) (3.6) (10.7) (7.1)
10 Al T T [ 2 2 | 3
ME (63.0) (3.7) (7.4) | (1.9) |(11.1)
SBA (Y) 20
. o | 15 1 a [ 2] 3 1 |
ne 7.0 3.8) 15977115 3.8)
4
15 3 3 1 1
4pg Blssel — | — (1;“3 10| @0 | 36| G.6
10 7 | 10 | 1 2 | 2| 6 2 2 |
ne 7.0 3.7 | 7.4) |7.9](22.2)] (7.4 | (7.9
SBA (W-135)
f g el B8 | 1T [ _[T1]1 - 1 1
69.2) | (3.8) 3.8)| (3.8) (3.8) | (3.8)
. gl B | 8 [ 2 |1]1 1 1 1
ne “6.4)|28.6)] .0 1.6l 66| 3.6 |1 3.6 ] 3.6 30
o o | 19 [ 1 2 || 1 1 1 1
ne (70.4) | 3.7) | (7.4) GDt 3N |67 6D
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TA—1 F 18 (fEA) —TetralenD 5 &L HR—RZ12 (0BE) ®
SBA AR
ABOFERS £11024 ~ 65536 THFIBHEDH 0*) &
mER S &
58 Npo'
- 1024 | 2043 | 4096 | 8192 |16384] 32768 | 65536
SBA (A)
2 | 6 1 ] 1
1pg 6 gy @ylesylesy| — | T | T
5 1 10 1
4ng Blargl sy | “lesl — | 7 | T
51 6 | 2
10 pg T tass| @y lanl | — | — | —
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2
1ps Xl —lgn | — - |~ — 1.~
3
4pe Blaonl — |~ 1 — 1| | T
2
10 pg 27 a4 — — — — “‘— -
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1ng % -1 — | — | — [ —1 — [ —
1
Ma Bl |~ 1 lesl ~ | — | =
10 | — | 1 Ll — =1 =1 —
"e 3.7 137D
SBA (W-135)
P 1
1ng Xl ognleey | — 1 | — | —
4pg B — | — | — | — | =1 — [ —
T
10 pg 27 (3.7) — — -— — — —
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FTA—2  F Bl (A —TetralenD 52125 51E1E% 28 BHEH O SBA Ao
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) el ¢ | 1] _ | 45| 1 2
ne (15.4)| (3.8) as.9len|asa| 6.8 | (7.7
. w| 3 | 1| _ | 41 T | 3
Bg 10.7] (3.6) 14.3)| 3.6) | 3.6) (10.7)
3 2 | 5 1 7]
10 pg T | — | — laalass)| — | an | q4as)
ISBA (W-135)
; ol 2 | 2] _[1 1 4
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ne 3.6 1179 @86 | 7. | 393) | (3.6
1o a7 | 1 1 4 5 13 2 1
ne G| GBI 48 | 185 | @8 | 74 | (G.D
SBA (C)
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Ipg 26 (19.2){(23.)| (7.7 | (3.8 - - _
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10 pg 27 laip|ass)| q48) | oo | ass) | — —
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TA—3 F I8 (KA —TetralenD 5 21c& Y, R—RAZA B LUVEEHK 2888 T
SBATRMEIZELA-EE (TR ba—TEn&ERD

RAMEIZE L 7=%

miERE S &£
woz | NowN >1:8 >1:16 >1:32 >1:64
D28
088 28 HB 0BE 28 88 0BEB 28 HE 0HEB 28848
SBA (A)

1pg | 26726 | 962 | 1000 | 923 | 1000 | 923 | 100.0 | 88.5 | 100.0
4ng {2828 ) 929 [100.0 | 929 | 1000 | 929 [ 100.0 | 89.3 | 100.0
10pg | 27/27 | 100.0 | 100.0 | 96.3 [ 1000 | 963 [7100.0 | 926 | 100.0
SBA (C)
Tpg | 26/26 | 423 | 88.5 | 423 | 885 | 423 | 885 | 385 | 885
4pg | 2828 | 357 | 1000 | 321 | 964 | 321 | 964 | 286 | 96.4
10 pug 27127 37.0 130.0 37.0 1000 | 333 063 | 333 96.3
SBA (V)

1 pg 26/26 | 423 84.6 38.5 30.8 23.1 80.8 15.4 65.4

4 ng 28/28 | 46.4 89.3 46.4 85.7 46.4 85.7 32.1 71.4

10 pg 2727 | 63.0 38.9 59.3 88.9 31.9 88.9 44.4 81.5
SBA (W-
135)

1ug 26/26 | 30.8 88.5 26.9 88.5 26.9 88.5 23.1 80.8

4ng 28/28 | 53.6 85.7 25.0 85.7 17.9 85.7 14.3 85.7

10 ng 27727 § 296 | 1000 | 25.9 100.0 18.5 100.0 18.5 100.0

N:&BfMm (0BE. 2888) [THEWTHFMeIgE4iiHE D
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RKA—4 B (BN —TetralenD 5 EICE S, R—RATA ELUHEER 2 BEICETS
SBABL T gl ELISA DR (TR ba— T & D&MD

* (950 gt 7
Euiﬁﬁ?ﬁJ:U?ﬁE}%N"“:Nm OGZ?GMC (9:8/; ? P nis ) |HEAEERL S
SBA (A)
1pg 26/26 (223%(6)?9'29.7) (187;.095-3582.9) (2.96-'165-4) 64
4873
4 pg 28/28 %’;‘722) (46622%26277.7) (6.(1)-3?;?.7) 714
10865.1
10 ng 27127 (286%522.9) 54282 (1 -27()-576-6) 0
SBA (C)
1pg 26126 (8_32;3_6) (238.51‘{(1):2024.7) (9-'2/-552-6) P
d4pg 28/28 (7_}?3?;_7) (7991.;-53?631.5) (39.3fi§7.7) 3
10 pg 27127 (8.5-942;.8) (8801;-5355.(6}0.4) (37.2-1é;3.5) %03
SBA (V)
1pg 26126 (5_95};14,9) (40.?335.0) (4-;?2%-9) [
4pg 28/28 (s.éi?.z) (143 .339-?361.3) (8;2;3-4) o1
10 g 27127 (12?29%611 6) (145.328-?.(?26.2) (5.;?3';7) 7
SBA (W-135)
1pg 26/26 (5.;?33.4) (20319-?'2523.2) (13?76-567.7) 76.9
4pg 28128 (5.51;?1'2.9) (25030-?530.9) (23-’6!?iz6-7) 57
1gG ELISA (A)
1pg 26/26 (1_212_6) (11.169-;2.3) (3.3:;& 2
4 pg 28/28 (g_gj_g) (22:%28-:6.4) (7-‘11-1i§-0) 0
10 pg 27127 (1‘?&;_6) (31.586-;9.9) (12-128-:216-9) s
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TA—4  F I (AEA) —TetraMenD EEITLH, R—ASA B ERE 2 BRICHITS
SBAEJLTF 1g6 ELISADSER (Fo ba— L &MEH)

BABBEG | Nog/Nop|—CMIGMC 05% €D T wmaicans |, . .
k58 8 0BH 28 HA PHEFEE (95%C1)
1gG ELISA ()
1ng 26/26 (o.{z)lg.s) (1.3;3,.1) (4-07-?3-4) o
4ng 28/28 (0‘2;3'7) (3,05.i50.1) (a.ﬁz'i.z) 8.1
10 pg 27127 (o.g;(s).Q) (5.;-12;12.5) (1312-588-8) >
1gG ELISA (V)
1pg 126/26 | (o,?p?,m (1.?2.2) (2.;:3-6) 8
4pg 28/28 (o.;lg.s) (3.2?i84-6) 0290) e
10 pg 2127 (0_;2.1) (3.47:'177.2) (5.17-'140.3) 778
1gG ELISA (W-135)
1ng 26/26 (o.g:g_g) (1.3;:;.3) (2-:;2-9) 162
4pg 28/28 (0_31?_0) (2.951'18 1.7) (6-}?1%-9) [
10 pg 27127 (0.%.7) (4.89-138.1) { 1-29%;73-2) 552

OHE  R—2 54 vl FILtE, 79 F ARRAITER L.

BEE - MEYLTILE, Do F LR 28 ARICERL K,

AfELLFER Lo BB LEELT2ABIZETI NI M4 BZREERLTUERAD%
N o S Al BE 45 s D D RK

#GMT (. SBA F—4 125 L TEIET LI : GMC 1. 1g6 ELISA F—#1ox L TEHF L1,

gooodad
oAl 0D0DDODO0OO0OoobboOooobboooobooooeMTDODDOOO

 &A-5 #BEE. %%miﬁﬁ;tﬁmiﬁﬁr:;é GMT

EE |TetraenD 58| SN | £MmB A GMT CGMT | WGMT | Y GMT

19 1pg 2 0 1024.00 512.00 45.25 8.00
1pg 2 28 2806.31 2048.00 | 2048.00 362.04

4 pg 2 0 2048.00 64.00 16.00 181.02

4 pg 2 28 8192.00 £192.00 | 2048.00 2048.00
10pg 10 0 1097.50 34.30 21.11 128.00
10 g 10 28 18820.27 | 3821.70 | 2352.53 1176.27

20 1npg 3 0 322.54 10.08 10.08 12.70
1ug 3 28 3251.00 203.19 2048.00 203.19
4 ng 2 0 512.00 4.00 4.00 4,00
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| 4 pg 2 28 5792.62 128.00 22.63 22.63
10 pg 1 0 128.00 4.00 4.00 4.00
10 ng 1 28 16384.00 | 4096.00 | 128.00 2048.00
21 1pg 2 0 1024.00 22.63 32.00 256.00
1pe 1 28 8192.00 8192.00 | 2048.00 1024.00
4 ng 3 0 812.75 12.70 4.00 256.00
dpg 3 28 10321.27 | 1024.00 | 5160.64 8192.00
22 |1pg 2 0 102400 4.00 11.31 16.00
1ns 2 28 4096.00 362.04 2048.00 512.00
4 ng 2 0 128.00 45.25 5.66 16,00
4 ng 2 28 8192.00 2896.31 | 1024.00 2048.00
10ng 2 0 2048.00 90.51 4.00 22.63
. 10 pg 2 28 16384.00 | 8192.00 | 512.00 512.00
23 |[1pg 1 0 512.00 2048,00 | 2048.00 16.00
| 1pg 1 28 512.00 2048.00 | 2048.00 | 64.00
4 ng 2 0 144815 |4.00 4.00 45.25
4ug 2 28 4096.00 1448.15 | 1024.00 256.00
10 pg 1 0 1024.00 128.00 4.00 64.00
10 pg 1 28 16384.00 | 512.00 £192.00 | 2048.00
24 4 ng 2 0 181.02 11.31 90.51 4,00
4ng 2 28 11585.24 | 2896.31 | 1448.15 512.00
10 ng i 0 1024.00 4.00 4.00 4.00
10 po 1 28 16384.00 |2048.00 | 4096.00 4.00
25 1pg 1 0 128.00 4.00 4.00 4,00
ing 1 28 4096.00 4096.00 | 2048.00 32.00
10pg 2 0 1024.00 32.00 4.00 22.63
10 ng 2 28 8192.00 2896.31 | 1448.15 2048.00
26 pg 2 0 2048.00 4.00 64.00 4.00
1 ng 2 28 4096.00 512.00 2896.31 1448.15
10 pe 2 0 362.04 4525 22.63 400
10 pg 2 28 5792.62 2048.00 | 1448.15 32.00
27 1pg 1 0 512.00 128.00 1024.00 4.00
1pg 1 28 4096.00 1024.00 |4096.00 |4.00
4 pug 2 0 90.51 22.63 64.00 16.00
4 ng 2 28 16384.00 | 4096.00 | 1448.15 190.51
10 ng 1 0 512.00 4.00 128.00 64.00
10 png 1 28 8192.00 16384.00 | 8192.00 16384.00
28 |[lpg 1 0 4.00 4.00 4.00 4.00
1ug 1 28 16384.00 | 1024.00 |2048.00 256.00
4 ng 2 0 724.08 64.00 3.00 11.31
4ug 2 28 5792.62 | 1448.15 |2048.00 |2048.00
10 pg 1 0 64.00 4.00 4.00 4.00
10 pg 1 28 4096.00 16.00 1024.00 |4.00
30 4 ng 1 0 32.00 4.00 16.00 32.00
dpg 1 28 16384.00 | 16384.00 | 8192.00 4096,00
31 lpng 1 0 32.00 4,00 4.00 4,00
1pg 1 28 $192.00 512.00 4.00 4,00
32 |4ug 2 0 724.08 64.00 2.00 11.31
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4 ng 2 28 4096.00 | 102400 |1148.15 |128.00
33 {lpg 2 0 289631 |4.00 . |4.00 22.63
| 1ng 2 28 2048.00 | 2048.00 | 724.08 512.00
4pg 1 0 1024.00 | 4.00 8.00 4.00
dpg 1 28 32768.00 | 1024.00 |4096.00 | 8192.00
34 [4dpg 1 0 64.00 128.00 |4.00 32.00
4pg 1 28 16384.00 {8192.00 |2048.00 13512.00
33 tlpg 2 0 724.08 16.00 5.66 32.00
1pg 2 28 2896.31 | 362.04 |724.08 181.02
 dpg 2 0 90.51 5.66 11.31 4.00
dpg 2 28 5792.62 | 5792.62 {32.00 181.02
36 |10ng 2 0 256.00 22.63 4.00 4.00
_|10pg 2 28 11585.24 |512.00 |5792.62 | 256.00
37 {lpg 1 0 4096.00 | 4.00 4.00 32.00
lpg 1 28 8192.00 | 2048.00 |2048.00 | 64.00
10 pg 1 0 2048.00 | 4.00 8.00 4.00
10 ng 1 28 16384.00 | 2048.00 | 4096.00 64.00
39 |1ipg 2 0 512.00 4.00 45.25 4.00
1pg 2 28 5792.62 | 724.08 | 512.00 11.31
4pg 1 0 8192.00 | 4.00 8.00 4.00
dpg 1 28 16384.00 | 2048.00 |256.00 1024.00
40 |1pg 1 0 2048.00 4.00 4.00 4.00
lpg 1 28 8192.00 | 4.00 128.00 64.00
41 |1pg 2 0 724.08 128.00 [ 4.00 11.31
1pg 2 28 2896.31 |362.04 |128.00 128.00
42 idpg 2 0 362.04 45.25 22.63 128.00
4ng 2 28 2048.00 | 4096.00 |2896.31 | 724.08
10 pg 1 0 128.00 4.00 4.00 8.00
10 pg 1 28 819200 |2048.00 |512.00 512.00
4 |1pg 1 0 8.00 32.00 4.00 4.00
ipg 1 28 2048.00 | 512.00 |4.00 8.00
4 ng 1 0 512.00 4.00 16.00 4.00
4 ng 1 28 2048.00 [512.00 |2048.00 |8.00
45 |dng 2 0 2048.00 | 4.00 5.66 4.00
4 pg 2 28 2896.31 128.00 |4.00 16.00
10 pg 2 0 724.08 45.25 128.00 11.31
10 pg 2 28 289631 | 72408 |2896.31 |181.02
46 |1pg 1 0 2048.00 128.00 4.00 4.00
1pg 1 28 2048.00 | 256.00 |4.00 4.00
47 |(10pg 1 0 8.00 4.00 4.00 16.00
10 pg 1 28 1024.00 | 128.00 |512.00 4096.00
48 |lpg 1 0 128.00 512.00 |4.00 16.00
1pg 1 28 128.00 2048.00 | 512.00 128.00
49 |10pg 1 0 32.00 512.00 |4.00 4.00
10 pg 1 28 8192.00 | 16384.00 | 4096.00 | 64.00
52 |10ng 1 0 512.00 4.00 4.00 16.00
10 ng 1 28 32768.00 | 256.00 1024.00 | 32.00
54 [1ng 1 0 512.00 4.00 4.00 16.00
[ [1pg [1 |28 f256.00 | 4.00 [32.00  [64.00

gooooao
Dl120000220 000000000 1n040aQn

ooocooObOOoO0o3awobObob00o0oooooooobbOO0o33wroO0b000000 TetraMenD
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o | 4 | 2 1| (1
1pg @44 |22 (11.1) (L1
7
Ang S lwrsyl — | — | —
ol Sl — 1=t ]l=1=1-
10 pg (80.0) (10.0)
SBA (O)
9
1ng oo — | T[T |~
7 1
4ng 8 lwriy| — | — | — |~ (12.5)
7 1 2
10 pg 01700 = laooy| = l2omy] = | —
SBA (Y)
. o 4 11 1121 _[_
ne @4 |aLnlaryfe2a|ay
™ sl 5 12 v _[_1T-1=
(62.5) | (25.0)|(12.5)
8 | 1 1
10 ng 10V g0y laooy| — | = laom] — 1 —
SBA (W-135)
1
1ng S e — | — | — — | —
(77.8) (L1
7 1
4ng 8 lwrsyl — | —{ = | 7 lazs
g ] 1
10 pg Y10y = 1 — |00 (10.0)
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FA—6: B |4 BHE) —TetralerD BEEIZLHR—Z5/> QBE) O
SBA HfEi5 T

HBEDHER® £5512 ~ 65536 THoRHEDE (1) &%
i 5 & O
BEE | Npg!

512 110242048 | 4096 | 8192 (16384 (32768|65536
SBA (A)

1
g 19 | — |~ — |~ |~ |~ 1~
| 1
Apg - 3 = e T | | | T
: )
Wpg 1O = | —qo0) = | = | = | = | —
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ISBA (W-
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apg (8| — [ —[—[—[—T—T=
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EA—T7 B H HR) —TetreMerD B52!1-5 3. | BEEENS 60 AEO
SBAAfEAM (7B ha—LTEO%R)
NEDRBE" <8~ 512 THoLBHAEDH (0 &)
= N nE = t
MERBEURSE N 0T T 76T 32 | 64 [ 128 | 256
ISBA (A)
5 1 1 1
1rg — | 7| — | = |lauplaiylary
1
4ng 8 lwesl — V= | = | = | —
: 1
10 pg e e e e e e e
SBA (C)
) s | 3 1 1| _ |1 3 r | _
ne (33.3)[(11.1) (11.1j2.2|1Ln
. s | — 1 1| | 22 1
Hg (12.5) (25.0)](25.0)| (12.5)
10 g ol 2z _ T 11 j 2 1
(20.0) 10.0)| (10.0)| 20.0) [ 10.0)
ISBA (V)
3 1 2 1 | 2 1
1pg 9 —
(22.2) arylezalarn|ezalary
1 1 1 3
4 ng 8 lazs| — lazsy) — lazslers| —
4 3 1 3.
10pg 0 luoo| — |eooylaon|coe] — | —
SBA (W-135)
1pg o ool = | = | = laan| — | —
(55.6) (33.3)
4 N I
ne (62.5) (12.5|a2.5
10 pg 10 2 — nn 1 3 — —
(20.0) (10.0) | (30.0)
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FA—7 E M (58 —TelraMerD H5EI-L 5. | EREEMS 60 BED
SBA AffHT (R ka—iLZ&DERD
HIED#ER® H1512 ~ 65536 THo B ABOE (n") &)
mAEBsU| _
w52 [Noov | oo | 1024 | 2048 | 4006 | 8192 | 16384 |32768|65536
SBA (A)
7] 7
ng *le2a) — ey — | — | — | | —
e s | | _ | 4 2 1 T
(50.0)] (25.0) |(12.5)
2| 5 2 1
10 ng 19 100 — |G0.0y| @000 | —
ISBA (C)
1
ng I~ |~y — | - — | —|—
2
drg Slesoyl — | — | — V-1 - |-l —
1] 2
10 pg Wlwoley = — | = — | = | —
SBA (V)
g [9 1 —T—T—1—T-1T-—T-1T=
4pg 8l —lesol — | — | | = |- 1=
10 ng 10 | — — | — — — — — | —
ISBA (W-
135)
1
1pg |~ —lawny| — || — T | T
1
4ng i R i eV ) Il H e e
3 ]
10pg 0 taog — oo — | —| — | — | —
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FA—8 E I H R —TetraMerD BEEICLE. 2 EEEEND
30 Bi% (0 BE) @ SBA HlHF (FO ha—LTEDER)
NEOFRRIMN B ~ 256 THoLRHEDH ) &
AR LG [
B58 POI"g T 8 | 16 | 32 | 64 | 128 | 256
SBA (A)
1pg s | — [ — [ = == =1 —
4 ng 8 — — — — — — —
10 png 0y - - =] — =] —
ISBA (C)
, o |2 | [T _ 11 p) 1
ne (22.2) (11.1) (11.10){(22.2)| 111
A 1 2 1
4pg | 7 T 7 |ees|ese| g2
3 1 1 2
10 pg 10 1 soo|aooy| — laooy) — | ™ | @0.0)
ISBA (Y)
] o | _ | 131 _12 1
ne (33.3) (22.2)| a1.1)
1 2 1
4ng Bl 1 — 1~ azs| — |eso azs
1 1 3 2 2
10 ng 10 100y — 0.0y oo| ool —
SBA (W-135) -
| o | 1 1 1 [ |1 2 |
HE a1.nlarnlany (11.1)](22.2)
4 g | — | — | — 1 — |} ! —
ne (12.5)| (12.5)
1 1 3 1
10 pg W1 — | = | = laow!aonleen| qoo
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EA—8 E || M (H8) —TetralerD BEEIZ L3, 2 EEEENS 30 A%
(90 BEH) ®SBA Affis# (7O ba—ILT&EMERD
HIBOFER *A512 ~ 65536 THOBHEOK (n*) &)
WERREC [
B5E P91"512 11024 | 2048 [ 4096 | 8192 16384 |32768 65536
ISBA (A)
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Ing — | 7 | 839 (11.1)
. 5 1 2 | | _ | _
4ng — | T |®625]a2.5] (25.0)
2 4 | 4 |
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SBA (O)
1 o b Y4l — =] — | =] ==
ne (1L.1)|(11.1)
7 | 2 _
4pg 8 losoylsoy] — | —
2 1 _
10 pg 101 — leooygoy| — | — | —
SBA. (Y)
) I R T _ | 1 1 _T_
RE 2 lawn|aiy gLy
s 2 |1 T 1 T _1T_
4ng 5.00|(12.5)| 12.5)
10 pg 0 1 — | = | —
SBA (W-135)
; 2 r | 11 _
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ng (50.0)}(12.5)] (12.5)
1 1 1 2 _
10pg 0 laoo|aoo| ooy — | —

10

20

30



(43)

JP 2008-513541 A 2008.5.1

KA—9 E I H HR) —TetraMenD HEEITL L. ~A—RX 5, 1 AIREER
60 EER LU 2EBHER I ABICKNT SBARIEICEL RIS

(Zaba—ITEOERD
[ﬂliﬁfﬂi&tﬁ RfE=1:812FL-% REME=1: 16 13ZF L =%
B5E  |Npe/Npso/Noo e } ST
0 R=z54v {1BE | 2@mg | ~-a54v|1EE |2EH
©EE) HiER | pme 0B RE | B
(60 BE)|(90 HE) (60 BR)|(50 B A
&P A O SBA "
1pg 9/9/9 55.6 100.0 | 100.0 33.3 100.0 | 1000
4 ng 8/8/8 12.5 87.5 | 100.0 12,5 87.5 | 100.0
10 pg 10/10/10 20.0 100.0 | 100.0 20.0 100.0 | 100.0
52 C D SBA
1ng 9/9/9 0.0 66.7 | 778 0.0 556 | 77.8
4 ug 8/8/8 12.5 100.0 | 100.0 12.5 87.5 | 100.0
10 ng 10/10/10 30.0 80.0 | 70.0 30.0 80.0 | 60.0
miEEE Y O SBA
lpg 9/9/9 55.6 77.8 | 100.0 444 77.8 1 100.0
4 pg 8/8/8 375 87.5 | 100.0 12.5 87.5 | 100.0
10 pg 10/10/10 | 200 | 60.0 | 90.0 | 100 | 60.0 | 90.0
%2 W-135 0 $BA
1pg 9/9/9 222 | 444 | 880 | 202 | 444 | 778
dpg 8/8/8 12.5 37.5 1 100.0 12.5 37.5 | 160.0
10 pg 10/10/10 20.0 80.0 | 1000 20.0 80.0 | 100.0
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RA—9 FIIH (#R) —TetraMenD BEBIZELDH, A—ZX 54, 1[OE#EEEOBE
BEU2OEHER N BEICELNTSBARBEISELELEE (o ha—L Tl EOEED

MSFHE & U P21 32 (23 L% BHEZ 1 6410 Li=%
B5E Npo/Npee/Np
90 A-z54v | 1TEHE |2EE A—zs4 | TEE |2@AB
0 ;; | e | wms A1 e | e
woaz|oorm| PBE |60RE)|0AR)
7% B A & SBA
Ipg 9/9/9 333 100.0 | 100.0 333 100.0 | 100.0
4ng 8/8/8 125 | 87.5 | 100.0 | 125 | 87.5 | 100.0
10 pg 10/10/10 20.0 100.0 | 100.0 10.0 100.0 | 100.0
3% B G &b SBA
1pg 9/9/9 0.0 55.6 66.7 0.0 44.4 66.7
4 pg 8/878 - 125 | 87.5 | 100.0 | 12.5 | 875 | 1000
10 pg 10/10/10 20.0 30.0 60.0 20.0 70.0 50.0
&R Y & SBA
1pg 9/9/9 333 66.7 | 100.0 11.1 44.4 66.7
4 pg 8/8/8 0.0 75.0 | 100.0 0.0 75.0 875
| 10 pg 10/10/10 10.0 40.0 80.0 10.0 30.0 50.0
miE2E W-135 & SBA
1pg 9/9/9 22.2 44.4 66.7 22.2 44.4 66.7
4ug | 8/8/8 125 | 375 | 1000 | 125 | 37.5 | 100.0
10pg 10/10/10 200 80.0 | 100.0 10.0 70.0 90.0
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FRA—10 :F IR (#R) —TetralerD IZEEITL 5. XA—A 54 v, | HE #E# 60 BE

BLU2OEEELIOBABIZETSSBAHLT 1g6 ELISADER (FO ba—L T EDEED

D =Rk 4%]/ FERLE
GMT/GMC* (95% CD | f_ﬁ;f* 1”,1 . { ' _ ﬂw_yu
mARBLU TA MBI (RA—RFA )
wog | N0o/Noew/Nosw az5/v | 1EE |28 |1EE (228 | 1@E8 |28
opE) |EEER | EEg miEg |EER | mER | BER
(60 HB) {90 BE) |60 BEH((90 BB (60 BEH[I0 HE)
SBA (A)
173 (5291135 2389.1
1ng - 9/9/9 (3.9— "~ 1(1674.8—| 34.6 | 1382 | 100.0 | 100.0
77.0) 166“;‘.1) 3407.9)
8.7 1?72832 3158.4
4pg 8/8/8 (1.4 - *1(1857.4—] 152.2 | 3620 | 750 | 875
55.1) 9870.5) 5370.7)
92 },;fjg'g 2048.0
10 pg 10/10/10 (2.2 - “ (1552} 157.6 | 2229 | 90.0 | 90.0
38.7) 2833.9) 3630.7)
SBA (C)
40 29.6 69.1
1ng 9/5/9 (40— { (59— | (148- 7.4 173 | 556 | 77.8
40) | 148.0) | 322.6)
6.7 117.4 | 304.4
4ug 8/8/8 (20— | (37.7-| (285 174 | 453 | 75.0 | 100.0
23.0) | 365.3) | 72L.1)
8.0 97.0 68.6
10 pg 10/10/10 (34— |(229-| (110~ | 121 8.6 80.0 | 50.0
18.6) | 411.4) | 428.6)
SBA (Y)
10.9 34.6 174.2
1ng 9/9/9 (4.7~ 1 (11.0—| (52.7- | 3.2 16.0 | 444 | 77.8
254) | 108.5) | 575.2)
5.7 98.7 304.4
4 ng 8/8/8 (3.7- | (20.4- | (100.7—| 174 | 53.8 87.5 | 100.0
8.8) | 478.0) | 920.1)
5.7 14.9 48.5
10 pg 10/10/10 (3.0— | (6.1- | (189~ | 26 8.6 50.0 | 80.0
10.6) | 36.3) | 124.3)
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(1) RA—10:-FEIIH &) —TetralerD RE5ZE[C L L, A—XF1 2, 1EEEERGOBE
BLU2OEHEE# IO BHBIZETHSBAB LU g ELISADHER (02— LT EDEHED

. GMC* (95° FHLAGRE i@t b5 k%
ikl GMT/GMC* 95% CT)  [(X—R5umi) (o
wg | NooNoso/Nooo [ e o e | 1@e | 288 | 138 |2m8
onE | mEE | wE | mEe |Es | e | ses
(60 BB (0o B8y |60 BEB)(SOHB)| (B0 BB)|(%0 B
SBA (W-135)
93 | 202 | 1016
1pg 9/9/9 Ca- | 37-| as1-] 22 | 109 | 333 | 667
. 36.1) | 108.7) | 571.0)
62 | 226 | 4305
dng © 8/8/8 22— | @8- | a2~ 37 | 6.8 | 375 | 1000
17.2) | 184.9) | 1076.3)
70 | 905 | 2744
10 g 101010 | @9- |@o2-| ©79- | 130 | 394 | 700 | 1000
16.6) | 406.1) | 769.2) |
TeG ELISA (A)
03 1 038 19
1ng 9/9/9 01— | 03— | ©6- | 26 | 63 | 222 | 244
o | 19 | 60
02 T 21 44
4 pg 8/8/8 ©1— | 09-| @1- | 124 | 260 | 87.5 | 1000
04) | 48 | 9.1
02 | 44 6.2
10 ng 1001010 | ©1- | @9~ | w@w2- | 234 | 331 | 1000 {1000
03) | 65 | 9.1
15G ELISA (C)
01 0.3 05
1pg 9/9/9 ©1-Lo1-] ©2- | 26 | 38 | 333 | 444
02 | 09 | 13
02 1.0 15
4 ug 8/8/8 ©00- | ©3-| ©6- | s6 | 83 | 750 | 875
0o | 3 | 3.6
02 | 07 12
10 pg w110 | ©1- | ©3-] ©7- | 43 | 75 | 600 | 700
03) | 1.5 | 20
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FA—10 FIIF (HR) —TetraMenD ‘BEEITLk D, R—XZA >, | (IEEH#EH# 60 BB
BLU?2EEEEZIOBBIZBTE2BABEU IGGELISADER (Foba—I D&

MELEES LE%

. , Tyt RiEE
MR s GMT/GMC* (95% CD)  [(x—z5¢ohi)|(x—z50umi)
BEU
sg |NeNosNos | e T e B8 | 288 | 1EE |2EA
opg | EER | EE® | mEe | REE | Ee | nEn
WOBEB) voBE) |60 R E)|90 BE)|(60BEI90 BE
IgG ELISA (Y)
0.7
0.4 1.4
1ng 9/9/9 02:06) (:).3)— (0.8:2.4) 1.9 3.8 11.1 | 333
' 1.2
0.3 4.5
4 pg 8/8/8 02.0.4) §§; o116 | 4 164 | 375 | 1000
0.8
0.2 1.8
10 pg 101010 o173 (tl).;t)— 07as| +3 102 | 700 | 90.0
IeG ELISA (W-135)
02 03 0.8
1pg 9/9/9 01.03)| O 04— | 1.9 52 | 222 | 556
72 0,5) 1.6)
01 0.6 1.5
4 pg 8/8/8 0.1.02) (02- | (08- | 53 127 | 62.5 | 100.0
SN 1.9) 3.1)
0.5
0.1 1.3
10 pg 1010710 |61 02 (8.3)— 0.8.22) 45 118 | 60.0 | 80.0

088 : A—R34OMmMAEY 2 FILE, 1 EBBOEERICERL
60 BB : MY FiLld, 1[MB#EEROABETH-C 2 B EEHIERL:.
AE : Mm@y FLIE. 2CEEER 0 AEICERLE,
LR EFR L%  OE#EE%  0ABLHBLT. 60 ABICE TR NI A 4BLULELER L CW=$1ED%
PEEEES (HBLEBELTWABIZSIFAM A4 EULEERLTL-HEN%

N R FTRE iR DB O

#GMT (£, SBA F— IR L TRE LA ; GMCIE. Ig6 ELISA F—RIZH LTFHE L.

goooogad

ooocooboboooooooooobobbooooooooeeMTOOODODDODOOOOO
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FA_ 11 EZOERALUMARCLL M DELED
80 | Toraben sz | dE0% | mmp |(ACGMI | CGMT | WGMT | Y GMT l
12 |4pg 4 D 13.45 4.00 4.00 2.00
g 3 60 144815 | 107.63 | 32.00 53.82
e 3 90 | 4096.00 | 21527 | 72408 | 304.44
10 pg 6 0 16.00 12.70 10.08 4.00 Lo
10 ng 3 60 144815 16400 10158 | 12.70
10 pg 6 90 | 2298.80 |80.63 | 256.00 |40.32
13 4 pg 1 0 4.00 4,00 4.00 16.00
4 ng i 60 14.00 6400 | 4.00 128.00
Aug 1 90 | 204800 [6400 |512.00 | 128.00
10 ug 1 0 2,00 4.00 4.00 64.00
10 ug | 60 4096.00 256.00 512.00 4.00
10 pg 1 90 4096.00 1024.00 | 1024.00 16.00
14 | 10pug 2 0 4.00 4.00 4.00 5.66
10 pe 2 60 72408 [181.02 |128.00 | 32.00
10 g 2 50 1024.00 | 5.66 512.00 | 128.00 20
15 |dpg 2 0 90.51 4.00 4.00 5.66
4 ng 2 60 . 2806.31 45.25 32.00 256.00
dng ) 00 | 289631 | 36204 |181.02 | 362.04
16 l4ng 2 0 3.00 4.00 2,00 4.00
dpg 2 60 1289631 |90.51 | 400 45.25
4ug 2 90 1409600 |256.00 |256.00 | 128.00
18 |dng ] 0 4.00 256.00 | 128.00 | 8.00
4 g 1 60 | 2048.00 | 512.00 | 2048.00 | 1024.00
4 pg 1 00 [ 2048.00 | 1024.00 | 2048.00 | 2048.00
10 g 1 0 4.00 400 4.00 4.00
10 g 1 60 |2048.00 |128.00 |4.00 32.00 2
10 pg 1 00 |2048.00 |256.00 |32.00 64.00
Ooo0o0o0ogadg
OO0 00000000000000
o003y bDo3x o000 oUUgUgaO TetraMend
gfdooo0oooo0ouogo0ooo0ogoopoouoootoo ooy Db oo o oD oo oDoOooOog TN
000000000 9IO0DN00000601200 0 TetraMendd 0000300000 0O
Ooo0o00ogad
I I v~ I 1 e Y A 0 A O O e O A B A N A A Y A A A 2 B R R e R N A N A N R I 5
OO0O003C 0000 OdOTetraMenDO OO O ODOQOOODODUOUOOQOOOODOOOOOO2O 0O
000000000060 000200000020000000000700003000 40
0 It I I I I I I I I A I Y A 21 Y I O 1 R

S ob0b0b0OsBAUO0O0ODDOOOOOOOODODDOOOOOINGOOOOODOELISAOODODO

ooocoboODbOO0OO0DO0ooooooobODDbDsSBADODOINIQG ELISAD D OO0 OOO0OGOOOoOOoODOOO
ooocooDbooOoOooooooao
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FA—13 :E I8 (A1) —Tetralend H52125 57 » B
GEBEEE 2 A8) 25115 SBANESF (TR Fa—LEOER)
HAOHKE® CEDHIEOHK (n*) &
&R & U
w52 INm'| <8 | 8 | 16 | 32 | 64 | 128 | 256
SBA (A)
. sl 3 3 2 2 4 i 1
ne einlaso| 6.1 | 6.7 [074] @3 | @.3)
4 wl 2] 12 2 6 3 3
s (8.3) 8.3) | 8.3) [(25.0)] (12.5){(12.5)
10 ue N 3 3 3 5
ne “ a3 9.5) |(14.3)](14.3){ (14.3)| (23.8)
SBA (C) -
) | S 1 3 2 4 5 2
ne 1.7 @3 3.0 8.7 [a7.9l1L.Dl 87D
‘e B 1 1 2 4 1 3
45.8)| 4.2) | 4.2y | 8.3) {a6.7] (4.2) |(12.5)
10 pg S | 6 1 [ 13 3 5 2
(28.6) | (4.8) (14.3)|(14.3)| (23.8)| (9.5)
ISBA (¥)
. sl 7 2 3 4 3 2 1
ne (304)] 8.7 |(13.00] 17.9]13.0)] 8.7 | (4.3)
4 g | 8 N REE 4 3 1
(33.3)| (12.5) 20.8){(16.7](12.5)| (4.2)
10 ng il 4 1 5 4 4 1 ]
(19.0)] (4.8) [(23.8)](19.0)[(19.0)] (4.8) | (4.8)
SBA (W-
135)
1 ng | 3 1 3 3 5 3 2
@17 (4.3) |(13.001(13.0)| 21D | (13.0){ (8.7
4ng M 4 2 1 1 6 1
a37.9)|aenl 8.3 | @.2) | 4.2) {25.0)] 4.2)
10 g gl S| 13 3 4 3 2
(23.8) (14.3)|(14.3){(19.0)| (14.3)] (9.5)
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FA—138: S8 (R —Tetralend B5EI24£37 7 B8 G OEEEL1 »5E)
IZ81+5 SBA Affin#H (FA Fa—ILTEOEHD
HEOERS SLnBABOH 0F) &
hERE LU
#58  [Nym'| 512 |1024| 2048 | 4096 | 8192 |16384|32768 (65536
SBA (A)
3 | 2 _ 10
e | Blysglen] — | — |
3 | 3 — | —
dpg 1M lpslaes — | T | T |
2
SBA (©)
1
leg 128 ) — gzl — | — | 7| —
o . _ ___ _ I
sla I Rl K%Y
Voo ) o ) = 20
10 pg 21 (4.8)
SBA (Y)
i |
g |28 gy — | | |
4 ng 24| — — — - — — _ —
1
10 pg 21 @yl — | — — —
[SBA (W-
135)
1
lpg |23 — |\ — luy| — | | — w0
4ng 24 — — — — — — — —
1
10 pg 21 agy| — | T — —
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FA—14 FEIH FR) —TetrallenD HE5EIZL Y. 64~ A (3 EBEREED
BLU7 7 Al QRBEEE) TSBAREICELAEIES (TR ba—NLITE0ERE)

RlEICZ L7 %
>1:8 =1:16 =1:32 >1:64

MmiEES LU
w58 | Nem/Nom

6 5B 7-E8 l6r BT -BRlesB8 7788 |6~ Bis| 7+ AL

SBA (A)

1pg 53723 | 54.5 | 783 | 364 | 65.2 | 27.3 | 56,5 | 13.6 | 47.8

4 pg 2374 | 696 1917696 | 91.7 | 56.5 [ 83.3 | 304 [ 75.0 10
10 pg 31721 | 857 18571667 | 85.7 | 524 [ 762} 19.0 | 619

SBA (C)

1pg 22723 | 545 | 783 | 50.0 | 73.9 | 455 | 60.9 | 409 | 522

dpg 23/24 | 609 | 542 | 522 | 50.0 | 47.8 | 458 | 435 [ 375

10 pg 21721 857 | 71.4 ] 8B1.0 | 66.7 | 714 | 66.7 | 61.9 52.4
SBA (Y)

1pg 22/23 | 409 | 6961273 | 609 ] 182 | 47.8 | OS.1 30.4
4pg 23/24 | 348 [ 6671261 | 542217542 ] 217 | 333
10 ng 21/21 476 1 81.0 | 429 | 76.2 | 23.8 [ 524 4.8 33.3
SBA (W-135)
1pg 22/23 | 273 | 78311821739 ] 45 | 609] 45 47.8 20
dpg | 23/24 | 304 | 6251217458174 ]375] 87 33.3
10 pg 21/21 429 | 762 1381 |762]2381{619] 15.0 47.6

N: BES (647 REn. 74 AR ICENCFHERIRERAEDH

TA—15 :FIIIH (FLRE) —TetralenD REZIZ L5,
6~ Bl QEHBEE BLU7 Bt CEOBEER
IZHEHTBHSBABLU g6 ELISADER (7O Fa— I T+OEH)

PR GMT/GMC* (95% CI) 30
BER NewNom [ 6o gwn | 7788
SBA (A)
113 407
1ng 22123 | (6.2-20.6) | (17.6:94.0)
251 101.6
4 pg 2324 1 (12.0.49.0) | (51.9-199.0)
18.9 68.4
10 pg 2120 ] (12229.1) | (322-145.1)




(52)

FA—15 FIIIH GLR) —TetraMenDBEEIZE 5., 6 » Ak
G EB#EER 8&U 7+~ i GLBERER) BT BARELT
lgG ELISAD§ER (70 Fa—)L & OmERD

rqrrs
il IO e
SBA (C)
1pg 22/23 {9;_94?),1) (18.367-524.5)
4 jig 2324 | 4 1?}1?4.1) (9.1-943.6)
10 pg 2121 (2323-810.0) (16.3;55-;?5.2)
SBA (Y)
1ng 22/23 (5.07-'18 1.9 | @ 1%1-;?0-0)
4pg 23/24 (5.08.'154.4) (10.17%'3?5.7)
10 ug 2121 (5_9%'114,2) (14.226—58.6)
SBA (W-135)
1pg 22/23 (4_2;3,1) (17.335-;7?1.1)
4pg 23/24 (4.5:'190.4) (9.;75;.5)
10 pg 21/21 §5.651'186‘9) (17.3;11828.7)
IeG ELISA (A)
1pg 22/22 (o.glg.ﬁ) (0-223-6)
4 ng 21721 (0.2:3.3> (0.21?-3)
10 pg 19/19 (1.(1)i.8) (O-;j-l)
[1¢G ELISA (C)
1ng 2 | o000 | 0ses)
4 ng 21721 (0.%.7) (0-2;?-1)
10 pg 19/19 (o_éliﬁ) (0.’1’3.0)
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FA—15 . FE I8 (FAR) —TetraVMenD BEEIZL D, 6 ¥ BEd
(AEB#EERD BLU7 7 BEr SEBEER) 128115 SBA
FLU g ELISADEER (TR ba—)L2 D&

BAEBLT | e |-CMUGMC (95% CI
A
BER o/ Nm | am 7 A
1gG ELISA (Y)
0.5 1.2
1pg 2020 ' 0308 | (0.8-1.6)
. 0.7 1.0
g 2021 1 o412 | (0618)
» 12 18
10 pg 18719 1 (0.3-1.8) (1.1-3.1)
| 1gG ELISA (W-135)
0.5 1.1
1hg 20020 1 0308 | (0816
0.5 0.9
4rg 2021 | 9300) | (0.6-13)
0.9 15
10pe 1819 1 0713 | (0825

N: EFl T g i A E DO H

10

20

*GMT 1%, SBA T—RICX L TESE L7- ; GMC IX, 1gG ELISA T—#&I(C
#LTEELE
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RA—16  EEOERSLUVMERICLLIMNTOEEN
g A C W Y
F5 G
g TetrabenD | 2o | wmA |GMT |GMT |GMT | GMT
5=
7 4 ng 1 6-12 512.00 | 128.00 | 4.00 4.00
B
4 ug 1 6~ A% | 512.00 |128.00 [4.00 32.00
8 1pg 1 6-12 4.00 4.00 4.00 4,00
FE
1pg 1 6sAm | 3200 [1600 [1600 |4.00
4pg 6 6-12 1131 [713 5.66 4.49
1 5
4 g 6 6~ Al {71.84 |[7.13 22.63 6.35
10 pg 1 6-12 9.51 1903 |5.66 9.51
i
10 ng 1 6-B8 | 3200 [3805 [19.03 32.00
9 lng 13 6-12 11.02 [18.78 [5.51 758
i
- |ipg (14 6o AE | 5517 | 55.17 | 40.99 22.63
4 pg 13 6-12 3034 [2727 |7.19 14.38
B
4pg 13 6« A& | 60.66 19.80 14.38 27.27
10 pg 1 6-12 21.53 [3533 [10.25 7.61
oL
10 g 1 6, At | 7066 | 2625 |26.25 22.63
10 1ng 10 6-12 |19.70 |[20.86 |12.13 |7.46
B
1pg 10 67 A% | 3940 |19.70 | 45.25 14.93
4 pg 1 6-12 12.13 | 3200 [4.00 4.00
B
4 ng | 6rRE | 114.04 | 22.63 28.51 25.40
10 pg 1 6-12 1950 {43.07 |8.00 14.49
B
10 pg 1 67 A% | 5250 |3533 [39.01 32.00
11 1ng 1 6-1@2# 4.00 4,00 4.00 16.00
1ng 1 67 FE | 8.00 4.00 4.00 32.00
4 g 1 6-1; 512.00 |512.00 | 6400 | 64.00
HE &R
4 pg 1 6~ A | 1024.00 ] 256.00 |128.00 | 128.00
12 4g 1 6-12 3200 [4.00 4.00 64.00
B
4 g 1 6 A | 1024.00 | 6400 | 256.00 | 256.00
13 10 png 1 6-12 512.00 |4525 |64.00 |22.63
B
10 pg 1 67 Ef | 72408 [90.51 [256.00 [181.02
Ooo0oooOooao

ggbboddTetraMenDO OO0 0D O0DO0O0O0O0O0O0O0O0O0DOADO
ooocooODbOO0OO0oDO0oOoACIPODOODODDOOOODOOOODODDODDODODODOOOOOODODOOO
goooooooboboogoobooobobbooobboooobDbO0oOdb TetraMenDO
OO00O0C0ODTacPO Tripedial 0 OO0 OO0 ODOCOCOHIBOActHIBOOOOOODODODODO?2
400060000000 OCOIWVOOOOPVMOOOOODODODOOOOOIIPVO O TetraMenD
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TetraMenDO 30 0 0 00O ODODOO O OO OGMTO ONAD 10 40 0 0 O NAD 10800 O O
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OTetraMenDO 30 00 0000000000000 O0O0OD0O95.0000001000
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GMTO OO D0 O0D00562.70164.0000113.300000000300GMTO 00000
O0O0O0O0C0DOO0PpD0.0010ANOVAD 00 00O O OO TetraMenDD 30 00O 0O OO
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00 0220220 0100.00 0210210 000094.10 0160170 000000000000
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RA—-17 FEIIH ER —TetrallenD IH5EITL 5. 75 AROILRICABRS L

U F L ORERE (7R b= LK)

HEBLU Nom _TetraMenD 5 =
SBRILS 1 pg/d o f *
pg/10 1pg 4 pg 10 pg
ng
SSEDEIAY
0.16 0.09 0.08
GMT (95% CT) ©10- | (06— | (0.05- 0.150
23/ %3’ 21 025 0.14) 0.15)
%>0.01 100.0 100.0 95.2 0313
%>0.10 56.5 335 47.6 0.750
HER (1U/ml)
152 126 123
GMT (95% CI) (1.08— | (0.88- | (0.88- 0.618
paoay | 219) 1.78) 1.74)
%20.01 1 100.0 100.0 1000 | #Ewe
%:20.10 100.0 100.0 1000 | sEwe
B HEMZFHA ELISA (EU/mD)
81.6 9.6 634
GMc (95% C1) | 2 30’ U 14— | (556- | (435- 0.455
108.4) 87.2) 92.3)
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FE 1A (FLIR) —TetraMenD 5 &k 5. 75 AEHOIRICESFERE L=

FA—17 : 5
DHFLORERYE (O Fa—LEOER)
N7 TetrabenD fx 5 &
HEBLU 1 pg/4 piE”
RS ng/10 Ipg 4 ug 10 pg
ng
B BEPT ELISA (EU/m!) )
66.4 56.5 80.0
GMC (95% CI) 20/ g” 1 (43.6 - (37.2— (56.7 - 0.441
101.2) 85.8) 112.7)
BB PT CHO (A
' 2229 256.0 332.0
GMT (95% CI) 20/ 20’ 1 (130.8- | (1752— | (200.9- 0.476
379.6) 374.2) 548.7)
A TR (A
169.9 122.1 93.7
GMT (95% CI) (953 — (72.6 — (46.5 — 0.350
221222 | 303.0) 205.4) 188.7)
% NA >1:4 0 100.0 100.0 100.0 SR
% NA >1:8 100.0 95.5 95.0 0.760
A 2 ()
183.9 220.7 2112
GMT (95% CI) (96.2- (1359— | (107.3- 0.893
11 b3514) 358.5) 415.6)
% NA =1:4 8 100.0 100.0 100.0 HETHE
% NA 21:8 100.0 100.0 100.0 SHEThE
A 3R ()
562.7 164.0 113.3
GMT (95% CI) 22111 (3633 — (97.8- (44.6 - 0.001%
7 871.8) 274.8) 287.7)
% NA 21:4 100.0 100.0 94,1 0.283
% NA >1:8 100.0 100.0 94,1 0.283
PRP (ng/ml) ‘
4.87 4.41 3.39
GMT (95% CI) (3.04 — (2.52 - (1.64 — 0.648
23/22/1 7.78) 7.69) 6.99)

% >0.15 9 100.0 100.0 100.0 SR
% >1.0 pg/mL 95.7 81.8 78.9 0.209
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FTA—17  FIIHE (LR —TetralenD 521285, 77 ABOIEARICREFES L
DO9FUOERERE (0 Fa—)LTE0&EH)
Nom TetralerD &5 2
HERELT 1 png/4 o i’
GERESE ng/10 1 ng 4 ng 10 pg
ng
BREF#REGE (mlU/ml)
46.9 36.9 48.3
GMT (95% CD) | 21231 | (129- | (124- | (28.1- 0.916
9 170.1) 110.2) 83.2)
% =10 81.0 78.3 89.5 0.649
*GNT OESIZIEF-BE AV ORERICET s v by —QEREEEXBAO:,
tp fE<0.05
oooooao
0000000 0BO20100 000000000000 060000
0000000020100 00000000000000000000000A00TetraMe
nbOOOOOMenomuned 0 0000000000000 O0OO0OOOOOOOOOOoOODD
0002800000060 00000000TetraMenDDO OO0 00 OO O O O Menomunel O
0000000000000 D0DDODDODDODODODODODODOOaO
oooooao
0 SBA-BRO 0 O O OO
00BD1000D00DDO00O0DODDODOODDODDOOODD?2800 00060000 SBA-BRO O
oooooOooooo

£B—1:0RE, ?9FUEERBABRLIUG s ARTET L SBAR NEOAH (o0 ha—ALZERER

SBA-BR Hifi<8 ~ 512

A WA BN <8 8 16 32 64 | 128 | 256 | 512
n%) | n(%) | n(%) [ n(%) | n (%) | n(%) | n(%) | n(%)
TetraMenD | 280 | 20 15 2% | 44 | 63 64 |56
SBA
(A) (638) (8.8)
@l 6yl 2ol eyl 69| (99 | 0o
OB8 I'Menomune | 281 | 26 12 s2 | 43 | 64 | 49 |s6
(655) (8.5)
29| (400 | (1B | (79 ] (66| (98| (7.9
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£3—-1:08E, J7F U BEX2ABELUG6 » ABIZH TS SBA-BR AEOAH
(O ra—JEDER)
SBA-BR H{fi< 8 ~ 512
Ren | SERE BN
<8 8 16 32 64 128 256 512
R%) [ n (%) In) {n(%) | n(%) | n(%) | n (%) | n(%)
TetraMenD | 3 0 2 | 4 11 30 35 |69
(637) (10.8)
28 BE (0.5Y | (0.0)} (03) | (0.6) | (LT ]| (47| (55
Menomune 11 ] 3 8 18 45 66 a0
(654) (13.8)
(17 ] (0.9 | (0.5 (1.2) (2.8) (6.9) | (16.1)
TetraMenD 17 6 1 9 16 31 52 64
(607) (10.5}
65 HE (28| (1) | (02) | (1.5) (2.6) (3.1) | (8.68)
Menomune 99 13 15 23 29 52 70 99
(623) (15.9)
(159 | (2.1) (2.4) (3.7) (4.7} (83) | (11.2)

#B—1:08E. 94 F BRI ABELT6 » ABIZH T4 SBA-BR QS
(Fora—LZLOE)
SBA-BR A <8 ~ 512
HB 1 RERH BN <8 8 16 32 64 128 256 512
n %) | n(%) | n%) | n @) | n (%) | n(%) | n (%) | n(%)
TetraMenD | 339 30 18 30 31 51 61 |37
(638) (5.8)
0RE (3.0 | (A7 (28) | (47| (49| (8.0) ) (9.6)
Menomune | 368 34 12 21 43 54 51 25
{(655) (3.8)
56.2) | (5.2 | (1.8 | (3.2 | (66| (82| (7.8)
TetraMenD | 24 10 13 27 44 85 102 |97
(636) (15.3)
SBA | 26 0 (3.8) | (1.6 | (200 | (42) | (69) ] (134) ] (16.0)
©) Menomune 69 10 6 34 55 87 90 |96
{653) (14.7y
106y | (1.5 | (0.9 | (52) | (84) | (13.3) | (13.8)
TetraMenD | 85 19 17 35 67 90 88 |66
(607) {10.9)
. (1400 | (3.1) | (2.8 | (58 | (211.0) | (14.8) | (14.5)
Menomune | 185 30 14 s 54 68 61 |73
623) ' 1.7
(297 | (48 ) (22) | (5.6) | (8.7 | (10.9) | (9.8)
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#B—1:0HE., D2F EEZR 28 ALV 6 » AHIZES1H D SBA-BR AO 7

(Fo b= E0ERE)

SBA-BR Aifi <8 ~ 512
ABRZ| HBE | BN <g | 8 16 | 32 | e+ | 128 | 256 | s12
n(%) | n (%) | n(%) | n(%) | n(%) | n (%) | n(%) | n (%)
TetraMenD 88 13 17 40 82 113 107 |68
(637) (10.7)
0B H (13.8) | (2.0 (2.7 (63} | (129 | (17.7) ] (16.8)
Menomune 96 11 12 42 81 ilé 124 |66
(654) (10.1)
W@ (1| (1.8) ] (64 | (124 | (7.7} | (15.0)
TetraMenD HE 3 5 8 19 69 100 | 121
(636) (19.0)
SBA | 46 e (1Dt s e8| (13| (30| e8| a5
(Y) Menomune | 16 4 7 20 43 85 121 |102
(654) (15.6)
(24) | (0.6) | (L) | (3.1) | (66) | (13.0) | (18.5)
TetraMen 25 3 3 17 23 46 72 110
(608) (18.1)
64 HE (401 (051 (05§ (28| (38) | (76) | (11.8)
Menomune 62 17 7 24 38 73 98 114
(622) (18.3)
ooy | (27 | (Ll (3.9 | (6| AL | (158)
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#B—1:080B. 27 F EE% 2 BB&8&U 6 ¥ BRIZE+ 5 SBA-BR KD 7 F
(Fora—LZEOERD

ECH

AER R

BN

SBA-BR Al <8 ~ 512

<8 8 16 32 64 128 256 512
n(%) | n(%) | n(®) [n(®%) | n(%) | n(%) | n(%) | n(%)
TetraMenD | 401 23 24 21 51 45 43 15
(638) : {2.4)
0RE 629 (480 | 38 ] 3| (80| (71| (67
Menomune | 403 36 22 30 52 48 34 17
(654) (2.6)
®Ley| (s (30 | (a8 | 80y | (7.3 { (52
TetraMenD 22 2 1 9 24 39 73 108
SBA (636) (17.0)
28 AR (3.5) ] (03} {02 ] (14} (3.8 ] (61) | (11.9)
(W- Menomune 43 3 4 8 33 61 88 130
135) (653) . (19.9)
(66 | (05| (08 | (123 | (513} (93 | (13.9)
TetraMenD 46 9 3 10 31 69 %6 107
(607) {17.6)
=)= (7.6) | (1.5 (0.5) (1.6) (5.1 | (1t4) | (15.8)
Menomune 82 12 11 23 66 111 120 100
(624) {16.0)
(13.1) ] {19 (1.8) (3.7y | (10.6) | (17.8) | (19.2)
#=B—1:0HB. 72F EE#2088&U6 5> BRIZE T+ S SBA-BR HiBO S
(FOra—LZEOE
SBA-BR 14 1024 ~ >65536
AEME L ERA | RN 1024 | 2048 | 4096 | 8192 | 16384 | 32768 | 65536 | >65536
n{%) | n{%) | n{%) i n(%) | n (%)} | n (%) | n (%) | n (%)
TetraMenD 40 26 2 3 ] 0 0 0
(638)
. (63) | (4D ] (03 | (05 | (02) | (0.0) | (0.0) | (0.0)
A8 Menomune 51 19 0 1 1 0 0 0
(655)
(7.8) | (2.9) { 0.0) (0.2) (0.2) (0.0y | {0.0) {0.0)
TetraMenD | 120 151 79 71 39 20 1 1
(637)
SBA | 28 AR Q88 | 237y (124) ) (1L (6.1) (3.1) (0.2) (0.2)
(A) Menomune | 122 162 62 44 16 1 0 0
(654)
(187 (24.8) ] (95) | (6. | (24| (0.2) | (0.0 | (0.0)
TetralMlenD 120 139 43 52 27 16 0 0
(607)
6+ HE 21.3) | 229 | (7.9 | (8.6) (44) | {2.6) (0.0) {0.0)
Menomune o4 93 17 g 8 2 0 0
623)
(A5.1) | (149 | (27| (14)y | (1.3) | (03) | (0.0) | (0.0)
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®B—1:0HE., Do F ERR28AEBSLU6 » ARIZHIT D SBA-BR A #
(Fobra—iLTEDER)

SBA-BR A 1024 ~ >>65536

EUES ! B 1024 | 2048 | 4096 | 8192 | 16384 | 32768 | 65536 |>65536
(%) | n(°%) | n(%) | n (%) | n (%) | n (%) | n{%) | n (%)
TetraMenD 22 16 3 0 0 0 0 0
(638)
0HE 9| 29| (05 | (00| (0.0 | (0.0 | (0.0) | (0.0)
Menomune 20 22 3 0 1 1 0 0
(655)
B Ga | 05 ] 0o 0| 0] (00| (00
TetraMenD 95 g2 19 16 6 6 0 0
(636)
SBA | 2 ag (14.9y | (14.5) (3.0) (2.5) {0.9) {0.9) (0.0) (0.0)
©) Menomune 36 91 10 9 7 3 0 0
(653)
(13.2 { (33.9 | (1.5 (1.4) (1.1) { 0.5) (0.0) | (0.0)
TetraMenD 62 56 17 3 1 1 Q [
(607)
6+ AE 10.2) | (9.2) (2.8) {0.5) {0.2) {0.2) (0.0) {0.0)
Menomune 42 45 6 7 1 1 1 ]
(623)
(67y | (7.2) (1.0} (1.1} (0.2) (0.2) (0.2) (0.0)

®B—1:0HE., D7 F ERR B BEESLU6 s ARIZHIT S SBA-BR A4
(7o bra—L T QKR

SBA-BR A 1024 ~ >>65536

SRR SR | # W 1024 | 2048 | 4096 | 8192 | 16384 | 32768 | 65536 |>65536
n(%) | n(%) | n(%) { n(%) | n (%)} | n (%) | n(%) | n(%)
TetraMenD 62 37 5 2 3 0 0 0
{637)
(9.7} (5.8) {0.8) (0.3 | (0.5) (0.0) (0.0) {0.0)
0HA Menomune 50 43 10 2 1 0 0 ¢
(654)
{7.6) { 6.6) {1.5) {0.3) {0.2) {0.0) (0.0 (0.0)
TetraMenD 111 113 29 21 17 9 0 0
(636)
SBA 2 (17.5) 1 17.8)| (46 | (3| (2D (149 ] (0.0 | (0.0)
) & Menomune 127 86 23 13 5 2 0 0
(654)
(9.4 | (1311 (35| (200 | (08) | (0.3) | (00 | (0.0}
TetraMenD | 123 111 34 22 13 6 0 0
(608)
65 HE (202 | (18.3) | (5.6) {3.6) (2.1) { 1.0} (0.O) { 0.0)
Menomune 80 84 13 7 3 2 0 0
(622)
(129) | (13.5 | (21) | (1.1 | (05 | {03) | (0.0} | (0.0)
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£B—1 008, "oF EE#%220B8&LU6 4 ARIZET S SBA-BR AR
(Foka—iLZEOER)

SBA-BR A 1024 ~ >65536

sz | s
AT ARE | B W 1024 | 2048 | 4096 | 8192 | 16384 | 32768 | 65536 |>65536

n%) | n(%) [ n (%) | n (%) | n (%) [ n (%) | 2 (%) | n (%)

TetraMenD 4 5 1 0 0 0 0 0
(638) )
0BEB {0.6) (0.8) (0.2) (0.0 (0.0} (0.0y | (0.0 (0.0
Menomune 6 3 2 0 1 0 0 0
(654)
(0.9 (0.5) (0.3) (0.0) (02) | (0.0 | {0.0) (0.0)
TetraMenD | 108 -§ ‘100" | 36 3z 16 6 0 0
SBA (636)
2888 (7.0 | 25.2) | (5D | -(5.0) (2.5) (0.9 (0.0 (0.0)
(W- Menomune | 117 129 24 9 3 1 0 0
135) (653)
(17.9) | (19.8} | (3.7) {14 | (03) (0.2 { (0.0 (0.0)
TetraMenD 101 92 16 16 ! 3 0 0
(607)
6, EH (16.6) | (152) | (2.6) | (2.6} (13) ¢ (035) | (000 (0.0}
Menomune 67 25 5 2 0 0 0 0
(624)
(10.7) | (4.0} {0.8) (0.3} (0.0) (0.0) (90.0) {0.0)
Ooooooao

goBo20dTetraMenDD O OO 0D DODODOOODDODDOOOODDOOOODOOOOGGMTOODO
goooooooan
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#&B—2 : TetraMenD ICEAL, HEDFHRHS LI UVMBFRHIZELLHM DELD

EE )| Bme Moty | MEHA@GHT | mEEC O M | mEk L'JG ﬁ 3h |HUERY O GMT

2 DEE 264 20.59 16.04 8.75 91.23
2888 | 260 940.26 151.41 332,43 393.88
6 58 | 244 460.92 64,92 153.52 312.95

3 DEE 235 33.84 14.60 12.64 148.78
28BE 228 1610.74 292.64 795.64 662.97
6-A8 | 228 1033.38 105.69 408.85 631.50

4 0BEH 35 74.99 29.56 9.93 128.00 10
2801 34 3479.60 795.86 1731.22 906.10
6788 |29 3812.58 302.62 634.88 908.65

5 0BH 27 118.51 32.00 29.63 121.59
28HE 27 3010.02 612.79 132371 1050.63
6788 |27 3010.02 406,37 679.07 948.10

6 0EE 38 38.40 34.42 13.83 112.66
28HH 37 441432 950.07 2086.73 898.15
6 -HEB | 37 3729.75 386.57 1005.00 849.06

7 0BEH 30 111.43 78.79 16.00 111.43
280R 29 3099.26 1612.60 1621.56 1537.33
6-HEB | 28 2375.94 524.83 1049.67 1638.97

8 0EE 18 118.51 54.86 17.28 188.13 20
28 8E 16 6049.08 1878.02 2543.32 1069.34
688 |17 2837.86 453.05 1111.00 1418.93

9 0EBEE 29 116.33 91.60 21.31 87.32
288 |28 4870.99 282549 3119.59 1521.66
6-HE | 28 3995.85 974.54 1187.97 1412.75

10 0HH 21 © | 98.30 27.13 18.26 45,25
288EB |21 4233.45 3251.00 2337.06 1333.45
658 |20 3821.70 989.12 1782.89 1499.22
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£B—3: 7Aba—NTEOEMAICEYT SUBREAROE LD

e SBA 1D 4 LI ED £
TetraMenD Menomune® £ (P, —P) £ 00 b %5 B3] 95061
wN P, /N P
MmAHEEA 558/636 0.8774 5477653 0.8377 -0.0397 -0.0077
MmEHC 466/635 0.7339 449/652 0.6887 -0.0452 -0.0037
miEREY 356/634 0.5662 268/652 0.4571 -0.1092 -0.0636
mEEEW-135 578/635 0.9102 556/651 0.8541 -0.0562 -0.0267

10

n: R—RS4LHMMS 4ZLEERFLEBAEONR
N FRALE-EATOBRIEOKRE
Pt 354 U Pm : TetraMenD 3B RE 5 & U Menomune®ISIB R IC ROV, HB% 0 SBA Al 4 EUE LR LB AZE O3S

gooocooao

gooboooobz280000b0D0o0osBA00O0D32000000000000000000
ooBO3 0000000

FB—3 : 04 F L% 28 B EIC SBA-BR HUAMAS 32 BLECH - 1= hE D% & Uik
(70 Fa—LCEQER)
TetraMenD Menomune®
Y o/ *
Yo %I=[8F B 959%CI f o |%ITBE B 95%C)
m'/N) (n' /NY)
P 99.22 (98.18, 100.00) |96.94 (95.32, 100.00)
' (632/637) (634 / 654)
J— 92.61 (90.29, 100.00) |86.98 ( 84.16, 100.00)
(589 / 636) ' (568 / 653)
sy 97.01 (9537, 100.00) |95.87 (94.05, 100.00)
" (617 / 636) ' (627/654) | -
e 3 96.07 (94.25, 100.00) |92.34 (90.03, 100.00)
A - (611/636) (603 / 653)
* 045 . n/N
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gooooao

ooocobobobooz2sg0ooooboOsBA D OD1280 0 00000000000O0DOCOO
oosBOoOoooooooOOO



(66)

JP 2008-513541 A 2008.5.1

£B—4 : J5F LiEIEL 28 A BIZ SBA-BR LKA 128 LLETH- - IBNED%
BLUH (O bo—LTEDERD

TetraMenD Menomune®
(.:*/;N*) %I % 95%C1) %" (m'/N*) 9%6I2BEF % 95%CI
P, 96.36 (95.19, 100.00) |92.97 (90.73, 100.00)
(6171637) (608 / 654)
81.45 ( 7820, 100.00) |73.35 (69.79, 100.00)
e C (518 / 636) (479 /653)
, 92.77 (90.47,100.00) |86.24 ( 8336, 100.00)
e Y (590 / 636) (564 / 654)
fsstoas 9088 ( 8837, 100.00) |86.06 (83.17, 100.00)
(578 / 636) (562/653)
*% - n/N

tn: 20 F%E#® 28 BRICHEFMEA 128 AL THo=MNEDE
TN #EBEAT 28 BEOMEY Y FILAERRETH - LR ABEORYE
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ERNABUETHHIBANBOWELUHE (TR F3—L D&

TetraMenD Menomune®
ERLE gl HEEH A . %
(nf/l.N*) (95% CI) /N (95% CI)
swae (877 (84.9, 83.8 (80.7, 86.5)
. (558/636)  90.2) (547/653)
& A 0 SBA 10
6x-gE |791 (75.6, 56.9 (52.9, 60.8)
(480/607)  82.2) (354/622)
28 BB 734 (69.8, 68.9 (652, 72.4)
" (466/635)  76.8) (449/652)
MARCO S~ R 557 (516, 43.7 (39.8, 471.7)
(338/607)  59.7) (272/622)
% EE 56.6 (527, 45.7 (41.8, 49.6)
. (359/634)  60.5) (298/652)
miEEE Y 0 SBA
6580 |573 (53.3, 39.2 (353, 43.2)
(348/607)  61.3) (243/620) 20
_ 91.0 (88.5, 85.4 (82.5, 88.0)
AR | BRE ) siseas)  93.0) (556/651)
%£B—5 : EEH 2B EERLUE6» BRICHNT, A—R54 Ui5H0 SBA-BR HAKM®
EENABLUETH B AEO%E LU (FO ba—L T L OER)
TetraMenD Menomune®
HEsRY £ 0.* o/
" P (nT/;N*) (95% CI) (nf//"N,k (95% CI) 30
82.7 (79.5, 69.5 (65.7, 73.1)
67RB  \s020607)  856) (432/622)
*9 . n/N
tn: R=XS5A L AMMD 4L LR LERHEDH
N ERNOBAEOBE
oooooao
gooOoOoOoO0oooOboO0oO0oOoo0os8soo0Ob0OnOonOnO?280 0 0SBA-BRO OO O40 00 0O 0O 0O 0O
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I I 1 I 1 1 6 6 I 6 O R A A A I A R R R W 1 =7
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£B—6 : 0 BRICEAKEIEETES (<8). ik 286 BE I3 SBA-BR FLikifiA
ARELUEER LEBREORE L U%

TetraMenD Menomune®
% E % 95% CI' b 95% CT'
(n/N*) (n/N)
A 98.57 (96.37, 100.00) 94.64 (91.32, 100.00)
(275/279) (265 / 280)
C 87.87 ( 83.91,100.00} 180.05 (75.59, 100.00)
(297 / 338) (293 /366)
Y 86.21 (77.15, 100.00) 75.00 {65.12, 100.00)
(751 87) (727 96)
W-135 96.00 { 93.59, 100.00) 89.53 ( 86.11, 100.00)
(384 / 400) (359 /401)

*n: FMEBHAITHNT0 BEOHRKEN<S TH-T. EHEE 28 0 B OHRIKEA
ZRLETHL-RHEOE

N: ZMEFEFICENT O BEORKFEN <8 THoIRNEDE

Yool2sdd & EREA: 95915 #EX A

ooocooao

O SBA-BRO O O GMTO O D OO 0ODODO

ooBO70D 0000000 OCODODDOOOOOOO0OO0O0OR280 000060000 SBAO GMTO

goooosBAGMTDODODDOOOOODO

EB—7 R"—RA3A4 2, DITFLEER 2 H0BELU6 7 ARICET S SBA-BROMFFHIFER

TetraMenD Menomune®
EEE! Si—g—* | {RmA

" * Nt #ETEH ©5%Cn | N #ATH  (©95%CD

MEEEAQSEA | Nl 0EE 638 35.44 ( 29.77, 655 32.72 ( 27.71,

42.20) 38.63)
28 A8 637 1700.27 (1512.07, 654 892.20 (789,97,
1911.89%) 1007.66)
67ARB | 607 1053.65 (912.93, 623 214.97 {179.84,

1216.07) 256.97)

L& 0BH 638 1.00 ( 1.00, 655 1.00 { 1.00,

1.00) 1.00)

28 AR 636 35.18 { 29.72, 653 20.21 ( 17.43,

41.65) 23.44)
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RZB—7 AR—RFAM 2, DIFEEZ22BEBRLUG6 4y ABIZHE TS SBA-BR DMAEFHER

TetraMenD Menomune®
I i B o

e |5A-s— |7 Nt @@y @5%cCDn | N OEAFE (s cn
607 23,19 ( 19.20, 622 5.04 ( 421,

28.00) 6.03)

T oRE | 638 2063 ( 17.59, 655 1869  ( 15.95,
RRC O S 24.20) 21.90)
28HB | 636 353.85 ( 307.95, 653 230.71 (197.72,

SR 406.58) 269.20)

64~ AB| 607 13692 (11640, | 623 6551  ( 54.64,

161.06) 78.55)

tRE= |oBE | 638 1.00 ( 1.00, 655 1.00 ( 1.00,

1.00) 1.00)

8B | 635  11.86 ( 10.19, 652 8.40 ( 7.23,

13.81) 9.77)

6~AB| 607 449 ( 3.85, 622 241 ( 2.05,

5.25) 2.83)

637  118.61 10249, | 654  117.84 101.98,

mEHY 0 S84 | HE 0RH (137,27) (136.18)
28 HHE 636 636.70 (563.06, 654 408.10  (362.19,

719.97) 459.84)

6c-HE| 608 59177 (51465, | 622 23918 (20491,

680.43) 279.17)

tep= |0BEB | 637 1.00 ( 1.00, 654 1.00 ( 1.00,

1.00) 1.00)

28HE | 634 483 (4.5, 652 3.14 ( 2.79,

5.49) 31.52)

645 AB| 607  4.63 ( 4.00, 620 1.85 ( 1.60,

5.37) 2.14)

. omg | 638 1209 ( 10.62, 654 1215 ( 10.69,
nER-EO® | N 13.76) 13.80)
2608 | 636 74978 (65737, | 653 42475 (37147,

855.18) 485.67)
6+ HE| 607 36225 (31167, | 624 13606 (11808,

421.03) 156.78)

a-1-% oBB | 638 1.00 ( 1.00, 654 1.00 { 1.00,

1.00) 1.00)

268H | 635  40.24 ( 34.30, 651 2298 (1973,

4721) 26.76)

6xAB| 607  19.19 ( 16.31, 622 7.42 ( 6.33,

22.56) 8.69)

"HiEERGEREE, CCT. LREE=22 080 HE.0BEOHE

"N HEICER LB AEORY
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OO000AOCOW-135000YO D00 OELISA 1gG
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EB—8  R—AS42, JOFLEER2HBELU65,ABIZE TS s 0MEFHRER
(A Fa—IL D&

TetraMenD Menomune® .
sgm | A9i--*| mne
Nt IEAH | ©s5% cD | NY | %EEH | (95% CD)
mAEA |7 |omg | 115 | 036 | (031, | 13 [ 033 | (028
(1g6) ELISA 0.43) 0.38)
115 | 765 | ( 627, | 110 | 681 | ( 551,
28HH 9.33) 8.42)
112 | 170 | ¢ 137, | 109 | 453 | ( 3.60,
67 AR 2.11) 5.70)
tnEE omg | 115 | 10| (100, | 113 | 100 [ (100,
1.00) 1.00)
115 | 21.00 | ( 16.60, | 108 | 21.09 | ( 1678,
Z8HH 26.58) 26.50)
112 | 458 | ( 365, | 107 | 1440 | (11.22,
6 AR 5.75) 18.49)
mARC | AE | ogg | 15 | 023 | (o020, [ 13 | 025 | (02
(1g6)ELISA 0.25) 0.29)
15 | 124 | (103, | 110 | 762 | ( 633,
28HH 1.50) 9.19)
111 | 036 | ( 031, | 109 | 349 | ( 282,
6+ AH 0.43) 4.32)
fmE®|ogg | 115 | 100 | ( 100, | 113 | 100 | ( LOO,
1.00) 1.00)
115 | 550 | ( 458, | 109 | 3018 | (2426,
28 EH 6.62) 37.55)
111 | 1.60 | ( 136 107 | 1442 | ( 1146,
3] B
7 AR 1.89) 18.15)
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TB—8 R—RASAM, DUFLEEHR 2 BEBLUE6 yABEIZEITS gt OMFZMER
(FAbka—iILTEDERD

TetraMenD Menomune®
. *
SHEREY t51-5=| szm
" " A Nt | #EF9| s cp | N |BAFES | (95% CD
N 115 | 038 | ( 034, | 114 | 034 | ( 03I,
mEEY ki 0HH 0.43) 0.38)
(1gG) ELISA woa | 15 | 1s4| (126 | 110 | 415 [ (330,
1.88) 5.22)
112 | 076 | { 065, 109 | 290 | ( 225,
67 AH 0.89) 3.73)
- 115 | 100 | ( 100, | 114 | 100 | ( 1.00,
FEE| 0BH 1.00) 1.00)
115 | 404 | ( 330, | 109 | 1243 [ ( 985,
28 B E 4.93) 15.68)
112 | 198 | ( 168 | 108 | 872 | ( 679,
67 AH 232) 11.21)
mmus | g 088 | 115 | 025 (0.02.352, 13 | 022 (0%;)9,
(186) ELISA
wom | 15 090 [ (o, [ 10 | 253 | (206,
1.12) 3.11)
112 | 055 | ( 047, 109 | 188 | ( 153,
67 AH 0.65) 2.31)
o 115 | 100 | ( 1.00, 113 | 1.00 | ( 1.00,
J'_5=|—1|:|3‘: 0 EE 100) 100)
115 | 360 | ( 290 108 | 1167 | ¢ 934,
28 )
HH - 447 14.58)
112 | 218 | ( 184, | 107 | 870 | ( 696
67 AR 2.58) 10.87)

THiliEfiE EREE, 20T, LRER=28 ABOAE.~ 0 A EOAIH
TN sgicmELEmaEoRS
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SBA-BR i <8 ~ 512

dpn | a@@e | 2o <8 | 8 | 16 | 32 | 64 | 128 | 256 | 512
* n(%)(n(% |n(% |n(% |0 (% |(n(%|n(% |n(%

! ) ) ) ) ) ) )

Te“Ia)Me“ s1 | 19 4 9 | 33| 7| 8| si
oe | s |00 ]@9 ] 09| a1 | 09 079202120
Me“e%m““ 03 | 12110 | 13138 72| 72| 36

<BA @3 |@0|@y|@n| 6D |00 |a7.0]07.0)]132)
(A) Tetr;Men B ) ) ' . ' 1 ) 1 15
o | @ 0.2) ©.2) | (3.5)
Mengounl o L | | | | sz

@3 1.9 | 28 | @)

Te“Ia)Me“ 157 1 37 | 18] 24 | 36 | 40 | 39 | 35
|y |09|6D| @2 |69| 69|09 0|62
Me’;%m“n 152 1 35 | 15| 10| 40 | 46 | 42 | 25
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FD0—1:0HERLUZ 7 FEREER 22 HBIZHE TS SBA-BRiAKEOSH (FR ba— L TLOER)

SBA-BR HE <8 ~ 512

S | HBE s | <8 8 16 | 32 | 64 | 128 | 256 | 512
n(%){n(% |(n®% |n(% |0 (% 0% |n% |n(%

! ) ) ) ) ) ) )

TetraMenD | 156 | 36 | 15 | 37 | 96 | 122§ 176 | 217

0HE (1279) (122)| @2.8) | 1.2) | (2.9 | (7.5) | (9.5) [(13.8){(17.0)
Menomune® | 144 | 35 11 41 77 1 105 | 134 | 201

SBA (1099) (13.0) 1 3.2) | 1.0) | 3.7 | (7.0) | (9:6) [(12.2)|(18.3)
(A) T TetraMenD | 0 0 0 1 1 19 28 | 50 -
28 B (1278) ©0 oo |oolon|oy|as|e2| Gy
Menomine °| 1 0 0 0 0 10 23 | 51

(1099) (0.1) | (0.0) | 0.0) | (0.0) | (0.0) | (0.9) | (2.1) | (4.6)

TetraMenD | 343 | 124 | 73 | 65 | 91 | 115 | 142 | 120

omg (1279 (268)| 0.7 | 5.7 | 6.0 | (7.D | 0.0 {(1L1) [ 04)
Menomunec® | 304 | 107 | 60 | 60 | 90 | 115 | 108 | 97

SBA (1099) 7.7 0.7 | (5.5 | (5.5 | (8.2) |(10.5)| (9.8) | (8.8)
©) TetraMenD | 2 1 3 4 6 45 60 | 110
% 0a (1278) 02) | 0.1 ] (02| (0305 |35 | 47|86
Menomune® | 3 5 4 1 4 32 51 | 67

(1099) (0.3) 1 (0.5) | (0.4) | 0.1) | (0.4) | 2.9) | 4.6) | (6.1

TetraMenD | 279 | 22 1 17 | 52 | 105 | 137 | 165 | 186

0Bg (1279) 1.8)| (1.7 | 1.3) | 4.1 | (82) [(10.7)](12.9){(14.5)
Menomune® | 228 | 18 | 20 | 43 77 | 145 | 143 | 160

SBA (1099) 2071 (1.6) | (1.8) | (3.9) | (7.0) |(13.2)[{(13.0)| (14.6)
Y) TetraMenD | 21 4 3 5 6 51 08 | 148
o (1278) (1.6) | (0.3) | 0.2) | (0.4) | (0.5) | (4.0) | (7.7) | (11.6)
Menomune® | 10 1 1 2 3 28 | 65 | 111

(1099) 09) | 0.1} ] (0.1) | (0.2) | (0.3) | (2.5) | (5.9) |(10.1)

TetraMenD | 372 | 134 | 91 | 98 | 152 1 148 | 134 | 87

oag 1279) 29.1) [(10.5)| (7.1) | (7.7) |(11.9)|(11.6){(10.5} | (6.8)

SBA Menomune® | 328 | 114 | 62 | 92 | 144 | 145 | 115 | 63
(1099) (29.8) [(10.4) | (5.6) | (8.4) {(13.1)](13.2)| (10.5)} (5.7)

gvs) TetraMenD | 9 6 2 7 13 | 67 | 116 | 203
%A (1278) 0N 05|02 ©5] 00| 52|61 |(159
Menomune® | 3 3 3 1 7 38 | 67 | 133

(1099) ©3) {©3) 103101 0.6 ] (3.5 |61 ][(12.1)
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FZD—2 : TetraWMenD IZEAL. HROFEBLUPMAERIZELMT OELEH
£ (£ [R0A | HROB| nanioan |DEECOMT | LEENO W ﬂlng;TY"S5
13 0HE |127 23847 | 45.63 42.04 111.67
sag | 122 5170.42 | 2690.10 | 161323 | 2556.00
19 o8B V132 | 22451 |40.96  |37.66 244.18
e om 127 442124 | 2425.55 | 1786.78 | 2492.65
20 OBH |107 193.76 | 69.62 41.73 108.16
28EH | 103 508024 | 3103.18 | 1766.17 | 1966.95
21 oBE |106 239.80 | 57.27 32.42 12227
T 3011.03 | 2447.58 | 1521.66 | 1725.00
22 onB |84 37111 | 47.95 34.18 175.14
B EE |82 464072 | 3151.78 | 1720.45 | 3151.78
23 SEERER 219.45 | 54.40 50.80 180.25
aoo | 80 466443 | 3788.73 | 1620.81 | 1961.17
24 0BE |66 22333 | 71.84 42.49 124.03
B EH |64 392234 | 3057.48 | 1479.87 | 1562.21
25 0HE |62 280.50 | 48.94 2926 148.02
BEE |59 477187 | 3685.02 | 212147 | 1563.07
26 0BB |29 131.10 | 37.83 17.19 73.87
e Em |26 493636 | 432032 | 117001 | 2673.69
27 CEERER 315.17 | 45.25 2884 44572
2808 |20 5042.77 | 5595.30 | 80341 | 2702.35
28 0BE |33 593.10 | 72.60 55.25 157.92
"TIEE €640.01 | 494833 | 1558.63 |2091.47
29 OHHE |26 270.02 | 29.54 28.76 51.71
2888 |26 493636 | 2534.86 | 1201.62 | 2278.46
30 EERED 229.46 | 68.84 25.71 99.15
sEE |19 5287.60 | 5687.02 | 164539 | 1529.61
31 0OHE |17 138.88 | 52.20 27.18 226.53
8|8 |17 2314.48 | 3340.58 | 1111.00 | 1966.18
32 OHH |24 362.04 | 58.69 64.00 50.80
TR 473232 | 354524 | 1448.15 | 1933.05
33 oBR8 |22 320.39 10%.34 68.16 164.69
B EE |22 7980.02 | 3499.00 | 1317.54 | 1749.50
34 0OHE |16 534.67 | 51.54 41.50 112.40
saE |15 3734.42 | 4096.00 | 741.00 | 1415.08
35 OHB |17 369.50 156.95 15.62 48.11
28@E8 |16 4096.00 6888.62 824 .57 1649.14
36 oHE |17 19244 | 69.44 20.43 136.95
wpg |17 3078.08 | 7864.70 | 1362.24 | 2410.80
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(89) JpP
37 0HH |20 238.86 | 78.79 20.39 73.52
28EF |19 1835.69 | 440603 | 637.28 | 1474.81
38 OHE |24 203.19 | 90.51 15.54 78.34
25EA |24 315845 |4216.02 |558.34 | 1824.56
39 0HH |18 376.25 | 61.58 33.26 143 .68
23aE |18 4778.10 | 409600 | 1824.56 | 1970.63
40 0HE |25 249.00 | 71.51 25.63 86.82
BEA |25 308309 | 3760.09 [916.51 | 1112.82
41 0HE |26 24271 | 60.68 23.24 131.46
28 AE |26 3681.69 |240325 |1201.62 |1336.84
42 0HA |24 12800 | 71.84 2540 32.94
2 nE | 24 243550 | 2169.78 | 542.45 | 574.70
43 0AH |23 14440 | 51.83 33.99 72.70
emg |23 2453.02 | 181542 | 1120.89 | 1515.12
44 0HRB |27 198.04 | 101.59 | 47.03 99.02
8 EE |27 264742 | 3335.54 | 1194.53 | 998.05
43 0BH |23 158.06 | 53.41 31.05 79.03
Bag |23 204179 | 2686.11 |453.85 |1561.48
46 oRHE |28 204.87 | 55.17 2153 | 68.93
s aA |28 2205.80 | 1680.05 |927.46 | 1217.75
47 0HH |20 18740 | 81.57 32.00 87.43
28 aH |20 2352.53 | 4544.80 | 652.58 | 135118
48 OHH |32 94.52 38.05 25.22 139.58
28 EE |32 315845 | 243550 |939.01 | 1299.51
49 0HB |19 11473 | 33.19 24.79 137.69
s EE |19 2048.00 | 4096.00 |951.05 | 1586.44
50 0AE |16 145.76 | 94.52 34.90 98.70
sapm | 16 302234 | 204800 | 693.38 | 1024.00
51 OHH [15 73.52 29.18 27.86 67.03
B EE |15 170238 | 2702.35 | 280.79 | 370.50
52 0oEA |12 13561 | 90.51 11.99 95.89
spg |12 216078 | 3251.00 | 54245 | 54245
53 omB |11 27265 | 128.00 | 49.74 105.95
semm | 11 192203 | 1922.03 | 423.81 | 350.81
54 0HH |10 84.45 90.51 9.19 238.86
2sEE | 10 270235 | 310419 |222.86 | 117627
55 0HE |6 71.84 22.63 57.02 50.80
2808 |6 81275 | 3649.12 | 512.00 | 724.08
ooooOooao
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ED—3 :SBABRNMANR—ZRZA LA ELUELR LI-BHEOHE LU (IUFH L OES

TetraMenD Menomune®
SBA A{fi A% 4 & o, R
AL IFLE (PMenomune gz- 9%C| @
3% B¢ /N | Prevamenn? | /N Pricnomune®] —pTetraneny | (SREES
A 1028/1278  80.4  [929/1099| 84.5 4.1 7.1
C 1131/1278 . 88.5  1985/1099] 89.6 1.1 3.6
Y 041/1278| 73.6  |872/1099| 79.3 5.7 9.1
W-135  [1142/1278  89.4  |1036/1099 943 4.9 7.1

*IREREL A SE L f-, HO : Pmenomune —PTetraMenD=0. 10 3 Ha : Pmenomune —PTetraMend <0. 10

TN n=A_R—Z 54 HEN D 4ELREER LEHAZOK. N=70 Fa—L T ENEEAOHRAE DK

3 PTetraMenD : TetraMenD BfI- B0V T ., EEE O SBA-BR HELAA—RA S A L4 EULEER L

BAFEOHDY%

¥ Pmenomune : Menomune@ﬁil:b‘l.\f. EIEZ O SBA-BR A@AR—ZX 4 oS 4 BUEES LT
BAHEOHD%

gooodaad

OSBA-BRO 0 0 0320 0000000
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FD—4  DOFUEEEZZOBO SBAMRKENIZ ULTH - LIFABTOWE LU
(7O ba—LEOEH)

TetraMenD Menomune®

os* %IZRHT & . e )

8 A 100.0 (99.77%, 99.9 (99.49%,
" (1278/1278) | 100.00%) | (1098/1099) |  100.00%)
MR C 995 | (98.98%, 98.9 - (98.10%,
" (1272/1278) | 99.83%) | (1087/1099) |  99.43%)
s Y 978 | (96.85%, 98.9 (98.10%,
" (125011278) | 98.54%) | (1087/1099) |  99.43%)
SR W15 98.7 (97.88%, 99.2 (98.45%,
" (1261/1278) | 99.22%) | (1090/1099) |  99.62%)

*

% : n/N

T Do F LR 28 B BICHES 32 UETHEIRNEOK
N HHEEN T 28 BE QMY » FILAERIEET H - HAEDLRY

oooooao
O0SBA-BRO 0 001280 0 0 0 OO OO
00000000280 00SBA-BRO 00D 1280 00000000000 DOODOS00ODNO
0oono
#D—5 D FUEEER2BED SBAMKRMEN 128 LLETHoHANBDWNE LU
(Faka—LCEaERD

TetraMenD Menomune®
* o *
v %IR8 % 95%C| o ¢ %IZRET B 95%C|

(/N (w/N)
R A 99.8 (99.44%, 99.9 (99.49%,
" (1276/1278) |  99.98%) | (1098/1099) |  100.00%)
s C 98.7 (97.97%, 98.5 (97.53%,
' (1262/1278) 99.28%) (1082/1099) | 99.10%)
. T~ 969 (95.85%, 985 (97.53%,
e ¥ (1236/1278) | 97.82%) (1082/1099) | 99.10%)
o 97.1 (96.03% 98.5 (97.53%,

EEE W-135 ,
" (124111278) | 97.95%) (1082/1099) | 99.10%)
"% :n/N

I n: 7 FEER 28 BRICHKEA 128 L ETH o ABEOH
N:#@EHENT 28 BEOmMEY > I AERTRETH > RAE OB
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0RE ML Z2HE0ABEDNEE (03— EOKH)

MBED S

JP 2008-513541 A 2008.5.1

s E A=A54y {A-R354y| BEDROE BEMNEOH S | EESNEOERIC
GMT GMT %18 | (Menomune ® {Menomune® (Fiqﬁ'd’%; 95:/;(}|
= _ —T L M D enamune:
DT TetraMenD) etraMenD) " TetralienD)
10

SBA mi&EEE A

TetraMenD | 223.6 -0.850 0.096 1.069 (0.973, 1.175)

Menomune 203.9

®

SBA mi&F$f C

TetraMenD 57.2 -0.772 0.130 1.094 (0.965, 1.240)

gflenomune 51.8

20

SBA &R Y

TetraMenD 122.9 -0.743 0.469 1.384 (1.225, 1.563)

Menomune 1274

®

SBA mi&EEE W-135

TetraMenD 33.2 -0.766 0.576 1.491 (1.334, 1.666)

Menomune 31.0 30
®

) o B MR EIL. 2 OBEHE (Nenomune ® —TetraMenD) T LCEE LT,

gooooao
OO0OSBA-BRO O DO O0O0O0O0OO0D40 000000000000
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:D—7 DO FUEBEBABICIETE BAMKFENA—ZASA S 4 BULEER L

ZABEOEE L%
SR TetraMenD Menomune®
i %" m/Nh [ @s%Cn) | % @'/NY | (95% CI)
204 | (L028/1278) | (78.16%, | 84.5 | (929/1099) | (82.26%,
SBA (A) ( 82.58%) 86.62%)
885 | (113171278) | (86.62%, | 89.6 | (985/1009) | (87.67%,
SBA (€) ¢ 90.20%) 91.37%)
736 | (G411278) | (TL12%, | 793 | (872/1099) | (76.83%,
SBA (Y) 26.03%) 81.70%) 10
204 | (L1421278) | (87.54%, | 943 | (1036/1099) | (92.72%,
SBA (W-135) ( ) (91.00%0) 95.57%)
* 9% - n/N

P R—XSA4 U LOREAEOLEN4BULTHBABOH
YN s ER TR L - R hE O]

0Oooo0oo
D00 0000000000008 028000SBA-BRO DD 0400000000000
00
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0000000000000 00O0OO0OODO0OODODOOODODOOODODOOoooogao 20
0000000000000 O00O0SBADDDOODODODOODODOS8DOOODODOOOaO
00002800 0SBA0 000040 0000000000 0SBADD DD SO D OO0 280
00000000040 00000000000000TetraMendd O 0O O O 90.70 100.0
O 0 Menomunell 0 O 0O 0 96.90 99.30 00 00O O
#D—8 0HBIZHEABEEINT (<8). 72 FEE%2B8IZ 10T
SBA-BR fifAfiAt 4 ELLEER Li-ihEDBS
- TetraMenD Menomune®
i % | @Y | @5%cCl) | % | @y | ©95%cr)
100.0 | (156/156) | (98.10%, 993 | (143144) | (96.19%, 30
SBA (A) .- .| 100.00%) 59.98%)
99.4 | (341/343) | ©7.91%, | 977 | (297/304) | (95.31%,
SBA (C) 99.93%) 99.07%)
90.7 | (253/279) | (86.64%, | 96.9 | (221/228) | (93.78%,
SBA (Y) 93.82%) 98.76%)
96.5 | 359372 | (94.10%, | 991 | 325/328) | (97.35%,
SBA (W-135) 98.13%) 99.81%)
o5 n/N
Uh gmERcHNT, 0 BIOAES<] 8 THY, 1, 28 ABOABAS] ;32 THoEBATOR
N RIERICHEVLT, 0 BEOHENR <] § CHoEBHEDK
40
0Oooo0oo
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RD—9 : MFH L OHNKEDOEFFEY GMT) BLUN OLRICEYTEFEH

_ TetraMenD Menomune®
HEER | A5 | M
N' | eMT | (95% CI)* | NT |GMT| (95% CI)*
(199.86, (180.53,
. omm [1279 | 2236 | o' [ 1099 2039 G
mlfﬁ g$ A jj‘lﬁ
o SBA (3646.33 4108.| (3827.43
28 ? ’
HE 1278 | 38966 | igatny [199] o | 441115
T -1 . _ 16.39,
refEE| 28 RE | 1278 | 160 (11;:3’ 1099 | 18.4 (20_67)
omg |1279| 572 (65;2'753,(’)’ 1099 | 51.8 (_,:‘95_'1417)’
i
A (2958.46 3463.| (314305
28 BH s s
0 SBA 1278 | 32352 | 353776y | 19| 4 | 381634)
rREE| s pE | 1278 | 471 (;‘;_g;‘)’ 1009 | 55.1 (;‘;65%
og (108.89, (111.97,
. 1279 | 1229 | (yey | 1099 1274 | Qo0
ik E Y (1598.14, 2446, | (223536,
& SBA 2BHE | 1278 117518 | So030) | 19907 | 2677.93)
rafe®| e mE | 1278 | 123 (11;’387)’ 1099 | 16.6 (11;'8638)’
27.90
ome |1279 | 332 | G200 | 1099 | 310 Y
| HE
mEeW-135 1171.59 1865. | (1717.28
28 BB ( ) .
 SBA 1278 | 1270.7 | 137892y [ 1099 5| 2026.48)
ekl 8 EE| 1278 | 314 (3248%5), 1099 | 48.9 (;‘ffg)’

R E i RAEEC AT, LREE=28 BEO A 0 B OHE
N: SMEBRZESWNTELLERIBEOH, 31 AOBAFZ 20T, 2RABOEME{T> TLVELY,
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1) RE—1 : ERHBIUVMBFICLILIMN OFELED

10 |1pg 1 0 2048.00 512.00 512.00 256.00
4pg 1 28 8192.00 1024.00 | 4096.00 1024.00
10pg 1 56 32768.00 | 4096.00 |16384.00 | 8192.00

11 1pg 273 0 186.38 63.35 23.06 140.97
4 ng 267 28 2331.86 513.33 336.73 775.64
10 ug 265 56 10668.96 | 2005.59 | 2285.81 2203.62

12 tlpg 236 0 185.87 56.24 27.23 138.56

[ 4 g 229 28 1672.07 516.67 280.33 752.00
10 pg 226 56 10030.01 [2522.93 |[2164.24 2231.65

13 [lpg 172 |0 21965 6025 12046 | 128.00
4 ug 170 28 2562.84 664.66 372.52 898.74
10 g 168 56 10493.02 |2700.12 [ 2346.72 2289.34

14 | lpug 128 0 326.64 65.05 30.81 107.63
4 ug 126 28 1896.19 597.26 388.88 752.50
10 pg 126 56 0044.70 2375.94 |2248.77 1885.79

15 [lug 101 0 223.17 83.07 47.00 114.69
4 ug 95 28 2352.53 71620 | 504.58 776.05
10 ug 94 56 9424.03 457506 |2356.01 1988.48

16 1pg 71 0 393.36 46.83 24.11 70.56
4ug 70 28 2399.59 783.77 450.16 512.00
10pug 69 56 8527.88 3154.48 | 1908.93 1833.75

7 |1ne 35 0 35847 10710 | 2841 79.58
4 pg 35 28 2173.36 403.70 156.70 411.78
10 ug 34 56 73988.11 3340.58 | 1418.93 1390.30
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SE—2 DO FUEBENBBACEVTHEASIUVI 7T UTOHRELLELD
AL L2 EERLERATORBSUIE
Td+TetraNenD) Td+ FZ A, e
IS5k TetrallenD A%;ﬁjé
n/N (%6=Pa) [ n/N (2% =Pb) &
HUR S # (Ph—Pa)
R 10
s e 0/24 2/23
(BEFERTAE>5. 31U/ml) (0.00) (8.70)
4ELR 499/439 417/448
(HEFERTME <5. 31U/ml) (90.89) | _(93.08)
—_— N 399/463 419/471 2.78 (-1.45,7.01)

RIELT=ADRA (86.18) (88.96)
CIFYT

2L 8 44/47 42/49

YEIERTAE > 1. 280/ml) {93.62) (85.71)

20
4iELR 419/419 416/425
GEFERTAME<1.281U/mD]  (100.00) (97.88)
—_— “ 463/466 458/474 -2.73 (-4.51,-0.95)
RIS LT=AOH#H (99.36) (96.62)

oooooao
O0D0D0ADCOYDDOW-13500000000000000000000000SBADD

0

O0E0D200280000000000000000000000040000200000
0000000000000 0000000000000000002.780000000
000002.7300000 30
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RE—-2 WBRARLUDIITIVTFTODIFUERELARICBLWIEEBARLUSI2TITO
FELSDPHECEE4EL LI 2 ELRELEBAEOREE LIS, MPERT1 (FRba—L 0K
Td+TetraberD. 754 |Td+7Z R, TetrakenD _ -
FRR "N (0P A hepb) £ (Pb—Pa) | s6zicst+ 5 95001
HigE
2ELR (HEIAESS Al 0/24 (0.00) 2/23 (8.70)
HEES R AESS 30 399/439 (90.89) 417/448 (93.08) 0
RIS LIz ADEE 399/463 (86.18) 419/471 (88.96) 2.78 (-1.45,7.01)
RE—2 WEARLUCITUFODSF L ZEER 2 BRIZEVWTHBARLUSITUFD
EAL AL ABL LR 2ELR LEBAZOREB L UIE, #HRHE 1 (Toba—LIE0EE
Td+Tetratlend, FS+4 | Td+F >, TetradenD B s
CIOTUTF
iz L s 44/47 (93.62) 42/49 (85.71)
(BERERTA{E > 1. 280/ml) 20
4fELR 419/419 {100.00) 416/425 (97.88)
(BERERME =1, 281U/ml)
RIG LIz A 463/466 (99.36) 458/474 (96.62) -2.73 (-4.51,-0.95)

ooocooao
oEO03aO028000000O0000004000000000000000000O00RGC
00

RE—3 : TetraMenD D4 F L 1#E#% 28 BRIZH T SBA-BR DEN 4 B E LR LB DHBE
BLURE, R#HE2 (Faba—LJEn%E) 30

Td+TetraMend, 75t | Td+ FFtR. TetraMend —_ 0f 22 (- .

M5 e N (%= Pa) /N (%=Pb) % {Pb—Pa) %223 F D 95%C|

MmAEEA 419/466 (89.91) 433/478 (90.59) 0.67 (-3.11,4.46}

MmEEC 424/466 (90.99) 394/478 (82.43) -8.56 . (-12.85,-4.27)

MEEEY 389/466 (85.62) 311/478 (65.06) -20.56 (-25.89,-15.23) -

AR 135 448/466 (96.14) 419/478 (87.66) -8.48 (-11.91,-5.05)
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RE—4 : R—RAZAMVIIEWVWTPI2TITELUBERONELSEN o RAEOH (%),
HHOWCHER28BRICNHES2ELRE LRABORBLUES (T0 - I en&H)

Td+TetraMend, F3 Td+ 7> A, TetraMenD

R—ZS5LUh| 2BULDLE |R—XS54 L hiE| 2BULOLSR

n/N Yo n/N Yo n/N % /N %
HWEE>53U/Mml | 24/468 5.13 024 0.00 23/472 4.87 2/23 8,70

10
S E b4 477469 | 10.02 | 44747 | 93.62 | 49/476 | 1029 | 42/49 | 85.71
>1.281U/ml
0oooooao
O0DEOS0 00000 DOO0ODDODODOODDONDDODONDDODNDDOOODODOODOOOODGOOaOn
0000200 0000040000000000000000000000
RE—5 :  R—ASAVIEVWTTITIUTEIUVREAOAENE M o= HBEDE (%),
HOUICHEERZBABICAAFA4ELELEBABOREIVES (TR ba—ILJLOER)
‘ 20
Td+TetralenD., 7St H Td+ 7> A, TetraVMenD
R—ZR 54 LAHE[4 ERLEDLER |R—254 Lhim|4 BERLOLR
n/N % n/N % n/N % n/N %
REE=5. 31U/Mml |444/468 | 94.87 |399/439| 90.89 |449/472} 95.13 |417/448 | 93.08
00 | 427476 8971 |416/425] 97.88
Ooooooao
O0DED60D0O0D0O0OODO0ODODO0OODDODDOOODOTetraMen DO OO OODOODODOOOD 30
00002000 0000000000000000000001.01u/mMIO0O0O00ODN
0000000000 oooan
RE—6 HMERSLECITIFOOL/FUOBEZR2BAB8ICEVTHRERESLY 2T JFO
FENZ10U/Mm TH-EIBEABOBEELUVIS (R bta—LE0&ER)
Td+TetralMend. 75t a|Td+ FF 7R, TetraMenD £ (ph_p WwEIZHT S
n/N (%% =Pa) n/N (% =Ph) a) 959%4C|
0/477 (98.53 0.61 (-1.97,0.76)
WEE =1 01U/l 461/465 (99.14) 47 (98.53)
A T 474/476 (99.58) 0.42 (-1.00,0.16) 40
$9307321 ol 4671467 (100.00) | _ ¢ -. . .00,0.
Ooooooao

Uoed700oboboOo0oob0obODOo0oob0boboOooo0obOO0TetraMenDOD OO OODODOOAO
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RE—7 WERBLUIITIVFTOOIF U EE R 28B8BICETOHERSLUYITYFIC
s LR T (GMNT) D& (TR ha—)LJERER) [1]

Td+TetralMend, 7> &R Td+ ZFZ A8, TetraMenD

AT 4 955401
GMTa (95%CI) | GMTb | (95% CI) Tt GMTb ./ GHTa LR

RIEE 11.46 (10.79,12.18) | 13.56 | (12.73,14.44) 1.18 (1.08,1.29)
STFUF | 30469 |(221.69,418.78)| 10.60 | (9.23,12.18) 0.03 (0.02,0.05)
000000

OOEOD8ODO T TetraMenDD 0 0 0 O 002800000 00000AO0CDOYDDDOW-1350 0
OOSBA-BRO O O OOOooooOoOOoOOOoeMiTDbOOOOO0G0O0AO

FRE—8 : TetraWenD 178 286 H B ® SBA-BR 13t S A FHHMAKIE (GNT) oblkE (Fobka—n &
OEHE) [1]

Td+TetraMerD. 73 €4 Td+ 7S, TetraMend

GMT Lt GMT Ltk
GMTb .~ GMTa | 1289 3 959 |
GMTa (95% Cl1) GMTb (95% CI)
& EE A 11321.8 | (10173.2,12600:0) ] "10391.4 {{9523.1,11338.8) 0.92 (0.8,1.1)
P 5042.0 (4389.4,5791.7) 21360 | (1810.8,2519.4) 0.42 (0.3,0.5)
- 3387.3 (2978.2,3852.5) 13313 | (1170.2,1514.6) 0.39 (0.3,0.5)
1% 8% W-135 4175.8 (3702.1,4710.1) 1339.1 | (1161.8,1543.4) 0.32 (0.3,0.4)
0o00O0oo0o
0 0ED 90 O TdO TetraMenDO 0 0 00000 OO0 O TetraMenDD O 00 00 0280 00O O
DO00OO0OO0OO0OADCOYDODOW-1350000SBA-BROO DO D OOOODOOOOGMTOOD
OOOMIAC20 0 0000000000000 O0O00O0OOGMIODNODO0OO0OADDODOD
00.480000C0OO0D0D0D0O0.380000Y00000O0.340000000W-13500 00
00.390 0000
TE—9 : Td+TetraMenD, FZEREHZHLNVT, TetraMenD $E3E#% 28 BB & SBA-BR AfdI<xtd 2
B THAAE (N #HBCAhALELNGT SHRELLEE (FRFI—LCEOER)
Td+TetraMenD. 7357 HEEC
_ GMT Lt GMT Lt
GMT G¥Tnte02 / GMTa | 1<3bd % 95%C|
GMTa (95% CI) Study C (95% CI)
&g A 11321.8 | (10173.2,12600.0) | 5483.2 | (4920.1,6110.7) 0.48 (0.4,0.6)
s C 5042.0 (4389.4,5791.7) 19244 | (1662.1,2228.0) 0.38 (0.3,0.5)
&g Y 3387.3 (2978.2,3852.5) 13223 | (1161.5,1504.8) 0.39 (0.3,0.5)
15 #¥ W-135 4175.8 (3702.1,4710.1) 1407.2 | (1232.1,1607.3) 0.34 (0.3,0.4)
0Oo0o0o0o

OCOED1000 TdOD OO DO OO TetraMenDO O 0O O 0O O TetraMenDO O O OO0 O 0 280 0 O
oooobDDbODb0OAODCOYDOOW-13500 0 0SBA-BREODODDODOOOOOOOGODOGMTO O
gooovMTAC2D OO0 DODOO0ooobooooboooobbeMmibOOoobobDOoOADOO
goo.s3bonoocoobonopoo.obbboydoooonDo99 000000 DOW-135000
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KE—10 :BEICELT. TetrabenD #iE 28 B BIZH T S SBA-BR H{H I & B FEigHikd (GMNT)

O o0ooooogdg

#FRECHhLBON-HET 2RELLEE. FARS (Foa—IL.TEOER) 1]
Td+ 7S AR, TetraMenD AEC
GMT Lk GMT Lt
(MTmtal2 .~ GMTb | (29 3 95%CI
GMTb (95%Cl) | HBCOGT | (95% CI)
MmiEEA 10391.4 (9523.1,11338.8) 5483.2 {45920.1,6110.7) 0.53 {0.5,0.6)
mEC 2136.0 (1310.3,2519.4) 19244 (1662.1,2223.0) 0.90 (0.7,1.1)
miEEY 1331.3 (1170.2,1514.6) 13223 {1161.9,1504.8) 0.99 {0.8,1.2}
mEEEW-135 1330.1 (1161.8,1543.4) 1407.2 {1232.1,1607.3) 1.05 (0.9,1.3)
Ooo000od

.5.

OE0D 110 000000000000 Per-Protocol PopulationD D 000 O0QoOOoOOaO
o000 00OTetraMenDO 0 000002800 0000SBA-BROO OO OOODODOODOO
SBA-BRO O O O 0O 80 10240 O

goooano

OE0D 120 000000000000 Per-Protocol Populationd OO OO0 O0O0OODOOAOd
o0O0Od00OTetraMenDO 0 OO ODO0OD0280 0 0000OSBA-BROO O OOOOODOODOO
SBA-BRO O O O 20480 5242880 O
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FE—11:0BBE LU TetralenD £587% 28 BRIZE T4 SBA-BR H{EOMBEE O
(FRba—LZEDER (SBA-BR Affi<8 ~ 1024)

SBA i
< | 8 16 | 32 64 128 | 256 512 | 1024
n n n n
s (mEo| p nygm R "
N|l%| % | % | % % % % % %
mEEE lomE| Az (470 | 90 | 13 5 2 9 25 60 63 97
A 1907 28 | 1.1 | 04 1.9 53 | 128 145 | 20.6
e (478 | 53 | 6 2 0 5 36 74 73 103
11| 13 | 04 | 00 1.0 75 | 155 153 | 215
8 EE am [470] © 0 0 0 0 3 3 7 10
00| 00 | 00 | 00 0.0 0.6 0.6 1.5 2.1
pE (478 | 0 0 0 0 0 0 1 4 6
00| 00 | 00 | 00 0.0 0.0 02 08 1.3
momge (0SB AE (470 | 151 27 15 | 27 |. 18 31 38 52 64
c 32.1| 57 | 32 | 57 3.8 6.6 8.1 1.1 | 136
sz 478 | 1531 31 | 20 13 12 55 49 42 45
320| 6.5 42 27 2.5 11.5 103 8.8 6.4
ZFE—11 CHBB&U TotralenD 1EiEe 28 B BIZ &+ 2 SBA-BR ABOIER =& D47
(7o ba—nTEQHE (SBABR HIE<E ~ 1024)
SBA 711E
<3| 8 16 | 32 64 128 | 256 512 | 1024
_ n n n n n n n n n
A | A
Nl%| % | % | % A Y % % %
26 BH AEE (470 I 0 0 2 1 5 11 26 19
02| 00 | 00 | 04 0.2 1.1 2.3 5.5 8.3
B [478 | 2 2 2 9 4 20 15 52 67
04| 04 +-04-| 19 0.8 42 7.3 109 | 14.0
e 0BE|AH 470 {101} S 6 22 | 30 53 81 67 52
Y -2 11 13 a7t 64c | 113 | 172 143 | 11.1
BE (478 [ 93 | 1 2 8 20 84 69 71 69
195] 02 | 04 | 17 42 | 17.6 | 144 149 | 144
sEE AR [470] 1 1 1 2 3 7 12 23 65
02| 02 | 02 | 04 0.6 15 2.6 49 | 13.8
BE |48 | 4 3 1 2 5 20 38 69 85
08| 06 ! 02 | 04 1.0 42 7.9 144 | 178
fEE Y oggiA#E (470 [205] 30 17 33 37 41 39 31 17
mﬁl 436| 64 | 36 | 70 7.9 8.7 8.3 6.6 3.6
AH B2 |478 | 2131 20 | o | 14 | 26 | 60 | 48 32 | 24
W-135 46| 61 1 19 | 29 54 | 1241 100 6.7 5.0
wEEHAR (470 1 0 0 0 1 4"l 7 24 62
0.2 0.0 0.0 0.0 0.2 0.9 1.5 5.1 13.2
B#E 1478 | 7 3 1 2 1 21 42 72 87
1.51 06 | 02 | 04 0.2 44 8.8 151 | 18.2

ABE 75 F R 1=Td+TetraMenD, D45 F L EE2=7FS5tR
BEE JOFLEEI=Td+FS+HR. 79 F#E 2="TetraMenDd
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KRE—12 :0BSHEU Tetralend #F35H% 28 BEIZRIT S SBA—-BR DD MFEREZ L DS/
{(ZOFa—ATEDER, (SBA-BR H1fi 2048 ~ 524288)

SBA i
2048 | 4096 | 8192 | 16384 | 32768 | 65536 | 131072 | 524288 | *
» n n n n n n n il n
AR EEE )Wl %l % | % | %l % | % | % | %
A a6 70 | 16 | 10 | 3 1 0 0 0 1
149 | 3.4.0 21- 06 | 02 | 00 | 00 | 00 | 02
mip A B a78| 75 { 29 | 13 | 4 5 0 0 0 0
l1s7l 61 {27 08| 10°| 00 | 00 | 00 ] 00
A 701 20 | 60 | 109 | 102 | 117 | 17 10 0 3
- 62 1282320217 249 | 36 | 21 ) 00 | 06
B 478 | 38 | 75 | 112 | 147 | 83 7 5 0 0
79 | 157 1 2341308 174 | 15 | 10 | 0o | 00
A 470, 36 | 4 | 2 | 3 1 0 0 0o | 1
77 109 |0z | 06| 02 | 00 | 00 | 00 | 02
mgzcl O B 78| 32 | 14 | 8 | 2 2 0 0 0 0
67 | 29 { 17 | 04 | 04 | 60 | 00 | 00 | 00
A 270 80 | 79 | 77 | 4 | s1 10 10 1 3
. 10l 168 164|157 | 109 | 21 | 21 | 02 | 06
B 8| 19 | 62 | 59 | 36 | 35 5 9 0 0
65013011231 7251 73 | 10 | 19 | 00 | 00
A 40| 37| 9 | 4 | 2 0 0 0 0 1
0B 2019|091 ea ] 00 | 00 | 00 | 0o | 02
sz v B 4781 35 | 15 | 6 | S 0 0 0 0 0
735 131l 3] 10| 00 t 00 | 00 | 00 | 00O
A 270 | 74 | 114 | 77 | 56 | 28 1 2 0 3
e 1571243 | 164|120 60 | 02 | 04 | 00 | 06
B 478 113 | 73 | 47 | 15 3 0 0 0 0
236|153 98 | 31| o6 | 00 | 00 | 00 | 00
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INTERNATIONAL SEARCH REPORT Intemational application No.
PCT/US)5/33761

A CLASSIFICATION OF SUBJECT MATTER
[PC: AG1K 39/385( 2006.01),39/116( 2006.01),39/02( 2006.01),39/095( 2006.01),39/00{ 2006.01);COTH 1A0( 2006.01)

USPC: 424/197.11,193.1,203.1,234,1,250.1,831,184.1;536/i23.1
According to International Patent Classification {IPC) or to both natienal classification and TPC

B. FIELDS SEARCHED

Minimum documentation searched {classification system followed by classification symbols)
U.S. : 424/197.11, 193.1, 203.1, 234.1, 250.1, 831, 184.1; 536/123.1

Documertation searched other than minimum docusmentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
Please See Continuation Sheet

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y US 6,146,902 A (MCMASTER) 14 November 2000 (14.11.2000), Examples, columns 4-6, 1-20
and Tables | and 2.
Y US 2003/0068336 A (RYALLY) 10 April 2003 (10.04.2003), Examples and Tables. 1-20

EI Further documents are listed in the continuation of Box C. D See patent family annex.

. Special categories of cited documents: T later published after the i ional filing date or priority
date and not in cenflict with the application but cited to understand the
"A"  document defining the general state of the art which is not considered to be of principle or theory undetlying the mvention
particular releyance
"X d t oF particular cel the clnimed invention cannot be
“E"  earlier application or patent published on or afier the international filing date cansidered novel or cannot be considered 1o involve an inventive step
when the document is taken alone
“L~  document which may throw doubss on priority claim(s) or which is cited lo
establish the publication date of another citatien or other special reason (as "y d of particular el ; the claimed invention cannot be
specified) sansidered 1o involve an inventive stcp when the docuntent is
combined with onc or mere ather such decuments, such comhination
“or o d ing to an oral discl usc. cxhibition or other means - heing obvious to & person skilled in the art
o d blished prior to the i ional filing date but tater than the & document member of the same patent family
prionity date claimed
Date of the actual completion of the intemational search Date of mailing of mj.ingmjiﬂtil-smoﬂ
09 June 2006 (09.06.2006) //
Name and mailing address of the ISA/US Authorized officer
Mail S10p PCT. Antn: ISA/US . L
Commissioner for Patents 5. Devi, Ph.D.
P.O. Box 1450
Alexandria, Virginia 22313-1450 Telephone No. (571} 272-1600
Facsimile No. (571) 273-3201

Form PCT/18A/210 {second sheet) (April 2005)
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INTERNATIONAL SEARGH REPORT International spplication No.

PCT/US05/33761

Box No. II Ohbservations where certain claims were found unsearchable (Continuation of item 2 of first sheet)
This International search report has not been established in respect of certain claims under Anticle 17(2)(a) for the following reasons:

1. |:| Claims Nos.:

because they relate ® subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4a).

Box No. Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Please See Contmuation Shest

As all required additional search fees were limely paid by the applicant, this international search report covers all
searchable claims.

2z D As all searchable claims could be searched without effort justifying additional fees, this Autharity did not fnvite payment
|:| of any acklitional fees.

As only some of the required additional search fees were timely paid by the applicant, this intemational search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. E No required additional search fees were timely paid by the applicant. Consequently, this intemational search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-20

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:] The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
Form PCT/ASA/210 {continuation of first sheet(2)) (April 2005)
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INTERNATIONAL SEARCH REPORT ’ International z;pplication No.
PCT/US05/33761

BOX III. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application contains the following inventions or groups of inventions which are not so linked as to form a single general
inventive concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination

fees must be paid.

Group I, claim{s) 1-20 (in part), drawn to drawn to a polysaccharide-protein conjugate comprising a capsular polysaccharide of
N. meningitidis serogroup A conjugated to one of more carrier protein(s).

Group I, claims 1 (in part) and 2-20, drawn to drawn 10 a polysaccharide-protein conjugate comprising a capsular
polysaccharide of N. meningitidis serogroup C conjugated to one or more carrier protein(s).

Group I, claims 1 (in part) and 2-20, drawn to drawn 10 a polysaccharide-protein conjugate comprising a capsular
polysaccharide of N. meningitidis serogroup W-135 conjugated to one or more carrier protein(s).

Group IV, claims 1 (in part) and 2-20, drawn to drawn lo & polysaccharide-protein conjugate comprising a capsular
polysaccharide of N. meningitidis serogroup Y conjugated to one or more carrier protein(s).

Group V, claims 21-39 and 56, drawn Lo a composition comprising a po iysaccharide-protein conjugate which comprises two or
more capsular polysaccharides of M. meningitidis of serogroup A, C, W-135 or Y conjugated to one or more proteins.

Group VI, claims 40-55 and 66-68, drawn to a method of immunizing a human patient against meningococcal disease by
administering a composition comprising a polysaccharide-protein conjugate which comprises two or more capsular
polysaccharides of N. meningitidis of serogroup A, C, W-135or Y conjugated to one or more proteins.

Group VII, claims 57 and 61-65 (in part}, drawn to a method of inducing an immunological response against meningococcus A
in & human patient comprising administering a conjugate of a capsular polysaccharide of N. meningiticlis of serogroup A.
Group VIII, claims 58 and 61-65 (in part), drawn to a method of inducing an immunological response against meningocoecus
C in 2 human patient comprising administering a conjugate of a capsular polysaccharide of N. meningitidis of serogroup C.
Group IX, claims 59 and 61-65 (in part), drawn to a method of inducing an immurnological response egainst meningococcus Y
in a human patient comprising administering a conjugeate of a capsular polysaccharide of V. meningitidis of serogroup Y.
Group X, claims 60 and 61-65 (in part), drawn to a method of inducing an immunological response against meningococcus W-
135 in a human patient comprising administering a conjugate of a capsular polyseccharide of N, meningitidis of serogroup W-
135. .

Inventions I-X lack unity. The special technical feature of the first claimed invention is a polysaccharide-protein
conjugate comprising a capsular polysaccharide of N. meningitidis serogroup A conjugated to one or more carrier protein(s)
wherein the composition comprises 0.5 to 15 micrograms/mL of the polysaccharide to an average size of less than 100,000
daltons. However, such a composition was already known in the art at the time of the invention. For instance, Ryall (Us
2003/0068336) disclosed a polysaccharide-protein conjugate vaccine wherein a capsular polysaccharide of Neisseria
meningitidis serogroup A, C, Y or W135 is depolymerized to a desired or targeted molecular size, derivatized, and conjugated
to a diphtheria toxeid protein. The conjugate was ultrafiltered using a regenerated cellular catridge having a molecular weight
cut-off of 30.000, and therefore the derivatized polysaccharide in the conjugate has an average size of less than 100,000
daltons. The conjugate contains 8 micrograms of each serogroup polysaccharide per mL and further comprises aluminum
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Although the product of invention [, and the method of using the product of irivention VII is a permitted combination under
PCT Rule 13.2, in the instant case, since the product of invention I is already disclosed in the art, the special technical feature
is not a unifying feature. Technically, the absence of special technical feature permits the separation of method of using the
product or method of making the product from the product itself. The special technical featurss of inventions 11-X are
delineated above. The products of inventions 11-V do not share significant common structural elements. While invention V
represents a combination, inventions I, I, 11 and 1V represent subcombinations. However, the independent claims in the
subcombination inventions I, T1, IIT and IV do not define over the prior art,

Ryall (US 2003/0068336) cited above disclosed each subcombination. Because the independent subcombination claims do not
avoid the prior art, no inventive link exists between the combination and subcombination inventiens. The methods of
inventions VI-X do not share significant active element(s) or compositions used.
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