[aa)]
Lo
o~

CN 1140107

(19) R &R =G

(12) ZBHE F

(10) FER/AE2S CN 114010775 B
(45) RN & H 2025. 06. 10

(21) EBiFS 202111336096.5
(22) BHiEH 2016.04.29

(65) El—EEE AR HIENS
HiF/AHE ON 114010775 A

(43) HIiF A H 2022.02.08

(30) AR
62/156,500 2015.05.04 US
62/237,813 2015.10.06 US
62/237,820 2015.10.06 US
62/319,539 2016.04.07 US

(62) 57 RIFFRIBEHIE
201680025709.4 2016.04.29

(73) EFA W)
ki QESEE ST

(72) BB A S« Zfifk

AeS e R AL
*GeKeJEgE e
cUe Efk ReKedIAH
« BEfEDT bt
o FMEHIHT/R A« K« Hhipsfs
MeE«iZ 1L« ikF

o o= =

Se¥kg CX1

(74) TRRIBNA R T LR RibRg 55 Hr
HIRAF] 11038
TFRIBIF XD IR
(51) Int.CI .
A61K 39/116 (2006.01)
A61K 39/09 (2006.01)
A61K 39,385 (2006.01)
CO7K 16,44 (2006.01)
CO7K 16/12(2006.01)
A61K 39/40 (2006.01)
A61P 37/04 (2006.01)
A61P 31,04 (2006.01)
C08B 37,00 (2006.01)

(56) XFEE ST
WO 2014053612 A1,2014.04.10
US 2008286838 Al,2008.11.20
US 2012276137 A1,2012.11.01
WO 9304183 Al,1993.03.04

HER FH

BURIZERA45T Bl H9500 K EI24 5T

(54) ZRRETR

BIRHEER B 2 Wi~ 1 TR & s 28 5
(RT7 1k B EI  IR VA S S H T i
(57) &

AR IRTE M B35k BCFUREER PR GHL PN
BIREEER TR (GBS) ) [ FE B 24 (CP) AZ Az 111
TR IRPEZ - A RS, Horp CPi R
AR R R IS B Ta I IT ITTVIV.\V,
VIWVILVITIRIX, PAR o CPIRER R /K - in
T-2360 % o« AL WHIRVS M tiliE iz 28 VA St
AR B S T i AR AT
NAE 2 - H R SN s i A &,
Hoh 24 A WSk HGBSILIE IV &2 /b —
R ANIIIIE TR CP o A& BHE— 250 R A A
SCATFRIER S PR S S22 GBS IR S ie W

/B B I 3 IR RGBS B 1 T
TE FI A LA Tl A B Eh ey vk T R
JT BT GBS e

105
104
103

102

OPA & L

1074

102 T T
ﬁnrﬁk Ig'G ik 19G

v \




CN 114010775 B W F ZE Kk B /4 5

L. — Tt e i I S B 2o - 2 R i 1 BB A, H A FriR S W 9 S 20 K F Bk
BEPKTA (group B streptococcus, GBS) M52 Ta Ib 1T ITTIIVAIV, 3 H A A& A2
CRM197 , & 11775 2R e JBE 20 M A 455 1T RO 7K T i 16 0% I HL AU R 5 -25, I
HAF—Plig 2 e 2 0 - ks 1 B8 A b e B2 5 di s A B e EE b0 .5-3,
LA T00% ) HEIR R /KF-AH 24 T RFmMI) S B 2 04T 1. OmMIPIPEEIR R , O H L e (AR B DA
WL A FRT I BRI R B T R B IR BSOR I = 1

2 . QAR R A G I S i 20 - A SR S , H A S 200 70 455 1 e
TRIR 7K 5 195%

3 QAR R A o I I S i 20 - AR [ SR S , HE S I 2000 7 455 1 e
TRIR 7KF-2h 100%.

4. QAR R LI o5 e TR 2 0 - RS E T &, Horp IR S R e S T
FEmMZ A ELAT /D0 . 6mMIPHERR -

5. QAR R LI G0 R S 1 e It 22 M - 2 ki 1 o
FMZ i LA 200,65 mMIPJMERTR -

6 . QAR ER L) S s B 1 e B 200 - dl s B i &, Horp, eI e B A0 T
FMZ A LA 200, 7 mMPPERTR o

T QAR EOR L o s B e B 200 - dli ks A i &, Horb, e IR e B A0 T
FMZ A A 200, 8 mMPHERTR «

8. WIASR ER L) G s I 1k e B 200 - Akt B i &, Horp, eI 2 e B A0 T
FMZ A A 00,9 mMPMERTR «

9. QAR R A G5 i 1 T M 2 W - R B 1 ST, Horh, e 2 0 70155
kDaz1,000 kDa,

10 GIAUR R L 1 T B S R T S 20 M - PR B I BB A, Forb, S 01 ok
25 kDaZ750 kDa.

L1 GBUR BEER L 1 o B S R S S 20 M - PR B I BB A, Horb, S B 01 ok
25 kDa%400 kDa.

12 QAR R I o5 It i S B 20 i - Bl A R &0, Hodb, e 2 i o -0
100 kDaZ=400 kDa.

13 QAR R R S5 It i S B 20 i - Akl A R &9, Hoib, B — i s 2R ) e i
M- HR S A AN 5 T 300 kDa%20,000 kDa

Mﬂ%ﬁ@%ﬂ%%ﬁﬁ@%ﬁ%ﬁW%EEﬁ%ﬁwéﬂhﬁ#ﬁmﬁﬁmﬁﬁ
ZH - HUAE A B SR h1,000 kDa%i15,000 kDa.

15 QAR R R 5 It i S i 20 i - Akl A R &9, Horb, B — i s 2R ) e i
ZH - HUAE A B SR h1,000 kDa%:10,000 kDa.

16 . QAR K LR T3 It Mk e M 2 0 - A ER 1 Jn S, Horb, R E BIGRBEER IR 1LY
HUTh TTT IVAIVI SR Z B0 - S AL 0% ZE40% , FH41100% 0- Z A A Y T AFmM b
S 1. 0mM 0- ZJEHE.

L7 QAR R LR T3 I MR e M 2 W - AR EE E T s &1, HHp S B2 10 0- et
/b F5%, FHH100% 0- B AR Y T RmMIr o 2 T 1. omM 0- ZFRTR .

:I+

HEW, Kb, SRR AT

&

2
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18 QIAR B3R LTI G B B e IR 22 i - a1 L 5, Hh S 2 10- ek

Ty D>F-3%.
19 QAR SR T o B I I IR 22 ik - 2 1 TR A , FE b SR 2 W90 - e L
T DT 1%.

20 . QIRUR) R 16 1 SRt I JE R 20 M- SRR L BB 5, b, O I BIRRE R B If1LTFs
AUTh ITTIVAIVI S 20 EmMi 2 5ot H0- IR /K01 mM-0.4 mMe

21 . QIRUR) R 20 S R it I JE R 20 M- AR L BB 5 i, b, O I BIZRRE R B IM1LTFs
AUTh TTTIVAIVI S 20 - EmMi 2 ot H0 - IR /K02 mM-0.4 mM.

22 . QIRUR) R 201 S B it 1 JE R 20 M- AR L BB i, b, O I BIZRREBR B If1LTFs
AUTh TTTIVAIVI S 20 - EmMi 2 ot H0 - IR /KF-oM0.3 mM-0.4 mM.

23 QIRUR) R 201 S R It I JE R 20 M- AR L BB 5, b, DR I BIZRBEER B If1LTFs
T TTT IVRIVAY I Lk T-EmMbE i 2R e 0- ZFREE /K 40.35 mM-0.4 mM.

24 QIRUR) R 200 S R It 1R JE R 20 M- AR L BB 5, b, O I BIZRBE R B If1LTFs
TUTb TTT IVAIVIK MR 2 M T AEmMb 8 & B e H0 - CFRRE/KF- 0.4 mMe

25 . QIRUR) R 1 - 24 i AT— T R SRR s 1R S FEE 20 M- AR B A T 5, b AR — R,
TP e 0 - B AR A TR S Wb I TR 2o S AR (R EE R LB M0 .52,

26 . — PG BE I 4 A, FoA0 B RN R 1 - 25 FP AT — 5 ik 1) O 2 T M e s 2 e -
BIREATRESY.

27 . QAR Bk 26 I e e IR MR AL &, Foh 2L Bt — b 5 2555 E B g if
FU R T AT AR RS AR s R S

28. QAR Bk 26 e el AL 5, Horh izl St — b i 5k

29. QAR Bk 26 e el AL 5, Horh izl St — P S A

30. aAR EEsR 26 e IR MR AL A, o izl At — P SRS U s —
MBHE T

31 QRUR B R 26 e el E AL A, Horh izl St — b H SR IR

32 WIAURI R 3T T BE U L &5 W, v, % 2% sl e B ER 1 A AT A R O B AL
HEPES.PIPES.2- (N-MIpRAR) Z TR (MES) <Tris BEFREL . 2R LR G £k e th . H
i « 2 SR M BR AR A6

33 YRR ER 3 1R S Bl A, Horh 122 i) b A SR

34 QRLR) Bk 26 e el AL S, Horh  Z AL S D A ARG 15

35 QAR R 3411 S B I M AL A, b Az SRR MRk FR R SR AL A R4 -
RACIH N BEERTASITRRRE M A bk .

36 . QAR B R 351 e I PE AL A, Horh 2 R THE PE R 28 L1 4R R - 60 SR 1L BYRE
it - 40k 2 1L ZYRE R - 20,

37 QRLR) SR 35 e el AL 5, Horh 2R TS P D 3R 1L Z4E R - 80,

38. QAR Bk 26 e el AL 5, Horh izl St — b H ESTRIE A .

39. QAR HR 3811 e S I MR AL A, Horh ZIRIEFI0E B R R A AT LR A - i A

N N - N N

TR R SR Y - PR SR H el P Ay s T 2R R 2R R S LB (NaC)  H P

3
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iE KK O

40 . GIAUR K 381 T I M4 A5 , Eorh BT I A2 ek o

A1 QIR R 3910 T e TR MR A, oy IR 75 o &

A2 GIAURIEER 26 e I L 50, Horp AL S it — 30 S e A

A3 QAR EESR 4210 T B IR MR S W, Forp A 750 D 2 TR 1 skQs - 21 .

A4 QRUR) R AR B I AL S, Hov S TR AUk 1 A SR AL B O T
A TR IR R M S AL R

A5 YRR BR 4410 G B I 59, Forh 2 A S5 B R

46 . AR B R A3 G e U A5 , Horh A2 OSSR R

AT AR SR 261 o e I PR AL A, Forb 12z 240 S 8 2 i of) TS MR 77 S ATk
P, Forp 2 S 2 pHoN6 . 07 .0,

A8 WIRUR R 26 o B VR S, Horb 2 S B S 4 TR 28 1L YR RE - 80 5
U RAT IR, b 2 S 2 i lipH 6 . 0257 .0

49 WA A SR 26 [ o e I R S, Hop 28 G 510 mME 25 mMIT A 207K
0.01%%0.03% (v/w) IS LI BB S -80.10 mMZE 250 mMIH) &b N M T1%0.25 mg/ml%0.75
mg/m1 FIBEFR R -

50 . QIANAI R 26 1 S s I A9, Horh  Z 41 51055 meg/ml 250 meg/ml 7

=

==X

5. QAR ZER 261 G e U E AL &4, Horh i 4L 5 AT e b AE 2 /D — MU A7

N IR TR

52. AN R L SR I PR &, Horh iz 2/ D— RO 510k B el R 21 P Lo
e BB S IS R R A EPLARE R H- I A s T 2R RS 2R R « A (NaCl)
JERTINENI AV 9

53. ARSI e I 5, Horh i = D — R L2 e -

54 . QIR EER 521 e e I ML ), Horh i D— R D R

55 AR ZR 1 o i PR S0, b ZZH Ao 1%  (w/v) 210% (w/v) [ ZED
— I .

56. QAN RS AP 5, Horh i A S W 005 S AN«

57 QUM ZER 56 1K) e e I M 4L 51, Forh A2 S5SNI A D T bl sl H 2R -

58. WA EORB6 M SR M 1, o L S5 1% (w/v) Z10% (w/v) 5359
BT

59 AIAUN 22K 26 - 58 AL — T S e PEH S, Horh A2 S W K A T ik
HKE

60 . AIAA ER 26 - 58 HE—TU I S e [ MR S0, Horp i A S S K EE A o

61. QA ZE3K 26 - 60 HH AT —ThL ) o B ST AL A W e o 2 FH T sl sl e e )
o Z5rhi Fag , Hrh ik 208 S T i SN BIRBE ER IR S BN

62 — FE AR R - 25 L —IUE XS 20 - #fk 5 A s S oo i, &
WG M.
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(a) (BB EEER R SN 2 5 S 77 SO DA P AR 0 AR I e B 2o s A K

(b) (HZETE LI T B2 W 5 Ak i [ SN LA™ AR FeE IR 2o - AR 2R iR 5

63 . AR ELR6211 75 1k HAE R AP ER .

(a) HE£20) BB EEBK IR I B 2 W 5 A RIS 5

(b) 1 AT K IR ID Y (@) FIEM N DA A 205 A BT B R B S TR 2 e

(o) IR G ZANE LB BRI S R 2 b S 3R E A

(d) TR G T ATE M IBIGEEER B R 2 AN A A ER 1 5538 I 7R SO AJE BB I
BRI Je B2 W - RS VR S, A K

(&) T DN (NaBH,) AR A SR (st

Horfr, 2538 (e) 1 (d) £EDMSOH R T o

64 . AU EE 3k 26 - 60 HAE— T S 5 iU 1A AL A5 A ) 2 BT TR ek i sz il B AR 28
VEBIGAEEK R A 25 ) i

65 . AR R 641 ik, oA 82 i v R A2 Lo sl M2 i Lok

66 . QAR ER65 1 i, Hoi, % oA HAR 2 E

67 . QAR ER 651 i, Ho % oA i iR 5 /D20 [

68 . AR k651 FHis , Ho % e A AT 2T S 22 36 18

69 . AIAURI k641 s, Ho 2524805 505 sl AR K IR -

70 QAR R 641 FHgs , Ho 2524805 65 % Bl AR K IR -

71 AR R 641 FHigs , Ho 2524805 85 % el AR K I A

72 AR R 64 - T1HATE—T R ik, Hod 232 il B R e DIRe sz 40111

T3 ABUR R 7200 g, Ho 1z sz il Bk B R R AT 4 s R 2 I D= AR O
HIVIEH i O « A5 o

T4 AR LR 7210 Tk, Hoi 232 s B TR

75 QAR LR 721 ik, HoA 232 i B AR -
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B IKE L - EHREB S FIERESUNG A AEBE
W ER A S RERIR

[0001]  KHHIEE Fal H 82016454 H29H &AM “BIRBEEK I 20 - 55 1 BT S0
HEH A T E SRS R R A S M HHE” 0 d E L% R
201680025709 . 41145 2 HI 3

R AR g

[0002] A& BHI M B8k B ALK (Streptococecus agalactiae) GHT F MBI EE
BKTA (GBS)) [MFEBZ M (CP) ANE AR ZE W R IR E 2 Wl - I B &, o, CPis R T
BRI A R s Ta Ib I ITT IVLV . VIVIT VITIANIX, DA L rp  CPIG M I 1R
(sialic acid) Ftim 12160 % « AR WA MBI 1SS P J VA Sz S S o
PEIPEAL G AR HATE ML 20 - 8 1 PR S B I L5, o 885
82k F GBSIMLIE TV M 2 /D —Fh B AN IS I CP o A B E— 298 Ml A S A Y
HAE WA K 2 EE T GBS G55 SN A/ S/ Dl 1185 321k 25 AR F M GBS i 1 5 1
FIT = AR oA i % sh SRy Ik I T TR Y S GBS AL .

LZRE=

[0003]  JCFLBEERTA A op % B PHIE 2 B 1 AE M B PR D BIGEE BRI (GBS) - BT TN A
K I A A A W Ak (commensal) HR B8 LRI AR A1 ™ T 50 11 I A
(Baker,C.J.,Vaccine,31 (Suppl.4) :D3-D6(2013)) - %) LIYIGBS LA = Z XU [A 2 kbt
i E S (maternal colonization) (Dillon,H.C.,% A.,J.Pediatr.,110(1) :31-36
(1987)) « ZikPU5y 2 — M VER B BHAE i A1 GBS, ILGBS I 143 #2154 # T TR J
FKu B LT 51k Wi e il 28 M Wi %6 (Baker 2013;Heath,P.T.,5¢ A.,BMJ
Clin.EVid. (Online) ,pii:0323(2014)) . NGBSl 2 7715 N A H9 2 LHA 25 % Hi AT fh 2t
73, HorR 19 9% S I INKHIRZE (cognitive delay) JJWPERREL  JCHHAINT 137k (Libster,
R.,%: \.,Pediatrics,130(1) :e8-152012(2012)) -GBSIA AJ 5 &7 Al 5, H 5307
J& (McDonald,H.M. , % A\, Infectious Diseases in Obstetrics and Gynecology,8(5-
6) :220-227(2000) ;Randis,T.M.,% A\ ,The Journal of Infectious Diseases,210(2) :
265-273(2014) :Kessous,R.,% A\, J.Matern.Fetal Neonatal Med.,25(10) :1983-1986
(2012)) o MR AGHE A A ER 2 LI S A IRV B v H VP 25, SRR3R 50k 3 % HL B T3 51530 % (B!
A BIAPTA: 22769 7) (Heath 2014) .

[0004]  SE[E[FE19904FEA T W 51 GBS i ide M 1A= =i B E 7P (intrapartum
antibiotic prophylaxis) (IAP) ubBHWI B HE A 26— R N kA=A L (LR M
[EOD]) fIEE  AEN 2 Ja AE A RT3 AN R BRIE EYEP (late onset disease)
(LOD) [t 2 35 T et 1) 52 o H 7 SE U EODANLODI Al L 343 I M BE 1000/ HA A
JL0.25F10. 27 (B B A5 HR .0y (Centers for Disease Control and Prevention)
(CDC) , 15 EAZ > (ABC) W7 B4 (Active Bacterial Core Surveillance Report) (2013) ,
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HAl¥Fhttp://www.cde.gov/abes/reports-findings/survreports/ghs13. pdf3kfs) 7F
SIN T TR AR 220 28 BR AT (R R TR I AE A B 28) (Rl A8 BR B 28 A e i I, R
TAPH] FT-T0B GBS , GBS iy 2l A ) LIUIIE (EOD) FIIANEL % (<2mo) F iy DI H—
JEIA (Verani, J.R. , %5 A ,MMWR, 59 (RR10) : 1-32(2010) ;Thigpen,M.C., % A\ ,New England
Journal of Medicine,364(21):2016-2025(2011)) o AMEAEZE, BIN T2 22 MEGBS B
(R v ) e TAP T ABEA Arr == sl s[RI UEOD & 4 3% (Bekker, V., %% A, The Lancet
Infectious Diseases,14(11):1083-1089(2014) ;Lamagni,T.L., % A,
Clin.Infect.Dis.,57 (5) :682-688(2013)) o ik = 25 1O I PT BB & F T = 4TI AG:
H AP i KU TG T (51 401 A 1598  REAR MBI [0 )57 o A5 I TAPIY I 5 Fh U EOD EE 451
AR AT R A= 3 EF 10005 7 ) L0 75 (95 %CT 0.58-0.89) (Edmond , K .M, %
A, Lancet,379(9815) :547-556 (2012) ) »

[0005]  Ab-T-GBSH 1) AR FR T Dy — A EAE N o U PR 25 G4 S VR D= 2 (1L, B2t
PRI IRAIE  CME T v AR PR R FetR L o ARFECDC ABCH B £ s , 5620 1 34F 1= 221
GBSIHFE A A= 0. 28/1, 0004 WA N Bl =65 (R A H N REAF 12, 400N Bl HEEE 3
Pt B AF N PR IR 28 BR AR 1) A& A3 (R ->651190.30/1,000) o I THX EE L 3 A
SRR E RS i (CDC 2013 ; Lamagni 2013)

[0006]  — i ffy 22 JLANE 4F N HIGBSHI V) /7 1242 (50 FH 22 WL 1 o AE S, ot T B4
GBS TR A8 1ty FLAT TP 22 J LI GBS I TR /7, Toi & & i FHTAP o SR IR M AS B 1 by i
PR, 20 8 1 BT AR I 28 A O TSR G s It vk, e T2 LS AR N 24 -
B A S T S8R A A R 20 QUSSR FLAHIR I R)2) ik 20 S EE
SR S A AT s R R e s HH B S B R R 2 B A R ) S B SO, A
T TS993 o R B , A58 T2 L o T 1 2 W38 P B M DB A T D2 1) ] B SRS

[0007]  FE SN N 2RI AR, B A 50— B M A5, T 40 200 e ) A
5, GBSHE +FASFI IS 2 A b, 75 BE 2L 1 Fh— 0 2T 2 A, DA RN AN TR
TR ) .

[0008]  Zf At (AT Aok H H BRI ARG ER U, s 20 A R R ek S s I
N7, 555 PRI sl e I N BRI — A e e s R A

[0009]  GBSI/EALTaTb IT TTT R VIMAEANT 20 - 22 R S AR AR 2 A 12
LHAA 28 2 B0 DR 56 ip R 4T vF 4 (Brigtsen,A. K., % A, Journal of Infectious
Diseases,185(9) :1277-1284 (2002) ;Baker,C.J.,% A\, J.Infect.Dis., 188 (1) :66-73
(2003) ;Baker,C.J., % A\, J.Infect.Dis.,189(6) :1103-1112(2004) ;Baker,C.J., 5 A,
Vaccine, 25 (1) :55-63(2007)) o AN II-TTAITII-TTHEZR 5425 (glycoconjugate
vaccine) DA 4 Ta-CRM, o« Tb-CRM, o FITTT-CRM,  FHZE A MO =8 B B b 5T (Baker
s AZAE .

[0010] b Ah, B AR Z =M B 75> 90 % 19 515 R AE 8 AR LR s 1 12 28 M I Pk
(Madzivhandila M., %5 A ,P1oS One,6(3) :e17861(2011)) , MRt 42004222013 MBI
L2 0G4 i886 (Tigecyeline Evaluation and Surveillance Trial) (T.E.S.T.,
http://www.testsurveillance.com/) WEEIEERIO T M EEREA A4 ) Lo BRI g
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X EEAH ] 1177 B3 BIARSR AL SERBRIN X 62 % M 66 % =28 ME 5 Bk

[0011]  MT.E.S.T. FEAGRIFII BRI HT o HH BT SR I IRk H 95 % J& T~ H P 1 %
(MR 2 — (Ta Ib ITTTT V), 11 53883 % M IS AL TV . — R A H R id E AL
FAHESSNRRN PR MIE LIV (Diedrick M. J. , 5% A\, J.Clin.Microbiol.,48(9) : 3100~
3104 (2010) ;Teatero (2014) ;Meehan,M. % A\ ,European Journal of Clinical
Microbiology&Infectious Diseases,33(7) :1155-1162(2014) ;Florindo,C., % A\ ,Euro
Surveillance:Bulletin European sur les Maladies Transmissibles (European
Communicable Disease Bulletin),19(23) (2014) ;Palmiero,J.K.,% A, Journal of
Clinical Microbiology,48 (12) :4397-4403(2010)) - & N E %/ PHEH H &
(carriage) (LHGBSIEL 2 LIS ISR 2 HOMFITIA L INIT % 143 EPR B 11X /S i i
27—, IS R IVAREE ~ 4% I3 o XU 70186 1 F SR S 000 S5 ) (e e A1) B - o P e
BRI (beta-hemolytic streptococci) (FLAUFEGBS) JRMEAR A (Clostridium difficile)
A4 0 75 2 BR A (Staphylococcus aureus) H7 7 (& WMatson, M. A., %5 A, ICAAC,
Abstract 1-306(Washington,DC,Sep.5-9,2014)) .

[0012]  Z5f0IMl, T.E.S. T AR AT imos ok H =652 [ AE-K SR A I IR Bk b
98 % JE TAAR] S Fh A= B T A A 7 Bk S AR 2 TR W A 1 22 0 R I e A
1 o A1 2K FAE A I 10 BT 10, ML UV IR AR A i KRR A (34 % , AN T2 ) LAtF IR Pk
(P18 % s AT AR 18 %) o

[0013]  FAhAF 7T L BRI B T3 AT A R A 5o B, s UV IAIVITT oy Bk
ESE N H AR B2 1T £ 3 E 5 E (colonizer) (Lachenauer,C.S., % A, JID 179 (4) :
1030-1033(1999)) -

[0014]  [RIH, 75 B2 2 M0 - 15 1 DT8R S s o el B s P B AR LA T sh e e 0o R A
Bekia sy =t A R AT GBS EEs (B FE L g H I LIS S IVRT 5 DD (TR

& BRAEIAR

[0015] AL IHPS MO B G R IR PEGBS 2 -4k (1 AR S Rl 2 S i o i e 8
ZEE YN R YEA G, HE152015455 H4 H RS EIm N il 562/156,500.
20154F5 H4 H HE I 25 EIG I F1iE 562/237, 813 F120154F:10 H6 H HIE 1 SE G 1
+562/237, 820 FT AT AT, HAH N A PLS TG SN T A& A & AR
ST RIS S 2

[0016]  F—J5 I 1, A A S B o I i 20 Wi - 45 A TR 54, FoB0 50k E BIRBEER 1A
(GBS) IR S RN AR (1, Horp 2 I R 2 R MR R 7K~ v 2960 % 3 12995 % Bk
NLI100% o T 55— S2hE 7 S 12 IR L ] i SRR AL 2 =k 2940 % (ERIR (L AR
(sialylation level) =i F2960%) « -8 —3ft 7 b 2 e B2 sk H B N AT ZH A
TEA IS Ta s Th TTLTTT IV VA VIWVITVITT & IX.

[0017] T HANG AT, Gzl 20 - & A R St & IR0 12 I 2 B T mM
2R LA 291 omMITMRVRIR , 1 UnfsEmM & pirh G %70 250.6.0.65.0.7.0.75.0.8.0. 85
0.9.5%0. 95mMIFIMERT -

[0018] T AKIHIN S — 5, R ES S S0 15 N 2)5kDaZ 291, 000kDa.
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£)25kDa % 2] 750kDa \ #)25kDa % £J400kDa . £25kDa 5 #J200kDa . ik #)100kDa %= £400kDa1']
FNEZ R o

[00191 - 534N S Ty S, AR WA o e I PSR 5 W ) 43 £ &t O 29 300kDa % 2520,
000kDa, #41£J1,000kDa%:#J15,000kDa . 5k £J1,000kDa%:#J10,000kDa.

[0020] 5 )5 S, el VR S 00 2 I M, R 2 290 % £ 240 %0-
Wl m WD T 2495% DT 294 % DT 293% DT 292 % 8D T 491 % 0- AL .

[0021] ity S, T iR SR S 00 7 Je M 20 , 4 e S 20 W T R B 45 FRL T
A ED£)0.1.0.2.0.3.0.35.5K290. 4mM 0- LRG3 — 307 b, 4 &
Wt 2 S 20 , 12 I 2 B AT B TR B /D §£90.01.0.02,0.03,0.. 04, B
0.05mM 0- ZFRFE.

[0022] 5 5 S, el R S 00 2 CRM, o, el 15 A2 5 RV B dE 11 o TRy
TER )T S, 1 B4R 1 HCRM g o

[0023] AL WA SIANKI T TS oy B e 2 M 7 1 , LR A LR 5 & e i
Z RN 40K (cell broth) RV « 3 )5 R, %y it — P AR E.O0
BT 0 —30 05 &b 207 ikt P R IEP IR TR E S Ty 12 R 2 b
AP E H N YR B - TCFLEERKA (Streptococcus agalactiae) Jifi 2 SEEK A
(Streptococcus pneumoniae) 4 2 ER A (Staphylococcus aureus) il 78 25 BEER A
(Neisseria meningitidis) « KJHFF&E (Escherichia coli) HZEYP ] 1#FAE (Salmonella
typhi) &M AT 7 (Haemophilus influenzae)  viih TR E (Klebsiella
pneumoniae) «PRIZEKE (Enterococcus faecium) M FENHEKIE (Enterococcus faecalis) o
T30 S vh s R 2R T AR AT A A T S AN ST S b R s
L AR OB .~ EL % (dibenzyl hydroxylamine) ; — KM (diethyl
hydroxylamine) ; #}}% (hydroxylamine) ; & & (ethylenediamine) ; = VU %
(triethylenetetramine) ;1,1,4,7,10,10,NHE =20 (1,1,4,7,10,10hexamethyl
triethylene tetramine) ; }22,6,10, —HH2,6,10=% %4+ +—*%% (2,6,10,Trimethyl 2,
6,10triazaundecane) . 15— 30 7 S, RGO EE N 2] 5mMZE 24 200mM . - 55— S it )
i, N pH 25 52 2995, T Sy MM SE 7 5, ONAE 2920 °C 5 2985 °C Ik B F
1T TR —3hE 7 Zrh, S TR 29 107N 22 2907\ .

[0024]  F—J 51k, AR B K3 20 - R A R S e I R 5, Hoh % 28
G E kK A BIEEEEK A (GBS) Il ATV & 2 /D—Fhk F B A BT L ak R 53 AL
TR SRR 0 S A T Th T TTT V. VIWVIT VITT R IX T 59— 52t )y 5, 228859
A GBSIMLIF ATV M 2 /DA 1 F B A1 AT AL A T A S AN s 28 1y M Ta T T T
ITT\V\VIWVIT\VITT R IX. § 55— 30005 &/, 28 S P B S GBSILIE IV & /D = Fiuk A
F N AR 2 Al R 2L S AN IS 2 s M Ta  Ib IT TTT V. VI\VITVITT K& IX. J ) —
ST 2SS Y A GBS I BU TV A 2 /D PR 1 F T ST AR R AL S5 AN I
TR SR Ta Tbo TTLTTTVAVIWVIT VITT M IX. TR E I ST 7, 1288 S 5k
M358 Ta Th TT ITT R IV B M . T ) — 3907 S, 1 40 S P e A5 GBS AUV . TRy
EMSRES K, %85Sk A MiE M la Ib TT TTT IV S0 . T 59— 356 77
S 2R SRS SR - E E B A, o 2B A Sk B BIREEEK A
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MG Ta Ib T ITT VIV R VI B2 AR B 1 — 5 T M A HAT o TR i i e
HEW.

[0025]  F—sjs 5 S, e AL St — 20 5 22 T Bz U7 22 h ) Fa
TE SN AT RO AP R AN BHE AR PEDRES S 1 R 2 S A3 ) k2l gL
A T AN T S, B ARG ZE ] o 124% T ] HEPES \PIPES MES\Tris (&(2E |
—fi# (trimethamine) ) BERREL . CFREL IIFR L AR EE  H MR VA1 2R « BRBE IR EE . T
— s I T 2 I A AR o

[0026]  F-Y5—3jE )5 S, R B G it — 20 B8 FR S M 7 R TS A AT
BE LI BRSBTS I ER TS 58 1L B RS - 80 L B8 L1 BRI - 60 L 58 L1 ARG - 40 L 58 1L Al
fig-20 Bk R A LISk (polyoxyethylene alkyl ether) o J—fLiERy 6 /T T, 155
TS MR 5 L B - 80 .

[0027]  F-Y—30E )5 S, R bt G it — 25 B S I 2T 1k 1 F R 2 Al
LR TENy 1R A0 UM S M V95 (trehalose) ARFHi (raffinose) /KI5
B (palatinit) AR 222 RO TR « T3 9 (chalk) RS S JISER G SR IS H s 7
A HEER KSR R - A (NaCL) IR W58 « H N g K & CBF - Tk 1)
S S 2B SN .

[0028] -5 —5jits 5 v, e MR S it — 0 S T — X S 75 S, 14
PR EE TR EkQS - 21« T— L ShE 7 S, 1244 2k 1 F D 2 BT sk IO 40
TR ER R SR B0 M S A R - T SR E i St 1 Sy A5 ) O s R B

[0029]  FACKIHI— 7 T, 2 B RV A 00 28 ) R T M 7] R 751 M A T3k
P57, Foh  ZH AW g M o 26 . 05 297 0, T A— A T, R MR S oA
SR~ B2 L U i - 80 U BN MAT et 5 , Forh 22 S W 22 rh lipH o 206 . 02 2970,
TS hE 5 ek, SR M A S A 5 291 0mM 2 29 25mMI 41548 . £90. 01 % £ 2y
0.03% (v/w) [H3E 111BUEE - 80 2 10mMZE 2 250mM1) SV 81 (NaCl) S AT1E490 . 25mg/ml & %)
0.75mg/mlIVE N BERR BRI AR « TASEIHI 5 —J5 Tk, el 415 WA 5 #)5meg/ml
2150meg/m1 55 & .

[0030] T ACK A A— T, R EH AW AT 0 2=/ D— R A7 T, 4
BT T30 2 122 /D —PIRE A 1 i T IR AL R4 - ek s i 2 3L
TR TSSO A = L 7 RO T b LW LR I Js 22 2F
FER TR ~ 1 2 A J A AR TR PR A R H IR R S T H 2R RS 2R S I 2R e
(NaC1) JBEHE DA « H A s K M O T— ik m 52t 5 2, 1% 2 D — Rk T 7 e
F T B FT AR A < R 2o M H2AfR « TR e i 9ty b 1% 2 /D— Ml
FUREEH . T— 5 T 28 5 TS E S 291 % (w/v) Z2910% (w/v) [ 2Dl
A N2 T-295.5% (w/v) o T-50—300505 S 28 T AL S B 5 1 ANIIRE
o T — X AR ST 2, 12 A AN T 90 D H s ol H iR T — e Sty &6
W ZS R T IRIAH A S 21 % (w/v) ZZ910% (w/v) I BINIBRIE . T A— 920 )5 %
W28 VR TR A S TR TS FHZK (WRT) A 7R TRk B /K M T 1 S e 7
S RN AT AR AT ART 4 7R PO R 0, o QD3 TR RO AR T, e i
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SRR

[00311 G HHI) 3 — T TIPS S ads AR GBS 5 SO 11 77 7 , HEAFE 26 2 1 35 Tt 1A 3
QARSI TR 1 e B U A0 S o T S 5 SR, AR R S sl szl A 1
5GBS sl R DU 77 725 , B4R 45 52 25 it AR 00 1 QA S A ey S 5 i 12
HEW . THREEM T S, 22 E T2 Lo s 21 LoVE o T — X R 575
Jr R MR o A E A2 G 2 (second half of pregnancy) , #4012 /DFE HIR20
JE Bk DA IR 2T I o T e R S 7 S, A LA R 27 22 36 4 o T 0 — St
5 & s E R, #0150 5 sk AR Bl 65 % Bl AR [ i\ 85 %
s AR N o« T 55— 3507 b, 32 1l 2 S Dae 32 4641 (immunocompromised) o
T—J5 1, ZREE AR H AR AL TR D2 IR0 - HEJE R PR HI Ve |
FEEE ~ /U I 5 « P JUE 95 o - — D0 e (1) S5 Tt 7 5 vh , B Ak BR AT by I 3L 4% PR A
(Streptococcus agalactiae) o

[0032] AWM D3N T T e G55 A R WA S e It ik 40 S W rh R S I 2 Pk . 1
— BB T R BT T TR ST SR N R A T S T B
AREAPURIIA S Y.

[0033] AL WA Dy — 5 TS SR T30 8 5h 9oz /) (passive immunity) 7575, HA
15 NAEER: (a) il TIASCHTHAR 1 Jo e I VR 20 S AR AR s K (b) 25503 it 1%
FUABIFIVAR T8 shfee 1.

[0034] 7R & WM — )5 T M il A 2 DA R e I Ve 20 00 - £ 1 g S o s i, B
NYIPER: (a) HGBSTEEEZ W 55 e 77 SN LA AR 285 A 208 5 A K (b) (RS ) 20
SRR R N A A 2 hE - A S S, Hoh, 2P ER () fEAR MR- MR A kA T o
FA AR g — FNEAX (DMSO) SER T, — HHEEFHE e (DMF) Ko oS FRER B fie (HMPA) o J— {0126
(ST T 2 12 g — HOIX (DMSO) o

[0035]  F—5fiti S, 2050, 01210 OFE /R Y T [ AR AL 79 ST B o T — 4 i S0t )5 56
SR S R SR T X R ST T ZE PP, R kD v R o

[0036] 530t )7 S H, S A SN DN /NI 2R 50/ NI o 1 53— St )5 S8 v, e SO Y
I R E2)2°C R 2)25°C o T U5 — 350 )7 S8, S RNLAE 0 FI I 4 i 4 B8 R A 1 2%
PRI ELT « BRI IR T 2- (N-NEIRARD) LR (MES) M Bis-Tris. J—iXFEM ST 5
Hh 2R B DR 29 TM 2 2] 500mM o TR [ S5 Tit.07 ZE R, S N AFpHo 294 . 0 298 .0
AT

[0037] TR AR oy —Jy A, S e o2, 2,6, 6 - DY FH AL - 1-WRiE 3454 (2,2,6,6-
tetramethyl-1-piperidinyloxy) (TEMPO) . T-—iXFEI S0 7 2 W, N- S FAT e (NCS)
A

[0038]  J—5jih Jy S, A& IR iliE e e iU 2 - 2R U S I P8R () E—22 1
FE AR N KGR R A SR o

[0039]  J-5j—5t )7 S, ZHHIUIR N 290 . Ing/mLZE )10 . Omg/mL.

[0040] - 534N S T S v IR H I 2 M S AU RE T (DO) Sh5 %25,

[0041]  FALWIN Sy — 7R, &y it RS e Tz TS (e 2 P 3 T
— ST S R TSI AR 2 F N AT AL B R A AR N R T8 i

11
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N N s N N

[0042]  FACL A S — 5 THH , AL DA il So e I e 2 0 - 85 L R G P 3 (b) &
i (D) S ZEN 2 SEERER , DU @) HRREGNEE RN ZmERER S
IR SO PAE RGBS e B 20 W - RAAR B VR S o T S0t Iy 6 Fh, 2P (2) HRIN TR LI
LM 290 Img/mLZE£910. Omg/mL . 1 3 ANY S5 271, 20 I 2Bk 3 R 2
(IAIaGEE R (B /ER) J95: 10, 1: 1T 53—y S, il B H B 2 2H s e
21 UL (NaBH,CN) = S B L A8 A B 5 78R (Bronsted acid) 2k %)
iR (Lewis acid) fAAF NN ENATIN S  FcBbE & anntbne AEGE 2 - FRIEsE ke . 2,
6- Wik - F - FI - FE  t - BuMe ' PrN-BH, NI - BH, 55 - £ 56 - 2- L RE Al (PEMB) .
TR S T S, iR B A (NaBH,ON) o 1= 55— S 77 S, iR A ol 290 . 1 2 4y
10. OFE/R Yig o T3 —IhtE Jy S, D BR (2) IR SN FOFFEEIS TR 17N 260/ )N 1573
— ST S RSN R R 10°C %40°C .

[0043] AL SN T TR, il Tz Ik 20 - 22 1 I S i g ik — b s
WL N AR AR S (R s (capping) 2P ER CEER (¢)) o T—3L0it 5 ZE v, Al
AR 0. 12410 0 /R Y i T 55—y S vh, Bl e F R T A1 T4 s
AL M8 (NaBH,) USRS 08 I B A PO T Sl A fe e A e 5 M
Pt . T Rde i Sty S b Al oo il A el (NaBH,) o 5 — 30007 567, B0
BRI TR0 . /N ZE 107N o 15— 50 )5 S8, B P BRI BEARFFE ) 15°C
2345°C.,

[0044] AL Sy — I i 2 it iR sz 2 0 - A B S B 1
— )T, 2P -E A B S a5 2SR T DT 2540 % RS 2. T
Sy T S, B A I 2N AR A b G/ HED 2058 43,00 T 0 —
SIHE T T, IS R 2 15,

[0045] 7R & W) 53— J3 T vh b M il AR B AR S e s P 2 0 - £ 1 I S o s ik
HAE FAIPER: (a) (45 BIRIGBS TR 20 55 A I SO 5 (b) Ji e N KRR K 2
B (a) (AR SO A= A= 280 AU N GBS T B2 M 5 (o) TR A TS AV GBS JE I 20 15 2l i i
1, (d) SRS IS L GBS T R 2 M AN R 11 5538 It 571 S S ATE s GBS Je JBE 2 4 - 28
TREE A, DA (o) T3 IONAI AL 4 (NaBH, ) R R S22 B , Forb, 2538 (o)
(d) 1 (e) ZEDMSOFHFEA T

i ] 7y

[0046]  [E]11HFeK FIPAGBS Ta-CRM,, GBS Th-CRM,, GBS TT-CRM,,\GBS TTI-CRM,,, GBS
IV-CRM, 4, S GBS V-CRM, o, B2 i S Be )/ NSRRI AN 2293 ST TG (isolated TgG) [1)
PRI

[0047]  [K]2GBS Ta-CRM,,, E50 C Lk /7 (accelerated storage) (45) JafUAuEME (N
o1 % AR, FHSEC MALLS) .

[0048]  H3GBS Th-CRI,, ¢E50°C MEAATE (4FD) IR IOFAREPE (15> T-HH %0 B 5
FISEC MALLS) .

[0049]  [K]4GBS TI-CRM,,, 7550 C iy (455 Jm rAEME (Ao i) % s, il

12
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JTISEC MALLS) .

[0050]  [¥]5GBS TTT-CRM,,, 150 CHHsfifi {7 (4J5) J foAsue i (o —-H i) % Lo, 1
JTISEC MALLS) .

[00511  [X]6GBS TV-CRM,,, 7150 C i fifi {7 (4 1) Jr A M (nod—1 5y % AL Ffrois,
JTISEC MALLS)

[0052]  [X]7GBS V-CRM, o, £:50°C gt (4 /) e M (Ands -4t % A Fror (A
SEC MALLS) .

[0053]  [%I8GBS Ia-CRM,,, GBS Ib-CRM
fokeE M (AP i R AT )
[0054]  [IOfi IR IHRR R VB N ZE WP /ST GBSRE R (GBS Ta-CRM, o, GBS Ib-CRM,,.\GBS
IT-CRM,y,~GBS III-CRM,,, GBS IV-CRM,, MGBS V-CRM ) [FpHIIREENE o

[0055] [ 1Ol JHA SRRV E 2% AR /S GBS (GBS Ta-CRM,o,<GBS Ib-CRM, 4, GBS
IT-CRM,q,~GBS III-CRM,y, GBS IV-CRM 4, GBS V-CRM,,.) E’JDH%%ET .

[0056]  [&]11/5H1GBSEE T (GBS Ta-CRM 4, GBS Tb-CRM 4, GBS IT-CRM,q,~GBS TTII-CRMq,
GBS IV-CRM,y; GBS V-CRM, o) H [ ZH S BRZE T N GBS 2 5 W) 5 B4l 1 52 G
“N10meg/ml) o

[0057]  [&]12/ 5 GBSHE 1 (GBS Ta-CRM,y, GBS Ib-CRM GBS I1-CRM, GBS III-CRM,y,+
GBS IV-CRM,,; GBS V-CRM, o) H (1) ZH S BRZE 5T N GBS 2 5 W) 5 B4l 1 52 G
N40meg/ml) o

[0058]  [&]13/ NI GBSHE 1 (GBS Ia-CRM,y, GBS Ib-CRM GBS I1-CRM, GBS III-CRM,y,+
GBS TV-CRMy, S GBS V-CRM,y,) FHAIZR LI AR - SOH LN A I T M AR TR (total
antigenicity) PRI % [U5EMI o

[0059]  [&]14/5H1GBSEE ! (GBS Ta-CRM,g,+GBS Ib-CRM,g,+GBS II-CRM,,~GBS IIT-CRM
GBS TV-CRM,q, M2GBS V-CRM, ;) MR EERT GBS M 5 R AN A 52 o

[0060]  [K]15 10meg/ml &I R T B /S GBSEE T (GBS Ta-CRM o, GBS Th-CRM,,
GBS I1-CRM,,,\GBS III-CRM,, GBS IV-CRM,, GBS V-CRM,,) FIf5.5% (w/v) FERIXS £ 1ML
T AU PR R RSN

[0061] [&]16 10mcg/ml7 UggEﬁ%yﬂ?iFkﬁﬂﬁ/\ﬁ}GBS (GBS Ia- CRM,4,~GBS Tb-CRM g, +
GBS II-CRM,, GBS III-CRM,, GBS IV-CRM,, GBS V- CRM197)EP1§]’j7.O‘% (w/v) RIS 211
T AU PR R RSN

[0062] [&]17 10mcg/ml7 UggEﬁ%yﬂ?iFkﬁﬂﬁ/\ﬁ}GBS (GBS Ia- CRM, ;GBS Tb-CRM g+
GBS I1-CRM,, GBS III-CRM,, GBS IV-CRM,, GBS V- CRM197)EPE]’jS.5% (w/v) RN 211
T AU PR R RS2

[0063] [X¥]18 50mcg/ml7 UggEﬁ%yﬂ?iFkﬁﬂﬁ/\ﬁ}GBS (GBS Ia- CRM, 4,~GBS Tb-CRM g4,
GBS I1-CRM,, GBS III-CRM,, GBS IV-CRM,, MGBS V- CRM197)EPE’jB.5‘% (w/v) RIS 211
T AU PR R RS2

[0064] K19 50mcg/ml7 UggEﬁ%yﬂ?iFkﬁﬂﬁ/\ﬁ}GBS (GBS Ia- CRM, 4,~GBS Tb-CRM g4,
GBS I1-CRM,y,+GBS IH—CRMIW\GBS IV-CRM,,, %GBS V- CRM197)EP1§]’j7.O‘% (w/v) RIS 211
T R PR R RS2

GBS II1I-CRM . MGBS IV-CRM, #£37 CHigfrha

197>

197>
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[0065] 4120 50meg/ml A KEIKI¥ ¥ T 7S HGBSEE T (GBS Ta-CRM,g, GBS Th-CRM,g, .
GBS TT-CRM,,,+GBS TTT-CRM,,. GBS TV-CRM,, GBS V-CRM, ) HfI8.5% (w/v) FENHAS & 1Ml
AU MR L SN

[0066]  [K]21 40meg/mLAHTIA YR TR /S GBSEE T (GBS Ta-CRM, ¢, \GBS Ib-CRM, ;.
GBS TT-CRM,,,GBS TTT-CRM,,. GBS TV-CRM,q %GBS V-CRM, ) HFKI7.0% (w/v) FENHAS & 1M
AU MR L SN

[0067]  []22 40meg/mLAETIA YR TR /ST GBSEE T (GBS Ta-CRM, ¢, GBS Ib-CRM, ;.
GBS IT-CRM,, GBS ITII-CRM,,, GBS IV-CRM,, KGBS V-CRM,,.) H1[¥)2.0% (w/v) BERAT
4.0% (w/v) H ORI & LE AL PUT MR FO 52N

[0068] (23 40meg/mLAHTIA YR TR /ST GBSEE T (GBS Ta-CRM, ¢, \GBS Ib-CRM, ;.
GBS TT-CRM,y, GBS TTT-CRM,y, GBS TV-CRM,,. GBS V-CRM, ) H1fI3.0% (w/v) FEREAN
3.0% (w/v) H RN % MUIE AL AOHUS L RS2 -

(00691 []24 40meg/mLAHTIA YR THEI SN GBSEE T (GBS Ta-CRM, ¢, \GBS Ib-CRM, ;.
GBS TT-CRM,y,+GBS TTT-CRM,y, GBS TV-CRM,,. %GBS V-CRM, ) H1fI2.0% (w/v) FEREAN
4.0% (w/v) H 2N H s AU USRI FO 52N

[0070] €125 40meg/ml A REIIV YR T HRINHTGBSHEH (GBS Ta-CRM,4, GBS Th-CRMy,\
GBS TT-CRM,y, GBS TTT-CRM,y, GBS TV-CRM,,. GBS V-CRM, ) H1fI3.0% (w/v) BEREAN
3.0% (w/v) H RN & M LIS UL RS2 .

& BRiEIR

[0071]  R7ERAARIIE , AR BHFEASR T Frfd il (e 9 P AN S8 254 , IR g ik e 5 T Rl A&
PRI AR o 3R TR 2 , A STl O ATEA N T AR R 5t 28, FEAS SRR N
PELA .

[0072] 8 SR ATl AR 2Lk S5 ] T A SCRT AR 5 1 9 A Rk S A T sl A &
AR 1T TR R AR M T BRI BN A LA 5 | T sRIEAASC .
[0073] AT AR TR BAA ARGURE RN G T ARAN AR5 3, 2R 000, A 1 5 (A
SEHENE R RTE S S SR T SR A A5 50

[0074] Bk I T SR A AU, AL IH A5 S BT R FR A 2 FTeE i Bl s o
“—(a~an) " M “i% (the) " BIE L HERIR R, 140, 5 9205 17 IR PR UG — e A AL
FIT AR R 28R P 5 1R/ s 2 B R/ Bl AR I B AR S B SA A N A K BRI 2 H
TP EE A

[0075]  RGE “497 Bk “KE)” BB EUER Go it b A B Ve N « AR A AR 45 0
FUE ETEBI— B N, 1H 7520 % AN, BEHONAEL0% DAY , 3228 B M 7ES % LA « K
T 27 5 KLY B S AT se v AR I B T FT i 7 e R 8 A g, HL AT ARSI AR 3
R R AR M AR S I VO I 12 E I N A B BGA B S e e AR R T —
N ES

[0076]  FEiEERE, AANTTNA A, KB “futE /2 (comprises.comprised.
comprising)” .\ “% (contains.containing)” 5% A] HAG SE[E L R E IR T B 1R
B, T EHs “a0 % (includesincluded.including) ” Z55E XA ARIBTE S FEE E A%
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ST A ABANHEBRATAT HA B o3 o AR B Q0 “BEAR b H . L L R B SR L R R
TEATIIE SC, I Se VE A4S AN 2 AR AR &2 IR Ik sl AR AR S SN s o 5o
B, B, HHERR 2R AR 2 I s e sl AR S AN AL B oy sl P B, HEHERR
MAFA G A AT 28 slamnd 51 I NASCHR SR 1Rk sy sl P88 TR AR
(R E RN 8 SCRT L R (I anAR s T I BOR (Bt T ASCrh fir sz sk DL S | 0T
NSRRI SCRR) g ARG 2 WA G ) RSk g 56 HL RIE“H . .. .. H
i HAT I LRI T A IR B X e RGBS B P R, X s R B AR B AE R
TE IRy sl o 2, HAHFBRATA HAL R 53 .

[0077]  RIE “Pull” — A8 S A 20— AR AT B 5 B a5 S 1R A A=Yy
-, HE R A IR 28 R BT S 5T B O, ot fR R RIS Y e A
PRER T SR S st — 25 R i S MR IO, B4 7 S N s N B R AR 51 o s
SRR FEAN I3 72 A BN 1297 T — 3 AN B (B anaR 6 sl i) 724 oK
AT A - st o - 1 R B sl e SO o ot AT e oA S T 2 4 L sl HA
RSP/ sl A T B R AR B o RGE “Bd” G RE R A ARSI B 2 - 25 E DU
(PR A7 ATl FHAS IS AR AT R R AR 7 e AR EE (S W, il NEpi tope Mapping
Protocols in Methods in Molecular Biology,Vol.66 (Glenn E.Morris,Ed.,1996)
Humana Press,Totowa,NJ) o4, £ A0 AT i 5] 40 N ok 75 3500 « AE A R 1 I7)
I B IR GAFE RO B T 88 1 507 13599 DA RAE SRR IR e 4 SR i
TR S BRSO o XA BAR A ARSI T 2 A0, BRI an S E % H) 54, 708,
871;Geysen,H.M. , % A ,Proc.Natl.Acad.Sci.USA,81:3998-4002 (1984) ;Geysen,H.M. , %
A Molec. Immunol ., 23(7) :709-715 (1986) Ht, HAFNZ LS| T RIFANASC - 250U,
TSR AN P 3o I S R 1) 2 TR B S 1E , T A (B x - S 2 A M 2 - HEAZ LR
(Z W, Bl iEpitope Mapping Protocols, [ F) o MeAh, AEA L IARI HIR T, “Bulst” ik Al
T 3N KIR T HIRT AT IO B G b e N R PR b i D PR sy, (R
ARSI ) B4R A BT, R B8R TR RF U5 A e SN B T o X EE &M AT Ol il e
BRI, W 8 5 SAR | sl R E A R T sl it TR, sk O BRI,
W P AEZ PR IS ISR o AN, B AT HAEY) (BIANAHTR) 728 S 3RAF sl 5, slon]
NFEA R I, KRB AL H IR ik 2 AZ IR GE UM EAZIR oz b T ) th s
FEVZE X A FE S U, Ban2 247 (polyepitope) MR K HoAth B 24 6k 5 Ak
TERIPUE (Bergmann, C. , %5 A\, Eur. J. Immunol ., 23 (11) :2777-2781 (1993) ;Bergmann,
C.C., % A,J.Immunol.,157(8) :3242-3249 (1996) ;Suhrbier,A.,Immunol.and Cell
Biol.,75(4) :402-408 (1997) )

[0078]  RE “Be ity ok “Be il A CROn] B4 (i ) 4 G A 22 /D — M 5 A sh i) i
SR B B R L S 29 A 510 o

[0079]  SEFRZ K

[0080] QAR fili PO AE: B 45 ERURIRAS o sl BRI ERL T LA S A Bl B 25 BRI 9 B
BB R T E B LT BOBOHE S S0 M R 25 AR B 1T 5 RS “BoK A 47 B
i 1 o ZHH ] 8 B el S kAt

[0081]  GUACSCRITfili FHIF “BRoMi” 45 S0 b 1 BRI 5L o ARS8 IR ARGE: “B0KE i Hh —
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AN DR — R PR R Lk oy BT 4L 20

[0082] 5ty M, 20 SN (0S) o WIAKSCRT I “Shi” SE S A A £/ i
B TCEGER A A S A RIS 5 1, AR R Tl 3 BRR, FOh ERThy)
FRILEEG Ty — BB R T BT A3 o M AT 2 ORI R — R DI I (b2 BOR il £8 i
A=Wl () 22 W A 2 B AR R ) 2% o B, SRR PT i o A NIRRT T3

[0083]  F— Rkl aitfy S, M2 (PS) | A Z /D5 N R R Tl 0 1 L
BBk RGO TIS R, Bk e E R ot GLhn K T295, @ ik T-2910) £
ASCHRERER R 20

[0084] -5ty S v, M AN A I 20 - i 2 1 2 iR 1 = DA R AT A
T P 4T 4T e 4T 4 P S T (ORISR 2 A B R JIEFED) 1 200 1 , At i 22
W5 R NS & TR IO AR R AR T 200 P O “4nffiE 2 08” uk “ T2 8 o AN e 2 i
AN R AR A ESZ

[0085] ity G, ZMN JENR LM o IR 2 R (4G — B 2 Ml B B
1) FFRH H 2 BT C IR 1) o I 20 W 5 200 Tl AT it R BT A S BRI 22 i 4
TER 2 BUBEER B 43 BRI 4R RE SNTBI 22 K ST o BN, BT A GBS S M 2 M A A S M i il
SER A AN 1T AR ) 2 e - SE R IR o ok HAKSNEFRIMT.E.S. T (IR 281
AR Loy BRI A > 94 % Bl A I 2 FENRAHSC MR GE I HPLCA AT YY)

[0086] A FH1 A& B L & RGBS e I 20 M PO M IR B /I - Ay A AR I I 1) B BERFAE o B
A BRI T I VMR R KT (R I A5 B, R R My R A O I 2ROV g e e 1
(EBR % R FIG 2 H-5W0 2012/035519) AT FMERIR &> 50 % HIILIE 2LV (FElFr 2 F H
TATFSW0 2014/053612) o IR, X 18528 SRk FH 203504 TR MR TR R 7K1 28 /D R 43
GBS 2 (1 G B I I (1 EE A o A RS R A AN A T GBS S IR 2 M A1 28 5 11T T B 2960 % 1K
B2 MR R DA 5 B R SRMER G /K (B, 100 % 525 T-2995 %) I HBEE 22 00AH 24 1
oI5 BN o BV 5258 96 HIMEER R 7K1 (AR S BT A T R i 2V PN 7528 6 1 b s i
TS o

[0087]  [AIt, T A& B — S /5 S b, Je b 20 A0 FOR SRR R /K F (i an #9100 %
WZ T 2195%) « T 55— 300ty Z b, FENR 2 M AT 2 MR Ak ik 2940 % (MEVRIR L RE
HT2I60%)  HUIEA 235 % (HRFRICAE = T 2£065%) ik 2930 % (HRFRICARE
T2970%) miA 2925 % (HERIRICREE = T 2975%) i1k 2120 % (MERFR R = T4
809%) =ik 215 % (HEIRERAVAREE 12985 %) < s 2910 % (FERIR TR = T-2990%) K
FEIA 295 % (HERIR IR = T-2995%) -

[0088] [y R A2, 100 % [IREIRR /KT AH 2 T AEmMIF 20 FH A5 291 . OmMITI MR « I
N2 T A mMI) 220 AT A 21 . OmMIPIMERRG , v AnmM T 22 Wirh FLAg 2220290 . 95mM
(IPERIR o T59— Sl g & rh, JE B2 M T-mM 2 b v HAG 2 /D 290 . 6mMITI MR , 15 4
M Z 8 B A 2 /D 20 . 65mMIFREER TR  RgmMIT) 224 Fh HA 25 /D 250 . oMY REER R« TegmM
2 pEh FAA 2 /0290 . 75mMITMER RS « AEmMIT) 22 b FoA 22 /D 250 . SmMPFI MRS  AgmMIT) 22
M B 2 /D250 . 85mMI AR M) 22 Hh AT 2 /D 290 . OmMITIMERR « ok AEmMIT) 2 i
rh A Z /D250 . 95mMIHEER R o

[0089]  HEUESEEZ M (CP) IfILiFs B A SR R PRI /30 - LIBEfk (OAc) (Lewis,A L.,
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“E N ,Proceedings of the National Academy of Sciences USA,101(30):11123-8
(2004)) o MIEA b TTT IV VI VT R IXHE0- CBefl (Eiik ~ 40%) |, i i 2 Ta  TT & VIT
(AR DR BEAF0- Bk (D T215%) (Lewis 2004) o T2 & BH— 52077 i, eI 2 40
EHRIRO- WA IR (ZJ0% E2J40%) o1 55— )5 &, JEfRZ 0 n] it -0- Ok
I CDT295%) « ZHHuk TR0 - SRR R T 2 i AR LRI ATAT 5 A DE , B
11 5T NMR (Lemercinier, X. , % A, Carbohydrate Research,296:83-96(1996) ; Jones,
C.,% A\ ,Journal of Pharmaceutical and Biomedical Analysis,30:1233-1247(2002) ;
[EIBR % R g 25 W0 2005/033148F0W0 00/56357) o —Fviy G /515 HHestrin,
S.,J.Biol.Chem.,180:249-261 (1949) FiritfiAR 1.
[0090] AR EIAE , 100 % 0- CFREAH Y T RmMI & T 291 0mM 0- ZFRTS
IR, 38055770~ S I 2200 T FmMb 2 2 e b B 4E 520290, 1.0. 2.0, 3.0 35, 520 . 4mM
[0~ ZERTR - i - 0- LX) 220 TR 2 &2 FR e b B35 20 1-290.01,0.02.,0.03.0. 04
5%0.05mM 0- £ FRTE .
[0091]  GRAE 5| LA F2 Mo 11 Sk 2R PRI Al A6 i i 18 R 7 A 782 40 11 T 1G5 00 w3
F IR A GIE R DTERICP . CP IR 37 41 b AN A PR AP MR FE B PR PR T fil
b TR E T A AN PN 2R SRR o S5 = SRR 20 R BE 5 52 AW o FE B T N Vr 2
BRI AR (I FE 7 AT (Haemophilus influenzae) Jifi R 55 EREE (Streptococcus
pneumoniae) N K 25 5Bk H (Neisseria meningitidis) M 4 w4 BRIH
(Staphylococcus aureus)) [JEEZE: JJIA - (virulence factor) o
[0092]  SEfBEZ i m] FH T4 BRI LT 40 78 o 0 PR s i a5 A& e B 22 R AR e &5
e b VR 1R % (57 R OE A R AR S PR I T B B v I oA S S 52 7 » GBS LT 2R AT 1
Ta . Ib M IT1ZEIX (Ferrieri,P., % A ,Emerg.Infect.Dis. [Internet],19(4) (2013) , H A[{E
http://wwwnc.cdc.gov/eid/article/19/4/12-1572 articlesitF) »
[0093]  JACL A — 30 )7 567, Z M JCFLEEEK A (Streptococcus agalactiae) 77 S
H o ZHH] WCFLEEEKA (S.agalactiae) [P EIERE (encapsulated strain) 73 E§H , 1
1090.A909 (ATCCES S5 BAA-1138) \515 (ATCCES 55 BAA-1177) \B523.CJB524 MB 4052
(ATCCE 531574) JH36B (ATCCE 3£ 512401) .S40.S42. . MB 4053 (ATCCE S 531575) .
M709.133.7357 PFEGBST0267 \MB 4055 (ATCCE 5% 531576) - 18RS21 (ATCCE 5 BAA -
1175) .S16.S20.V8 (ATCCE 5£=512973) DK21.DK23.UAB.5401 .PFEGBST0708.MB 4082 (ATCC
L5 31577) M132.110.M781 (ATCCE: 5165 : BAA-22) \D136C (3) (ATCCE 5£512403) M782.
S23.120.MB 4316 M-732;ATCCE k=531475) M132.K79.COH1 (ATCCE S 5BAA-1176) .
PFEGBST0563.3139 (ATCCE 3% 549446) .CZ-NI1-016.PFEGBST0961.1169-NT1.CJB111 (ATCC
EoR5BAA-23) \CJB112.,2603V/R (ATCCE: 55 5 BAA-611) \NCTC 10/81.CJ11.PFEGBST0837
118754.114852.114862.114866.118775.B 4589.B 4645.5S51214.CZ-PW-119.7271.CZ-PW-
045.JM9130013.JM9130672.IT-NI-016.IT-PW-62F11T-PW-64.
[0094] KSR 11 25 0 v 2 o A&tk ) R 75 7 CBLRG , B an A SRRk i 75 7%) 43
B9 o AT T “&503 25007 $8 MRS 8 SRR TS S MRS e SR 500 B R “2 403 B ot
—PIEHARAE L F R RIRAFAETE 2 IR AN/ B A o 4914 “ NBEEK B 9 517 48 M B BK
R AR S S B BR PR AT 40 B O BT » 2843 B A 2 Mg B R R IRAFAE I « R “2 00 B

17



CN 114010775 B W OB P 13/95 B

(17 FE 2 I N BG5S (B A RIRAAAE I AR IR IS , ki A T 21 S A )
M F ARV R , 5 N — N IR AN A IAEE) B H B a0 “2 0 B 10" Je M 5
JoT~ R - AN S 4 Bl s 4488 1 5T CR BT A% A B 4n i sk 4 43R5 |
ok IR A AN, AR EAS s ar ek At b2, s AR e S E e
7R3 AFAE TR S « A A B, 45 1 BTk 22 0 7] AT bl 40 i sl AT IR 1 4
S I DA A] 3 e e i R 4 S e SR o RAE “48 00 2107 k0 287 m A
Al , SR ARSI ORI T T2 2855 2 1 2000 5 0/ SRS BT R 1 5 i« “5E
K EAE AN BT B AR 2K/ 8 B S 4 B s A S L gn e g e 4 o3 o
T2 K/ 85 A B 90« IR, SEAR AN S An e B S 2 0 25 A ek i B is B 7D
T2J30%.20% 10% 5% 2.5% 5k 1 % (FZ T s b 175G A sk 2 ek Hfth4n i
W TN 2 & 1 o KO il e M 2 I/ 88 3 B S d iGN, i e A |
AR EgEL H & A BRI EE D T 2920 % 10 % 585 % AR R R L . Y 2k /25 I
972 BUIBUR ey h il b Y viokz O = &2 7/ NI W N R e 41 K NE BB R R 22/ N2 T S RS/ N
H R 1 BT A AT R A 50 T« IR XA 2 IR/ 85 BTk 2 M ) 2%
Y EAE/DT230% 20% < 10% 5% (GZ T h) AE BRI/ & 1 ek 2 0 B e
LA S

[0095]  T-ACE AR —35E /5 S, 2 MANTR 20 2 o T AR IR 55— 900ty S, 20
W E A T S S MR U TS A S . A A S5
T 7 6, ZHE R ve AN R T A 2N A A S R Ia AR e SRk Sk i . T
— ST e, M R TR B A o AP, AR A B A BRASCRITAR 1) £ 2R BE S U5 A
ol 5 R R SN o AR “OuBE Il FRR 4h A A 5 D S s 5 LM/ sl R L Bh i ik
VRO AR S I T SN R RE T o TS0 5 S v I LB N RSB0 34
AN =

[0096] ML MR 5y - E o T e MR AW — 5 e 2= .
TAEAE T HUR R R AR S 3 TR 5 A e B s SN
O3S S A 28 e T A IS S L G M T

[0097]  SR1, T-— S0 &M, 209 ST AT e Bl /N T R SR TR 2 BT 4 F- e 19 93
i W) B (FE S 8RS S 210 « LA SR 2 B RSB N = A4 R A F)
I SRR/ B RIS

[0098] -1 XHE STty SEH, Al I i 2 W (1 ST = e B4 B 4 /N o 1 e 3%
JST A e RN T s ARk i HAT R N R/ INT IR Bh A ok SR v B D00 o3 BT D o4 0
T 5 TR A8 DA 240 o s 73 SR B, TP s )R] P 2 i -tk AR B 1 35 BT e ke b
i

[0099] -5 Jy R, AR [ 2 HHERE U5 A BR 20 VE . T 00— 300 S AR
X HTHIR I 2 BRI 5 A R 255 M M A 1 (B A PRI TS )

[0100] 3 257 PR ul RV E FHFE AR 22 (Bl sk A MAR A 1) 25 S P (B QAT
W B2 1 AR, e et DR AR AN i ok A mi e 4R (B0 B R A AR 28
Y M Z IR i (PMNL) ) o S-BC AR ERT G @, 040 FH T A7 A el i AN Ak (1 42
B AN PR £E AR RPN AT AR Bl N ) i A s 4l R0 o 1 — 3505 S, 2005

SRR
B E3 2 N

Fi%
Fi%
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RRPERNL w5 an, lanpoik , FoBRBR 21 T— 500 5 56, B 200 M 22 B BH
BREA , L6 A AL BEER R PR Efimﬁ#ﬁﬁfl\%tlﬂ%mﬁfj@E@lzﬁfﬂio

[0101] 53—t J5 S A SCPIT R 1R 2 AR A5 5 A R B S RE N o T-— S /7 56
BT PR R BHPEBR B, (2t mﬂﬁﬁﬂmﬁ%ﬁ AR R Z D — e R s BK
PR I BRI PR o

[0102] R MU R ER A F W A F AN/ Bl 28 BRI PR 9 s A SSUs i 2 60, 1 4, 81
AL T J00EE A P 0 A A B il D (4] i o 0 DA BR B P R B e L Zh P 1 B ITUE 7K
) 1/ ek AR AN AR B AR 2R S (B R SN ER AR o) Kb A T T— Sk S,
%iﬁ%ﬁ@ﬁﬂ’é PIAEELEE G a0, A0 5 A AR IR 24 G BRI BR B = 2E O By AHEL
B, ZWHRENEE R AR R A RN/ R BT I

[0103] [ﬂlfﬁﬂla

[0104]  —5j)y S EOFRIALTH N Ta GBS IR 2 o LT L Ta ) 5544 IR AR T -

a)
= =
OH OH oH -0 OH
CO0 ]
Ho“v’i\¢SH o o ESLfO OH
AcHN 2/ o S ~\ o 'O'H&%&,
¢ HO HO - HO HO L—
HO NHAc HOJ
= n
[0105] =
b)
4 1
Galp% Glep d
3 n

p
1

2a3
NeupNAc-——**—F-Gam.liti>-GmpNAc

[0106]  [iFMUTa e B2 A& 2 0TI 5y T8 N 2)5kDa%E )1, 000kDa, 1 112 25kDa 5
#J750kDa « ZJ25kDa % £)500kDa « £4)25kDa & £J450kDa . £)25kDa % £J400kDa . £ 25kDa %= £
350kDa . ZJ25kDa % %)300kDa . ZJ25kDa & £J250kDa . ZJ25kDa % £J200kDa . Z)50kDa & %]
750kDa.Z)50kDa % £)500kDa . £)50kDa £ £)450kDa . £)50kDa & 2J400kDa . Z)50kDa £ 2]
350kDa . Z)50kDa £ £)300kDa . Z)50kDa &= £)250kDa « £)50kDa & £)200kDa « 2 75kDa % 750kDa «
2J75kDa % £]500kDa  £)75kDa & £)450kDa « £ 75kDa F £J400kDa . £ 75kDa % £)350kDa . 2]
75kDa % £J300kDa . £)75kDa & £J250kDa . £)75kDa 5 £)200kDa . £J100kDa £ £)750kDa . 4]
100kDa % Z)700kDa  ZJ100kDa 5 2)650kDa 2] 100kDa % 2)600kDa » ) 100kDa 2 £)550kDa 2
100kDa % £)500kDa « ZJ100kDa & 2450k Da 2] 100kDa & 2)400kDa » ) 100kDa 2 £)350kDa 2
100kDa % £)300kDa « ZJ200kDa 5= 2750k Da « 2]200kDa & 2)700kDa » £)200kDa 2 £)650kDa . 2
200kDa % 2)600kDa  2)200kDa £ £)550kDa . 2)200kDa £ £)500kDa  2)200kDa &= 2J450kDa  Z]
200kDa % £J400kDa  Z]250kDa % £ 750kDa . £)250kDa %= £)700kDa . £ 250kDa % £)650kDa 2
250kDa % £)600kDa  Z]250kDa % £]550kDa . £)250kDa %= £)500kDa . £ 250kDa % £)450kDa £
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250kDa %= 2J400kDa « 2300kDa %2 2 750kDa  £)300kDa 5% £)700kDa . £ 300kDa %= £]650kDa « 2]
300kDa % £J600kDa . £)300kDa £ £)550kDa « 5% £)300kDa £ £)500kDa . T — {16 1) S 17 5
W, IR 2 ME R 2 BT 03 15 29 25kDa %2 24 200kDa . T~ 55— 1de i) St 77 26, i
SREELR A 2 BTN 29100kDa % £)400kDa o ZEARAT | iR T FE PN 1A B 5051 % 1&
TERA TN I S8 )5 56

[0107]  FRFE I S0ty S, A e e 240 B i Ris R SR GBS T JBL 22 i 1M1 75 2R Ta ) ST
255/ N AEOR B 2 WHIN) 5 AARFAE , 1 MRS

[0108] AL HHI — STt 7 S v, I T5 1 Ta Je J5E 20 W0 25 L R AR M TR /KF, 1 a1 2y
100 % 5512995 % o 1 53— S J5 6, S 2 A 485 i n] oMV L = 1 2940 % (M
IR IR 5T 2960 %) , W U=k 2935 % (MR IV R 5 1= 2065 %) ik 2930 % (HEVR
MRACFERE ST 2970%) ~Hiik 2925 % (MERPRACREE = T 2975%) ik 2920 % (MR AR
FEET2180%) =i 2915 % (MR R 5 12985 %) ~ imih 2910 % (MR R C IR = T
£390%) Bk =k 295 % (MR CFEE =T 2995 %) o

[0109] 5300y S8 Hh, T U Ta Je B 2 M A0 48 51 T RFmM 2 i rh B AT 2 1. OmM I v
TRIR , W WM A FLAE 2 /D290 . 95mMIPIMEIRIR - T 3 — 36 5 1, FE I 2 M e S0 51T
TRMZFE R ] H AT 2 /D290 . 6mMIERTR , 1 0 REmMZ i rh HAT 2 /D 20 . 65mMIFIHERTR «
TEMZ iR HAT 2 /D 290 . oM MRS M2 B FLAT 222D 290 . 75mMIP)PEVRER  REmM 2
H EAA /D290 . SmMIT R  AEmMZS A Hh HL A 2 /D 290 . 85mMIVI MR  AFmMZ i AT =
/D230 . OmMITIMERR « sl REmMZ A HL A 2 /D 290 . 95mMIT MR -

[0110]  IMiF A Ta e R Z A0 - LMeit /0T 295 % o A& BH I I Y Ta e 5 20 A ) — 1t
PR B R 45090.A909 (ATCCE 5 BAA-1138) 515 (ATCCE = BAA-1177) B523.
CJB524 X MB 4052 (ATCCE 5 531574) »

(01111 Imy5#4Ib

[0112]  —5TjiE 7 ARG LT GBSIENR M« M B T b 54 AT Fib 4 F
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a)
ﬂ'o
CoO0 o o)
HO OH &5 ;0 Ho— o 0 0
0 0 HO HO —
AcHN HO NHAG HO
HO
L In
[0113] %
b)
184 1
Galp ﬁ—l- Glep P
3 n
p

1
13
NeupNAc 2a3 Galp L’- GlcpNAc

[0114] MG Ib IR ZHIAE L& 2 TIN5 - E N 25kDaE 21, 000kDa , i# 412 25kDa 4%
#J750kDa- 225kDa % 2)500kDa  £)25kDa % £)450kDa . £)25kDa £ £)400kDa . £)25kDa %]
350kDa+#)25kDa % £)300kDa ) 25kDa % £)250kDa « £)25kDa £ £)200kDa  £)50kDa 5= %]
750kDa £)50kDa % £)500kDa  £)50kDa % £)450kDa . £)50kDa % £)400kDa  £)50kDa 5= %]
350kDa+#)50kDa % £)300kDa . Z)50kDa % £)250kDa . £)50kDa £ £)200kDa . £)75kDa 5= %]
750kDa . %) 75kDa % £)500kDa ) 75kDa % £J450kDa « £)75kDa % £)400kDa . £)75kDa 5 %]
350kDa ) 75kDa % 2)300kDa . £)75kDa % £)250kDa . Z)75kDa % £J200kDa . £)100kDa % %]
750kDa . #J100kDa %= £)700kDa £]100kDa % £)650kDa « 2] 100kDa %= £)600kDa . £)100kDa % £
550kDaZJ100kDa %= £)500kDa  £]100kDa % #j450kDa « 2] 100kDa % £J400kDa . £)100kDa % Z]
350kDa . ZJ100kDa %= £J300kDa \ £J200kDa = %) 750kDa « £]200kDa % £ 700kDa . £)200kDa %= Z]
650kDa . £)200kDa %= £]600kDa « £J200kDa %= £)550kDa « £)200kDa 5 2)500kDa « £]200kDa %= £
450kDa . £J200kDa %= £J400kDa  £J250kDa %= £)750kDa « £)250kDa 5 £ 700kDa . £]250kDa 4 £
650kDa . Z)250kDa %= 2]600kDa « £J250kDa %= £)550kDa « £)250kDa 5 £)500kDa « £]250kDa %= £
450kDa . £)250kDa %= £J400kDa « £J300kDa %= £)750kDa « £)300kDa 5 £ 700kDa . £]300kDa % £
650kDa . £J300kDa %= £)600kDa  £J300kDa %= £)550kDa 5 £)300kDa & £)500kDa . T— 11551
SE T Zh, JERZ WA SR 5 2 IR 5018 29 25kDa %5 £)400kDa o LEAEA] [ iR Yo RN FOAE:
FTFEEOA 2 FEAE A AT TN AR ST )T 56

[0115]  FACLBHI— 30y S v, 75 22 Th e 1l 204 A0 5 R SRR IR /KF- L v 22
100 % 5 =T 2195 % o 1 55— S )y ZEHh , S 2 e 28 5 fil P oMV L =i 18 2940 % (R
RTRIRE R 5 2960 %) , W Wik 2935 % (MR VAL 5 12065 %) ik 2930 % (HEVR
FRICAEREE T 2070%) «mnk 2925 % (MERTR AR = T 2075 %) =k 2920 % (BRI (LA
FERT2980%) =ik 215 % (MERIRAL R =T 2985 %) k2910 % (MERIR AR =T
2990 %) B Rk 205 % (HERTRICAEE = T-2995%)
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[0116] - 530y S Hh, IMTE AU Th I B2 A0 48 51 T RFmM 2 i rh B AT 2 1. OmM I v
TRIR , W WM A FLE 2 /D290 . 95mMIPME IR - T 53— 306 5 1, TN 2 BiAE S0 51T
TRMZFE R ] B AT 2 /D290 . 6mMIHERTR , 1 M Z b HAT 2 /D 20 . 65mMIFI MR «
TEMZ iR HAT 2 /D 290 . oM MRS M2 B FLAT 222D 290 . 75mMIP)PEVRER  REmM 22
Hh BT /D290 . SmMIY R  AEmMZS A Hh HL A 2 /D290 . 85 mMIVI MR  AFmMZ i AT =
D20 . ImMIFJHEETRI ol REmMZ i LA /D 2450 . 95mMIT)HEVR T o

[0117] I T Th IR 22 Bl 290 % 22940 % 0- A« T AL I — 5506 5 2740, Z RN
Jiit-0- AR (BP, 201295 % 0- ZI5eib) « A K AT LTS 2 Th e i 20 W) — EE (5 R I R PR
FUFEH36B (ATCCE 5% 512401) .S40.S42 MB 4053 (ATCCE 3£531575) M709.133.7357 )
PFEGBST0267 .

[0118]  |My5MIII

[0119] 5t )7 SEEUAHIIE MIT GBSTENL M IMIF AU T IG5 AR L T

a)

OH

HQ OH

o]
HO
OH o

OH 1 OH
o) 0 0 )
HO 0 0 O HO
HO HO o
HO HO n

NHAC

HO

[0120]

1p4
% Galp — GlcpNAc ~1~[-5—§-- Galp L Glep lﬁ» Glep 1

3 6 n
o p
2 1

NeupNAc Galp

[0121] i S 2 A5 i 2)5kDa = 291, 000kDa , 15414 25kDa %
#J750kDa 2J25kDa % 2)500kDa  £)25kDa % £)450kDa , £)25kDa £ £J400kDa . £)25kDa £ %]
350kDa . ZJ25kDa £ £J300kDa  £)25kDa % £)250kDa . £)25kDa % £)200kDa . £)50kDa 5 2]
750kDa . Z)50kDa £ £J500kDa « £)50kDa % £J450kDa . £)50kDa % £]400kDa . £)50kDa 5 2]
350kDa . ZJ50kDa £ £J300kDa « £)50kDa % £)250kDa . £)50kDa % £)200kDa . £ 75kDa & %]
750kDa %) 75kDa £ £)500kDa « £)75kDa % £J450kDa . £)75kDa % £)400kDa . £)75kDa & %]
350kDa %) 75kDa % £)300kDa . £)75kDa % £)250kDa £ 75kDa %= £)200kDa . £J100kDa %= £
750kDa#J100kDa %= £)700kDa  £]100kDa % £)650kDa « £]100kDa %= £)600kDa . £)100kDa % ZJ
550kDa#J100kDa % £)500kDa  £]100kDa F £j450kDa « £]100kDa %= £]400kDa . £)100kDa % ZJ
350kDa . #J100kDa % £J300kDa + £J200kDa § £ 750kDa « £]200kDa % £ 700kDa . £)200kDa % ZJ
650kDa . £)200kDa %= £]600kDa « £J200kDa % £)550kDa « £J200kDa 5 £)500kDa « £]200kDa % £
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450kDa - £J200kDa % £J400kDa £ 250kDa % £]750kDa « £J250kDa % 2. 700kDa « £]250kDa 2 2]
650kDa . £)250kDa % #]600kDa « £ 250kDa %= £)550kDa « £]250kDa % £.)500kDa « £]250kDa £ 2]
450kDa . £J250kDa % #]400kDa . £300kDa % £)750kDa  £J300kDa % 2. 700kDa « #]300kDa £ 2]
650kDa . £J300kDa % #]600kDa « £)300kDa % £]550kDa « 5k £J300kDa % £)500kDa . — 1/ 1551
ST E, JEREEMEA LSS 2 T - R 2925kDa % £9400kDa o £ AFA]_F R Y A AT
RIS FEAE A S TT N I S T 56

[0122] TG HHN — S0 7 S v, IS A 1T 53 20 W0 5 L R AR VR /KF, 1 a2y
100 % 5512995 % o 193 — S J7 6, S 2 A 485 i n] oMV = 18 2940 % (Ve
IR IR 512960 %) , W =ik 2935 % (MR IR 5 1= 2065 %) ik 2930 % (HEVR
FRICFEE = T 2070%) =ik 2925 % (MR CFE S = T 2075 %) miih 2920 % (MR (L FE
FEET2180%) =i 2915 % (MR R 5 12985 %) ~ Mk 2910 % (MR R CFEE = T
2390 %) BRIk 205 % (MERIRICAEE = 12995 %) o

[0123] - 5300y SR, TG AU T TS B2 M /e 48 51T T RmM 2 b AT 2 1. OmM Y1) v
TRIR , W WM A FLE 2 /D290 . 95mMIPIME IR - T+ 53— 36 5 1, FE I 2 B e S0 51T
TRmMZFE R ] HAT 2 /D290 . 6mMHERTR , 1 0REmMZ b HAT 2 /D 20 . 65mMITIHER TR «
TEMZ iR HAT 2 /D 290 . oM MRS M2 B FLAT 222D 290 . 75mMIPPEVRR  REmM 2
Hh B /D290 . SmMIT R  AEmMZS A Hh HLA 2 /D290 . 85mMIVJ MR  AFmM 2 i AT
/D230 . OmMITIMERER « s REmMZ FH HL A 2 /D 290 L 95mMITHEE R -

[0124] MG ATT IR ZMHII0- Seft /0T 295 % o A& BH I I T T3 SR 20 M) — 1t
BRI AEMB 4055 (ATCCES 1531576) L 18RS21 (ATCCE S5 BAA-1175) .S16.520.V8
(ATCCE5%512973) \DK21.DK23.UAB.5401 & PFEGBST0708.

[0125]  [fyEMITIT

[0126] 5 )7 S EUFIMIEMITT CBSTBEZ Mo LG T TI G5 A v AR 4 1

a)
OH - OH oH OH OH
E.

AcHN g o HO 0 0"&:&/

OH OoH HO | —

HO NHAc HO _n

[0127]

=3
b)

‘P‘GleNAC LY.L Galp 113'4-~<3|u::,r31l3']'~
4 J"
p
1

NeupNAc ZLS- Galp

[0128] MG MUTTIIERRE ZHIAE 2R 2 T 50— o 2J5kDa % 21, 000kDa , 1 4N 25kDa %
#750kDa . ZJ25kDa 5= #]500kDa . £)25kDa 4= £]450kDa . £]25kDa 4= £]400kDa . £]25kDa 4= %]
350kDa . Z)25kDa % 2)300kDa . Z)25kDa % £)250kDa  Z)25kDa % £)200kDa . Z£]50kDa & %]
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750kDa+ #J50kDa 5= Z]500kDa . Z]50kDa %= £J450kDa « )50k Da 4= £J400kDa  £)50kDa 5= %]
350kDa #J50kDa %2 Z]300kDa . £]50kDa %= 2J250kDa « £)50kDa 4= £J200kDa  £)75kDa 52 %]
750kDa+ #75kDa % £]500kDa . £]75kDa %= £J450kDa « £)75kDa 42 £J400kDa  £)75kDa 52 %]
350kDa . %) 75kDa % £)300kDa . £)75kDa % £)250kDa . £ 75kDa % £)200kDa . £)100kDa % £
750kDa£100kDa % £J700kDa £]100kDa % £.650kDa  £]100kDa 2 £J600kDa . £ 100kDa % £]
550kDa Z]100kDa %= £]500kDa « 2100kDa %= £)450kDa . £)100kDa 5= #]400kDa » £ 100kDa %= %]
350kDa£J100kDa % £J300kDa  £J200kDa % £, 750kDa « £]200kDa 2 £ 700kDa . £)200kDa % £]
650kDa . £)200kDa % #]600kDa « £ 200kDa %= £)550kDa « £J200kDa % £.)500kDa « #]200kDa 2 2]
450kDa - #J200kDa % #J400kDa . £]250kDa %= ] 750kDa . £]250kDa %= £]700kDa . £]250kDa £ £]
650kDa . £)250kDa % #]600kDa « £ 250kDa %= £)550kDa « £J250kDa % £.)500kDa « £]250kDa 2 2]
450kDa #J250kDa % #J400kDa . £]300kDa %= ) 750kDa . £ 300kDa %= £J700kDa . £]300kDa £ £]
650kDa . £J300kDa % £]600kDa . £300kDa % #]550kDa « 5k £J300kDa % £.)500kDa . — 1/ 1551
ST E Y, FERE MBS 2 I f- & £925kDa %5 £9200kDa . J- 3 — e ds [ S0 HE 17 %€
i, eI SRR 55 2 T2 - 29 100kDa % 2400k Da o 75 i) bR T8 Bl N AT frT 8055
PR FEAE AN TN I S8 )5 56

[0129]  FHEEMIITE T ZE i, R B U B R ORGBS FE i 2o W I 7 B T T T ST
255N ABDRAE ZHHIN) ZEARFAE , 1 MR

[0130] TR &AM —52jE 5 Zvh, MG AT 1T 36 08 20000 2 HL R AR R /KK, 5 A2
100 % 5512995 % o 1 93— S0 Iy 26, S 2 A 285 i n] ZeMIEVR IR =y i 2940 % (e
IR RERE 5T 2960%) , W U=k 2935 % (MR IV R 5 12065 %) « ik 2930 % (HEVR
FRICHEE = T 2070%) =ik 2925 % (MR MCREE = 12075 %) miih 2920 % (MR (L FE
FEET2180%) =i 2915 % (MR R 5 12985 %) ~ imih 2910 % (MR R C AR = T
2390 %) B Rk 205 % (HERIFRICAEE = 12995 %) o

[0131] - — S0ty Zrh, S A T T TSI 2 AR 8 5 T REmM 2 A Fh AT 2 1. OmM( )P
TRIR , W AnAFmM 2 A Fh A 2 /D 290 L 95mMIVJ IR - T~ 03— S 7 8P I IR A R
AT RmM 2R R A 2 /D290 . 6mMIPI MRS , 1 AnREmM 22 i HLA 25 /D 20 . 6 5mM PR 7
1R RN Z A B 2D 2490 . ToMPMERR  TgmM 22 i rh LA 22 /D 250 . 75mMIFIMEER R « FgmM
2 BT /0290 . SmMIFMIERR M Z A Fh HAT 2 /D20 . 85mMF R  AFmMZ A Hh HL
A E/DZ)0 . ImMIIMIERTR « i REmMZ i AT 2270290 . 95mMIFJRIERR «

[0132]  IMIEALTTI SR M 210 % 224940 %0- LFefb . T AR K AN —52)i6 5 b, 2k
MIB0- LRI (R, 0- S0 T-295%) o A BHI MG AU T 1T 3 i 200 1) — LB 5 7= 1 1A
FRAFEMB 4082 (ATCCESE531577) M132.110.M781 (ATCCE: 535 BAA-22) \D136C (3) (ATCC
H5512403) M782.523.120.MB 4316 (M-732; ATCCE 5%531475) M132.K79.COH1 (ATCCE:
S5 BAA-1176) M PFEGBST0563.

[0133]  [mjg#AuIvV

[0134] 5t )7 SEEUATHIIE IV GBSTENL LM I A IVIO G5 AL T HAR 2
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a)
OH - OH _oH
o - COO0 A OH
0 0 0 0
AcHN OH HO (@
HO NHAc
B OH -
0
//OHS%
HO
0
o OH
0
[0135] HO HO OH/C)-&,/
= HO Jdn
17
b)

4 1Ta4
*P‘Glcp — Galp M;-Glcp 1P
6 n
p
|

203
NeupNAc ol L FW Galp -"—B_‘L GlcpNAc

[01361 i jf5 IV IR AT S8 5 2 AT [0 &t A Z)5kDa £ 21, 000kDa , i 41 %) 25kDa %
2750kDa . Z)25kDa £ £)500kDa . Z)25kDa & £j450kDa . 2)25kDa £ £J400kDa . £)25kDa £ 2]
350kDa.Z)25kDa % £)300kDa . £)25kDa £ £)250kDa . £)25kDa £ 2J200kDa . Z)50kDa £ £
750kDa . £J50kDa % £)500kDa . Z]50kDa % £J450kDa . £)50kDa % £J400kDa . £)50kDa & %]
350kDa+ ZJ50kDa % £)300kDa . £]50kDa % £J250kDa « £)50kDa % £)200kDa . ) 75kDa & %]
750kDa . £ 75kDaF £)500kDa . £)75kDa % £J450kDa « £)75kDa £ £J400kDa  £)75kDa & %]
350kDa.Z]75kDa % £)300kDa . Z)75kDa F £J250kDa . £ 75kDa % £J200kDa . £]100kDa & %]
750kDa - £]100kDa % £J700kDa  £100kDa £ £)650kDa . £)100kDa % £]600kDa . £]100kDa £ Z]
550kDa ZJ100kDa %= £J500kDa « £]100kDa 5 Zj450kDa « £]100kDa % £]400kDa . £)100kDa % Z]
350kDa - £]100kDa % £J300kDa  £J200kDa £ £ 750kDa . £)200kDa %= £)700kDa . £]200kDa £ Z]
650kDa 2J200kDa % £J600kDa  £J200kDa 5 £)550kDa . £]200kDa % £]500kDa « £]200kDa % Z]
450kDaZJ200kDa % #J400kDa  2)250kDa %= 2] 750kDa . £]250kDa 4= 2] 700kDa « 2)250kDa &£ 2]
650kDa 2J250kDa % 2J600kDa  £)250kDa 5 £)550kDa . £)250kDa % £]500kDa « £)250kDa % Z]
450kDa£J250kDa % £J400kDa . £)300kDa % £)750kDa « £)300kDa % 2] 700kDa £ 300kDa £ £
650kDa 2300kDa % £J600kDa . £)300kDa % £]550kDa ;2] 300kDa % £]500kDa . T-—{I 11
S )T, BT 2 B 0 - E 2 25kDa % £)400kDa o /T _FiRTE N T
AT HEEI 2 FEAE A AN TN A I S T 2€

[0137] TG HAI — S0t J7 S v, IS AR TV JBE 20 W 0 2 LR SR M IR /KF, 1 a1 2y
100 % 555 12995 % o 155 — S J7 26, S 2 i 28 i m] oIV L =5 18 2940 % (e
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TIRICFEE 512960 %) , 1 Qmnik 235 % (MERTR IR 12965 %) ik 2930 % (R
FRIVFRIE ST 2970%) ik 2925 % (R RILFEE = T-2975%) 551k 2920 % (MERIRILHE
%‘%%2680% ENRZ15% (MERFRILFEE =T 2985 %) k2910 % (MERRIL R = T
2790 %) 1l =k 25 % (MERTRICAEE =T 2J95%) «

[0138] 530y S Hh, T AU TV I B2 /e 48 51 T RmM 2 i rh AT 2 1. OmM 1) v
TR , v A mM 2R LA 22 /D290 . 95mMITIMERIR - T~ 55— S0ty S8, SN A 28 5T
THEEmMZ R AT A 22/ D250 . 6mMITIMERIR , 1 anEmM 22 AR h BT 2 /D 290 . 6 5mMITHERR «
TEMZHi R HAT 2 /D 290 . oM MRS M2 B FLAT 222D 290 . 75mMIP)PEVRER  REmM 22
H A 2D 290 . SmMPMERR  AEmMZ2 A Fh HL A 22 /D290 . 85mMI MR  AFmM 22 i Lo
/D230 . OmMITIMERR « sl REmMZ FH HL A 2 /D 290 L 95mMIT MR -

[0139] I TVIEEE S M 290 % 5 4940 % 0- 2TV« TAS L B — S0t 7 S, S0 h
JB0- BRI (B, 0- /DT 295%) o« A% BRI I L TV I IR A0 1 — Lo Ve Ak
F£3139 (ATCCE 53£4549446) CZ-NI1-016 )% PFEGBST0961 .

[0140]  |Mi5HUV

[0141]  —5fE /7 S EFE MGV GBS IR LM - ML ZUVI 5 A ml R an F

a)

OH coo- ©H _oH

HO OH 0 OH
o

OH HO
HO NHAc 0 o 7
—+— Ho
HO
HO 7 OH
0 0
HO
ABSEEZ;QL,O qiggfﬁ;fkf,,,
HO HO
[0142] L e
517
b)

Tad
*Flecp i Galp —-1 B4 Glcp U
6 3 n
B g
1 1

203
NeupNAc %= » Galp AR GlcpNAc Glep

[0143]  [iF VIS ML S 2 WIS §- o 295kDa = 21, 000kDa , i# 41 2] 25kDa % £
750kDa . #J25kDa % Z]500kDa . £]25kDa %= £J450kDa « £)25kDa 42 £J400kDa ) 25kDa 5= %]
350kDa~#J25kDa % Z)300kDa . £]25kDa %= 2J250kDa « )25kDa 42 £J200kDa « £)50kDa 5= %]
750kDa #J50kDa %= Z]500kDa . Z]50kDa %= 2J450kDa « )50k Da %42 £J400kDa « £)50kDa 5= %]
350kDa~#J50kDa %= Z]300kDa . Z]50kDa %= 2J250kDa « #)50kDa 4= £J200kDa  £)75kDa 5= %]
750kDa+ #J75kDa % Z]500kDa  Z)75kDa %= 2J450kDa « 2)75kDa 42 £J400kDa  £)75kDa 5= %]
350kDa ] 75kDa %2 #)300kDa ) 75kDa %42 £J250kDa . Z] 75kDa %2 £J200kDa . ] 100kDa %= %]
750kDa£100kDa % £)700kDa £]100kDa % £650kDa « 2] 100kDa %= £)600kDa . £)100kDa % Z]
550kDa£J100kDa % £)500kDa £]100kDa F £450kDa « £]100kDa %= £)400kDa . £)100kDa % £
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350kDa£J100kDa % £J300kDa  £J200kDa % £, 750kDa « £]200kDa 2 £ 700kDa . £)200kDa % £]
650kDa . £)200kDa % #]600kDa « £ 200kDa % £)550kDa « £J200kDa % £.)500kDa « #]200kDa 2 2]
450kDa #J200kDa £ #J400kDa . £]250kDa %= ) 750kDa . £]250kDa %= £]700kDa . £] 250k Da £ £]
650kDa . £)250kDa % #]600kDa « £ 250kDa %= £)550kDa « £]250kDa % £.)500kDa « £]250kDa 2 2]
450kDa - #J250kDa % #J400kDa . £J300kDa %= ) 750kDa . £ 300kDa %= £J700kDa . £]300kDa £ £]
650kDa . £J300kDa % £]600kDa . £)300kDa % #]550kDa « 5k £J300kDa %= £)500kDa . — 1/ 1751
ST E Y, FEREEMEAE S 2 T 1 R 2925kDa % £9400kDa o £ AF A _F R YE i N AT
RIS PR E A S TT N I S T 56

[0144]  F ARG UM — 356 /7 P, L7 BV IE 5 22 b0 & FH R SRR R 7K -, w5 dn 2y
100 % 5512995 % o 153 — S Iy 26, S 2 A 485 i n] ZSMIEVR IR L = 1 2940 % (M
IR RE L 512960 %) , W U=k 2935 % (MR IV R 5 12065 %) ik 2930 % (HEVR
FRICHEEE = T 2070%) =ik 2925 % (MR MCRE S = 12075 %) miis 2920 % (MEIRR (L
FEET2180%) mih 2915 % (MR R 5 12985 %) ~ imih 2910 % (MEyRRICFEE = T
2390 %) B Rk 205 % (MERIRICAEE = 12995 %) o

[0145] -5 —Sty ZErh, TS UV I B0 8 5 1T T REmMZ A b HAT 291 . OmMIP) AR
R, v M Z i R B 2 /D 290 L 95mMIT IR - 1 05— S )7 58P, IS M e 28 A 1
FEmMZ i AT A 2 /D 290 . 6mMIIMERR , 1 andsmM 2 firh oA 2 /D 250 . 6 5mMITHEIARR  F5
mMZ A R 5 /D290 . ToMFMEERI  FEMZ b B 2 /D 290 . 75mMIP) IR  TgmM 2 A
HAA /D250 . SmMAYMERTR « EEmM 22 b A 22 /D250 . 85mMIMERIR « AEmM 2 i B = /D
20 . 9mMI )RR sl AmMZE A Hh LA 2 /D290 . 95mMITMEE R R -

[0146]  IMIEAIVIEIE L HE 210 % 2140 % 0- £ At . T A R IR — 52y 2, 285
J50- Z B (B, 0- DT 295 %) o A A WA 77 2RV e S 200 1 — S8 51 R 1 TR
F51169-NT1.CJB111 (ATCCE: % 5BAA-23) .CJB112.2603V/R (ATCCE % 5BAA-611) NCTC
10/81.CJ11 M, PFEGBST0837.

(01471  [fy5MIvI

[0148]  GBSIMIEMIVI KL H von Hunolstein,C.,%: A, Infection and Immunity,
6194) :1272-1280 (1993) (HLAFRATTNAAEIELASI T 2O FANASO ik o g VI 45
TR B
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a)
OH OoH
OH .OH oH _|—© OH
Ccoo o o)
0 o] 0
AcHN -, 9 — od He —
OH B OH HO Jdn
[0149] HO
B
b)

{E‘Glcp ”33— Galp L3 5. “Glcp1'3.|‘~

3 In
[B
1

NeupNAc 2%+ Gaip
[0150] i RUVISE 2 A2 & 2 09 15 #2)5kDa = 291, 000kDa, 15 414)50kDa %
#)750kDa £J50kDa % £)500kDa « )50k Da £ £J450kDa . £]50kDa % #]400kDa . 250k Da % 23]
350kDa.Z)50kDa % £)300kDa . £)50kDa £ £)250kDa . £)50kDa £ 2J200kDa . ) 75kDa £ Z]
750kDa.Z)75kDa % £)500kDa . £)75kDa £ £J450kDa . 2)75kDa £ 2J400kDa . ) 75kDa £ 4]
350kDa . #)75kDa % #J300kDa  2)75kDa 4= #]250kDa £)75kDa % £)200kDa . £J100kDa 3= %]
750kDa 2:)100kDa %= £)700kDa . £]100kDa 52 £)650kDa « ) 100kDa %= 2:)600kDa . #)100kDa %= %]
550kDa 2J100kDa % #)500kDa . £]100kDa 4= £]450kDa « ) 100kDa %= 2:)400kDa . #J100kDa %= %]
350kDa - 2:J100kDa % #)300kDa . £]200kDa 42 £)750kDa « £)200kDa %= 21)700kDa . #)200kDa %= %]
650kDa+2J200kDa %= 2:)600kDa . #J200kDa %= £]550kDa « #)200kDa %= 2:)500kDa , #J200kDa %= %]
450kDa#J200kDa %= #J400kDa 2)250kDa %= £ 750kDa . £]250kDa 4= 2] 700kDa « 2:)250kDa %= 2]
650kDa 2J250kDa %= 21)600kDa . £)250kDa %= £]550kDa « )250kDa %= 2:)500kDa « £)250kDa %= %]
450kDa . #J250kDa %= #J400kDa  2)300kDa %= £ 750kDa . £]300kDa %= 2] 700kDa « 2:)300kDa %= 2]
650kDa . £)300kDa %= £)600kDa . £300kDa %= £]550kDa « 5k 2)300kDa 52 £)500kDa o 7EALA_F A
YO RN ATAT R 5 FEVE A AT N 2 1 S8 )5 56 -
[0151]  FACL AN — 30 S v, M5 VIS 11 2000 A 5 H R SRR IR /KF-, v 22
100 % 5= 12995 % o 1 55— 9 )5 28R, S 2 i 28 5 fil Pl oMV AL =i 18 2940 % (R
R IRE R /5 2960 %) , W Wimk 2935 % (MR IV 55 - 2065 %) ik 2930 % (HEVR
FRICAEEE T 2070%) ek 2925 % (MERIR AR = T 2075 %) =k 2920 % (MERR (LA
FERT2980%) =ik 2)15 % (MERIRAZ R =T 2985 %) ek 2910 % (MERIR AR =T
2990 %) B Rk 295 % (MERIRICAEE = T-2995%)
[0152] 55t /s v, IS VI B2 A T-RmMZ b HAT 291 . OmMIYJ VR , 15 1
TEmMZAH BAT £ /D290 . 95mMI MR - T 53— 50 ) 58P, IR S & T M %
Fip A BAT 5 /D 250 . 6mMIY VR , 15 A REmMZ i ELAT 22 /D 2450 . 6 5mMITIPER IR  REmM 2
H EAT /D290 . ToMPF MR  REMZ A Hh B AT 2 /D 2490 L 75mMIY VRS  REmM AT B
/D230 . SmMPHE R R  REmM 22 i B AT 22 /D 250 . 85mMIPJHE VIR  RemM 2 4 vp B AT 52 /0 2
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0. OmMPRJMEEVRR « B ApmM A HLAG 22 /D 290 . 95mMIFEERTR -
[0153] IV I FENE S 200 % 2 £)40 % 0- LAl . T A R B — 52t 5 27, 20 0
JB0- LRI (B, 0- Bt/ D T 295%) o« AL BRI I VT i 2 10— Lol m M bk
F5118754.114852.114862.114866.118775.B 4589.B 4645.SS1214 M CZ-PW-119.,
[0154]  [fyEUVII
[0155]  GBSIMIE VI H 2 Kogan,G. , % A, Carbohydrate Research,277 (1) :1-9
(1995) (HAEBATFAAAEBELAS T A NASO fifik o i VI T B S an b

> 4)-8-D-Glc-(1->4)-a-D-Glc-(1>4)-B-D-Gal-(1>

6

[0156] T
1

a-Neu5Ac-(2->3)-B-D-Gal-(1>4)-B-D-GIcNAc
[0157] IS RIVITSEE L SRS 2 B4 hZ)5kDa® £)1,000kDa , 1% U1£50kDa %
£)750kDa . £)50kDa % £J500kDa . £)50kDa 52 £J450kDa 250k Da % £J400kDa « £)50kDa % £
350kDa+#J50kDa %2 Z]300kDa . £]50kDa %= 2J250kDa « )50kDa 4= £J200kDa  £)75kDa 52 %]
750kDa+ #75kDa % £]500kDa . £)75kDa %= £J450kDa « £)75kDa 42 £J400kDa  £)75kDa 52 %]
350kDa . %) 75kDa % £)300kDa . Z)75kDa % £)250kDa . £ 75kDa % £)200kDa . £)100kDa % £
750kDa£J100kDa % £J700kDa £]100kDa % £.650kDa  £]100kDa 2 £]600kDa . £ 100kDa % £]
550kDa £J100kDa %= £]500kDa « 2 100kDa %2 £)450kDa . £)100kDa 5% #]400kDa , £ 100kDa %= %]
350kDa£J100kDa % £J300kDa  £J200kDa % £, 750kDa « £]200kDa 2= £ 700kDa . £)200kDa % Z]
650kDa . £J200kDa % #]600kDa « £ 200kDa % £)550kDa « £J200kDa % £.)500kDa « #]200kDa 2 2]
450kDa - #J200kDa £ #J400kDa . £]250kDa %= ) 750kDa . £]250kDa %= £]700kDa . £] 250k Da £ £]
650kDa . £)250kDa % #]600kDa « £ 250kDa %= £)550kDa « £)250kDa % £.)500kDa « £]250kDa 2 2]
450kDa - #J250kDa % #J400kDa . £J300kDa %= ) 750kDa . £ 300kDa %= £J700kDa . £]300kDa £ £]
650kDa 2J300kDa %= 2600kDa . £)300kDa 5% #]550kDa 1k, 2] 300kDa %= £]500kDa . fF 4T _F &
YOI EATAT R FEVE AT N 2 1 S8 )5 56
[0158] TR &AM —52)E 5 Zrh, MG AUV T3 8 20000 & H R AR R /KK, 5 2
100 % 5512995 % o 153 — S0 Iy 6, S 2 A 485 i n] ZoMIEVR IR L =y 18 2940 % (M
IR RE L 5T 2960%) , W Uik 2935 % (MR IV R 5 1= 2065 %) ik 2930 % (HEVR
FRICHEEE S T 2070%) =ik 2925 % (MR CRE S = T 2075 %) miih 2920 % (MR (L
FEE T 2180%) =i 2915 % (MR R 5 12985 %) ~ mih 2910 % (MR R CFEE = T
2390 %) B Rk 205 % (MERIRICAEE = 12995 %) o
[0159] 55—ty ZErh, S VI TSI 2 AR 8 5 T RFmM 22 A Fh AT 2 1. OmM (1) P
VRIR , W WM A ELAE 2 /D290 . 95mMIPMEIRIR - T+ 3 — 306 5, TN 2 B/ E 0 51T
TRmMZFE R ] HAT 2 /D290 . 6mMHERTR , 1 M2 b HAT 2 /D 20 . 65mMIF MR «
TEMZ iR HAT 2 /D 290 . oM MRS  RmM 22 B FLAT 22 /D 290 . 75mMIPIPEVRER  FREmM 22
Hh BT /D290 . 8mMIT IR  AEmMZS A Hh HL A 2 /D290 . 85mMIVJ MR  AFmMZ i AT
/D230 . OmMITIHERR « sl REmMZ A HL A 2 /D 290 . 95mMIT MR -
[0160]  [MiFAUVITINRE Z B0 - SR T 295 % o« AR B IS UV T T3 i 22 M) —
BRI R PR AR 7271 K CZ-PW-045.
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(01611 [ JEMIVITT

[0162] GBSIMIFMVITI R Z BiHKogan,G. , % A, The Journal of Biological
Chemistry,271 (15) :8786-8790 (1996) (HLAXHSATTNAAEUL A S| T AIFANASO ik
MG RVITINES B |

->4)-B-D-Glcp-(1->4)-B-b-Galp-(1->4)-B-L-Rhap-(1->
3
[0163]

i
2

a-NeuAc
[0164]  IMIERIVITI R EZ AL 2 B4 1 2)5kDaZE £)1,000kDa , 12 41450kDa
Z 249750kDa « 4J50kDaF £J500kDa « £]50kDa & £J450kDa « £]50kDa & £J400kDa  £]50kDa % £
350kDa . ZJ50kDa % %J300kDa . Z)50kDa & £J250kDa . ZJ50kDa & £)200kDa . Z4)75kDa & %]
750kDa .\ £)75kDa % £J500kDa . £)75kDa % £4J450kDa . ) 75kDa % £J400kDa 4] 75kDa % 4]
350kDa . 2)75kDa £ £)300kDa . £)75kDa £ £)250kDa . 2] 75kDa & £)200kDa . £j100kDa £ 2]
750kDa . Z)100kDa % 2)700kDa 2)100kDa % ZJ650kDa ZJ100kDa % £)600kDa « 2] 100kDa £ 2
550kDa . Z)100kDa % 2)500kDa - 2)100kDa % Zj450kDa ZJ100kDa & £)400kDa « Z]100kDa £ 2
350kDa . Z)100kDa % 2)300kDa - 2)200kDa % Z)750kDa ZJ200kDa & 2] 700kDa « Z2]200kDa £ 2
650kDa . £)200kDa % #]600kDa « £ 200kDa % £)550kDa « £J200kDa % £.)500kDa « #]200kDa 2 2]
450kDa \ £J200kDa %= £)400kDa . £)250kDa %= £)750kDa « £)250kDa 5 £)700kDa . £)250kDa % £
650kDa « £]250kDa %= £J600kDa  4)250kDa %= £)550kDa . £)250kDa % £]500kDa  £)250kDa 5 £
450kDa #J250kDa % #J400kDa . £J300kDa %= ] 750kDa . 2] 300kDa %= £J700kDa . £]300kDa £ £]
650kDa . £J300kDa % £]600kDa . £)300kDa % #]550kDa « 5k £J300kDa % 2500k Da o ELA] | 1A
YOI EATAT R FEVE AT N 2 1 S8 )5 56
[0165]  TAC A — S0 S v, ITE VI TT MR 20 060 2 FOR SRR K, 1 an 2y
100 % slmi 72195 % o 1 J3— S50 /7 €, FelBE 2 WA 28 5 i T SRR AL ik 2940 % (Wi
IRICFEE 5 T-2960 %) , i A=k 2935 % (MERFR (LR 5T 2965 %) ik 2930 % (MR
FRICHEEE = T 2070%) =ik 2925 % (MR CRE S = T 2075 %) =ik 2920 % (MR (L FE
FF%??’JSO% EAZ)15% (MERFR L FEE = T 2185 %) ik 2910 % (MERFRIVFLE & T
2790 %) 1l Ek 25 % (MERIRIC AL =T 2095%) «
[0166] 55—y S, I VI T T 2 M 26 51 T RmMZ pirh AT 291 . OomMIY)
WIEVRTR , i AN AFmM A Fh LA K/'\é’jo.95mME@ﬂﬁ?ﬁExo?ﬁ~%ﬁmﬁ%EP B3 ES Ty
AT REmMZ TR ] A 2D 290 . 6mMIIHERER , 1 A RmM 224 Hh HLAT 22 /D 250 . 6 5mMITPEE
R M Z A B 2D 2490 . ToMP YRR  TgmM 22 Wi rh LA 22 /D 250 . 75mMITIMEER R « FgmM
2 BT /0290 . SmMIFHIERR  BEmMZ A Fh HAT 2 /D20 . 85mM PRI  AFmM 24 Hh H
A ZDA)0 . ImMIIHERIR « ok FEMZ AR A /D 2450 . 95mMIT)HER T o
[0167]  IMIHHIVITISENR M 200 % ZE 2940 % 0- et « T A & B — 32t 5 2, 2000
0- LAkt (BR, 0- St/ D 1295 %) o« AL HHI IS VI T TSR 2 A 11— B85 P 1R
FRAuFEIM9130013 2 IM9130672.
[0168]  [fi5/MUTX
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[0169] GBSIMIEMIXF L BigBerti,F., % A ,The Journal of Biological
Chemistry, 289 (34) :23437-2348(2014) (HAHBATTNAAEILLAS] T SIFAARTO fifik .
IMIE M IX E5 A AR 4 b

—>4)-;3-D-G|C%NAC-(1 ->4)-B-D-Galp-(1->4)-B-dD-Glcp-(1>
[0170] x

a-D-NeupNAc-(2->3)-B-D-Galp-(1->4)-B-D-GlcpNAc

(01711 iGN IXTE LR & 2 0T 5 -5 Z)5kDa = 291, 000kDa, 15 414)50kDa %
#)750kDa £J50kDa % £)500kDa « )50k Da £ £J450kDa . £)50kDa % £J400kDa . 250k Da % 23]
350kDa+#J50kDa % #]300kDa . 2)50kDa 5 £)250kDa . £)50kDa 5= 2)200kDa ) 75kDa £ %]
750kDa+#]75kDa % #]500kDa 2 75kDa % £J450kDa . £)75kDa 5 2)400kDa ) 75kDa £ %]
350kDa . #)75kDa % #J300kDa  2)75kDa 4= #]250kDa ) 75kDa % £)200kDa . £j100kDa 3= %]
750kDa - 2)100kDa %= £)700kDa . £]100kDa %= £)650kDa « ) 100kDa %= 2)600kDa . £J100kDa 5= %]
550kDa 2)100kDa %= #)500kDa . £]100kDa %= £)450kDa « ) 100kDa %= 2:)400kDa . #J100kDa 5= %]
350kDa - 2J100kDa %= #)300kDa . £]200kDa %= 2] 750kDa « 2)200kDa %= 2:)700kDa . #)200kDa 5= %]
650kDa+ #J200kDa %= 2:)600kDa . #J200kDa %= #]550kDa « #)200kDa %= 2:)500kDa « #)200kDa 5= %]
450kDa#J200kDa %= #J400kDa 2:)250kDa %= £ 750kDa . £]250kDa 4= 2] 700kDa « 2:)250kDa 5= 2]
650kDa+ 2J250kDa %= 2:)600kDa . £)250kDa %= £]550kDa « £)250kDa %= 2:)500kDa « £)250kDa 5= %]
450kDa . #J250kDa %= #J400kDa 2)300kDa %= £ 750kDa . £]300kDa %= ) 700kDa « 2:)300kDa 5= 2]
650kDa . £)300kDa %= £)600kDa . £)300kDa %= £]550kDa « 5k #)300kDa 5% £)500kDa o E /LA | iA
YO RN ATATT R0 5 FEVE A AT N 25 1 S8 )5 56
[0172]  F AR WA — S5 JE 5 S r, I8 2 T XS R 22 00 00 25 O SRR R 7K~ | 15 42y
100 % 5 =T 2995 % o 1 55— S J5 26, S 2 e 28 5 i m] ZSMEE VR i=r 18 2940 % (R
IR LS = T 2960 %) , W W=k 2035 % (MR AL 5 T 2065 %) ik 2930 % (HEVR
FRICAEEE = T 2070%) =k 2925 % (MERIR AR S = T 2075 %) =ik 2920 % (BRI (L
FERT2980%) =i 215 % (MERIR AR =T 2985%) =i 2910 % (MR AR = T
2990 %) B Rk 295 % (MERPRICAEE = T-2995%) o
[0173] 530 )y S8 vh , TS U TX TS 2 0 A0 48 5 i T RpmM 2 i b B AT 29 1. OmM YY) v
TR , W AREmMZ A B AT 222D 290 . 95mMIPHEE R R » 1 o) — S ity S Hp, IR 8 A
THREmMZ AR ] B 2D 290 . 6mMIHERTR , 15 A REmM 2o A FLAT 22 /D 290 . 6 5mMIT MR «
TEmMZ R BAT 2 /D 290 . ToMIP VRS M2 B ELAT 222D 290 . 75mMIP) MRS  REmM 22
Hh BAT /D290 . 8mMIF MR  REmMZ A Fh B AT 22 /D 290 . 85mMIYJ VR  RFmM A BT =
/D230 . OmMIFIHEARIR « s REmMZ R B AT 52 /D290 . 95mMIT MR R -
[0174] [ if R TX SRR 2 MY 200 % 422940 % 0- LAl « T A K IR — 5506 7 20, 220N
0~ 2y (B, 0- LAt/ DT- 295 %) o« A B A 7 B TX SRR 2 A ) — S Rk iR PR
FEIT-NI-016.IT-PW-62 M IT-PW-64.
[0175]  ZWi-ER BT
[0176] QAR FHIY) “SR 590" s e i 2 0k Gl H B AT ATRs i = e D MKk
H, HH 2R 2 S AR DB A RS A S R I R R A
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SCRT TR “Ur B MR 2N $8 912 S S I e B 2 0 - it B AR 4 & (B JEMN 45
B IR TR N - BT 1, B PN SR 2N - HUAREE ) SR 20 RO e
F LR WS 2 B W BB AT H A ELARAL kAR AT 125 X T add sy -1 1k
Jox, FLAT et s e Sk S e SRR QAT B I “SR 57 FR Al b S 2 HE S 3
RO LRI R o 285 G 9 4 P e MR 2O 1 e B It o PTARAE 1 R 5 ik sl AR 4
W R PR TR S

[0177] QAR T “SR S M e R S0 e I R G0, Forp, i i )
[T B4 S B AR A DA AR 2 - R A R S PO 2R TS T B, R
KIR 28 - 8 A PR S AT Bl ke 2 e e 4590

[0178] QAR ], 2 Mk RS 1 - 2RSS0 “o 187 —ildg s R HERH Z AT
7% (SEC) 855 Z M EE RO CHUR A Ml Rs MALLS) T4t

[0179]  QASCRT N “ShE - S B B &Y f8 2 by fld — s 2 N M S E E i
H RS A T REIEENS 2 0 50k F 3 — B RE B b B e i o AP 85 1
B o NI, TS0 7 S, By O B ER 1 o ARSI E X, XA SRR R

BRI R E B R T 0 22 W b AN S e I o G ASCAIT F, RS “BAsi R 45
55 P IR sl E e I MR o3 - P A O3 i PR i e 4 2 R Ak ) B R S e i e
(155 (B I ER 1 50) BRI A2 AL IS DU H AT 20 - S B T SR I 28
AT AEIN B H B U o AR SR 1 5 T TR T4 i i T4 R P Bl R Bk
R o

[0180]1 QA (i FH A “ZfAci 117 mk “B5 1 B AR 45 1T 5 I w5 IR SR R RS B () 4
I GEATERR 20 S5 AR A oy - DU GE N2 S8k A g & Tl 5
TR o B ARER A AR SRR AN R SR I e HL AT 5RAT S B 1 RN 0 B T 28, 1 T o 2 AR
B Bk E A A M T H R B B )RR (Pseudomonas species) < RATI
(E.coli) A ZJERKIF M F (Staphylococcus species) MEEEKFH I Fl (Streptococcus
species) i3 KRG R o5 R TSR NP5t (CRM, ) « B AR AN BRZE 52
PREEFIB LT o T AW —FEE I )7 S, B TICRM, o M E D HUA SR A

[0181] X% XS W 4 [ sl CRMOW A e W i — 28 55t 5 S5 A o AT P A it A AR 1R 2 1
J5T, PP T I B 4 B 5 35, (EJC B3R o X B MR Ry “22 OO )57 5. CRM - CRM .,
(Wyeth/Pfizer Inc.,Sanford,NC) ;2fAfFH M, IS BAT MRSR A5 5 22 1 i — 2 A
AL, T S EHAE G FIcIX B .2 Dl Pappenheimer,A.M. , 25 A, Immunochem. ,9(9) :891-
906 (1972) \ZE[E L H] 55,614,382, LA AT N A LLG T I NASL . CRM, o, 0h FIMR RS
ARSI R (BY, 288 2 (toxoid)) , FENAE KA AR 2 R M BHE U L iCh s
FE AT (Corynebacterium diphtheriae) BEFKCT (B197) £575% (culture) 4B H .
CRM, SRR S O U e B9 -2 A o A1 IS CRM, 28 116 G B8 B BT
(C.diphtheriae strain C7) (B197) BIEEFEW T PRy T 32 [ 00 5% 35 W (R 0
(Rockville,Maryland) HE B FEE S5 5ATCC 53281 HoAth (MRS R il &5 R AE 2k
AR -CRM3201 4y 1 H 22 3L N TR R EAR A . 2 DiBlack ,W. J. , % A\, Science, 240
(4852) :656-659 (1988) , HLAHSATF N A LA ST T FOF A

[0182] [ T AAMEZEEE 2 (DT) JCRM, o, M 17 H IS R AN, A ER U A S E s 475 X
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K2R (ID) VERLIEEZ W, R 2 R A TH5W0 2004/08325 1 AFFEIARN)) K
HREAMPCEEZ ) R P daE 258 2 (E.coli heat stable toxoid) (ST) .2KEH
Jili 78 5 BR BT (S . pneumonia) (B9 A= AU ol HAT B 1 85 120 110 €42 B (140 fi 8 3K 11 v 1M1 2%
(pneumolysin) il 48 KPR Z2 [ 25 1A (PspA) Jili 28 BRERALBE 285 F1A (Psad) K HEEK R 1Y
CHalRTiE 2K 19 45 2 17 2 BR IR FOTALIL 25 A0 R A T70 JWE AT B (Nontypeable Haemophi lus
influenzae) (NTHi) €& [ < 0 JilE IMAT A& D 2SI AR A (Clostridium perfringens)
SNEE R/ R 2R BRI R R TP B RAZ OB U R S VP 788 1 B M IRGE S T
R EFMGE N I AE A AL IE S (KLH) -G A& A BSA) A gtz 25 H
T4 (PPD) |, M AR M B AN 25 22 sl AT AW, G E 41 2R 10 AR E MR o8 AR PR IR AT T
(Pseudomonas aeruginosa) #has KA. i A AR MR [, 15 ANEE AR G Pc
(OMPC) AL M (porin) VIZEKEE FI 45 G 8 H R W I R: 2 (R 324 Mgl (&
B) o FoAth AR 1 5T, W anBl A 1 ReALI A B ) (KLH) 2R Iis & 1 (BSA) sk &5 R 14l
TEEE 1 BTT A (PPD) P FRAE N R R 1 o T-— e e i ity S8, 3 1 o e 2k
Bk o AL UEH , AR FIONCRM, o, o AW O3 — S0 77 S, 2P ER 1 i 4 RIS 55
[0183]  fy T &M B ESWRIEIIEL G, 20 - 8 A B G n] o K P A ]
YN PR AL Z MR S 5 B8R E A 80E 2R A . k2, Tl ¥ MAHIE] 40 B 1 i
o B 2 AN AL I 2 2l i 2 b & R L LUR S e 2 S Bk & B 405k il 24 4%
GRSV A B, AT A R — 2 20 A A ST SOS (f FHAS
7] 25 0) T s K = AR R 20 0 - B2 1 VR S« IR G, 220 S s It MR A0 5 W ] B0 REATT A e bz
FNEZ Si0| B A dDivis NI DE S AL N =R

[0184] KBS A& A T, il S PR A 20 -85 11 TR S (i 2 b -
AR SRS N E RN X EEHOREE , Glaksds (S0 E T0E /Pl AR =T
SR EE

[0185] 41 FSCRraR , A A AP M B8 5 HiAR SR LA NGBS TR A M 5 « A AT
— ST AR A S B R R S GBS M TVIE R SR 51 Je 25 /D —F I N
EW) 2NN A O 5 EARE RS TIGBS G U Ta T I 2 0 . S 8 AR SR 1 28 A 11
GBSIMIGL IbIE MR LM 5 3 AE A S UGBS LG A T T IR 20 0 . 5 3 48 A GBS I
T T TTIEBE 20 5 3B 05 GBS IS VIR 2 bk L 5 3 R B 285 UGBS LS Y
VIFENREZ M 5 3R I 285 GBS I VT TR 2 55 At I 28 5 OGBS IILIE VI T T
B2 M L ol B S S5 GBSILIE R IX TR 2 T AR B —J5 1, 2015
HoZ)5kDaZ 1,000kDa; 28 S50 N Z)300kDa % 2520, 000kDa ; H 28 St & 5 2k
M RAEES N DT 2040 % 1O S 20 . T —30hE 7 2, G & 5 20 S R AR
NRDT2330% DT 2925% DT 2920 % DT 2915 % DT 2910 % kDT 295 % R ES
EZ B

[0186]  F—SZjtiy &, s M Ta Ib I ITTS IV VA VIVIT VITT /8 IXS M S5 1
HTHO% & N Z)5kDa % £)1,000kDa, 1% U12)50kDa % £) 750kDa . £)50kDa 5 £)500kDa . £
50kDa % £J450kDa « Z)50kDa 5= £J400kDa « Z]50kDa %= £ 350kDa  £)50kDa 5= £J300kDa « Z)50kDa
Z #£J250kDa £J50kDa % £)200kDa « £)75kDa % £ 750kDa « £]75kDa % £)500kDa . £]75kDa 2 2]
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450kDa 2 75kDa £ #J400kDa 2 75kDa £ £)350kDa 2 75kDa £ £J300kDa « 2 75kDa £ £
250kDa . £)75kDa %= £)200kDa « £)100kDa 5 £)750kDa . £)100kDa %= £)700kDa  £)100kDa 5 £
650kDa . Z]100kDa % 2)600kDa « Z)100kDa % Z)550kDa  Z)100kDa % £)500kDa « Z]100kDa £ 2
450kDa - #J100kDa % #J400kDa , £]100kDa %= £)350kDa . £]100kDa %= £J300kDa . £]200kDa £ £
750kDa . Z)200kDa % 2)700kDa « 2)200kDa &= 2J650kDa « Z)200kDa & £)600kDa « Z2]200kDa £ 2
550kDa . Z)200kDa % 2)500kDa « 2)200kDa &= ZJ450kDa « Z)200kDa & £)400kDa « £]250kDa £ 2
750kDa £250kDa % £)700kDa « £J250kDa % £.650kDa « £]250kDa 2= £]600kDa . £ 250k Da % Z]
550kDa . £J250kDa % £J500kDa « £J250kDa % £J450kDa « £1250kDa % £J400kDa . £)300kDa % £
750kDa . 2J300kDa % £)700kDa . £)300kDa £ £)650kDa « £)300kDa % 2)600kDa . 2)300kDa £ £
550kDa . 5%2300kDa % £)500kDa o fEATA I 1R FEI PN FATEA FE BI85 FEE AT N 2
ISt T 56

[0187] 5 )5 &, RS W0 - £9300kDa 52 £)20, 000kDa , 15412 300kDa 5 £
15,000kDa . #J300kDaZ #]10,000kDa  £J300kDaZ £J9,000kDa . £J300kDa % 48 ,000kDa . £
300kDaZ £J7,000kDa . £J300kDa % £J6 ,000kDa . £J300kDa % £J5,000kDa . £J300kDa % £)4 ,
000kDa.#J300kDaZ £J3,000kDa . £j300kDaZE £j2,000kDa . £)300kDaZ® £J1,000kDa . %
500kDaZ £J20,000kDa . £J500kDaZE £J15,000kDa . £]500kDaZ £J10,000kDa . £)500kDa % £
9,000kDa . £)500kDa %= £J8,000kDa . £)500kDa % £J7,000kDa . £)500kDa % 46, 000kDa . £
500kDaZ £J5,000kDa . 4)500kDa % £14000kDa . £)500kDa % #£)3, 000kDa  £]500kDa F 22,
000kDa . £]500kDa % £J1,000kDa.%J1,000kDa % £)20,000kDa 21 ,000kDa % £j15,000kDa
£)1,000kDaF £J10,000kDa.ZJ1,000kDa % £J9,000kDa%1,000kDa % £)8,000kDa . £]1,
000kDaZE #J7,000kDa.#J1,000kDaZE £J6,000kDa . Zj1,000kDaZE £J5,000kDa £j1, 500kDa %
£J20,000kDa.Z]1,500kDa % £]15,000kDa.Z)1,500kDa % £)10,000kDa %) 1,500kDa % £]9,
000kDa.#J1,500kDa % #J8,000kDa.£1,500kDa % £J7,000kDa.%)1,500kDa %= £)6 ,000kDa
£)1500kDa % £J5,000kDa )2, 000kDa % £)20,000kDa 22, 000kDa % £)15,000kDa . £)2,
000kDaZ #£J10,000kDa . £)2,000kDaZE £J9,000kDa . £]2,000kDaZ 48 ,000kDa . £J2, 000kDa
Z27,000kDa£J2,000kDa % £J6,000kDa £)2,500kDa % 220 ,000kDa . ]2, 500kDa % 215,
000kDa.#J2,500kDa % £J10,000kDa .22, 500kDa % £]9,000kDa . %2, 500kDa % £J8 , 000kDa .
£)2,500kDaF £J7,000kDa.%)2,500kDa % £)6,000kDa 23, 000kDa % 220, 000kDa . £)3,
000kDa % Z]15,000kDa.%J3,000kDa %= £J10,000kDa )3 ,000kDa %= £J9,000kDa  £]3,000kDa
% #J8,000kDa.£J3,000kDa % £J7,000kDa . 5% £)3,000kDa % £)6,000kDa .

[0188] -3 /5 &M, GBSIILIG AL IV I RS S W A A kel 5.
[0189] 3 /5 &M, GBSIMLIF A TaJe R 2SR S W A A _FaleHl 5.
[0190] 5 /5 &M, GBSIMILIF AL IbFe RS S W A A kel 5y .
[0191] 56 /5 &M, GBSIILIF AU T T I RS S W A A kel 5y .
[0192] 56 /5 &, GBSILIG U T LT e B2 W8 A FAA AR _ LRV 7 f- &
[0193] 56 /5 &M, GBSIILIF VI N Z W S ) HAA A aRTE I & .

[0194] 56 /5 M, GBSIILIF UV Fe RS S W A A kel 5.
[0195] 5 /5 &, GBSIILIG AUV I T Fe B W8 A FAA AR _ LRV 0 f- &
[0196] 36 /5 2, GBSIMLIF VI T LI R MRS S W A A el 4y -
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[0197] 5 57, GBS AU IXIENR AR A M A A (AT PRI )4t
[0198]  T—3je )y S, A& IR S T RmME i rh A5 % /0 £)0.6.0.65.0.7.0. 75,
0.8.0.85.0.9.0.95.0. 9750 . 98mMIFJME R o T-— PR e i S0 75 5 rh , SR E W T HemMZ
HAG D)0, 950 . 95mMIKIIERR -

(01991 F—5Cite /7 5, GBI R IVIR AN G W) HAT 2 D AT — bR S5 fne

@&L\\/é'-\% o

[0200)  F—5335.5 5 1, GBS LI T S M8 W FLAT S0 My — i
@&L\\/é'-\% o

[0201]  F—5236.5 5, GBS LI LTSI 4 Y FUAT S0 My — i A
@&L\\/é'-\% o

l0202)  F—5336.5 5, GBS LI LT TSI 4 Y FLAT S0 My — i R
@&L\\/é'-\% o

[0208)  F—3HE A GBSILIFT AT T SE IR MR A5 Y AT 0 o — ROV
@&L\\/é'-\% o

[0204]  F—33HE A GBSV IV IR 2 BRA A5 ¥ FAT S0 AT — bR OV i
PA=H

SEER

[0205)  F—536.5 5 1, GBS LI VTSI 4 W FUAT S0 My — i
@&L\\/é'-\% o

[0206)  F—3HE A GBSV AV TSI MR £ W AT 0 o — RO
@&L\\/é'-\% o

[0207) F—5236.5 51, GBS LIV T TTSE I et 5 o SLAT S0 T — i
Wi

[0208)  “F—5336.5 5 1, GBS LI TX S 4 Y FLAT S0 My — i A
@&L\\/é'-\% o

[0209] T35 5 v, AR ISP T mMl 2 s oo p B /0 1£50..01.,0..02,
0.03.0.04.5¢0.05mM O- ZFLfiE (0-acetate) o T —30E 7 £, 570 T BmMpE B &5 .
TeHHEE % /D2)0.1.0.2.0.3.0.35.5K2J0. 4mM 0- £ FATE.

[0210]  J—ajitiJy ZH, GBSIMIE U IVIE IR 2 HHEE S AT b —FUi 190 - SRR &

=

?;201 11 TSy 5, GBSIIG R Ta e L 2R S A b AT — L IN0- CRRAR &
?;201 21 Iy E M, GBSIH M Ib S B R S B FIRE— 200 - CIRIAR S
?;201 31 T3y S, CBSIMIF T TS B 5 B A EIRE— a0~ CIRIAR S
?;2 141 T3y s, CBSILIE AL TR AR S AT T — A0 - SRR
?;201 81 TSty S, GBSIALIFG BUVIE I S S W A AT — BB I0- SRR S
o
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[0216]  F—3fi )y S, GBSUILIE AUV I eI 2 M 5 W BAy M — A 0 - SRS

Hlo

[0217] TS/ 5 h GBS I AIVI TSRS AR AP RAT 1R AE— Bl 100~ 2 s
o

[0218] TSy A GBS LAV ITIE B RHAE LA 1l — (A0 - B
AL

=R

[0219] TSy i, GBS LI AU TXSEME AR Cr i AT AT — B0 - 2 B &
o

[0220] -5 — 50ty SR, GBS T B2 M S m AR B, R RS A DT 4
40% /L TF2135% /DT 2130% /DT 2125% D F2)20% DT 2)15% DT 4)10% ik /DT
295 % [ GBS e I 20 Wi o T-— Ik () Sie 77 26 vk, S5 GBS e B2 M 1) E AL A%, e i
PESR A 5D T 295 % [ RS 3 BB o
[0221] 55305 5 b, 5 Wb GBS JE MR 20 Wi 28 k25 (1 PO LB 481 (R G B ) Ty
£J0.522J3.0. T — 7, AP GBS TR Mk 2t WL B 200 . 5% 2920,
290.5F2491.5. 490 5541 .0 .41 . 0F 41 .5. 5K 41 .02 £)2. 0. T— Lkl sy 5, 28
EPIHIHIGBS T B2 Mo Bk & 1 I EE I 200 8 £ 2491 0.
[0222] -5 — Sy &R, RSB AR N2 15,258 13.25 10,25 8,25 6.2%5.2
%4.3%15.3%F13.3%10.3%8.356.355.354.5515.5510.8% 15.8512. 10515510
12, TR S T e B A YIRS TR 225,
[0223] é)—“&/ﬁ\
[0224] S5 v 0, Horh SR H 2R - 5ok B3 & A B a1 A s S o ok
LA T R %Sk - RN S 2R R N T B A MR K
EMmALEERT .
[0225]  M#fk S —Mok 2 U GE 2 pn &5 B, AN a55) I, 885 Al i A4
E AT G R S B A AR T 9, Bk 2 ik 5 — Rk 22 Rhidk Aok
E W 0 IR I0T IS ki 2o o - & (I U S W) 20 - S AT S K- B A s
G- IR S 2N - IR S B B - E RS R - E R &Y %
Wi -2 A AT S IO U Tl o 2 M EORE S, E4E (AR T2 (D)
B T 2R A 0T R B P R AERIE (B An s - e S T g - FR LI Mg - R e s T 1 (0
(2) J IR E ARG (BN TR -1%) 5 (3) fil i [E) AU E BEAMIBE (191 4n it FHAL - 2 2R e
1) 5 (4) B FEIEA RN FDBUE BRI s (5) [ 5 B 1 S 8L B BTG (1 4 1 25 2k I
P 5 (6) 1 eI AR o8 B BRARIDE (B ANB - BRI UK 5 (7) Wi IR FUE LR
FREE (¥ e S MR R 5 TN 20 il S 5 (8) i S SR AR A &4 (i i b SR T Jiig 3k -
PR R AR SN 1 3L AT 5 | N 2 Wl SR 5 (9) 1 B i /KR 2R AT 5 |\ 1 B i 8 1 o -
RITEE & M (10) i K s S PR L P N IR BT 28 1 5T - IR R 5« b AN, SoBUR R “IEHAN
I BOR GE WA - DU AEM 2 S EAE AR 7575 18 2 Fh o ARSI R AT o ] T 55
WA Z Wi S e i VR 2 AR S5 1R 0 T AR A R I SRR 5056 5 S T RN -
[0226] -5ty S H, GBS MR 2 - 25 1 ST SR S W s R A i DA 1 - (3 -4 - — HHE 3
MHEmE S5 PY SR £ (CDAP) 75X Z M LATE B TR R R 3R - AT AN 24 v S A SR B 1Y
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A H BRI e @ R B k) BIE . B, 1A A] el b L= A= iz
2, R 2 R S R B s A R B 1 (4 s FHGMBS) Bl e 2 ik i
1 (B0l T i A STB L STABfifi 2 - STABSTA 5l SBAP) [N 2 Je s R AN Ak B IDEK 15
AR .

[0227]  T— P, SRR ((Ek b im i CDAPAL 22 1) 5 O ke — sk O — 8 — Wit
(ADH) AHIEC , 1 S BT AR MBI 30 % (BIANEDACEKEDC) fb27 , il i £ A Ak FIRdts
AR B A XIS S AR T B B % A FRiE A TS W0 93/15760.W0 95/08348
FIWO 96,/29094 1,

[0228]  HAMhA 8 A EAE AR 0 B IF 15 VR ek e 6 - i R FHRR DN -2
BEFAMEND 2 S - -NHS\EDC M TSTU . [EIBr & F 1A H-5W0 98/42721 AR Z 1 BH - 285 7
AelD Kok, i (Ol B e A S5 1, 1 - JE ke (CDD) Bk 1, 1-JAt —-1,2,4-
W (CDT) SR IERK (3 WBethell, A, J.Biol.Chem. ,254:2572-2574(1979) ;Hearn,
N, J.Chromatogr.,218:509-518 (1981)) , ¥745 Fi-5 25 1 BUR N DATE A% 24 5k FH R T B G
XA REVS MOB AR HE A b I i — 2 ik AT ) — R L O PR/ R i — i i S
CDI/CDTJ W AJE A CDT /CDT 2 2k FHER i Hh TR] 4 , LA K A#1CDT /CDT 2 5 FHER i Hh TRk 5 5
Jo I R 2 SR o

[0229] TR ukny SLTiE Ty 2, AL M GBS I 55 20 0 - 25 1 51 28 5 W R TR D 12k e A 11
185 o IR VRIS M AR s (1) K 8 LA SR B e FR (A B s A e
o (2) B TE A 208 Mok e Bk IR DUE SR 540 -

[0230] -5t 5 SEH, GBS TR 2 il o (A AP ERIN 5 75 GAtb) -

[0231] (&) 4293 B HUGBS I M 55 e A SN 5 DA K¢

[0232]  (b) ai o DN KGRI KR K A S S DA A= TR A GBS T I 2 M

[0233]  TACLHA—J5 T, 2850 B I B2 B S N 20 . Img/mL %= 210 . Omg/mL , 1%
20 .5mg/mLAE 25, 0mg/mL 21 . Omg/mLE 23 . Omg/mL 5522 . Omg/mL.

[0234]  JRFE ST i, AN S R £ o S AR R KA SRR R S DU i e At
p LT 5 L C- CHEWT 2 o RIE “ R AR L™ G R ER AN E R — 35 o 2R AR RN Fu B
frrs R ER (10,) MR m iR R (10,) o AGE “EHRERER” 3 (oI & s iR s, (o d ol
BRI BRIk M S TS 2, SRR S R . T e i S T &, T
SEA GBS IR 22 W I v AR 26 M e R 6 o T — e ey Sty S, TS s Y S i
2RI i TR R Sy fi v BULFR 1 o

[0235] O3S0y &, 2 0H150.01%10.0.0.05%5.0.0.1%1.0.0.5%51.0.0. 7%
0.8.0.057%0.5.5k0. 150 3EE/R Y i W AU SN o« TREE W S50t 7 S, 28529005,
270.1.270.15.2J0.2.2J0.25.2J0.3.2J0.35.2J0.4.2J0.45.2J0.5.2]0.55.2J0.6. %]
0.65.290.7.2J0.75.2J0.8.2J0.85.2J0.9. 85270 . 95 /R Y H= 1 BTN o« T 55— 520
FRW, 25290 1B/ A RN T — 3 5 b, 205 200 . 15 BE /R Y it
HISEAL T SN o T 5B AN Sty 2 b, 205240 . 25 FE /R M1 (R AR AL 7 SN o T 57— 3t
b, 25290 . 5BE R Y BRI SRR N T— B 9ty 56 b, 2 hi 5 200 . 6 BE /R Y
AN o - 53— S 5 5 H, 20 55 290 . TEE R Y 1) A I SR

[0236]  TACLHH—J5 T, S RN RSN TR 29 /NI 22 2950/ N L 2910/ N 22 2
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307N L2157 2920/ N 2 157N 21T/ N LB 2 167N

[0237]  TA RN 53 —J5 TR, A RN IR PR AR 202 C £ £925°C L 492" C R £J8°C
2420 CEL)25°C o TRk SN S 7, SN L PR FFFAE 2923 °C o T D — L (1 575
T, SN T PR AEZ)5°C o

[0238]  F- 55—, A SONAESE F R D AR A T AL R 2 sl A b T BEER B4 1k
PR . 2- (N-MIRRAR) £ i (MES) MeBis-Tris. T— RISty R, e hsa i et o
[0239] T RANE T TR, 28 MPFsII IR B h 29 1mMZE £9500mM . £ 1mMZE £300mM . 5% 2] 50mM %
£3200mMe T—PL N 0T S 7, eIk B £9100mM.

[0240]  F— 5T, B N AEZ)4 . 0 £8.0. 45 . 0 £4)7.0. 5845 . 5 E 296 . 5[ pHE
1T T n S0ty 567, pHoN 26,0,

[0241] TS5 /7 &, 2T INGBS FE I Z M i 290 . 5mg /LA 25 . Omg/mLITV) 2857 &5
TN LA 5 200 052 240 . 3JEE/R Y i (1 sy WG #6712 20°C 25 25 °C [1UHL SN SR 3R 1
[0242] 55 —S00t s S, ATE L INGBS T I 2 Wil ol 120 . 5mg/LZE 295 . Omg/mLIF 4257
BTN 2 5 200 0628 250 . 3FE/R Y B (1 AR R AE 22 °C 228 °C I SN SR 3R
[0243] -0ty &, 85 NGBS T B2 MR P AT AR AT RN T3 7 G
BEROSE ENTTE: (GPC) VT« BRI /12 UE) 4lifl « B, 80 A IR T S 20 e TR R e 150l
ORI TN S e S RS

[0244] 3077 ZEHp , S0E LGB SN 2 M 11 S U R 5 %2 25, 45 45 % 15,5 %10
1072510520, 105 15, Tk (W 500t J5 S , 2875 (L INGBS T B 2 i) S L A R 105
20.11%F19.12%F 18, 13%F 17 .5k 14%E 16,

[0245] -5 —SjtJy ZEHh , 81 UGBS FE B 2 Wl 701~ E A Z)5kDa % 21, 000kDa + i 41
#]50kDa % 2)300kDa £ 75kDa % #]400kDa . #)75kDa % £)200kDa £ 100kDa % £ 700kDa . ]
100kDa % £J500kDa . £]100kDa % £)400kDa « £J100kDa %= £300kDa  £)200kDa % £J400kDa . ZJ
300kDa % £700kDa  T-— L 1de 1 5 5 S H , 835 L GBS IR 2 M 1) 40 -5 2 T5kDa %
£J400kDa .

[0246] TS /5 ZEHR, RIE NGBS T B 2 i ELe I AE M A A R R Tl TR
YRS Ty e Wk LN Tk (trehalose) HiF-B K00 (stachyose) AA =4
(melezitose) Hj 580 (dextran) « H ECOBHEE (FUMEESZ (lactitol) M BHEY (palatinit) o T
— e ST S B RN SR, PR R TR AT L I eI 2 b 5 B S A 1
MRS -

[0247] 5 —3hE 75, AT IYGBS e 2 MU de - AW IO A AL N S8R iR G
FEA R T o T — T3 TR B2 RN RS 1B /O AA = A RO H b
FUBHEE A ERHEE o Tk S8 77 26 Fh B A E R SRS, P 8[R8 R TR ) 22 A
AR T ERT T TP I SR IR SR

[0248]  ZH{LIUGBS I B Z Ml nl i s VPRI T E S AR A

[0249] (o) IRAZETGLINGBS FE L2 5 A 1

[0250]  (b) K & MR ML INGBS e I Z AN At 1 5538 IR S N LATE GBS e i %
Wi - AR RS

(02511 f5ld, AL KR A R B e e GRLrp RSO G 25) 1R 22 i = BH B 32 1) A
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o2, il AE AR AR BT VRIS R R b A T S VR S A A 225 A GBS T I 2 0 5 2 A 2 11 28
s TR IS 20 T — e S5t ) S, 2P BE (a) FI2EER () AR TR
PRI T

[0252] TS J5 & HR, PR (a) BAEIFE8 IR TN GBS e B 2 a1+ B0 S AR & 1 A
PR DT YRR - T 5 — ity s rh, 3R (a) GiE R 3L 14 VR TR GBS 3
2N 5 A s T AR R R A R

[0253] 5 )7 S AR MR R PEIIE R AT A B AR - HTAXL (DMSO)
R TR S F e i (DMF) Koo HHER I IBE e (HMPA) o T —C e ity S AR R IR
VT 551 UDMSO .

[0254] Y208 (a) A1 (b) AEKIS VR A HEATING, 228 (a) F1(b) A2 KPR BT FR 2% 7 gk
1T AL 06 1% [ PBS WMES HEPES \Bis- tris.ADA.PTPES MOPSO.BESMOPS.DIPSO.
MOBS \HEPPSO.POPSO. TEA.EPPS.Bicine.uHEPB, pH-£)6. 04 £8.5. 27 . 02 £98. 0. 2k 2
7.0 A7 .5 T —RUeiy Sy Z b, 22 PBS o T-— Lk M S50 /7 5 H , pHoM 27 .3,
[0255] -3 5 6, AP B (b) HH I ERTE (U IM GBS F I 2 Wl 1K B2 200 . Img/mL % 2
10.0mg/mL~2J0.5mg/mL%E 25 . 0mg/mL . 5{Z2J0 . 5mg/mL A £J2 . Omg/mL . T— 108 1) 32 i T 5
2P ER (b) HR 2RI A LTS BUGBS FE R 2 A 1 BN 290 . Img/mL 20 . 2mg/mL 20 . 3mg/
mL.2J0.4mg/mL.ZJ0.5mg/mL.2J0.6mg/mL.2J0.7mg/mL.%J0.8mg/mL.ZJ0.9mg/mL.Z)1.0mg/
mLZJ1.1mg/mL 21 . 2mg/mL.ZJ1.3mg/mL.Z)1.4mg/mL 21 .5mg/mL )1 .6mg/mL.Z]1. Tmg/
mL.ZJ1.8mg/mL 21 .9mg/mL.Z)2.0mg/mL.Z)2. 1mg/mL.2)2 . 2mg/mLZ)2 . 3mg/mLZ)2 . 4mg/
mL.%J2.5mg/mL.%J2.6mg/mL.2J2. Tmg/mL. 22 .8mg/mL. %2 .9mg/mL .5k %)3.0mg/mL .

[0256]  F-{Lak /) s it /7 S v, 805 AL R T UGBS S IR 2 2 (A £ - IR AR L 9] (H
WD) M5:1%40.1:1.2:1%0.1:1.2:1%1:1.1.5:1%1:1.0.1:1%1:1.0.3:151:1.0.6;
151 1o T Rsl Sty 26, 8B A LI RGBS e I 20 it 2 A E N TR ATaa LL A 2
0.4:1.0.5;1.0.6:1.0.7:1.0.8:1.0.9:1.1;1.1.1:1.1.2:1.1.3:1.1.4:1.1.5:1.1.6:1.
1.7:1.1.8:1.1.9:1.2:1,

[0257]  F—5jie 5 S, IR Iy I AN = SRR R U B A B 5 TRk
X Z HTERAFAE I BN A S AN S A B e e s an e e Al « 2 - FR LG e e < 2, 6 - — Al
bt - FEEE < — - 05 ¢ -BuMe PrN-BH, Yo - BH, 505 - £ J- 2 FRINE e e (PEMB) o F— 11t
eI ST S, R S A

[0258] -5 —it )y S, 2B (b) W A I A R 20 290 122 2910 . 0E /R Y i
£0.582)5 0B /R i ik A 1. 0 292 0FE /R Y o T — ey Sty S, 20 3R (b) FR AT
A R A 291,041, 141.2.1.3.1.4.1.5.1.6.1.7.1.8.1.9.52. 0FE /R Y i
[0259] a5 Jy S, 28R (b) [RS8 1N 2260/ 1N L 107N 2250/ N8
407N 22 50/ NN L 542/ NN A 46 /NI o 0 E I S T S, 2P B (b) BUFREEIN ] 2h 2)44
NI

[0260] -5 —3it )y S, PR (b) U SRN I BEPR R /E10°C %40°C L 15°C 230°C . 520°C
F26°C o Tkl I T S, P EE (b) FRR) ORI PR B £923°C .

[0261] - 538NM it /g b, il e 5 5 AR R OB R GBS e JIsE 2 W ) e
IRV S 5 kit — 0 Al o S DA S R o SR R T ey (7R 2K TP 3R CE R
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()

[0262] -5y e, B R Ak E N A1 T AL R EAE I i e W« B A
(NaBH,) «TRILAHE B AL R B0 PO T 3l (e A 88 MO A e . —
PRede st 7y 2 rh, B A o AL B

[0263]  J-Y5—5jE s v, 2P (o) ATl oA S e i o 290 . 122 2910 . 0FE 7R Y
F 20,5845, 0FE /R Ui VB Z1. 08 293 OFE /R Yt . T— e nysaiis i b, B3 ()
Il A o 22 O BE /R Y &

[0264]  F—{luk ity 2 b, S0 BR (o) Wl IRk ¥ JoNaBH,, , HOR T 292 . 0
[0265] -5ty S H, AP ER (o) INFFEN TR0 . 1/INRF 2 107N L 0. 57N 57N L 2/)8
I 24/ NI o T Ede 1 S 5 S, 22858 (o) INARFEIN TR 293/ N

[0266] -5ty ZErh, P EE (o) FRI ROV EE PR AE 2915°C 5 £945°C L 415°C E 2530
C o220 CEZ)26°C o T— Lk ity S, PEE (o) I RN EEPRFFE 2923 °C

[0267]  GBSTEMRE LM 5 B A S LA I B , % 20 - 8 TS Wl i AR EoR
N RERIRI S B R 2l (2 b - 25 B S e T 5 s SR o X BB R FEET
Wi IS PEERAE ORI  DUUE/ Ve R ENT IS (DEAEER IR /KAH B HEATE) MR
.

[0268] T~ 53 )y &R, T IR S W B GBS T B2 M 1Y) E B AR N b T4y
40% /LT 2£135% /DT 2130% /DT 2125% D F2)20% DT 2)15% DT 4)10% ik /DT
295 % [Nl B GBS T L Z M o« T-— L St 7 S, T I R SR S ) 0 5 S GBS FE B2 M1
SRR N DT 295 % [ AR SR 3 BB o

[0269] TR L[ SLTE TS ZEH, GBS ZM - £ 1 IR S 1143 15 £J300kDa % )20,
000kDa , I 41ZJ1,000kDa % 2)15,000kDa . 5k Z]1,000kDa % 210 ,000kDa.

[0270] - I3—5jtE s &l , RSP RGBS I 22 Mk 2 vk 25 F o b fp (et /E D) 2y
0.5%2J3.0. T— 5, G Y GBS TR ZMpn) At I EL B 290 .55 42,0, 2
0.5%4J1.5.4J0. 55 4)1.0. 491 .0FZ4)1 . 5.5k Z4)1. 0% 412 0. TRkl sy 0, B 4
P GBS e B 2 ion 2R R 1 I EE I 200 8 £ 491 0.

[0271] TS0y b RSB AR N2 15,258 13.25 10,258 8.256.255.2
%4.3%15.3%F13.3%10.3%8.356.355.354.5%15.5510.8% 15.8512. 10515510
12, TR S T e B A ISR SRR 2 E 5.

[0272]  TACGHH)—J5 1A, GBS MR 2 M - a5 [ i S Wi 1R (R S VR Y 7 145k
13U, T AR TN AR A 5 5 3R A A TN 2R IIGBS eI 2 0 - 85 1 5T
g, Hoal i s NP ERR i sk kAT -

[0273]  (a) 545 BSIKIGBS IS0 M S5 A (L FU N 5

(02741 (b) 1IN K FSRIR K A SN DA A= 0 AL RGBS S i 2 4 5

[0275]  (c) RAIZETELIIGCBS FE R 2 M S Bk 1

[0276]  (d) B A HIATH L IIGCBS SRR L MR it 1 51 I SN A A GBS iR 25
Wi- 2R A, DA AT

(02771 (e) iy INBIEL L 4H (NaBH,) SR A S FOTEE 5 s o
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[0278] T {Rul S Iy 5 v, 2P () 1 (d) AEDMSOFHEAT

[0279] AL A A— 5 T, A & WA OGBS e I 22 b - 25 11 S 8 S W i FH 4 R gk Jit
VR BRI b/ A R BB rh g 1112, 2,6, 6- DU FHEE - 1 - WRIE L%, (TEMPO) Ji 25 3L F1IN -
SRR e (NCS) 11 HE AL 77« 2 IR A FRIE A TT5W0 2014/097099, HAFIN 2
PAS TG AN T X FE 557 7 5 v, >R H GBS I B2 M FO SR &4 I TEMPOJ 25
FORHY)— 2R (primary alcohol) S Y B (ff FIINCSTE ML) (UL M FRN “TEMPO/
NCSEEAL”) Kedtillads , 15 AN Sl TRl SR 2 ) FR A A THSW0 - 2014/097099 7R AT 1 (AL,
T—J7 i, GBS IR Z B SR S Wl i B G N AP BRI 5 743K ) GBS TN 2 4k
TEMPOFINCSFEIA 11 HH SR DA 285 A 14 5 Jeb) Sz 2T AR 5 B dd— sk 2 N 2 10
AR ER O (LA SRR “TEMPO/NCS -3 PR AR ) o TS50 )5 S8 v A0 A ] R K RIS
7Bk DMSO.

[0280]  J~— 5 THIH, GBS B2 M - 25 111 L 28 A i it Firad 5 73R4S - 9l an, T-—J5 iR,
RATFN B AR ALCBS MR 2 M - 25 A gk 1, H B Enlia t4 N AP SRRy il sk
S8R E AR S IZ R a) ([ 52,2,6,6- PO EL-1-WRiE L5 (TEMPO) 1IN - 52055 FA LT
Jiie (NCS) FEIRFFIFR R, LA g 2 E AL B 5 S b) Iz 280 AL IR S5 10 5 — s 2 2 R 1 3
PRER N o 305 567 IR 1 R 7K v 711 Bk DMS ..

[0281] sV 5

[0282] KA ALl , Horl G I PARC AL B o B R AL 54 , b S ie i 14
ST T i i o AR B B e R 2 S B RT A FHASSTUE A AT R 5 T 5E
[0283] X e i MR SN “To e [N Ny il ERAAAE T HARH S rh 153 (Bilndn
IR, R A ek 20 A SR H AR/ s S ) e SR A B E I, “UARii o
PN A BT T S T8 SO HLIE S A A T A A AR e e I PR 40 S b i
B B, i a0 o e SR D pi T - bk B A i A/ sl HAth 7 4 S ) s
ST o “AUMA SR TSR SO i S B 2 A AU AR R A R MHC) 2B TRk SE 112547
FRIRIIPUAME SR AL 5 S o IXTE A HUIRR 7 MCDA+ T4 Bh 41 g sk CD8+ 41 w25 14 TIbRk 2 41 it
(CTL) - CTLX 55MHCELCD 1 Fir 41 1 B el s B H 3k A 4 2% 1 A sl s o it L
S o CTL I B A R I PN T AE W 1 4 PR B A sl XA O T A W S A R AT ) 24
TR T3 — 7 T S F B TR A= (O R e SO o Bl B TR E T P BRIk
RS SRS 4 e B AR T s IR (5 A sk IRMHC Sy - 2150 B4 L)
AE H G HIE M U/ R T SN 1845 7 A= A IR 1~ B AR - S At FR TS A O T4
PR/ sl At 3 AR I XA 1R 93 F-, B IR LR I H CD4+AICD8+TANNT) o 45 i€ Bl sl 4
PR T AR T 1 S RE SN I RE D AT 25 R AU, 1 A AR R A GRREE 40
NdE ) 43 CTLAN I B3 PR AR o0 AT 1 20 A Beesz il A I HU A R S PRI TR E2 41
I« Bl 000 T 4 ) S e i SR B = AR PR AR R - o XA A AT SR AK S Bl A
Z 0, a0, Erickson,A. L., % A, J. Immunol ., 151 (8) :4189-4199 (1993) ;Doe,B. , % A,
Eur.J.Immunol.24(10) :2369-2376(1994) .

[0284] R “Gufie T FEHU Rt 5 R e SO (FRAARIR 4R 0 sl — 25 19
AESJ.

[0285]  ACrfy, “GuBe UM (B GBS BCTIEE % P LA AR e A
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RPN Chglif (TR sl tAii BEH ki) SOV 5t — 2 Bl sk se el 1k 20
FPRE QS ARSGUSER N G2 HBIARE S ARl ) .

[02861  ASCRTfili FHI “Gufie TP ak “W O e T80 15 , AR 10 LB 8 1ot FH A
U P AR R OS2 ik 20 410095 B HR S AU Bl AR TR s S S R e v
SRR

[0287]  “ORyME™ Tos SN AR e iU 2H S 5 1 TR PR 3752 12 e T I AL T e S
(AR B BORE T o 0 o0 B S lE (A0 A e T8 vy sl S e I MR 20 5 W ) <2
B sh) AHEL I B et 1 B2 I sGE , Frig e RS LN, B, AT
2B 1E BARBRIEAY o RGP E AT R SRR T I T AR TR VR R ™ B AR Bl i AN Al
L FNZSORT -0 o8 SO 73 s o “OR AP GBE SO (R 3 AT o B, A7) 44 i T
W FE G ATIE, a0 B SRR ) AN EL TSAZ AT o HAth A A G i Dh e Ve
PUABN, A0 E 25 SE At i, FE T AT a0 N R (R 0 43 B (OPA) B4 T 715 E 17
S, ORIV s SN A A REAE 22 2050 % (32 U Fh s AR TR E DU P Ao -4
I AE GRS o T 53— 1500, “CRAPIE e SN T B AE A0 R B0 D 010 % 25 %
50% 65 % +75% 80% 85% 90% 95 % I B £ .

[0288] 2G5 ¥prh VR E S8 A W sl AR T T2 B SN i 20l (B E MR &
(1) TR B, £E100me g /m1 GBS S B 2 M1 h , LA 20 % 25 2 BRI GBS Je IR 2 S 5
Yk BA £)80meg/ml 4% 5 RGBS J MR 2 M A £4)20me g /m1 IAZE 5 GBS B2 o 1H R 28
G, 15 A FEE H BN S I Dk - 28 51 B rT AR B s R b i 2
AL o 3, 2R 45 290 01mg/m1 £ £9100meg/m1 1) % 20, JHE £ Imcg/ml 4y
70meg/ml, B A Z)5meg/ml B 2)50meg/m1 o G R4 AW (RS TR] 2248 20 55 19 “
P U P ANE] AT & AR5 290, 01meg/m1 20 . Imcg/m1 .20 25meg/ml 20 . bmeg/ml 4]
Imcg/mlZ)2mcg/ml «Z)3mcg/ml «Zj4meg/ml . Z)5mcg/ml ZJ6meg/ml Z)7meg/ml . Z)8mcg/
ml.Z)9mcg/ml .ZJ10mcg/ml ZJ15meg/ml «Z2)20mcg/ml «2)25meg/ml «2)30mcg/ml « 2)40mecg/
ml+ZJ50meg/ml ZJ60mcg/ml Z)70mcg/ml  ZJ80meg/ml « ZJ90meg/ml 5k Z1100me g/ m1 [ fEAr]
FEE 2D SRR S A , 20 e MR 20 S 1 571 Bk e I PR v R 5 % 2 1 51
Fo AN, 10meg/m1 (7S SRl 20 S5 70 K2 S P 2 B B — PR 1 Ome g /m1
[0289]  VE NG i BB R ml 2 I e BT P /K G B e e o0 it e s it
TEST T DIREESTIAR AT G AR SN 2293 1) A& 2 RIR v 22 HoAth o0 A Sk et
TR T2 U OB RS TR SKIAE o 3 — I A TR e e I O B U 8O TR
T2 T ok B S A 1 A SR o A G Qe RIS ) AR TA i S FL s e 1 E A
AU RE TIRME o BEAN , AL B, “Gue e &7 38 nl a0 i it PP s s A i it
FEFEPED AR I TG V2R BEE , sl 5 p 5 A IO TR B s QA ST AR (1S E 41
NP R T AR IR AE o e SN PR FF/KE R ] 2 3 S i B 2 G fie b
(A SRR o 514, 2 G IR P A B D A AT, FHZ U “ e i M & v A R R
PRV AT AN FH 40 b A Bt s R (A 4 b sk T 4y b R o TS
S, PR A o R 4 PR AR D D — R (9140 5 SRR S A J58) Rl
TE o AL Z U 2 21 43 8 b ok o It MR 20 S W rb (19 2% e ) AR - At & 4 5 1 A2
o, AT R AT G RI 5 0 RE o XA 5 7 TR A5 (1 111000 et o 8 o
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/B AR NIRRT -

[0290]  Rif “Goiie VR S U0 AT S A DU (Bl e sk L4150 N 25 &,
G T 5 SR E B TR N o A R e i 20 S W T i) 28 ph 4 S48 B2
ORI 12 0 2 e B I M L A W T 9697 2 JEGBSIE AR o ixX 2856 11 P B4 22 FH AL
WIN G om) JEIEN G.p.) N G.d.) R iRy G 5 il 77l At 288 5 4 2 i
T ] 5 Bl R e P 2 10/ I PR A B b R 2B Bl - S0 56 Hh, el PR
Gl -t S el T 5 ] T8 s R G T s £ e Bl i e DA
[0291]  F—J5 iR, AR HATE K ARG A 380 1 2 /D — i A ST R R 1) 22 W b %
Wi~ A TR sl AW S i e e IR R A S W 50 a0, T — 90065 S v, e 4l
GRS - EO A, H 23 B2 ik B R AT SR : BIREE BRI ILTE
HTa T ITTTTSIVVAVIWVITWVITT R IX, H I % e I 2 e R 7K S 12 12960 %
T oIk, R AR S 2 - B S, B 28 S 5ok B BIGEEER
PRI IV R /D — i S AN T ) SR 24 , % 3 AN LIS e B ER 1 A1 B A sl e
MBI Tas Tbo TTSTTT VA VIVIT VITI M IX. T892 05 &, s i 4l S 5%
Wi-EE A B A Y, H A28 AW B Sk I BIGREEER bR IS A TV A 22 D 5 N 1 i 2
M IR 2 , 2 R AN LIS Ak 1 F N A RT A A po 4 < i Tas Ibo IT ITT\V VI VI,
VITI R IXe T 55— 30 5 v, R it S & 20k - S 1 g &9, Hh 28 5 Wa
Bk FIBIGREEER B I S TV A 2 /D = T S AN LT ) MR 20 i , 12 5 AN LT 2822k e
AT AR R EA IS Ta Th TT TTT\V VI VITVITT R IX. T 55— 3 5 2, S i
YRR SRS 2 - S AT G . Hoh 228 G550k E BIEEEEK A LIS AL TV K % /DIy
TS AN T U T B2 M , 12 S AN T 22k Y E S A1 AT 2 A« I 28 Ta b 1T
ITLV\VIWVIT\VITT A IXe TREER ST, i tE S & 20 - S 1B a0,
For 2 SO K B ER B M5 M Ta Th TT TTT VISR S b . T — S 5 &
W R TR SRS 2 - S A TR A, H 2SS B2k B BB REBK bR 17 2
La Ib IT\ITTRIIVI TN Z 0 15— 5005 &, Rl A S & 2 - S A TR S
Wi, FoiZ 28 S0 203k [ BIG SR BR A LIS TV K 2 /D T Rh T AN LIS R ) S s 2o 0, 1% 7
AN AL 1 F N A RT AL A A4« 5 Ta s Ib IT ITT\V VI VITVITT & IXo F—ixX
FE STy S, VR S B & NP2 - A R &), Hh 2B S5 a5k 3B
AR MG M Tas Ib T T TTT TV S VK JERR 2

[0292] 5ty S rh, AR B S e U R 4 15 0 B0 2 2 2 VO RRAS ] s B ) e LB R
R AL, T3 0 e A A e s I A 5P 2. 34445678 98k 10 UGBS £ 5
WA T — R ST b, B I AL S o SN GBS S W o 13— 50
7, R E A G 6N GBS S AL G T 55— Sl 5 &b, o R I VR S T
MBS G EW . T Iy — 0T ZEFh, Rt 4 S 8 GBS SR S 57«

[0293] REMAFARA FAAESY DTS DT A B D T PU RGBS Hi i (5 DL
bR F HE AT S5W0 2006/082527F1W0 2006/082530) VA K & s T4, ISR B T4
2 A IS Y (S OLERR L R IS A THSW0 2012/035519) AR BHAEZ A 41
Er A PO Rk 5 22 FGBS PR LIS VN oA B~ AR AT e 2 1 e ke T3t . IR i
AP M B8 20k - A TR SN 2 M B R &Y, 22 M-S A RS a S 2
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/D PUFHGBS JE [ 22 Wk I IS 28 , i 1% /D FUPPGBS FE N 2o 11375 28U L 52 /D /S PRGBS JE JEE 22 0 1111 7
U, % /DL RGBS JE B S A I 5 A4 L 25 /0 ) \ PG BS S i 22 i 11375 280 ik %5 /D HL FHGBS 3 s 22 i
MIER, Horp 2 AR BE e E T TREN S S, it a5t
GBS ML LI I UV

[0294] 2o - & 1 T AW T B S AR s AN R A B B . T— S0 0 R RS R
PARIRI AR 1 BT 2 ik ELUAE 55 28 1 T AR AR -4 Gk B 2a 2 AR %
WS HEE) (W, PlInERRE R 5 A HHSW0 2004/083251] . F 55— )5 b, 248
£ F 3 5 8 BRI AR 8RS G A BRI &0 U — A U 2
HH) . Tz &, filid i Al S A E 8 5.

[0295] R Ry R R MEA S W i 410 & Ll PRUERF FEE  ZPRIEF 10 Mg
SERE IS Y RPE Y o AR BRI I, Sl AT e — 2l S B T IR I s
[0296] [ T 242N A B S oh , A L IHIN e I VR STt — 0 s — ok
2 )63 71« FDA R AT 22 511 /N T AR 2 B B 741, A D BN A A e
i HXAE I 2 751 B /N A0 B J 790 (5 B o B A 3 A 8 U ORIED 2- RS O RE
(DTaP.HepALyme /N LFREE (Polio) (15 H 1M1 ) My (Pneumo 55 %€ (7 15 AN ) FOHE
W o ZEMEAE T I 25 B JE 790 3, A T TRT R W R R FHG R R oK
FHER TR 2 - R CIE  FARZ T E TN R RTR VBT iy M AR R K

[0297] 55—, AL S A8 2 D — B AT R AT 208 M 242 b8z
IR 22 3 351 S e 75 A 770 8 R R AP s Bk AN BRI R VAT H AR
PEATA ) AR Bk 3 R B TR S5 .

[0298] Gz ik 240 G ATk W] G FE— Mok 2 Bl AR B2 b AT 3 S2 (R 2% v, 12 2% ol s
A , [HARBR T-HEPES, PTPES MES, Tris (53t T =) KRR EL - LR Eh IR £ AR 2k L H
TR A R MR AR SR « T— L 35T S, e A R

[0299] TS Jy &, eI VR S B B 22 P, LR R 20 5mM % £50mM \ £ 5mM 5
Z340mM . Z)5mMZE 2] 30mM « Z5mMZE 2 20mM 2 5mM 2= 25 10mM 2 10mM % £J50mM « 2] 10mM % 2]
40mM. ZJ10mMZE 2 35mM 27 10mM % 2 30mM« Z) 10mMZE 2 25mM - 25 10mM & 2 20mM . 2] 10mM %2 £
15mM Z715mM % 2)50mM 25 15mMZE 2)40mM« 2 15mM 2 25 35mM . 2] 15mM % 2 30mM . 2 15mM & £
25mM 52 15mM % 2920mM e TR 2L 1) 56 /7 ZE b, e i R A S A S 2 ot e
ZJ10mM% 2)25mM, H 503 5 220mM.

[0300] e S /5 S Hh, o MR A0 S B S B D 29 20mMIY) 2H 2R

[0301] 265 /5 ZErh, Bl il A 2% s pHAE 295 . 0= 297 1T N, Wi dn2)5. 35 2
7.1.2)5 52 297.0.2J6. 02 247.0.296.042)6.5.24J6 . 32 2J7.0. 846 .52 24Y7.0. T J)—
ST e, BRI 2E s pH R 206 .0.6.1.6.2.6.3.6.4.6.5.6.6.6.7.6.8.6.9.3K7.0.
T ny Sty S, BC R s 2% s pHYE B 206 . 0ZE 297 . 0, fefE 206 .5,

[0302] e i P A A ATt ] B2 — sk 2 AR B - PR RIS PR, B4, (R TR A
I BRI PSR RE 28 11 BB IS - 80 (TWEEN 80) 22 111 BLELE - 60 (TWEEN 60) 58 111 A4
fig-40 (TWEEN 40) 2111 ZUELfE-20 (TWEEN 20) M BSA Ok ik (polyoxyethylene alkyl
ether) , fu4%, HAPE TBRIJ 58.BRIJ 35, A M H AR AITRITON X-100; TRITON X-114.,
NP40.SPAN 85 & = F 55 ME 25 HITE M FIHIPLURONTC A 41 (B QIPLURONIC 121) o TS 5 28
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o S B A S0 5 SR L ARSI - 80k B8 L AYRERRA0 , Tiade 58 LI YRR - 80 (PS80) -
[0303] -5ty S v, e MR A S RS MR, FOR 290,001 % 292 %
(v/w) ~£]0.001 % =21 % £J0.001 % F£2J0.5% £J0.001 % £ 2J0.1% .£J0.001 % £ 2]
0.05%2J0.001% £ £J0.01% +£J0.001 % %0.005% +£J0.005% £ 22 % 2£]0.005% £ Z]
1% .#J0.005% Z2J0.5% +£J0.005% Z£J0. 1% +£J0.005% F £J0.05% +£J0.005% F %]
0.01%+2J0.01% F£2J2%2J0.01% £2J1%2J0.01% £ 2J0.5% £J0.01% £ 2£J0.1% 2]
0.01% % 2J0.05%2J0.01% E£2J0.04% £J0.01% £ £J0.03% 2J0.015% £ ZJ2% %]
0.015% £ 21 % 2J0.015% £ 2J0.5% 2£]0.015% £ 2]0.1% £]0.015% £ £]0.05% %]
0.015% F2J0.04% +2J0.015% E£2J0.03% 2£J0.02% £ 2)2% . £J0.02% £ Z)1 % . %]
0.02% ZE2J0.5%£J0.02% £ 2J0.1% +£J0.02% T 2J0.05% +£J0.02% = 24J0.04 % %]
0.02% 5 £J0.03% +£J0.05% T 2J2% +£]0.05% F2£J1 % . £J0.05% ZE2J0.5% £J0.05% ==
230.1%210.1% £ 212% 210 1% E2)1 % £J0.1% £ 2J0.5% 524J0.1% £ 2J0.25% . T
— L IE TS ZEH, RBE R A A B SR O 290,01 % F2J0. 03 % R TS M5, HL
AR N ZI0.02% o

[0304] -5y &R, R L S B AR BN 290,001 % 292 % (el ik
£30.25%) (158 LI BLRE S - 80Ek e M £490.001 % 25 1% (e Mk £90.5%) 195 L ALz g
40,

[0305] el S /5 S v, T R A S B S S 290 .02 % PS80

[0306] 275 b AT R AR S Bk 17 TR , ARSI TR R o Kb &
W5 5T, BN IZBR KA SR T SN o A 1 bk S AT AR (M B TR
RIEZ 82 MR R T 255 E T ez i, (HaxX B R B /R T d
RAE Lyt 1 TR AT TSR FRIDCHS  IBORF (R FEATLAS) i A A PRATURSHEHE O 3R
ok 56 B 25 sl FoAth 2 N 25 B b pir 71 R R A] 209 (R il AR AR A RN FLZ04) 11
AR AT BT AR R A ARSI B ) A & S i) - Sl 2
o SR SR iy i IR i SR DR S /b N = A = i N 7 = N SR i
P BTN B AT BT S FIR S IR TR DA S ISABI D o iXREIR) 2425 T B2 IR R 57
RIS JCBRTVRAA , W K AN, B35 A T Bh W R Bl BRI ) JC R TR » 7K T B FHZK
(WFT) ~ JCBR 505 SR K IR TR MR h 27 1k 7K A 753 T 0 100 A R 7K v H A DA M
HAE, v FRAE i R A, o8 T 0 TR 2575 AT sz MRS Rl it —20
Fh/D PR BIP T, v Q03 R0 sl LA A BB ) sl 2% i), FC AT B fef 47 75 A ml AR AR PN 1)
BT o 25 b AT RS MR A ) 25 AN P DA A QT 2 T o 5 168 (1) 2P B R ) S B R T
E.W.Martin[)”Remington’s Pharmaceutical Sciences”Hl. T—25jits J7 2, A7) 4
IR K (WFT) A BT sk /K e TR E I S 7 b, SR AN ASC AT A AT
A4 TR B TR T — DRt (R St 5 28 b, AR B T BRI B T R, W A IR B B T
W

[0307] il () 25 S0 B3 FETE NS A 4B LB  JRERH S VRESEM A1 /K Oop A =
A SR H b U S DRSS 2 2E SRR TR I IR IR ER Y PR
JIEER HIER I A H &R S UL R « S8 (NaCL) BB YOH « H i N R K. &
B 55 o T MR S0t 7 2, B 571 gNaCl .
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[0308]  J-—Sja Jy S, So e It AR S Y B B U A, R B DD 29 10mM A 2] 500mM | 2
10mMZE 27450mM Z710mM % 29400mM 2 10mM % 27 350mM . 2J10mM ZE Z7300mM . 2] 1 0mM £ 2
250mM. 2 10mM %= 24 200mM 2] 10mM 2 £150mM - 24 10mM %= 24 100mM £ 10mM 2 £750mM 2 10mM %=
£730mM+ £)10mMZE 2 20mM , 20mM %= £500mM 21 20mM 2 £J450mM 2] 20mM %= £J400mM . £ 20mM %=
£3350mM+ ZJ20mMZE Z7300mM . 2 20mM & 2 250mM « Z720mM %= 2200mM « 2] 20mM % £ 150mM . 2
20mM % ZJ100mM- £ 20mM %= £J50mM  2J20mM %= £ 30mM , 50mM % 2] 500mM » £)50mM %= £450mM , )
50mM % £5400mM \ £J50mM % £J350mM . ZJ50mM % £ 300mM « £50mM %= £ 250mM « £J50mM % £
200mM. Z750mM %= 2 150mM ZJ50mMZE Z100mM - 2J100mM % 25500mM 2J100mM %= 2450mM « Z]
100mM % 25400mM+ 27100mM 2 2] 350mM 25 100mM %= 2 300mM« £ZJ100mM % 2] 250mM 2 100mM %= 2
200mM+ 2100mM %= £7150mM- 2 150mM %= 27500mM 2] 150mM % 2J450mM . 2] 150mM %= 24)400mM . Z]
150mM % 27350mM+ 2] 150mMZE 2J300mM - 25 150mM %= 25 250mM« 27 150mMZE 27 200mM 2 200mM = 2
500mM+ ZJ200mM % 2450mM 2J200mM %= Z7400mM . 2 200mM 2 2] 350mM« ZJ200mM % 25 300mM 2
200mMZE ZJ250mM - 2 250mM % 2500mM « 2] 250mM %= £J450mM 2 250mM 2 24400mM . 2] 250mM £ Z]
350mM+ ZJ250mM % 2 300mM 2 300mM %= Z7500mM 2 300mM 2 2450mM« 2] 300mM & 2400mM 2
300mMZE 2 350mM 2 350mM %= £7500mM+ 2] 350mM 2 24 450mM » 2 350mM = £J400mM 2J400mM 4 2
500mM, £J400mM ZE £J450mM . 5 24 50mM 25 £)500mM o T— {561 S0t/ 2P, o s M4 &1
BRI, FOHR A 21 0mMZE £9250mM, B {6 4 2 150mM.
[0309]  F— iy 5iite J5 S b, WUEFI ik i £ 150mMifNaCl .
[0310] RSNy, 2H S Wk vl & /D St A ) BRI  FLAL ) L slopHEE p ) o X BB 21 5
PRI VIR TR FLA 8 U T AR el H S T X o IR Rt 0 s e S B 1 S i
T AN BN ATAT A st R AT 25 je T AR IR e e A S
[0311] ity S, oz I R 20 S 2 2808 U T M (e A 2 /D — B 1 1) 7
15 R) o T— IR S /7 50, 1% 2 /D —FRIE 2% H H N 4 R4 - JE b S A
B LB TR PRt A8 S 7IEOR A =0 1R RO T i W LW  EC W W W Mg
Z22F K TR « 1 VRIS AR TR L B TR VRS o0 s H R RS 2R iR«
8 (NaC1) BEIE DR « H I N Rz K R S o TR S /7 56 h 1 52 /D — Ml e
FE F N A A4 R 2E < R S H B M H 2R . TR E ety 5 h iz 2 /b —Fb
WIEA N R T — 3508 )7 80, 18 U TR S 5 S AMIRTE 1 o T — X S5 e
J7 5, NPT A 0y H b sl H 2R .
[0312]  FH—a s K, B TERA S E L1 % (w/v) E22910% (w/v) I ZE/D—Fh
B B UN291.5%2.0%2.5%+3.0%+3.5%+4.0%4.5%5.0%+5.5%6.0%+6.5%
7.0%7.5%+8.0%+8.5%9.0%9.5% 510.0% . T— 1L BEA S5 S, ¥ ik T
HEWWEZT215.5% (w/v) INZED—FIRIEHR], 2 T297.0% (w/v) o T 51— )5
K A HETIRNAGMEE 1% (w/v) Z2910% (w/v) B INIIIEHR, 7 n£91.5%
2.0%.2.5%.3.0%-3.5%4.0%.4.5%-5.0%-5.5%.6.0%.6.5%-7.0%7.5%
8.0%+8.5%+9.0%9.5% 510.0% . TICLII It )5 S, 18 U TIRINAL M8 491 %
w/v) 22J10% (w/v) 2/ D—FIIEA &L 291 % (w/v) Z2910% (w/v) IS ANOIUE .
[0313] 55 )5 &, ¥ e TR A S0 K TS K (WRT) A4 7127 5k K
Fi o Tk I S, MR B TR A AR TR, 1 R BRI
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[0314] 5ty S, S WA S AT AR [ 2803 I (N 2 RN R - o B i R 28K
oy F- AT EAEE B 20 R AR VIR O IR W IR G U TR S R R W e TR e
G AR Bl IB AR S JCTE 1 BER0RT o JURE A 1) S B 4 1 38 HH AL PO AR TR R SR &
Pt asee  DLE A 2 LN ASTHR) A58 (NASTR - - £ A8HR) (FROMPLG) IOk .
[0315] AL B e it S vl it — 20 (& — sk 2 Fh DI ANW “To e i 15 7417 , HOMHEL
R e R G 2557, DA nER AR/ s 4 S 1 e B A B sk . T
FE R I 7 S, Dt _F RN/ sk 4l - o5 R iy X (arm) o HoH, — B0 G025
RIS, Pl nZEE L 155, 254, 339 AR/ sk 40/ A - B ISCOMATRIX (CSL
Limited,Parkville,Australia) . K& “/& 57 (ad juvant) ” F5U0A S 3 E—2E PR [ 385506 1
IR TR SOV A SR A1 -
[0316] W] A A AN AL S A I A R R 1 S AR R IBIA 7 2 48 (Ribi Inc.,
Hamilton,Mont.) ; # keI , v AN A A R IRE IR 5 T A0 K FLA , 1 Qn B IR SE AN SE e
7 ik By L B (CytRx,Atlanta Ga.) ;SAF-M(Chiron,Emeryville,Calif.) ;
AMPHIGEN® 5 ; B4 ; Quil AslH M B 5540 5 BB I8 BTA 3 M P 2K o7 58
(Avridine) JIRJT - JE A% 75 o PTAE A A A BH PRS2 iy FR FROA2e 751 R I ek L1 P = B At 42 S 81
FEMFS9 GEFH % 456,299, 884) (5475 % fAid M (Squalene) £0.5% SR ILIZLEH-80420.5%
Span 85 ((E1E A7 & M [RIMTP-PE) , HAE Ui as (microfluidizer) AN = 1101
SiAiAs Microfluidics,Newton, MA) Bt il sl EAHCKATTRD) , S SAF (B A7 10 % flig s 0. 4% 5%
L Z4AEE -80.5% pluroni ek BB A WL12 1 thr -MDP, H G A A O RCK FL Ak 445
IR S VLA e R R TIFLF) s L0 EISEAMG2 (5475 % (v/v) fAéHs (Sigma) 1% (v/v)
SPAN®85 V%7 (ICT Surfactants) <0.7% (v/v) Z 1 ZLELAES0 L %455 (1CT
Surfactants) \2.5% (v/v) £J#.200ug/ml Quil A.100pg/ml1fH[EIEEF10.5% (v/v) DRk
) s MAEPMEISEAM 1/2 (5% (v/v) filglfi 1% (v/v) SPAN®85 P4 1.0.7% (v/
v) BINARZ R80T 2.5% (v/v) LFF.100pug/ml Quil A\ F150pg/mlfiH[EIES) .
(03171 JHJ~H4nm o Re S N (1 1 2 IR B4, AHAN PR T35 4 R 54,912, 094 R T
AREIMPL™ (3-0- ik B RS HE TTA, Corixa, Hami L ton , MT) o i1 & VE WAL FII A 5 RIS Bt
AL  uk Jig o B A MR e B PR B 1 & W (AGP) ik HoATAE Wk 2500, Howf MCorixa
(Hamilton ,MT) 315 HAfA T 5HE £ H)56, 113, 918H o — X FEAGPH2- [ (R) -3-+-PUkE
P S 2 - - PUBEmE - 2 2] £ 32 - i S 3 -4-0- - 3-0- [ (R) - 3- DUk B sl Bk - DU ] -
2- [ (R) -3- T VULE M 2L - - PUBEmE - 25 ] - b-D- A WK B, b Ak 529 (LRI N
RC529) o P29 FIBE T A K IE A (AF) SeAsiE [HFLHA (SE) «
[0318]  JH b ¢4 I B4R IAMIRS T AW GEE LA 56,165,995) s BRIAE FIHEREW
(polyanionic polymer) GEEEF]56,610,310) ; Bk (muramyl peptide) , 1 IN-
Pl 35 - P B e - L - T eIk 6 - D- S 2d ki (thr -MDP) SN~ e - 1F Mo BRIk - L- PN 24k - 2 -
(17-27 ZAFRAEAL - sn- H AL - 3- 5 - B AL - 56 3L) - K (MTP-PE) 5 & HE< (Amphigen) ;
PF[Ja7 iE (Avridine) ;L1217 ffads ; D- PN A8 - SR FLER /M s pluronic 2 JTlE s 2R AL
{ECAF A (killed Bordetella) s ', #nSEE 455,057, 540 iR fISt imulon™
QS-21 (Antigenics,Framingham,MA.) ; Z54% 53 kT b s IR IR 20 s S B ZAZHTR , w41
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B CoGRL I EAZ TR (BIUNSE £ 456,207, 646) s WKINE F 451,296, 713711, 326,634
Hi PRI IC-31 (Intercell AG,Vienna,Austria) ; [ HW%#E: 2 (PT) s L5840, FE AL &
Zal RN R (@Uﬁﬂ?%.%ﬁﬁ%W 285,281,7,332,174,7,361,355%17,384,640) ; sk KHtT
AT 2R (LT) sl 9848 (A, JUHELT-K63 LT-R72 (B 456 %7 56, 149,919.7, 115,
730817,291,588) .
[03191 W] CudHAERe i o “ oo Be i 15 7407 G, il R A — sk 2 R B &1 -a.
1-B+2.4.5.6.7.8.,10.12 (Z I, BlansLHE %L F]55,723,127) \13.14.15.16.17 J 18 (FIH %
BRIERD 5 T E - o B Aoy ki - BG4I ERE RIS - (GM-CSF) (&L, il 555 4 4]
55,078,996 FIATCCES 5 5:39900) ; ELWGEAM I R -1 (M-CSF) 5 b Zu i 3% il A -1
(G-CSF) sl B SE R - flIB o 38 1 R T ARSIt p e I e 40 S P At e 75 6
A, a0 dh  (HABR TMCP- 1 MIP- 1o MIP- 1B & RANTES ; K543 -, i dme #6251 , 4
WIL- Ve 1 P- UEBEEE 1 M E- R FEER 11 5 Kl IR0, 191 40CD34 . G1yCAM- 1 S MadCAM- 1
FEIRER BRI B 51, 7 WILFA-1.VLA-1Mac-1 5 p150.95; oz BRER B S A D%, 1
PECAM. ICAM (f1 41 ICAM-1ICAM-2F1TICAM-3) .CD2 M, LFA-3; FLafili s 1, @ 4iB7-1.B7-2,
CD40FNICD4OL 5 A K-, Ak I AR IR AP AR R IR - VAR RR AR AR R TR - R B2 4
K- PDGF \BL- 1 S M 55 PN i AR KPR -3 524445 -, 10 diFas JINFAZ 4 \F1t . Apo-1.p55.
WSL-1.DR3.TRAMP.Apo-3.AIR.LARD.NGRF.DR4.DR5.KILLER.TRAIL-R2.TRICK2 }2DR6; Nz f-
JPER AT (ICE)
[0320] R EEAFEIA T, o 75 (o T S A 1 A0/ sl e SRR R, mlé s PR T o G 35 3 15 711
1/ B PR 22E PR B T8 T3 v sl S e IR M 2 S W) Sl 3 T S 2 SR GG T Y
RIS AN, 552 R IRF T U, W AT R AT 711, R B it Al A 380
PRI o T2 50 5 26, g VR A W% B G — ek 2 AP . T — S0 5 &€
EP TR I H SR B T BRI o T X St T S b, B Ay S e R IR
B BRI B . TR E S Ty S Hp e B IR ER o T AR WM Iy — STty & vh, s
):fiéﬂ/\% (5 QS- 21/ M.
[0321] 5 Jy S b, el AR S S ), RS 290 . Img/m1 ZE 21 . Omg/m1
0.1mg/ml E2J0.9mg/m1.0.1mg/ml £2J0.8mg/ml.0.1mg/ml £2J0.7mg/ml1.0. lmg/ml £Z]
0.6mg/ml1.0.1mg/ml £ 2J0.5mg/ml1.0.1mg/ml £2J0.4mg/m1.0.1mg/ml £ 2J0.3mg/ml .
0.1mg/ml £250.2mg/ml.0.25mg/ml £2J0.95mg/ml.0.25mg/ml &= 2J0.85mg/ml .0.25mg/ml
F290.75mg/m1.0.25mg/ml £2J0.65mg/ml.0.25mg/ml £2J0.55mg/ml.0.25mg/ml £ %]
0.45mg/m1.0.25mg/ml £2J0.35mg/ml.0.5mg/ml £%J1.0mg/ml.0.5mg/ml £2J0.9mg/ml .
0.5mg/ml £2J0.8mg/ml.0.5mg/ml £2J0.75mg/ml.0.5mg/ml £2J0.7mg/ml.0.5mg/ml £ %]
0.65mg/ml.0.5mg/ml £2J0.6mg/ml.0.75mg/ml £2J1.0mg/ml.0.75mg/ml £2J0.95mg/ml .
0.75mg/ml Z=£J0.9mg/ml }0.75mg/ml F£J0.85mg/ml o F— VAT 5 5, S e k4
AP AR N 290 25mg/ml =40 . 75mg/m Ve, Fe st 20 . 5mg/ml
[0322] {5y S eI BEZ90 . Smg/m 13T BRI 77 o T-— X AR 5K
T S BT R A N R R R R
[0323]  F—3oHe e, S Ay AR S 8 Bt A
T T PR RO M AT 77, Ho i S 2% P sk pHoh 206 . 0 2970
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[0324]  F—XHFERISiE T T, SRR AL S W0 S GBS 20 - 85 1 TR 51 - 2= pofl L 5%
T P51 A B AT 570, o a2 S R sl 206 . 02 2970, H Y, Jefii%
WHIMERR 7K V-1 2060 %

[0325]  JRREMSN T S, R S B S GBS 2 - A B & A e VR LD
FUIETE - 80 AL BN S AT Lt R, Forh 2 S Wi 2% i lipH N 296 .02 2970, HHH, 3
JES 22 R R R K~ i T 2060 % o

[0326]  F-—fLadelysiie sy i, e A S0 & 2)5meg/ml 2 2950meg/ml GBS %
Wi -5 1 DU S 29 10mM A 29 25mMIT) 2H 2418 290 01 % 229003 % (v/w) 5 L1 B s -
80 £ 10mM% £ 250mM{1) SV B S AT 290 . 25mg/ml & £J0 . 75mg/m1 [HVE M REER FR 104 ,
1, SR SRR 7K 5 T 2060 % .

[0327]  F—XAEMI I i, e AL S B S 2 DI RGBS Z b - 85 1 T 5 )
S ) R T P ROE ) M AT 24271, Hoi iz 4 S g sl pHoM 296 . 02 2970, HIEL
W IZER G Sk H BIGREEEK R (GBS) M IV K &/ D—u8 A 1 N AT ALl I RELLI 53 4h
AOIMIE A ) e B M . Ta Ib IT ITTV.VIVITVITT & IX,

[0328]  JRREIN ST, R VR S E 5 2 /D T AIGBS 2 0 - 25 1 TR &) 4
ZUR IR L BLBT TR - 80 AN AT e MR B8 , b i A S 2% i sl pHoN 296 . 02 2970,
HIA AZZ5 WSk A BIRGEER A (GBS) BRIV M 2/ D—Pide 1 H A1 pir 2 sl O B4l
19 A SN IS AL ) S 24 Ta Tb IT ITTV.VIVITVITI & IX.

[0329]  F—{Raderaf sy &, S iR AL S W0 & % £95meg/ml ZE £)50me g /ml 1) 2 /D
PRGBS 220 - 25 11 JEi 4% &7« 29 10mMZE 29 25mMIT) 20 588 , £90.01 % E250.03% (v/w) [FEE 1]
BUELTR-80, £10mM A 2 250mMI) AL AN, MAT56£0. 25mg/ml 2240 . 75mg/m1 [{I1E AR ER TR
AR, Forb 28 S a5 ok E BIEEERR R (GBS) IMIs YTV A 22 /b—Fhidk B i R 4 Al 2H 1k 11
A P ANRIMIS B el 20 . Ta Ib  IT ITT V. VI VIT.VITI }2 IX.

[0330]  fpRElA AL S EAL

[03311 {5 ] & A A S8 S A AS A2 B 1 S 28 I VR 20 S 1) S e [ v o B, BB R AT
YU S A S FTF BRI M B UAR 2 AR TE I T SN MASK IR TR S8 —
I B VA TR N 2253 4T o AE 0 B 3T 20 B 1 2 TEAZ 41 (PMN) 5k (0 IR0 380 41 1
QIHLO0 S HUAR / fIMAR /5 2K b A0 B 7L 5 W S T A TR A o A R A RN, PAPUAARIA A
VR A A0 R b o MR AR PR 5= A7 20 R 1 B PR T2 R A (e fu) 1~
BMMZ o BriR S R IAE o PR 1175 2050 % M 41 e 5 2R SR I e i A RS EE (ORI 58, 4
T 5 Ao R AR LB I E 1 o

[0332] 34 Wi T4 4NEL TSAZ AT AEAS i i AR AN e I Ve S SR T i, FLrR LB IAT
PR OCFLEEER B MR (BIan96 4L I, 2k B e i shWn i il i i 5 40 s 4 SO
AN R P P AR S U 1 2 1 B R T 2R & AR SO 1M T i e AR R R
N A RIS T A TR 0 o sl 25, IO P IAe A e AR SR I S 5 22 W 0 1) 58 1 ki
Sk (BAE B 5 EHUAR) IR o

[0333] SRS, RIAEARIN 2P Bk B A rp it el s BT A AR SN PR i o - — 28 508
J7 SR 1l ARG BRI E RN B A 7 AN (B g Bl s Ik B
FHAE 22 B2 RN ik N R N AR il e I MR A R s (B INER) s fe . T
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GBS TR ME A S WK s o ReAb I, FHJCFUBEER B IR PR B 1280 , T 0 A FRT S 2K el
LR AWAR

[0334]  F—5jt 5 &, HIJCFUBEER IR T R B o A/ INER o 1A, FAE Sz i
YRS BRSO 10— Bk 2 s sk N e A« Bt e, TG FLBEER 1 Bk /NI
LEXCE e RS TR) M A7

[0335]  fdif ik

[0336] QA AT I “To e DhaR s 4617 45 52 18 18 o s AR G 4 A/ sl Ao S 2%
(cellular and/or humoral arm) J5[HiESZHRE . AL, %5 58 T R DhaeBFE IR M A
FEd A H RO 59 2 5 4 T Rl .

[0337]  RiE “S2ilE HaM Tl 2 1 @1 TE0W) (reptile) kAT HABDIY) AR “5
WA BN ARE S IR FE WY - 5 0E e P AR PR I S5 40 i
01208 N A N 4 M 2 R el T A== T2 I RN (G T TN R N S NS Fi v i
FER & - K B WAERRHIE I OFE 3508 AR IR 0E A BB 5 B8 5 VBRIP4 1L
F I B R K,

[0338] QAT IR “Va YY" (BFEHARL BN “B=i8” 8 97iR7) 18 PR T —i %
Tji: (1) Pk F R, ande e geradirh, (i) ICREIR ™ B sl MR AEIR , M (111)
ST Bk SE A IR T O R B AR B O IR, 18T T SIS P G slady i O
Q) 2 E o AL B AT B R sl e 7 PR IRTT AR A A I — 1R S 5 58, $e it
TIRYY (ST AN/ s 7G 7 M e A0 16 T2 ZR U A e (G anam i, 1w an e
FUBEER TR A A YRS 1 AR B J5 3 AT TR 52135 R PR A/ sl i I 1 s o AX
KA T A WA S BT AT T A= 5

[0339] -5 —J5 I, AR TS Moo 4652 i e AT 80 A ST AR 1 S 3 Bt 1 41
ERTs RS RT CBS I T8 SN ) T 15 o T30t )5 S8 vh , AR BT Kot 4552 1 e
AT SR ARSI 1) SR I R 4 A R PR sl i 52 1035 1 5 B IR S BK R AR 1 5
SR T 1 o T3 1 A B B AT AR R (R o e I R A0 S W E 258 T—
JITA A& BHED R AR SR i 1) e 5 S M 20 S 0 T35 & S 56 GBS ) 38 S ML 1) 5 1%
FR TR - THREE I SSHE T 8 2% T R A2 I Lo sl A2 1 Lo o X AR 5K
Tt 7 M Lo o A 88 = ik rp =/ H (third trimestersecond
half) , B NZE/DAEITYR20 s 2 DA YR 27 i o T— U e ) 5 /5 2, M2 Lo Ar i
Y27 236 5 o T — Sty 2R, A2l AR I A W50 5 sk AR Bk A 655 Bk
FHAEK P N M85 % sk BEAEAR T B o T 05— 305 56, S il e e DRE 2 401 o T-—
o, szl A2k H NS FTAL R AT AL RO BR RO AR RS H IV e O
A BIR SN - T e 550 7 56 H , BIGRBEER IR M CFLEEEK A (S.agalactiae) .
[0340] -5ty v, I E GBS 2 -E O RS, 220 - ARG
Pyt 5GBS I IV K 2 /b —Fhadk R N AT ALl TR 53 AN I 28 - i i B Ta Th.
ITITTVVIVITVITI R IX. T 58—ty i, S04 GBS IMIG AU TV M 2 /D ke |
F N AR 2 Al R 2L S AN IS 2 s M Ta  Ib IT TTT V. VIVITVITT K& IX. J 5340
S 7 i, G0 S GBS LG U TV & 2 /D = Fhase H FR N A1 BT 4R AR ZELI 53 AN L
TEA . MG M TaIb IT ITTWV VIVITWVITI N IX. T 59— 520 0y 0, 28 &5 W0 2, GBS LI
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ATV N 2/ DPURE [ E N IR AR R 3 AN s 2 s s A Ta Ib ITVITT\V.\ VI,
VITVITT R IX. THEE R Sy i, 8 A B S GBSIE M la  Ib  TT ITT R IV, -5 —3K
W7 2, A S GBS IE IV A & /D FURhse R 2T ALl AL S AN I 22
MIEATa Ib ITVTITV VIVITVITT A IXe 55— 50058 /5 & i, 1500 & GBS I MUV . 1
FREIS T &, S A S GBS IS M Ta  Ib I T TTT K V. T— e aiie Jy &rh, s
R A S ST - A RS, K A GBSIIIE M Ta Ib T TTT. TV V. ALK B
— T ARG R TR R 5

[0341] e [ VR0 S o I Ikl 3 AT AT 7 B SN A R RE , Tz
i, DA G IR G It 1 41 i S R e s ik 0 i e IS AT E i (741 & o 9
A A6 A5 AT A SRR ) G B B R HEIRTT o 711) v T AR B A2 10 TR 155 L 1T AR « 120 P
L A FR A AT AR CAE AT 2 CE -

[0342] 255235 Tite 11 24 7 E0) o e AT 3mSR B I VR 51, DA S TR S5 SR o 7
A AR IS R IR QAR AN R E T AZ 4 o M & AT AR R e Hp i e AR B R
N G R 7 e -

[0343] TS /7 ZEFR, it A R I S e I MR A A ) 8 s HR C LB R B T o3
(carriage rate) Ao MPSIT F5 KUK, it e MR 240 S W fer i RE AT B2 fe ARk
PE AT TR RN TR) PR SR 2 S 25 1 o 4, Tt — A A A R B e g v L S e
FTTEARHY R 2 RS A JC R BR BT R 0D o a0, A8 T P e e I M 1 S Wi LK, ml il
o EE R T B2 M BAE R (swab) W —4LAERS AE18ZE 50 2 1 A A AT
(carriage) MRk, M5 PEA TR 7R LA E HAT AR (carriage state) «f% , 424 e H]
A AR TR VR0 5 , 1 g — L 520 B A e T e e I R E S R (R 12 J N Ry 4
BT B RN B S B A E R, I B T — >R Kk 6 A I S84l
AALLEE o — > T LS VAR 34 H 1 ST bb it T e 3 It M 21 5 R e ) 2 B 551
A HEEHTT R (carriage rate) o

[0344]  Hpfk

[0345]  “Pifk” Jyaefgam s = D — A TR B 1 00 1 19 RT AR X R U SR
55 % Hir G ik G 2AZETR IR 25 IR BEEKE H o FBRrAE L F X
PAVIH, QASCAT I ARE B AE AN BAE TC R 2 P D TR, IS R4
A T FEACER PR (B ARG 28 AJRACHN /s fir A A PABSCAE 3008 T g Ao Ve K At A=)
WEYE) R B GE WiFab Fab’ \F (ab’) 2.Fv) ik (ScFv) FIEE T, 45 8 FAug e du
1K) SIS HUARER S IR &4 A 2N 24 Rt boik (I osUs bt poik, A e
IR A= W 1) M A SRR R oA B, DA R B AR 0 IR A i R S pae R R
55 AT H A LB R AR o JrA FEAT A 28 I P, i AT eG TgA ik TeM (i 1
), HAZHUARA T AR E 20 AR BE TR T I E E S5 A3 S L TR T 41, T fis
BRER ATV AS A 20 o NI e Bk A K2R : TgA 1gD  TgE TG M T M, FFh A7 £E 1]
2 A28 (R, F1anTgG1 \Tg62T1g63TgG4 TgAl M TgA2 X T AN[F 2R A e
PEEREE [ I B E 8 S5 A3 BIFR Ao & « &~ y Rl o AT 2 1 G 5 R 2R 11 O RN 45 4 T
AR RN BT A

[0346]  “Huph )y B AN BAE SEBEHUAR I — 8857, o 233 e R B 22 /D — i ok
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Py B A HIE i S A7AE T SS B DR A A SCH ZhRE -
[0347] AP FHADUIARI “ThREMETS " B “The ME DT R™ fR TR 2= D TR a5 S Pt
HAB LI RE AU T 2 R0 HL AT AR RE i EREloR S I G qrai i T 22 7 FH L ADCC Bl
PRSI IR R A 7 DUR S5 5 5, AT R S0 DTk BRE P s Sk
(R CX A5 UARERA IR A7 (OPA) y— RS At , HAage vk PSR & USSR 41 i (41
) A TSN gt MATBIRIARTR R S8 , TR0 A e » DTORSS G VR FHIE ] At L 4
EHPUR I EY I . T— 22500 S, “THREE DU S5 45 sh P8 B A Bt B e
R ACAH TN ARG S8 734 HH e 25 SE AR R I e ) BT THise P
[0348]  F—J7 M, AL WD KR S5 S A SO IR 1) 2B 2803 B A DR L B
UASSCRIT i IR “224 B I DUk 2 8 HNEL R IRIAISII 419343 TR/ sl [RAC Rk o
HRIRFA G5 G2 o3 e 2 Tz IR Wrsiny &, BT mme . iis M
fl ek B U AR A R B ORI S5 S, UicRi s e = (1) i Hufkr95 i
5t % QB LowryikE) | iellbide Mtk 99 H it %6  (2) 1 i 8 AR UE i (SUE AR N
BN A SRR Fr AU 2 D IS AN REE RO T 5 (3) AR I BAR IR S S A1 M il 2% Sh Ml sk
DU ER AN, 11 SDS - PAGE S HTIN 34 i o 853 B HOH LA (045 AE B A AN PN 1 St sz
Uk, BN TUAR R RIS 2D — 0 AN A7 AE SR 1T, 2800 Bl i f il 20—
AL BRI -
(03491 “RprVh&h &7 Bl W T e 2l e 20 Ry e i RE 2
BElcRs € 2208 EIOARAL T ST E A ST A 22l R 45 S I Tk
[03501  ZSCRIT I “Froc” 48 EL Bz sl (R e S5 5 TR A T A “Chmic i)™ Sk my
S RSP o AR AR S g rT AN (AU VE R AL 3 bRl sl ehRid) , Bk
HLAEREPRICHOTOU N, AL PTAII IRE S W E AL SR 72 -
(03511 AR HHFE—EHR S S b S e BEVE D 5 A I I S e T AL S I — Pk 2
PR PR M TR B T— 2250007 S, DR 20 5l e AR B S e it vk
AN A T 2R Ty STl AR IR BE A AL R e B R R S M — bk %2
RS A B o) B . 2250 Sy, AR B ST IR i A S 80 T A ek
22 ARSI S8 03 A (0 2% SEAR TR e D A DR o - — 285 )5 S8 i AL WIS
WRT Sl BN G T AR W — D IR R G A B DR B LR B A% H R or
T AR I TR S SUA AL SR AN s 4 AR G an i B A DU i 2R 200
Aok H A 20 B A TARACHE R4 30 ML N 2h b (T AR USB AR ST 3R R
A
[0352] AR BRI BT LS P ] HITI600 7 s s 5 sl 10 5 Je FURE ER AR DG I
BREAESE BN IR DL, 1205k Bt A 2 pofal B sa B TR, M i HRZ bk ik 4l
EIR T S E BB B T AR I LRI °] -2 W 5k 0 s A B R G e it
PEH A — PP Z PR 7 A B TE i
[0353] St o &2 454 (A An A A H PR 2500 PG S R 1T i B — S8 eRe (R 1 04, B
2 HITHI IR R AT RE R TR AARR BT E o 1 I 8 & R T2 2 M. 58
BRI R S S REE S R TS TR S R PRI, 4 6 S5 2 A THEBD AR
R ER A AR SR 5 1) 25 BRI 1 ]I SR T4 S o PR M T AR P DA SR [AT I
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AIH R I M BB W RST MO A5 Bl FH 3 A RS B S o

[0354]  ZpifEPuik

[0355] - HEUU e 7 R S D UACH 2 se R BT ARSI E XN 2 e P iR E
AT ARV S P AT AR 1 I R0 ELUR SR Bt S B R TR AW « 2 Sa B HUiR i 1
T HERE M AR E

[0356] 25 v [T A o Jite ] — Pl 20 A SRt R 1) B 3 Bl S 8 I MR 21 S P A
TN 790 22 P FRURN/ sl RRE AR R 5 1) A Sz (1 anmli 2L 2 wh s ke o o] Tl
Fr YU E s 2 @y, TS ok 2 e buiis s b AR K2R 1
P TR R B R B TR, FA BN A A S Bl e i 1 4
Gl 2 GE S R EG T AL ST o TR IR ST AT B 200 SR A ST R A 1 £
Wi 2o - 25 1 T Bl R e B I AL B R il R, 1128 — IR e fb e 226 i i, A
T B I ShYIUC B IR, (s B 25 UG R I « Z UM &5 2k B R L shi b2 vo e
RN A EANIIIR

[0357]  FApCEPUIA

[0358] b H e BT AR T o (o P 8 RN 2 A SR BRIl o i i il B e PR I
A E R R I (RG220 S0 A R B 2 ek 2 0 - & 1 A1) -Gt i Hbn
SIIE R o A T B AT AR AR A SR IR R S A DA LAS & BIbR L 41
Ha il s Ak R 45 G 2k L S BRI 7 AT - sl IR A AR SN R AL
[0359]  ARJ5 , fii FHA I MRl A 77 GEAnZR 2 %) Sk 40 5 ok A b 4 R Rl , DUE
R Z RS AN IR ES AR SRR DU 2 R v D A A BBk . — T &, e A
SBT3 A i bk 2 4R (“PBL”) |, i A e A L Eh IR, I
FMEZn i sk a5 4m i .

[0360] Sk AE{LANNE R H N SR AL an i, S H @R P A A A RIR T
BB AN o, B R e/ N BB IR AT &R B 2 S IR AN B B AR A B il s R Sk
et Ay A — s 20 A AR Bl A 10 K AR AL O A I AR K s A7 TS 1 5T B, i AR A
OBk = Yk B A 1 I A IR W R (HGPRTERHPRT) |, FH T 2438 A 1) b e Ll o s 0 15
RTINS S SEERS AN TR (“HATRFFRIL”) , X Se TURE B 1 HGPRTH = AN AE K
[0361] Ik A (b4 A AR S2PR=8 FE R IR ELgE B , v QR IR AP R Bl M AR KRR o 41
W, G KA AN 2D SRR S SCRFPUARE A T e i IO BUR AR An i AR E s
IRV 3k MO 353 (W QIHATRS R0 U IR EE ok AR (A A 10 SC B B0 455 - BRUFY B R
Ao NEBEIRE M/ INR - A SRS SR 4 2RI E R T 2B A e hTiA.

[0362] A vE[EHTIR R 28 A2 AN o b B B b SRS, e AT iz e o2 S AR R IR
BIFFEE S 2R e PR TR o« FR 2SS R A il O AR A8 PR v PR D LR Hu S 45 15 R e
AEARGUG T RIS AL T 2 — WS o BN, Bk g G s e e Al e S R U I U T i
SrHT (RIA) 85 11 BT E 28 72 BRI S B IR B A3 A s (ELTSA)  ml 3 1 55 25 1 AR SRk (1 dm
Biacore) MIiE o A v B HUARTIR BN RS B A 18 1 #3227 (epi tope mapping) M o X
AR 3 A R ARS8 o

[0363]  YeiE AR TR RN A AR I 23R AN e, 11 A FR AR Rz v bk
e BT FRRAE T 55w . I T I H I G i iR 2L 845, Bl diDulbecco’s Modified
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Eagle’s MediumMRPMI-1640857 75k ol , A2 R AL ML sl AR KOS A 1R N
AR o FRAIE B R A A I B v A o i B S B BK A 1 2l AU R G, B A 11 JBaA -
BRI A R R FL K AT B FERNT) B sl IRk oy 2 ki alift
[0364] ok, HAAras R AR B s B Sk D MR (A m T 2 e (o PG e A JR S
JEERRAT o BEAN R A & T 7 A M S oA SR o SCZE 1 5 TR A ) S48 P e AR &l
SeEp &P

[0365]  FifA s

[0366]  F—TJ5 I, AL BHIS MRS R A o B b 2 54 - il GBS B i/ sl
R B T8 o AR SCRIT AR 1 20 3 - 25 11 BT8R S AN / ek ph L= AR e pka] T AR i R
A G HI & R pe s W B R 0 EELTSA B FEAIAH R AR e Ah , X et 50 m] ] T-3F
TR SN, G , 91 A% N o I 1 228 S I LIS DAY o A I 3 4 5 14277
P KAl ARG W 627 6 U e S BRI, B AR -, RN/ Bl T T B Rk Il
QM AP A A U BTk 5 855 2 AR N Bk sk il 2 R 2 S0 28
S Wil B

[0367] R 2R PRk foi i BEad vl -5 0 Pra Bk s A 1 2 o ey 7 1A ek T Y
ERE

[0368] 7 A=ZHEN Tk

[0369] -5y —Jy 1, A BT K Tl AR W 20810 T 7 3205 T B AR R
GBS, JFCEE Iz 4l i 7 AR IR 20 o T S0t 7 56 H , 1Z GBS B AR JCFLEBK 1A - 1241 I 1] G
FL B BR R M A B PR o T — P02t 1 S T R, Z AN b D 0 FL B BR B 1Y B R
(encapsulated strain) o ] AR B JCFL BEEK B R PR 915090, A909 (ATCCE: SRS BAA-
1138) 515 (ATCCE S 5BAA-1177) \B523.CJB524 .MB4052 (ATCCE 5% 531574) JH36B (ATCCE
SE512401) .S40.S42. MB 4053 (ATCCE 5 531575) WM709.133.7357 .PFEGBST0267 MB 4055
(ATCCE 3 531576) L 18RS21 (ATCCE 55 BAA-1175) \S16.520.V8 (ATCCE 3% 512973) «
DK21.DK23.UAB.5401 .PFEGBST0708.MB 4082 (ATCCE >%531577) M132.110.M781 (ATCCE:
K5 BAA-22) \D136C (3) (ATCCE Kk +12403) M782.S23.120.MB 4316 (M-732;ATCCE R 5
31475) M132.K79.COH1 (ATCCE > 5BAA-1176) PFEGBST0563.3139 (ATCCE 5% 549446) .
CZ-NI-016.PFEGBST0961.1169-NT1.CJB111 (ATCCE 3% 5BAA-23) .CJB112.2603V/R (ATCCE:
S5BAA-611) .NCTC 10/81.CJ11.PFEGBST0837.118754.114852.114862.114866.118775.B
4589.B 4645.SS1214.CZ-PW-119.7271.CZ-PW-045.JM9130013.JM9130672.IT-NI-016.1T-
PW-62 % IT-PW-64.

[0370]  IRSCRTHR 1) 200 AT i A5 18 Y B 7R B RS RGBS R A Sl B R A v A
HiColumbiadfFRif . W57 s Al S A HEME U INLET 25 M/ sl A b o D0 et , B B e
Columbial5FERANAT e - 45 JCFLEEER i i T Co Lumb i ads 7RI ANAT MR IR , B it AL
PEN20ZE40°C , L 37 Co T — UL e T 2, MR A0 A A S PR T — 1k
(ST 2, AR 57 1 22 60/ N .

(03711 AJF FAAIE R0 R NS 7= Fh e e BRI BT 75 1 G, 9 annaa g Ak
PR UIE ~ PATEVE IR RO N/ 5 318) MR R e 2 . (S0, il ansE B 47
HE A T152006/0228380.2006/0228381.2007/0184071.2007/0184072.2007,/023 13401
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2008/0102498 ; [E b % F) i AT 5 W0 2008/118752) o T-— S5 75 2, 25 4N 1%
BRSSO DABAC R 5 20, B AR e S A IR I S Az AR i s 5
Ml A2 IR TR 2 S LA A AL PR B, TSt 5 S AE R AR AR R TR R IIN G 2 AL
B PADUIE B BT, Halad B OB 25 00 « AR, il 204 Bi s N 2 A HLTA
FULAE Z B TIE T AT i B e 20 o B ELR i, AT iR () 20 Tl iR 2P B
PRI AR LA 1 _FIE R N e 2R B 2925 % I g, il ok B OB B iR
F S ITER) , it — A H A N e e FE N 2 TR % 1 OB, R Jerad i 25 ORIl
Yo IS ITIER) AT AT U T R T A e B 7 T Tri s A10. 05 % S AL .
[0372] G HHIN 3 — I T B4 A AL G T AR IR S Sk oy B REB 9 5¢
o R CP PR EAN- 0 - SR T AT 1k« R T I T A= 2R A, i 25000 55
(P iR ERFIL B <2 S PN 20 53 (75 e AT S B0 s ST 2 IUAN, R T BIG U 2 i A 2
AR e, X SRR B U 2 B A Al Ml i B N o AR /N A B
[0373] -5 Jy EFh, CPulnd iR fle 5 B0 2 7 e I 2 M 11 41 bl T A BRI S R Sk 4y
B THRREM Sy &b 120y kDB iR s OB 1 — e 5 b iz it 20
AR IEP B T 0 — 90 T S 12 TR I AT R 2 B EH N AR A e FLEE
BRIl 28 S BR PR <8 Ve 2 BR BT I 28 25 BEBK IR KI5 FE0D T TAF I S U SR I AT
B~ b0 i BRI R BRI ER TR M SERZER T

[0374]  TACAHAR—J5 T, R ] R S22 Fp AT A1) R R BRRE o - — I 2k 1) 52
ity Zerh B 5 i NSRRI REA . R IR s T IR R £ T =2
Jf%;1,1,4,7,10, 10, NHE =Pl &2,6,10, =HIE2,6,10 =% —bt.

[0375] AR BHMI— 5 T, BRIk B D 29 5mMZE 27 200mM , 17 412 5mM 28 2] 150mM , £
5mM % £ 100mM 2J5mM % £ 75mM . Z)5mM % 2)50mM « £)5mM % 2 25mM « Z)5mM 4 £ 10mM - 10mM % %)
200mM 1% 41%) 10mMZE £)150mM . £ 10mMZE £ 100mM . 2 10mM % £ 75mM . £J 1 0mM % 2] 50mM £
10mMZE Z2)25mM 2 25mM % Z200mM « 2 25mM % 2] 150mM« 2 25mM % 27 100mM « 2 25mM %= 2] 75mM .
£J25mMZE 250mM , £J50mM 2 £)200mM 250mM 2= £ 150mM - 50mM % 24 100mM 5 2] 50mM 2 2 75mM
[0376] T — 51D, SN I pHIERAE 45 . 5 4995, 45 . 55 £)9.0.4)5. 55 4]
8.5.2J5. 52 24J8.0.295. 52 £Y7.5 .45 . 58 47.0.24)5.5 5 26.5.2J6.042]9.5.2)6.0%
£J9.0.2J6.042)8.5.2)6.0422J8.0.2)6.042)7.5.2)6. 05 4)7.0.£J6. 55 £)9.5.£J6.5
H2)8.5.416.5 58 2418.0.4)6. 55 4)7.5.4)7.084)9.5.497. 02 24)9.0.7.05 48 .5 £4J7.0
£2J8.0,

[0377]  FARGIH A — 5T A, SN AEZ920°C = Z85 C I & 4, i 11£)20°C £ 2180
T Z4J20°CEZ)T5°C Z4J20°CEZT0°C ZJ20°C ELI65°C . £J20°C E4)60°C . £)20°C T )55
"C.£J20°CE#)50°C 225 C E £J85°C . £J25°C EZJ80°C . £4J25°C EL)75°C . £)25°CE 470
‘C 225 CHE£)65°C  £)25°CEAI60°C . £4J25°C FE£)55°C . £4)25°CF £J50°C . £4J30°C Z #£J85
"C.ZJ30°CEZI80°C Z4J30°CELAT5°C . ZJ30°CELT0C 4J30°CEZ)65°C . 2)30°C T 460
"C.£J30°CE£)55°C £4J30°C EZJ50°C 435 C EZI85°C . 4J35°C E4J80°C . 4)35°C E 475
‘C 235 CHEAJT0C 4J35°CELI65°C . 4J35°C EZI60°C . 4)35°CH 4)55°C L £4J40°C F #£J85
"C.24J40°CE #£)80°C . 4J40°C EAJT5°C  ZJ40°C ELIT0°C . £J40°C E4)65°C . £)40°C T 460
"C2J45 CHE £)85°C . 4J45°C E#£J80°C . £4J45°C ELA)T5°C 445 C R AJT0°C L £4J45°C FE #£J65

I
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"C.£J50°C F #)85°C  £4J50°C E£J80°C . £J50°C ELIT5°C 4J50°C EZ)70°C . £)55°C T )85
"C 455 C E£J80°C . £4J55°C EZJT75°C £)60°C T 4185°C K £165°C = £J85°C .

[0378]  F 55—y I HR, SN TRI D 2910/ 22 2990/ N, 35 4120 10/ N 22 £985/)NF L Z)10
JINIFZE 2980/ N L 29 10/NI) 2= 2575786 291078 22 297078 L 2910785 2 2960785 . Z710
JINIFZE 2950/ L 29 10/NEF 22 25407856 L 2910788 22 293078 L 2910785 22 292578 . Z510
SN ZE 2920/ IN V210D /INIE 28 29 157N 29 157N 28 290/ NI L 291578 5 2985/ N L4
15/NEF 2 2980/ Nf L 29 157N 2 2975/ N L 2915/ NF 2 270/ N L 2515/ NF 22 2560/ N L 2
157N 2 2950 /N8 29157/ NF 22 2940788 L 291578 22 2930780 157N 2 24920/ L33 4
2207\ ZE 2790 /N L 29207\ 2= 2857\ L 2920/ N 2 2980/NE L 2920/ )N 297578
220/ NI = 29 T0/NRF L 29207\ 22 2460/ 2207 )N 22 29507 NRF L 29 207N ZE 2440786
21207\ 22 29307\ M 29207 N £ 292578 6

[0379] ok, TAKHAM 3 — 30 )7 56, 2 007 G iy « 28 nT AR P Ay
S IIBUR R = Y Rraers)"

[0380]  J-ACKHHIN I3 — S 7 S8 v, 2 A S Hh e B Rk T T AR 2 A
B a2 el Feak i1 o 1, 16 AR R 081 DA P A B A 2T ARSI i IR 1 22 b
[IEEHAIN 20, o, e E A A= 1 2 N A o0 AT R [ 2
BTGB — BN, SASCAT AR I 2 B 2 B TAREL R, A 2 A e HA O
(1953 3 ST B S BT AN/ 5/ S A 854 (branching arrangement) A BTN, %
WG I AT AT AR I 20 . eade 121 = 4R o 40 Bl 1 E 4

St 5l

(03811 "N A1 it g s A & W ) — B8 5 /7 58« SR 1T, B B , 3 28 S 491N T i B

FAEE BRI E AR I S AR  SEERARR S 2 45 8 MR s W 252 () Qi

JS I RIS 56) I, s ATl v - AT T FE e e U 454, R A T (0 SR AE A
B, A M T A 3 208 1 47 LU AR e A d i v FLAr A il B AR IR B 3R

[0382]  bAN, ERAESS A T, I A STt FHASSUSEARN ST AR I bt

FORIAT A0 STl B A0S0 T2 BH AN DUATART 5 2B A A BT
[0383]  SizjiEffil : il LA -0- LB 2B 28 -1 A R &)

[0384]  fF pH 52 44 il R B 8 3% 7 2k vh g &% 1 15 2 10 JC 3L B 2K 1 I AR AF 2R 2 B 9%
(submerged culture) H A [F o B {4 FH RS Py ANRE 73 2 00 o 5256 D040 L2 e fifvon

Hunolstein,C.%: A, Appl.Micro.Biotech.38(4) :458-462 (1993) FR TR IA [ FE AT A

JEAH o1 3 NaOHALHE M AT RS HH IR 2 b VT (clarification) fio, #EfT— A SIHJUF/DF,

UUUE M€ (carbon filtration) sPEER =LA 2 0. 2 I, BlanSEE L F)+58, 652,

480 o i FHIE A e b A1 77 (reductive amination chemistry) AEZETE LI Z N S CRM, o,

i 2 W, IS H] 55,360,897,

[0385]  SjEfhl2. 43 B50- LAk 20

[0386] ¥ Ky (fermentation broth) (1.2L) #3K (heat killing) FIECNE TS

(12K H GBS B2 4 (CP) If1LTH5 214 Ta ) 40 W1k M H 8 2 1% 1+ 1 75mL (1) 2 5mMBA TR B 2% 1 711
(25mM, pH 6.9) H1 B2 B S N0 - TR /KA i (aqueous hydroxyl amine 0-
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sulfonic acid solution) JR#, F IR N 10mMo T FIRITIpHEIE 25 8. K 1%k
TFIRAESS CHERET2/ NN o 2 I BB I IRAE 2910, 000rpm S USSR F s AT & 24
ZURITCP (crude cleaved CP) 1) FIGURIST T-EA72  KJT130kDa MWCOJEL, fiff 11734 1]
K WFT) BRI 4 W i3 0E (diafiltration) glifk . 3 RSP HEFH EATIE (size
exclusion chromatography) 4522 i Y CE S H M # (multiangle light scattering
detector) (SEC-MALS) #t—2L o Arizalifb i 2 o1& GR1) .

[0387] &1l B e S GBSINIE M a

AR Mw EE T -
(kDa) | (PD)

K An T #4 340 1.2

AL B4 320 1.3

(03891 i ] LR 7y 0 e ORI e (R RURV AR I AL A — 35 PRI P o At A 1

Fi5#% (crude supernatant) [EERIE15Z4T (gel permeation chromatography) 5
FAEYCEGIAS I (multi-angle light scattering detection) (GPC-MALS) ,f&i FH#T 522
(RT) S )2 0. 135[M LT Ze i (dn/de) (B 1Y I SR TH 733 s IR TS i (1) 2R A
S G i BE i AT SN INF TR (e (L262) o — M 5, B9 DN ek B e v POt
S SO TR S B = T 2

[0390] K2 S AP REI TR 1B NGBS S IR 22 M IS AL Ta g S5 LR

[0388]
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R ¥ S S S 2 EX P
I E |E |H (/1L Mw # M
% (M |(°C) |(hr | X® |(kDa) |(PD)
5 m) )

1 @ﬂo'“”"? 10 |55 |72 |42 2240 | 1.2
« HCI
O-FALELEME
2 [:::T’**N’OF' 10 |55 |72 |68 1400 1.2
XIBAT
3 N 10 |55 |72 [101 980 1.3
[0391] UO:‘\@
NN-—F R B m
4 [::r/\g;\T::] 50 |55 |17 [320 |590 1.3
NN-—F A &8
5 [::]’O‘NHE «HCl 10 |55 (72 [109 850 1.3
O-FELZBIEME
6 ‘. 10 /55 |72 (90  |1400 1.2
[l
HO-N
4-(—F i) XY
97
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7 Q 10 |55 |84 [323 |1835 1.5
O/\O)'LN,OH
H
¥R 55 B T RS
8 O\ 10 |55 |84 (304 1270 1.4
[0392] Q OINHz
O-(W £.-2H-% " -2-
E-8F:3:3
9 Fj{romz 10 (55 |84 185 (1330 | 1.6
F F +HCI
I
O-(EREX)FX)
# P
10 ® 10 |55 (84 [371 1275 1.7
Ok
O-ZRXTFAEM
1 /O/\O"% 10 |55 (84 [190 (3500 |1.3
O:N = HCI
O-4-AF X))zl i
B 3
o]
. 12 o L, w10 |55 84 252 2600 1.2
-(BERA)THER
*
13 Q0 10 |55 |84 |463 |490 1.4
Ho S o NHe
(B A )R BR
14 ) 50 |55 |17 460 270 1.2
HO’S“O’NHz
(B R E)H R
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CN 114010775 B A 55/95 T
15 9,9 100 (23 |21 (240 500 1.2
Ho™ S o~ NH2
3% 3% 3.3
Ol
[0394] |16 " 10 |55 |84 (380 |4700 |17

N
CH3(CH2)16CHz"  'CH2(CHz)16CH3

NN-—+ABREXE

Ji&

[0395] & I 22 AR M AR R BRI R I A AT 80 i GBS Je JIE 20 ke M AT i B HEORE AL e T
AT B H 4 - CPS IR AEN- M0 - e d AR e M EP MY S, AR 22 A
e I R« B R T3 ([ 3L 2 i ] - 50mM ; pH-7 %285 i & - 50 °C 5 I [R] - 247)N
) o
[0396] 3. {H F —FALEILINIGBS CPRERE I
(03971 [Gps2t7ms la Ib 111

IR 86 % 81% 46 %

Balifpre 2 63% 54% 30%

4y (Mw) 330kDa 212kDa 171kDa

0- £t (\MR) NA 31% 37%

N- 1AL (\MR) 106% 104% 87 %
[0398]  NA-IMiEHUTase AR0- FELHY
[0399] T LA K N OTA IR T 22 R N Gy A T 7K HAR A 2R W S gl o

TR TR AT A e B T ds— 2l W5 , — IO b e B - 25 i
oA ([ ORERIZ] -100mM; pH-7 258 7 5 -60°C 5 I [A] - 197N o
Fd T CFFRNTIGBS CPRS IR

[0400]

[0401]

[0402]

[0403]

IRIM, BRI =R IE T T0 %

[0404]

GBS (& Ia Ib 111
BB EEY 100 94 59
2FEMw) 890 kDa | 560 kDa | 309 kDa

Flr (NH, - OH) I A& BB AT 35 i CPS AN i B SRt o a5 (DRI D -
100mM; pH-7227 . 533 2 -65°C s IN[R] - 17/NI) o ARG LT TS T, 177N JE PR3 054 % 5

25l RGBS CPREIR A
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GBS (& Ia 111
04051 3 WA R Y, 100 54
2FFMw) 1160 500 kDa
kDa

[0406]  FHT M AR RGBS 3 i 22 WA S e 1) 7 12

[0407] &2 S LRIV AL S W A B AR AT S0 (o 5 155 20 i A GBS 41 it e 24 i K
110, E AT IR T 2T TRIVEASA 380 IR , X 3% (o1igoamine) EA TR, RDMARTE &
THTHA 2 ERENE (amine functionality) i P) B AR .

[0408] £, J% (ethylene diamine) ¥ Az BILREAT RICH il S I 204 AT A7 LTS ARORE I - Hocdl
BorTEer ([£ %] -508k100mM; pH 8.0; 16/ ;80°C ;25mM EDTA) o

[0409] 356 {HiF] 2 UGBS CPRERE

(04101 [GpsyiEm [E[H (%) Mw (kDa)
Ia 96 % 242
b 839 225
11 30% 76
1T 68% 94
v 30% 235

(04111 {5 P 775 20 Ta A VAR AR A0 0 A A S T M | (ELS A BT T 775 R VAR
AR B B R T RT([=LPVURE (triethylenetetramine) ] -100mM; pH-8.9; 75 /& -60°C;
I Al -1578) 388 ([1,1,4,7,10, 105 E =2 PUiE] -10mM; pH-6. 33 15 & -60°C ; I [1] - 20
/NI 529 ([2,6,10, = H13E2,6, 10— (2 %] - 10mM; pH- 7485 I & - 60°C ;I [H] - 1971\
) o

[0412] K7 . flfi H= PURZIYIGBS CPREREHE

H

[0413] sz/\/m\/\ﬁ/\/m2
By
lo414] " Tops Ta v
BRI 2 % 100 2.5 KJF ~10
43f - (Mw) 1280 nd

[0415]  nd-RiE
[0416] K8 /{]1,1,4,7,10,10,5 L= VURZIIGBS CPRESBZE

61



CN 114010775 B W OB P 57/95 i

| /

04171 \N/\/N\/\N/\/N\
1,1,4,7,10,10 X P A = 2w i
R % 100 ~1%
i (Mw) 980 nd

[0419]  nd-RlIE
[0420] K9 .{fi[1]12,6,10, =H13E2,6,10=%Z  —KiNGBS CPRBLIE

[0421] /l\/\/l\‘l\/\/h‘l\

2,6,10,= F 22,6,10= K& +—%

%22 [ops Ia v
R % 100 ~1%
I (Mw) 1100 nd

[0423]  nd-AHlIE

(04241 SZjEA3 A T R PR AL 0 TOBS IE R 2 A 28 75

[0425] JE{kZHH (Activating Polysaccharide)

[0426] a5 DN TR (150 0mMAg R B i 7 (pH 6.0) A3 33 FHZK (WEL) |, £E100mM
TEFRENZE M (pH 6.0£0.5) HIgEAT 2 WA RN DA AL i 2 2 . 0g /LI 20 o 7 s
LIS, R SN pHIFAEE R Z0pH 6.0 Y1 pHIE , RSN i I 19 5l 23 °C o il i N0 . 25 FE 7R
i ) e AR SR RS U0 S SN o S N AED = 3°C A T4 16/ NI

[0427]  {fi[T5K MWCOREJE S (5K MWCO ultrafiltration cassette) BFETEIVINZ kL
FBUE (diafiltration) o 5142052 B8R (diavolume) (U7 5T /K (WRT) BE1 50 - SR
J& , AU TR 2 HiE 1715 £ 3°C . AL I ATE 1L 0 2 A O ZRAE P T B = AR
() b A I Mk s (1) L I M E B T s (1i1) ALFESE (degree of
oxidation) ; DA (iv) 13 SEC-MALLSIE 23 H 34 T

[0428]  ZLTH LI 2 SA AR B (DO = F 4 B T PR IR B8/ I OO B /R 380 4T iR
JE :

[0429]  JEE % FhEb ik (colorimetric method) Il M HE AT BT BEZR KR, B4 , 1L 1
FHRAR (Anthrone) 777226 1 T 75 12 , Seid ol iRFR AN/ K 22 W53 At ol B e o T i
A5 TR (hexose) N PUE R LR IR G, HI L (absorbance) ££625nmPA 53 VGG
DB AE T HTE BN RO S O A SO E L

[0430] 3 fif FHMBTHEL, €20 72 ] I 000 5 P 1) B ZR 280 MBTH 3 AT i i Ck 45 E 1Y
FEAR) 53-F 3L -2- R eI (3-methyl-2-benzothiazolone hydrazone) (MBTHZ# i,
D SN RIE B 66 (azine) (G o 1k 1 193 - L - 2- R E MR il I Sl T B S 2 FH 5

62



CN 114010775 B W OB P 58/95 i

- (reactive cation) o NP RHE 50 SN DUE Rk TE 2% €6 1] (chromophore) o 2R )5
£E650nmPA 73 R BT Rl ) &t A

[0431]  JRGEINMIZHE SRR, T HS R TR

[0432] DU pe @i b2 2o e pE LR AT I 2 S R & AR M &R &
TSI A ¥ I T R IR TG B A R e TR 5 U I Z MR- A7 4 - 20
+5C KR IICRM, o, 25 153 A T 508 Uk (shell-frozen) FI R T o K4 U T4
[FICRM,, F5 7775 -20£5°C.,

[0433]  EEAYS TR AIR AL I 2R 3R 2 1

[0434] P UR TR TGN Z M oK — AR (DMSO) FHEE#4) (reconstitute) o £ 28
SEAVRAEI , 4%%:‘%E/‘]367J<DM507JD)\V%\?;E$J@T€E/‘]CRM197‘:P DA TEHY (reconstitution) »
[0435] 2§45 (Conjugating) Sl (Capping)

[0436] 4 EA W LTSI 20 S A IICRM, o 7F RN A i Hh &0, Bea i - 58 0 TR & A
e FEUIENE LN (sodium cyanoborohydride) ALU62% 2 B A A 1E TR TR TR « SN 15
TR 2 R N 291 g /Lo il A2 N TR G L. 0% 1 . SMEq ) FUEHI S AL B
232 CIFH 20 48/N K 1R85 S M. (conjugation) o i N 2MEq &1 BN
(NaBH,) A SN [P i SR 26 L B S8 SO o il ity S N 123 = 2 C B T3 = /NI
[0437]  4lifbZE5W)

[(0438]  {FiEfS B H100-300K MWCOSE A7 1 € (tangential flow filtration)
Al LAY I smMBE FHER £ -0. 9% 7K (pH 6. 0) 28 Stk : 10,

[0439]  KEAREEE S iAo i Sumid g , I FH5mMEBE FARR £8/0. 9% £h7K (pH 6.0) /F
ﬁﬁbﬁﬁ?ﬂ%ﬁ@ﬁ%ﬁiﬁ J%éﬁ/ﬁ\&@?% E]E?Lf@ (Conjugate retentate) 3%}%@33:0 . 22umi‘i
e LASmMBRIARR £8/0. 9% £h/K (pH 6) dE— DRSS 2J0 . 5mg/mL Ty H FMik - ok,
L A H20mMZH SR 0. 9% #hK (pH 6.5) , 1l 1d F] 11100 % 300KMWCO R DI Ir gk ke 4fift
ZEW . TR N0 . 22umid 8P BR DISRIF R e SR 5 o

[0440]  SjtEf514 : ICAR LR 5 S5 A AT GBS 220 - CRM, o 28 S W) 5]

[0441]  GBSIMIE M Ta . Ib ITTTT IV R VEE S Wl ) Z B BCE = i 25 %64 (periodate
oxidation) /IR VAV (reductive amination chemistry) (PO/RAC) £ (BudE A Tt
FUFIEA T ORPES T BN T-DMSO) PRAZ W UA 2 Wi b (M FRER 7K S SR AU R R/ A 2 A7 18 1)
KA o — RIS, A5 FHDMSOFE a7 AT il i PR 8 15 Wt A AR 45 FH KR A Y o P il s
2 AP AT AR IR SN Q) T 20 B TR A o1 & SR IR/ 25 1 o
Hgpz

[0442] 7724 A BRI AR RO, GIFES) 2RI SIS & 7 o2 A R AL o
HT R, wm KIS G ) TR 2 AT BB S S o FE T TN Je oM E e SN (T-cell
independent immune response) ,iX F]BEEMRE 200 - /5 A TR S W= A O T o e
[ (T-cell dependent response) , MITIRARERIZE G907 AR GuRe It I S R

[0443] 3 5o A Q0 2 110 T3 74 8 Be B GBS 2 WAL 2 b KM i BR {1 (chemically
desialylate) (& W.Chaffin,D.0,%: A\ ,J Bacteriol 187 (13) :4615-4626(2005)) DLAE Y,
FAWANR (conjugate variant) , DAMIE ZAHETRIRIY 9% X To s I IR (R 5N o 2SR e (1
T 29409% E, HERER /KD 2160 %) W B I ELA 671171 52 .
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[0444]  [FFEH, AR R ZEAG DU, AR AR T 205 bR 18 1 (saccharide epitope
modification) #1f 220 % X Je R I A D T2 o R R S A0 OB 1l o ST e 2047 1 e
B &L, 45 DS R A B Rt 2920 % 23 DRI G 25 &, X S s R AT
(04451 AHJCHE, FAT 2% Bk / 25 B i bb sk 2 000 1 = N ZR A W Ae /N AR A S s Bt 1
N, X A ST X SR R AR (acceptance criteria) VSRR 3

[0446] A fili TR AR 12 R B NI 5 AE 1A (conjugate variant) o — PR
AU dT il 2 S BRED = (carbonylditriazole) (CDT) SR FFAEDMSOHI RS TE8 A5 I
R, LA S T Dy — B rp il 0 TEMPO [ (2,2, 6, 6- VU HH IR E - 1- 55) 4 2k
((2,2,6,6-Tetramethylpiperidin-1-y1) oxyl) 1l (FUE = ) SR A 20 , FAE
DMSOHF A PR et A8 27 (TEMPO/RAC) A T2E 5, PLAE SR S, v UL bk ST 013 o a1k
DA Pl A B 2328 5 Pk A /NER P R S B M iX PR T PO/RACHMNI S
AR GG AR, — B8 52l T R i 7 2R A TIN e A 7 2

[0447]  J%MENanra,].S., % A ,Hum.Vaccin. Immunother.,9(3) :480-487 (2013) JF{TOPA,
{HVABIRBEER TR 73 B3Pk (group B streptococcal isolate) <B4 BR 1A 43 B PR
(Staphylococcus aureus isolate) , JFEBETIAFE (preopsonization) L. =55
(PD3) OPATREE (OPA titer) gtk ok A —41107 20 /NG (L& F IS I 57
(M 1meg/m1 K o) 1) L1 1) (geomean) .

[0448]  GBSILIFH a2 Ak -CRM,, 2154

[0449]  {i FFIPO/RACKDO M 165 17 (Z)6 % MR NAB ) [NIE L 20 S S o H
TREIAVE (A YILURN3) o SR1M, DO M5 . AFITE AL 20 (2019 % BHERAAE 1) W e fie i 1
A BUSEN (SEEH2) o[, 50 % IIMERER K1) WP A R IR N, (BB 5 904) o 4
R TR0,

(04501 2101 AT Hh /T I 075 6 R GBS T T T CRM, 285
Syt

ReW 1 2 3 4
27 DMSO DMSO v 3 DMSO

[0451]
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%4 MW (kDa) | 190 190 190 190

Bk E BT H%|>95 >95 >95 50

E

%154 6 19 6 6

fi#2 B (DO) 16.8 5.4 16.2 16.4
[0452] | ¥& /% & JR bb 0.8 0.8 2.0 1.1

Yo 5 B ¥ <5 <5 26 <5

i# it SEC-MALLS | 6040 15390 806 3763

NEHRALSY

MW, kDa

OPA #E 300 172 406 68

[0453] (i RIS S0 RS E Y0 - R A B AN SR S WAk (S5 R s T34 11
H) R S5 i 20 S kAL A = (carbonylditriazole) (CDT) N A=Ak, 3 H AFDMSO
FREATER S IO o 28 5 6t fif FHTEMPOTR A (HOEF = R ) R 20 AL , [ e 7EDMS O
AR A A2 A TS SR A A, v I B ST 4913 o 88 5 W T 12 PO/ RACTH: 2] i A%
5 2 BUA A BA b/ A2 A TTEL (SPR) IEE SR A K - 5 5 8 il I EL AT {IRMW (40kDa)
250 , T3 PO/RACH: B« FIT A7 1 28258 5 e A /N F B S e S M iX SRR 1 e R
EhAE Y (periodate oxidation) /iRJEMEEAVAY.F: (reductive amination chemistry) N
B (alternative) 2851027 (conjugation chemistry) AN AL (alternative) ZR590%r
P (conjugate attribute) (GEUIFILAEZHHIISPR A ALMW) (15 E M

[0454] 211 AR SR R A0 /I8 I E A A 721 5 T SR AR RV AR AL 27 e B GBS I
MTa-CRM, o 28 S 5EM

R 5 6 7 8

(04551 gotF CDT TEMPO/RAC | PO/RAC PO/RAC
% # MW (kDa) 383 220 383 40
EnEETYH% >95 >95 >95 >95

65



N 114010775 B W OB P 61/95 B
w7 B
Yo 164 N/A 11 6 8
f442 B (DO) N/A 9.2 17.5 12
(0456] &G R 1.2 0.9 2.5 1
% i B 4R 12.5 11.2 13.3 24.3
i# it SEC-MALLS | 7128 1678 4347 2000
R F# MW, kDa
OPA # B 1028 371 303 1484
[0457]  GBSIALIHIbZ 4 - CRM, , 254

[0458]

SR/ N B SR B (

X AN
248

STHFMEARTL (

FEDMSOH, i IPO/RAC DOy 15. 8 (26 % Bl LB 1) (7L 2 A i 54

PoRN11) o« A HoAth ZREMIMILL,

43 A0 I, AEDMSOH 1 PO/ RACHE B I 28 A Wbt A /KPR A7 o i i PO/RACAE B W 28 574
R TR FLA s S5 o SR, (5 FHDO R4 . 7 (2921 % KRS i A8 1) 115 b A s e I A
TSN (S5 010) o A4 HIPO/RAC K 95 % FSHEIR IR 1. (5 % MER IR 7K~V 20 AT A sk 28
G EEML2) L Rl ) LS kb, AR DB SOV S R o TR L2

[0459]

Py

[0460]

[0461]

[0462]

) R

P12 SO R B R SE U/ SR ST B A A B 3 T A5 AR GBS LT 4 Th - CRM o 6 75

ZeM 9 10 11 12
5 3 DMSO |DMSO 7K DMSO
% ¥ MW (kDa) 120 120 120 120
S BT 6% | >95 >95 >95 5
i % B
Y145 6 21 6 9
442 E (DO) 15.8 4.7 15.8 11.7
X &G R 1.1 1 2 1.1
Y it B B 11 <5 33 7
i#if SEC-MALLS | 2608 7302 381 8418
R F 4§ MW, kDa
OPA i# & 417 159 278 62

i IR SR S AL AN 5 o0 TR IR AR B R AN S A Tk (85 R B 3613

Y1348 HAERIUA 20 (initial polysaccharide) FP B A {RMERFRIL (65%) (K2

W 1 PO/RACAH: i o 245 W 1438 1 PO/RACH 2 B AR 28 5 S K0V 7 AE LA b/ 5 A s kL

(saccharide/protein ratio) (SPR) |1

L33
2 h
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62/95 T

(CDT) [ BLIE A AEDMSOF T 488 5 U 48 201 Gl FITEMPO ) (X 5 B )

s Z MR , B Jr AEDMSOFR M IR SR A A~ (TEMPO/RAC) 1E4 T2

HAORERG, VI kst

B3 o T A IR BE 2R S AUE BAE/INR T B SR BE IR I RoRBR T i B Eh S e/ i B P
ARG LA REE R E G N in 22 B SPR A ARMW) FO Ak«

[0463]

AUTb-CRM, o B S PIITI 54

[0464]

[0465]
[0466]

W13 B i BR #h S AL A I P e A R 5 iR S A R R P s B GBS 11 775

K 13 14 15 16
Ko F PO/RAC |PO/RAC |CDT TEMPO/RAC
% #& MW (kDa) |141 141 141 150
E Ak $HEF 65 >95 >95 >95
) %o ri 7R BR

%o t5-A 8 7 N/A 13
FAAZE (DO) 12 14.7 N/A 7.8
&G R 1.06 2.1 1.29 0.85
Y3t B A8 <5% 16% 21 7
i# it 5345 1594 2760 1400
SEC-MALLS #

¥4 MW, kDa

OPA # & 246 118 287 548

GBSIfILI5 A I 8% - CRM
i FIPO/RAC M DO 4 215 (Z97 223 % MR NAB ) TS 2 A IR S 5.

AN/ SR IVE (SR W1 T220) o {8 FHPO/RAC A HERIR FUREE 974 % (26 9% TR

B HIZAREIT A 8 2t T L G s
14 B E A U/ T BT S0 77 1 4 PR GBS LI R 1 -CR, o 47

[0467]

il
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oY 17 18 19 20
il DMSO |DMSO Kb DMSO
%4 MW (kDa) |95 95 109 109
Bk %W F 6% | >95 >95 >95 74
i R BR
04681 %154 8 23 10 i
S E (DO) 12.6 4.3 9.8 15.2
/& Ea 0.84 0.90 1.13 0.63
% 3% B A8 16 <5 6 <5
@it SEC-MALLS | 3600 4650 1611 6140
R F 4 MW, kDa
OPA # B 610 967 2149 684
[04691  fili IR S 022 M 5 50 T REIE A B D AN SR S AR pR (85 R s 1315
H) < B2 F12218 1) PO/RACTHF I S 855 2 B A 43 3 A AT AR A s Rl / 25 1T

K=

Eb (SPR) LR E WK AE B - B8 5 P2 31 1L (50 I TEMPO17] (FUER = R B9) K 22 M el , B i

TEDMSOH | R I VE A AL S A TS R A, I 3R S 5113
FRELI = (CDT) 52 N FH-FEDMSOH JE 4T

438 A
2

LR
o XX

Y24t fE 2 hE S
ISR KA B o FIT AT 1K BE 25 M HUE 7/ N R

B RIRE , X RRER T BR 2k AU I S AL MY (al ternative) ZRE1E

# (conjugation chemistry) A MR (alternative)

attribute) (W UNSPR) U E -
16 A R R ik S /R IR PR A - IR T3 T S PR A - e BT GBS LT
T -CRM, o B SN2

[0470]
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Ko 21 22 23 24
o PO/RAC |PO/RAC | TEMPO/RAC |CDT
% MW (kDa) 109 109 109 109
HEe B W+ 6% |>95 >95 >95 >95
o % B

%184t 10 10 11 N/A
&442 E (DO) 10 10 8.8 N/A
IEEO R 0.61 2.03 0.66 0.87
Yo 3% B ¥E <5 25 <5% 12
i# it SEC-MALLS

M EFE MW, kDa | 8850 1480 5270 603
OPA #E 3117 891 2167 631

[0471]  GBSIILIFRITTZ M -CRM, . 28 5 ¥

[0472]  ZEDMSOH i FIPO/RAC K. DOK 10ZE 17 (Z96 510 % BV A& 1R) 15 24 A Bl 1128
E R R HTE /N B e R ME (859925 5:30) « HiDO A 2. 9 (2934 % MR AL 18 1) B A5
R/ L (2. 1) S Oy B E A P26 F127) 1o~ B R Be IR AN A o 3 FHPO/
RAC N, HER RV ) (sialylation level) N81% (19% ZSHERER(Y, (desialylated)) [HZ%
BT AE RGOS A Y s R H G e R ME (SR A 130) o R , {5 MR IRR AL R BE M58 % (42 % 25
MR R 1Y) 12 WHRT A 28 5 1 S s HE 22 B e e (5 1029) o Y Ty Hth 285 5>
TR EARL (55 51, 285725 128) I, ZEDMSOHRH 15 PO/RACAE 1% 145 &5 Wb 25 /K A B
I PO/RACHE B HIZE S R FA e b i 45 SR B R T35 16

[0473] 316 . Mo m R 3k S b /AR IR VR A A 2 1 T3 T 25 PR GBS LTS L T T T - CRM, o, 28
S YIRS

[0474] | &AW 25 26 27 28 29 30
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A DMSO |[DMSO |DMSO |A&# |DMSO |DMSO

% 4% MW 263 358 358 358 |355 358

(kDa)

Ewmi %+ >95 | >95 >95 >95 |58 81

) %o R & BY

Yo t-A 10 34 6 8 0 6
(0475] FAAEEDO) |10 2.9 17 13 16 17

BIEQR 1.1 1.2 2.1 1.7 1.15 |[1.19

Yo itk B A% 10 7 24 19 <5 <5

i it 2396 14340 |3066 1885 |5110 |4643

SEC-MALLS

A F 6 MW,

kDa

OPA FE 701 57 252 248 137 505

[0476]  fifi IR RIS 1L AN G 0 T REIE A B AN B S AR R (G5 SR R T-3617
M) 25531 2 353 1 PO/RACH ZI R AL 28 5 S 5 A A= A AN RIMWRO S8 5 W 1T A= ke - 28
Fr361H L T 20 g R A =W (CDT) W I FAEDMSOF A T8 5 SN SR A= ol o 8 5 3 Tl
2 {5 I TEMPOTAF ] (R = R ) K 22 4 el A , B s 7 DMS O R ) TR I MR e A A 27 0B 4 728
BORAEA, PRI R STRE3 « BT A X S 28 5 P e AE /N A B e R It | iIXFRoRBR T e
TR R AL /AR I R e A AR 22N AR GRS L 22 DA RO R SRR IR G W) 1R 1
(suitability) . 55LA2.9fIDO (Z)34 % ML B 1) A= m L8 &4 (kK16 H 12 5 1726)
LB, (i AR ZE51D0 (2920 % B ALIE 1) A5 2R S e/ INR A 0 B S B i i (3R 17
WL 532) .

[0477] 17 . AL R B R S0 /3 It A SR T T S5 A RV AR AL A B GBS LT
AUTTT-CRM, o 28 SIS

KoM 31 32 33 34 35 36 |37
Z4H4LF [ PO/R | PO/R | PO/R |PO/R |PO/R |CD |TEMPO/

[0478]
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AC |AC |AC |AC |AC |T |RAC
%% MW |353 |350 |355 |50 349 355 |355
(kDa)
Emi 3 >9 [>95 [>95 | >95 |>95 |>95 |>95
BT %5
ui % AR
%1545 6 5 6 8 20 N/A | 10
g EHE |17 19 17 12 5 N/A |10
(DO)
BIEEAK 0.8 1.1 1.2 0.9 1.0 1.16 | 0.96
74
Yotk AR | <5 <5 <5 20 <5 <5 |<5
i i 9278 5291 4982 [1201 [8024 |107 |3415
SEC-MA 40
LLS @&
8 MW,
kDa
OPA BE | 646 | 204 176 | 441 1116 | 448 |336
[0480]  GBSIfLIEAITVENH-CRM, o, 28 AW

[0481]  fifi FHPO/RAC A FLDON6.9%14.2 ()75 14 % KA/ {31/ (saccharide epitope
modification)) UG 2 (activated polysaccharide) 454G o~ AR /N P
Az lPE (immunogenic) (S5 #1382241) of# FHPO/AC K HMERFR I FRE A60 % (40 % 25
MIEPRIR L) 1 Z BT A 8 S wos Hl FL e e (S5 41) &5 R BosT-3R 18,
[0482] 18 . &AL MR Eh S /AR B R A 222 ) 7 T 25 A AT GBS LI U TV - CRM o 2B 5
i

[0479]

BoW 38 39 40 41
s ] DMSO |DMSO Kb DMSO

[0483]
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£ % MW (kDa) 143 143 133 121
EmiEHET % | >95 >95 >95 60
i BR
Yo t5-AF 7 14 7 8

(04841 fA#2 E (DO) 14.2 6.9 13.6 13.2
A& G R 0.80 0.91 1.92 1.0
Yo ¥ B A% <5 <5 33.4 <5
it SEC-MALLS | 8268 10210 657 5691
A& &9 MW, kDa
OPA # & 3140 2379 3080 6708

[0485] i F AR S8 S (b2 TR 5 0 03 TR I A2 B AN B S AL A (con jugate

variant) .25 R~ T #6190,
HAEDO BALEA KA (oxidation level)) M =iSPRITY

AR AN
EqE

P42 14510 1 PO/RACTHF Z A2

AR N
BEoZ

N
EVERAER R EA3I (E %

B SRR = (CDT) S FHFAEDMSOHH A T2 5 I R AR i » 2R D44t i il HITEMPO ¢ 71

(RO = B B K5 22 W S, B AEDMSOFR ) FHE B PR I A A~ B TR R AR A, PR 0 1
RS BI3 - BT LTE R TVER S W38 s BB/ NBR R BB IV IX SRR BR 1 R £
/IR VER A AN ARG S UL S R S MR 1 anSPRIV 5 1 o Ak 22702011
DO CBARZEM) (£95 % R AL ) AR ISR S WA/ N 5 B T ge I

[0486]

AUIV-CRM, o ZE A5 WIS
oW 42 43 44 45
ZeNF PO/RAC |CDT TEMPO PO/RAC
% ¥ MW (kDa) 143 133 133 140
B S I T % |>95 >95 >95 >95
i % AR
Y t-4 5 N/A 7 7
FALEE (DO) 20 N/A 13.7 14.6
BIZERIL 1.0 0.9 0.52 1.96
[0487] Y%t Bk <5 <5 6 <5
it SEC-MALLS | 3580 12390 4580 2710
A& 4 MW, kDa
OPA # A 8614 1989 7567 3695
[0488]  GBSIfIii 8V 24 -CRM 2R &4

R19. UL R BRI P A 7R 5 R S AR A AU e RS GBS IfL 17
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[0489]  {i FHPO/RACK DO N4 . 475146 (Y7223 % WAL TG L 2 hi A B 28 5
5 s AR /N B s I (B P046F1147) « KMERIRTE (5% MERIR (L FE D) 2 &1
ASFARREIVE (G5 49) |, Tl KPR, FHIPO/RACTS T AE S8 & W= AL 99 e e I
N (S5 W048) o 45 W T-420H0,

[0490] 20 HeE m R Bk S A0 /AR IR R R 72 1) 3 T 25 PR GBS LTS 14V - CRM o, 2R 5
Pt sEn]

KoM 46 47 48 49
7 DMSO |DMSO 3 DMSO
% # MW (kDa) 132 132 132 132
ST % | >95% >95% >95%, 5%
R BR
Y154 7 23 8 6
(04911 | & ALAR B (DO) 14.6 4.4 12.1 18
BIEEa R 1.32 1.43 1.27 0.94
%o %F % ¥ 11 <5 25.4 <5
i# it SEC-MALLS | 4304 14510 573 4847
B F 45 MW, kDa
OPA #E 335 181 93 60

[0492]  fi USRI A IR 24 TR HE AR 1 B AN AR A A i o 4 L R T2 21
L 4 AT 50533 i PO/ RACH: %1 BB 48 £ B DA 45 B LA o G Y o A . 7
(81 9% MG 1) FUIESS -1t (W) (98 A WK A o S A 105 LB 3 (1 20 5 o =
(ODT) 37 AEDMSOFPIE 7488 25 I3 3K A 1 o 5 2 05 2388 1 FEYTEMPORR ) (1% 5 e e )
A5 LA, 5 ZEDMSOFR R A S e AL A T AR B, L R 9613 i
TV A (5 T HEFICDT A S AR 4 &) Y9 e NP R S R T S
T B Eh U/ TR I A 2 MR R A LD R A P M T LMW A . 15
S RAC A SR B M8 A WO A 8 FHICDT {2 A a0 8 £ 7 B 98 1 9
VE . 5505 %R R LIS M) (S £rH053) HIELER 8106 ERGRR L U2 A4 (G5 1150) HLglt
PRy S S VLA, (VA5 o6 MW P I8 2 (1R 220 PP 9288 25 49) 1O I R

(04931 7521 . U E B Hh UL/ S HE A 17 T 46 P RS AR A 2 B GBS I
TV -CRM,, 25 WIS
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oM 50 51 52 53
BonF PO/RAC | CDT TEMPO | PO/RAC
% ¥ MW (kDa) 159 193 193 37
E ST 8% >81% >95% >95%, >95%
ni R BR
Yol5-4% 7 N/A 5 10
A2 E (DO) 13.5 N/A 18.2 10.3
¥IZEA R 1.2 1.14 0.71 0.53
Yo 3% B A <5 <5 22.3 7.3
it SEC-MALLS | 3037 4756 3501 3044
2 T4 MW, kDa
OPA #HE 160.3 101 320 279

[0494]  5Jitif515: GBS TTT-CRM, o FIGBS V-CRM,, FA S8 AT i A /N 2 A OPA S
[0495]  {EZB0.3M6JALE R [ {2 kA Imeg 0. Imcgk0. 0 Imeg )5 CRM, o 26 A FUBIRFERK

(GBS) IMJfAUTIT (GBS TII1-CRM,,,) Bk 5CRM, o 2675 IGBSIMIE ALV (GBS V-CRM, ) FFfE P
CD- /NS (immunize) — 9K o il JIFEASIE 2T (opsonophagocytic assay) (OPA) 1
B35 5 (Post dose three) (PD3) I o RSt B4 FOfiA LT TOPA . PARMER S P31t

/N5 R OPAS Y ($22) o A~ EAT ATASHIIFRIOPA S I [ RE A FiR IR 9 EE 50 o

[0496]  3£22:GBS TIIFIGBS VESWILE/ NG5 & OPAS M.
BoHhEA FE (meg) |JUFTF3) OPA &
JE
1 701
[04971 | 111 0.1 103
0.01 50
% 1 378
0.1 204
[0498]  5JiH 1516 : GBS Ta-CRM,y,~GBS Tb-CRM,,,~GBSII -CRM ..~ GBSII-CRM, 4. GBS TV-

CRM, o, J2GBS V-CRM, o, FEA/Y 8 e i E /NER R P ZE OPA S Y.

[04991  FEZE0.3MI6 LR FH R N it A2 A Imeg S5 CRM, o 88 511/ MAGBS I Z 4 (CP) 11
FE 46 7S HMEVECD - /NI T S B A =K P A S s /N B BT 7 S A i 5 22 )
A B TSR OPATH JE (pre-existing OPA titer) o iid P S/ IZ 5
HH AR (cognate) GBSIfILIE L IOPAZS H2K H PD3IVIILIE o M S B AI4 TR O F R E 1 TOPA - 45
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RimosT MyIER23 24
[05001  3%23: FIAMAGBS CPS-CRM, o S S W G Bea IR/ INEUIR ) LT~ 22)0PATR 2
Ao 75 A JUATF 34 OPA %
)i 4
Ia 300
[0501] Ib 417
11 610
111 188
1V 3140
\Y 378
[0502]  3%24: FIAMAKGBS CPS-CRM, o S S WG Re a1/ NS 528 | THOPATR
Ao 75 A JUATF 3 OPA
A
Ia
[0503] L
11 12
111 4
1V 63
\Y 8

[0504] 37 A5 E B R BUE N AS B U AR T

[0505] ST : S5 MUHIGBS Ta-CRM,o,\GBS Ib-CRM,, ~GBSII -CRM,,, GBSII-CRM,,. GBS
IV-CRM, 4, F1IGBS V-CRM, g, B8 S5 W58 B S0 A )/ INBR O3 B HE B T GAH L R 7 T 25
NS

[0506]  {E250.3F16 i 22 P it bl Imegf) 5 CRM, 4 28 S5 I MAGBS  CPAEIEN:ECD- 15
BALB/ c/INR S A — 2K o fi JHIATPO, 5k QS - 2 LAE 7 751 1l o 1M1 775 28 % J R OPA (serotype-
specific OPA) MFXPD3IMIE , AR50 H Ho i Bk a5 1A G624y (immunoglobulin G fraction)
FEMROPATE P K52l [ TG OPATEPEARIE(L 2 6mg/m1 (£ 1E /NS 19 1 g G & 7B
W) BT 7SFHGBS  CPSERE W34 & H A B 205 14 (opsonic activity) FIgGhuiA (K
Do

[0507]  5jiEf58:GBS Ia-TT,GBS Ib-TT,GBS II-TT,GBS IM-TT,GBS IV-TT}:GBS V-TTHE
WM E YR AT G- Fh 7 AEOPA S Y

[0508]  PL50mcg/ml ) S5H 45 RIS 2R A TUGBS TG A TaZ Kt 10meg/m1 1 S 1% 475 X2
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A2 (tetanus toxoid) X IGBSIMIG A Tb 2 . 50meg/ml ) S 475 X 28 2 28 5 GBS ITIL
T2 I 220 . 50meg/m1 1) S5 A7 A 55 2 2R 5 (M GBS L AU T 204 . 50me g /m1 [ S5 475 LS
B RS TICBSIMLIE LIV N 2 50meg/ml (19585 5 A 5 22 88 5 GBS I 1LV 2Bk 7
T RPN =R s — AR iR 5E 2 B R 7 (Complete Freund’ s Adjuvant) ,|fi%H
M =S R EA e B (Incomplete Freund' s Adjuvant) o 1ZZ8 Sl I
YRR 7K Y- >95 % 1 220 S« CDAP (WU RATIIRR 1 - 550k - 4 - — FHASEN e (b2l o f S it a4 v
A A 1 OPAIIU H PD3 G 88 SN o HILTF R B S s T3 250, T4l b i TG B lWos T N2k
261, HTTZATIGBS G B Ta Ihy 11 L I TV RV IHAE S H o B s T

[0509]  F225: HIAMAGBS CPS-TTE AW T (b o - IMIG 19) LIT - Y50PATH &

i JUATF 3 OPA
GBS @ iFH FE
[05101 | Jp 11550
11 36753
1V 34345
[0511] 326 IAMAGBS CPS-TT ST b fe 1IN (1) LT F-24J0PATR i
JUFT# 3 OPA
GBS M iFH #HE (1 mg/ml
pAb)
Ia 7190
[0512] Ib 2817
11 41870
11| 40146
10Y% 15565
\% 12124

[0513]  SZJHEA9 : NTGBSZR S th A AR N R KIS 2y AE OPA S N

[0514]  AE2B0.4MI8JH AL LA ER (intramuscularly) A ST (hexavalent) BiEREEER
(GBS6) £z ¥ = 2RI (rhesus macaque) G V=K -GBS6HL 1 FUFFGBS Ta-CRM,
GBS Tb-CRM,, GBS I1-CRM,, GBS ITI-CRM,, GBS IV-CRM,, JXGBS V-CRM,, . i fuHis
FRER (A1PO,) VE M4 77 HLe ] 5me g 19 7% 458 5 Wl lie 115 0me g 1) #4528 571 « £ — 41t ] Sme g 1)
B HAEAFA . FYZR2THIA B T FE (immunization schedule) s

[0515]  Fe27  fE7E T oAt +1 R % Immunization schedule of rhesusmacaques
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B & N MK 3
o NHP ¥ AIPO4 HHEF %, % 4 it
¥ (B4 WA AR #iE XE&k (A)
[0516] #)) (mg/mL)
1 10 |5pg 0.5 1.0 mL IM 0,4,8
2 10 |50 pg 0.5 1.0 mL IM 0,4,8
(05171 |3 10 |5pg X 1.0mL |[IM 0,4,8
[0518]  1H 1 OPASS AT e BE I (preimmune serum) K [ PD3 I H IO & TR h

(IRITA 7S RNGBS LI 2 o AR S e A4 HR IR FET TOPA S R o T N Ak 2829 o AE i f1
JNAILIR LTI, R INEAIR B (A1PO ) P27 771 5 1 AR OPA S L (S5 1T (pre) 2]
PD3FYII PN 5 FTHE R BERTT/PD3 (pre/PD3) >1) o AN I K Sme g/ 28 5 W5l i 5
AR ORI T 2R A R S AT T 2R P AT A I OP A Y

[0519]  3528: FHIGBS6 et HiT Al S LRI b 1 T LAR) - 4J0P AV i
5mcg + AIPOs |50 meg + AIPOy |5 meg RAEHA

o FA | Pre PD3 Pre PD3 Pre PD3
Ia 97 2907 | 118 8106 | 166 69

o520 11D 53 3821 |53 2957 |50 313
11 54 980 62 764 61 362
1111 105 7759 | 204 8448 | 762 4515
v 78 2350 |89 3331|309 899
\% 233 5556 | 442 16476 | 6192 | 4226

[0521]  3%29: HIGBS6 S et i TE TRk I OPATH B I FH5 4K
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£ FA | Smeg+ AIPOs | 50meg + | Smeg RAEA]
AlPQOq4
la 30 69 4
[0522] Ib 72 56 6
11 18 12 6
111 74 41 6
1V 30 37 3
Vv 24 37 1

[0523]  SZJEA10 : /NGBS SRS W AE KB A OPAS N

[0524] 28R [N 4% (subcutaneously) , PABmeg/ml [ 7EGBS6 ZAHL A e it (A= Al
IrpFTHC R, HA BN A BERRER (ALPO,) ) R 5285 Pk e o - 1 — G KR (Sprague-
Dawley rat) Pt iR AL T (preimmune) (GL£k (baseline)) MZ525J5 (post -
dose) PRI S T 7S FIER (cognate) GBSIMLIG A fHJOPAS 1R B2 (OPA assay
titer) o« fEGBS 384FL5 M=, (GBS 384well assay format) HIillE: & LI 2 [ OP AT & T
T FFHEE (Fold rise) o Jith JTIGBS6HE M R ERAE 55 71 & Jmy H AT W AR A I 2R () s ok
IIREVEDUAN R (functional antibody response) ; *4JCA1PO f7AEMS , AE MMIF AL R AT I,
FIHEINT 2 20565 , TIAFLEALPO, I, BEVEIBIFE L1 % 29465 (530) - %30 HI7SNGBSLE G s i
TR ER , FEVIER A RIS 14 (OPA) 434 Hh, 7E S8 275t (PD2) J5 AT I THR5 4L

1. 2. JUATF ¥ OPA #EEMNKEFE PD2 65 L4+
8
3. GBS o & | 4. & AIPO; 5. £A AIPO,
Ia 36 11
[0525] Ib g 39
11 205 294
111 107 141
IV 45 33
V 185 195

[0526]  SEfol11 : DAERANT 5/ S M GBS KSR S 155 T T ie (e i M2 E 57 (ol R R f AR
A 5 -GBS TNl VIR AL AP

[0527] 2Pz AR DA U S b B ik i 5 47 Sme g /m1 %26 54 ) 100me g /m1 A1PO,
MIGBS6HE T WGBS TTTEk VAT HHZR St (monovalent glycoconjugate vaccine) (%7
£ 10meg/ml L5 ) 100meg/mI FJALIPO,) Bk PR BEA xS 4] (vehicle control
alone) J5HEEECD- 1NGLAEN = 2K oA 3= A SRR Z2 7T (brecd) /NEL AT HESE RS
B, PAGBS 11775 28 I 5k GBS 1775 VA R R BUL I i (1ethal dose) Biks (challenge) iz it
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/NSRS AR I AT T L 90/ NI - PAGBS6+A1PO, 5GBS TTT-CRM o, +A1PO, SLie k(1
o (dam) Z5 H 4D B B 2RO PR DT (p<0.0001) KT (OGBS LI 2 I o . R AL, DA
GBS V-CRM,,,+A1PO, oA MR (dam) 25 H AN L 2 2 PR P (p<0.0001) X HTEm
GBSIMIE VI i+ (1ethal GBS serotype V challenge) .45 n 33170,

[0528] 31 : MY AN S GBSEE Pt A Re A G I Ja AR A 7

b BEERIARER (% B
AR RN A A R
GBS6 %,
P Tw&%a@ii% o A BB | A B 4G
[0529] " FHER 73
28/28
1 20/22 (91%) 9/29 (31%)
(100%)
\% 35/40 (85%) | 3/27 (11%)

[0530]  SJiEfHI12:GBS TI1EvEEHUALE A FRINII#E Zh s (Passive Immunization) i
R ER]

[0531]  DLBFRMIE R Ta  Ib 1T\ ITT K VI TR S /NER S e b DA AE BT B B A I3
JUTTT (GBS II1) BAVTIEHUIR (mAb) o B PRGBS T11-45 5 mAb YoMk (GBS I11-specific
mAb clone) , Ff AR AERL 748 IR BIGBS TTIHYCPHImAb . 7E FHIG RGBS 11143 &bk
(clinical GBS IIT isolate) Bt pil6/N RiGBSIMIGEHUITT mAb# AT 20 i (Fdin=
10 7Ry S288) o Bk i PU /N SR AL T 5 AT 2 CFU (remaining CFU) o DAGBS I11
mAbJ&ETT ] A4 ER R [F Y RICFU (recovered CFU) ih4logik B e (ML5632) o

[0532]  #:32:GBS ITI mAbP&{EAHE R HICFU

st B4 CFU (log)
[0533] gg 1 GBS 111 mAb 1.8
i 7.5
KB 2 GBS IIl mAb | 2.4
[0534] x:J_HR 6.4

[0535]  SJiEf5113:GBS Ih LTTAIVE pa T e A4/ NN 1 sh S i s HOW A=
JE I IE IR IE ]

[0536]  fifi FIFRiERE P LA LU BE R (GBS Ta-CRM, oGBS Ib-CRM,, GBS II-CRM,,. GBS
ITT-CRM, o MIGBS V-CRM, ) TR IR/ NR™ A B e BB (mAb) o SRS, B AmAb ) RE 7R
(specifically recognizing) iZ5FIMIF L H 2 TG U I 2 o 70 A4/ INER o0 B T 29
247 A8/NI, B4500me g /m1 FE THGBSIMIFE A Ih (GBS Ib) mAbGBSIfIFAIII (GBS III)mAb.
GBSV (GBS V) mAb B[] FIZPERL (isotype-matched) X HmAb# 21t FH1Z PAZ42/)N
e AR5 24 2248/ NIF, DAGBS Th GBS TITkGBS VAR 1) EAE 71 5 T 2 Go BV e B
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A A IE TG 196 /N o 5 DK imAb S s b ZAHLE B, AGBS Tb mAbGBS TTT mAb.
GBSV mAbG Ak e T AR B IO 2D B DAGBS L e A7 2 bl 2 e (Le33)
[0537]  #%33:GBS T11&V mAbXE NG AIIAETS

BRI T BRI AT &
4 R % A&
GBS & fo 7 % mAb I mAb
[0538] | &Y
Ib 80
111 93
\% 100 12

[0539]  SZjitifh14 : GBSZR S Wit RaE

[0540]  FAN[FIpHZK-F-, 71 1 OmMBE HAMR £5 - i R ER AN 155mM NaC1rh 43 BIECHIGBS Ta-CRM 4, «
GBS Tb-CRM,,,~GBS II-CRM, . GBS IIT-CRM,, GBS IV-CRM,, GBS V-CRM,,., PAMRRZEA
YIrE #7251 (accelerated storage condition) FIIFREM:E .0 FHIVEA DL
(i SEC MALLSIURE) AE50 CAifi fr-4 il Jer il it o 45 R R T2 TH

(05411 FEZR3AM LRI & FHEE P4 F RGBS Ta-CRM,, GBS Th-CRM,, GBS I11-
CRM, 4, B2 GBS TV-CRM, o ZR 5 MM IRER AL Aa E P o AE3T CREAF 1A HJ L 8 FHHPL O it 225
MR (N- R4 28 (N acetyl neuraminic acid) ;NANA) .45 R T-2E8IEH.
[0542]  P/MFFCEEIT %A A el 6. 0D 1 SEBLEEAT , LA/ ZIpH 6. 5.

[0543]  Fe34 . TR AR E MEIRIE I 26 i 451
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pH 3 HREmM) | LA+ H) % A F R E
(mM)
5.8 X 0 RHBRH 10
6.2 X 0 R HE 10
6.6 x 0 R 10
6.9 x 0 KB 10
5.8 NaCl 150 RIB 10
(0544] 6.3 NaCl 150 HHBRHE 10
6.6 NaCl 150 IR BR 10
6.9 NaCl 150 R H 10
6.1 % 0 48 R 10
6.5 X 0 8RB 10
6.9 X 0 AR 10
6.1 NaCl 150 8RB 10
6.5 NaCl 150 41 R B 10
6.9 NaCl 150 41 R B 10

[0545] 57515115 : GBS 1 71

[0546]  hy T R 2 IR B, B I 40 R e33R IIATIRI 28 v 24 A — 2 B #IGBS Ta-
CRM,,GBS Tb-CRM,,, GBS T1-CRM,, GBS TI1-CRM,,, GBS TV-CRM,, GBS V-CRM,,.
(GBS6) o 7t I A A M A A e A1 01 5 pH : O GRIE RS HIFIND A5 C1AS FJE /125
CI HIa M AE3TCIA Hm AR IS FAERAE D 2 i B il 770 b W 2 pHER AR 1 75 il 1]
TR AR A A DL B4R 85 R o T EI9 A 100 .

[0547] TR IAEH SRR LR PR BN GBS Z 5 S R 45 5 O SER « LA RIS [k B R 28
P (10meg/ml F140mg/m1 )£ IMLIH 28) FNZORAS ] e 1) 2H 2 FR A E0 /5 150mM. NaCl . pH
6.5[190.01 % Z& 111 AR AE-80 /0 . 5Smg/m1I¥EALPO, 1 ER FFC ) 771 o 2 1o 0 5 938 iy P 2528
YIS E KSRGS ESYINERINE BRGNS S YN At i Mk B
DL 22 65 5 IO 05 1« B 8 8 I 1) ) B0, TR BRI R U0 IR AR A, R A b ik
(nephelometry) PAPU & MG AL 1 I 75 20 FF 1 22 ve B Pufk (serotype-specific
polycolonal antibody) Ml 45 G HISE WD 455 on TR & 1200 45 50 % B A SR 2%
PRI B2 5o 25 LTS T S ER A5 A I E 49 Bl IR M £ e T ) e P Pl e v 7 e ) B DR B
[0548]  EATHEFEWIFT (agitation study) DAEFRARI B8 11 AL - 80 (PS80) [z o Pt
5 20mMA1 %R , 150mM NaCl,0.5mg/ml A1PO, (5 AAAERY) , FIASE PS80, 75001 % PS80,
0.02%PS80.5k0.03%PS80 (pH 6.5) [XJGBS6RCHIFITEHEHE & 17 (agitation stress) ML
PUEPESIR (total antigenicity lost) [Horth SKEFSEIEFE 1 RCHIFIE S &S (syringe)
{E 7= 5O00RPM N3 PE 72/ N o W BRI CRESTPE) 15 =G F 72/ N o 8521 B 7R T IR13
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.

[05491  JAHF5T T GBSO il 711 Fh 1 BH ik BE LA E FEX GBS R G 4 & 2 RN i o W 2
10mMZH 2412 , 150mM NaC1,0.02%PS80, % 0.25mg/m1.0.5mg/ml . 5%0.75mg/ml 51 .0mg/ml
IPE DR (A1PO,) 4R (pH 6. 5) IGBSERCHIFIMI SR 45 S MR S E b . 5
ATPO, 25511 13 LRI ALPO i BE R S I 38 hn o 25 R s T 14

[0550]  SiZjitifh16 : GBS6YA R T-Hpfic il 71

[0551]  JlIitGBS6 (GBS Ta-CRM,,, GBS Tb-CRM,, \GBS TT-CRM,, GBS TTT-CRM,,. .GBS TV-
CRM, 4, A GBS V-CRM, ) 1925 it s T B i 57 R A M o K 45 20mMEH 2R (pH 6.5)
0.02%PS80.£)28mM NaCl, }5.5%7.0% ~58.5% (w/v) [(IHERHAIAL (10meg/m1) FlIis
(50meg/m1) F AL T8 725 C4 H AE3TC4N H K& AEB0°C LA A, il pH oK
G VA T B RN RS M AR DA /K 73 ORI R R |, T Fe il 38 € « It
AN, AR A B HIFIAES C 37 °C L 4194 H A PAMAES0°C 1\ 28014 5 I £ s 2 4 Ve
A (antigenicity recovery) 47k .45 8~ T E15F 20,

[0552] A FF AL 7 H T 40meg/ml 55 GBSO BC I IR AR L : 1) 7% (w/
v) R, 2) 2% (w/v) FERANA % (w/v) HEHEE, 3) 3% (w/v) FERENI3 % (w/v) HEWE , 4)
2% (w/v) FERERI4 % (w/v) H2R, 5%5) 3% (w/v) BEREAN3 % (w/v) H 2 « BT AT TR 1l 5751
LE5°C3N H.25C3 H.37°C3N H M50 CIA HIE EpHAIZKS3 (moisture) HFaiE G
BR) o AN, AT A BCHFIAEE2-8°C 25 CAI3T C 1 3FITA HIE , MAESOC 1\ 2045 f5 119
FIMIF PR E I T 25 R B s T E21 2 25k .

[0553] i H Lk ok e MR AE EE A1 R TR EC ) 71 (reconstituted lyophilized
formulation) FIVRAECHIF (1iquid formulation) FRIIGBS6RE i 1 S5 REER EAA T 45 51
U E 57 b o il 25K 5 (10meg/m1) M7 i (50meg/m1) 2 A 20mMEH 2418 . 0. 02 %
PS80.7.0% (w/v) JRiH S 500meg/ml R A E R IR R T BR (144 T SR RTRLAAIE 7l 751) o 38 NG
RS EN (NaCl) 3 LA E PR 454 (antigen binding) FSEM o ¥4 T il 77 A
TR S5 557 00 B T2 35R136 7 o 24l 11291 50mMul BE =5 FNaC LR FEEIN , 4 T
FRARAL G 5 BB e 1 77 A D A 2 o 45 2R

[0554] 235, HAT AN INaCLE IR HI A d5 TIEmt il S s R sR 45 S I U I 40 bb

[0555] NaCl Ia (%) |Ib 11 111 IV V(%)
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(mM) (%) | (%) | (%) | (%)
10 ~23 40 36 |31 (34 (38 (39
mcg/ml | ~80 46 45 |37 |40 |44 |44
8 & &R | ~150 78 69 |63 |62 |8 |84
oY wl
7.0 %
0sse] | SEHE | ~300 |77 64 |63 |60 |79 |86
50 ~23 21 23 (24 |18 |27 |24
mcg/mL | ~34 24 23 |23 |21 |27 |40
8 & & | ~150 66 58 |52 |46 |65 |67
a4
w/
7.0 %
A ~300 65 56 |50 |48 |66 |64
[0557] 36 HAAIRINaC L AT S RERRER 45 B iU O TT 45 H
NaCl Ib |II I [Iv |V
Ia (%)
(mM) (%) [ (%) [ (%) | (%) | (%)
40 784 |72.4 |629 [73.3 [70.9 |70.8
10 100 61.0 |63.3 |52.3 [51.9 [49.8 |53.9
meg/mL 150 727 |77.0 |68.1 |67.1 |64.0 |71.0
[0558] vl 200 67.7 |73.0 |58.6 |52.3 |51.9 |60.1
o : : . . : :
300 783 [79.2 |71.1 [57.1 |58.0 |74.1
50 100 50.5 |38.3 |49.0 [52.8 |51.7 |37.9
mcg/mL | 150 49.8 |37.6 |49.0 [50.8 |50.9 |38.7
8 & 2200 40.1 |35.9 |453 [47.4 |44.0 |34.7
a4 300 40.3 |41.9 |509 [42.2 [43.5 |37.5
[05591 AL IHRY T 1A

[0560]
[0561]

AR IR AL W F3MNR S )T 5 -

Cl. i 2 - A o

AR A
2

Horh 2B 2 AR K5 12060 % o
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[0562]  C2.4NCTIM G BEITIE G AW, Horh 2 e iR S0 F1 i R 0 Al s O e« I 7
Ta Ib IT ITT.IV.V.VI.VII.VITI & IX.

[0563]  C3. gnC2iy iR &, Horh A2 I 2 T Al T a

[0564]  C4. gnC2My LM ELR S, Horh A2 I 20 T AT b

[0565]  C5. 4C2HI AL PEER 5, Hor A2 O LTS AT T

[0566]  C6. gnC2MI TN ELR S, Horh A2 I 2B o T AT T T

(05671 C7. 4pC2H) AL PEER 4, Hor A2 O LTS ATV

[0568]  C8. gnC2iy TR &, Horh A2 2R o T 2V

(05691 CO. UPC2HI AL MES 4, Horn A2 O LTS AUV T

[0570]  C10. qnC2f G el g & ¥, Horp S IR 2 I VI T .

[0571]  C11.4nC2M el g & ¥, Horp S IR 2 M s UV IT L

[0572]  Cl2.4nCer G el 8 &, Horh S IR 2 M I AL X

[05738]  C13.40C1 2= CI2HE—TI B & ¥, Horp i e 2R IR R K e T
£995% .

[0574]  C14.40C1 2= CI3HE—TI AL GRS S W, Horh 2 e B R KP4
100%

[0575]  C15.40C1 2= CIAHE—TI A LR & ¥, Horp i e 20 T M 2 b LA
F/D2J0 . 6mMIHERTR «

[0576]  C16.40C1 2= CISHE—II AL S ¥, Horp i e 20 T M 2 b LA
/D20 . 65mMITITERIR «

[0577]  C17.40C1 2= CI6HE—TI A LR & ¥, Horp i e 2 T M 2 b LA
F/DAY0 . TaMAHERTR «

[0578]  C18.40CI 2= CITHE—II AR S ¥, Horp i e 2 T M 2 b LA
/D20 T5mMIF R IR -

[0579]  C19.40C1 2= CISHE—IIM AL S W, Horp i I 20 T M 2 b LA
/D0 SuMPITERTIR -

[0580]  C20.40C1 2= CIOHE—TI AL S W, Horp i I 20 T M 2 b LA
F/D20 . 85mMIFI TR -

[0581]  C21.40C1 2= C20HE—TI T LR & ¥, Horp i e 20 T M 2 b LA
F/D2J0 . ImMIHETRTR »

[0582]  C22.40C1 2= C2IHE—TI AL S ¥, Horp i e 2 T M 2 b LA
F /D250 . 95mMIT TR o

[0583]  C23.40C1 2 C22HE—TM AL LR S ¥, HLrp L e 21 53 -1 ) ZJ5kDa
Z#)1,000kDa.

[0584]  C24.40C1EC23HE—TI AR MEL S 1), Horp S 257 1 W4y
25kDa % 2J750kDa..

[0585]  C25.40CL E C24HE— T B IR MR &1, Horp S I 2 47 1 W 4y
25kDa % 2J400kDa .

[0586]  C26.40CL E C25HAE— T AR MEER S 1, Horp i S 2 M 47 1 W4
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25kDa % #J200kDa

[0587]  C27.4nC1ZEC25 W —T B G, o 2 IR o 5 oh 2y
100kDa % #J400kDa o

[0588]  C28.4NC1 A C27HHE—TH R A1, o 22 A5 5r Fi  £)300kDa
% #320,000kDa.

[0589]  C29.4NC1 = C28H{E—T R I 5P, Hob 2B 5P i 41,
000kDa % #]15,000kDa.

[0590]  C30.4ICL ZEC29HE— T R VRS &, Hp 2B &Ny = h 241,
000kDa % #J10,000kDa.

[0591]  C31.40C1 A2 C30HHE—T R R RE IS S, Horh 12 IR 21 290 % 5 2940 %
0- k.

[0592]  C32. 4IC1 & C3IHE—T I R A1, Horh 12 3¢ ]
215% o

[0593]  C33. 4IC1 EC32HE—T [ R IR A1, o 12 3¢ ]
2J4% o

[0594]  C34. 4C1 FE C33HE—T [ R A1, Horh 123¢ ]
233% o

[0595]  C35. 4NC1 ZE C34HE—T [ R L A1, o 123¢ ]
292% o

[0596]  C36. 4NC1ZEC35HIF—T I GRS 51, Horh 12 2 R0 - Otk /DT
291 % o

[0597]  C37.40C1ZEC36HT—T I e BE e 28 51, Horh 2 I B 20 i T mM 85 52 PR T
HHAFEZE /D250 1M 0- 2 FRTE .«

[0598]  C38. 4NC1ZEC3THIME—T I R Z 51, Horh 2 I B2 i T RmM 85 52 PR T
HHAFEZE /D250 2mM 0- 2 FRTE

[0599]  C39.4NC1 ZE C38HT—T I R L 51, Horh 2 I B 20 i T mM 85 52 PR T
HHAFEZE /D250, 3mM 0- 2 FRTE .«

[0600]  C40. 4NC1ZE CIIHT—T I o RE 2 51, Horh 12 I B 20 i T mM 85 52 PR T
HHAFEZE /D250, 35mM 0- 2 FRTE .

[0601]  C41.40C1 % CAOHT—T I S RE 2 51, Horh 2 I B 20 i T mM 85 52 PR T
HHFEZ0. 4mM 0- £ TRTE.

[0602]  C42. 4nC1ZE CALHE—T I R RE 2 51, Horh 2 I B 20 i T mM 85 52 PR T
HHARE/ D T-290.01mM 0- ZFRTE .

[0603]  C43. 4NC1 ZE CA2HT—T I S RE IR Z 51, Horh 2 I B 20 i T RmM 85 52 PR T
FHARE/ D T-290.05mM 0- 2 FRTE .

[0604]  C44. 4nC1ZE CA3HE—T I R ZE 51, Horh 2 I B 20 i T mM 85 52 PR T
FARE/ D T-290.04mM 0- 2 FRTE .

[0605]  C45. 4NC1 % CA4HT—T I e RE IR Z 51, Horh 2 I B 20 i T mM 85 52 PR T
FHARE/ D T-290.03mM 0- ZFRTE .

P

LHI0- LEAL DT

P

LHI0- LEAL DT

P

LHI0- LEAL DT

P

LHI0- LEAL DT
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[0606]  C46. 4ICL ZE C45HT—T I R A TELE A1, Forb 12 e B 20 i TR 5 3 R T
T dh/ D F£50.020M 0- ZFRTE.

[0607]  C47.4nC1 ZECA6HE—T e S 1, Hoh i 2 & B a5 HAE A
%K.

[0608)  C48. JIC1 HECATH(E-— T G AE AP £, FCof, WA R FORN, 5
[0609]  C49. 41C1 FC48HT— T Tz I M S5, Horp i BUAER IO CRM, g, 0

[0610]  C50. 3 KL HHIN T i, BB A AT 5 S e 2 R ) 4 T 4 b
Z5 (cell broth) &MV

[0611]  C51. 4NC501¥) 5 ik, Horh  iZ4H R e AR 24 (not 1ysed) 1.

[0612]  C52.41C50EE111JT ik, Horh A ARSI (heat killed) .

[0613]  C53. 4NCB0 = 52H Ty ik, Horh iz 7y ikt — D ia e O B AR k4t k)
PPy (cell paste) .

(06141 C54. JICB0EB3IPHE—Tft A7k , ok, My bt fu i H A 0.

[0615]1  C55. IC5AIy ik, Sk, o TR B IS (diafiltration) .

[0616]  C56. AIC50 55HE Ty  Fo P 107 s 0 MO ANEE e 4 10 4ty
TEAH . LFLBEPK A (Streptococcus agalactiae) Wi 854 FK I (Streptococcus
pneumoniae) 4w Ay 49 BR A (Staphylococcus aureus) - 4 25 5Bk A (Neisseria
meningitidis) « KA A (Escherichia coli) 52V IFFE (Salmonella typhi) i)
W& IMAT T (Haemophilus influenzae) « v 'e 1 & AT (Klebsiella pneumoniae) <K%
BREE (Enterococcus faecium) N ZENZEKEE (Enterococcus faecalis) o

[0617]  C57.4NC561) 572, Horh  AZ AR e FLAE PR A .

[0618]  C58.41C50 & 57 HI{T— Tl Jy 7, Horp iz A WL N AT 2 1 = i & 9
(derivatized hydroxyl amine compound) .

[06191  €59.4nC50 2 58HE—TII¥ 5k, Horh el Jy sl 21t 2 b e A1 AT 2 e o
[0620]  C60. WIC50% 5OFRFE—TGiffy ik, 3ot Kalei 11 i 17 2EL O, — 2 s
JfZ (dibenzyl hydroxylamine) ; ~Z ¥ (diethyl hydroxylamine) ; 3%
(hydroxylamine) ; & % (ethylenediamine) ; —Z VUi (triethylenetetramine) ;1,1,4,
7,10, 10SHE=2PUle (1,1,4,7,10,10hexamethy]l triethylene tetramine) ; 2,6,
10, =HH:2,6,10=% %4« +—%¢ (2,6,10,Trimethyl 2,6,10triazaundecane) »

[0621]  C61. YICE0ZECO0HE—TIRI Iy i, Forp, BRI ) £ 5uMZE £J200mM

[0622]  C62.UNCH0EC61 FRE—R i, Hdh, N [pH NZ)5. 558 4995,

[0623]  C63. 4NC50 5 CO2 T JS 7%, FHorp, IOWAE£I20°C 2985 CHYIR EEIEA T
[0624]  C64. 41C50ZECO3HE—TI 5 ik, FHorb, S B [RI A 2010/ INI 22 2990/ N

(06251 065. 5 1C1 T CADH TS St M- 25 1 A A i B, 3
BRI AICS0 oA T T 45

(0626]  CB6. S A8 1 A Py, B0 4 AICB0%E 8 31075
SRR,

(06271 C67 . S8 54, 3 B 1O CA95KO86 T S S T S -8 1R
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e

[0628]  C68. TRt &), HAa &2 -E A g &, Hh , 28G5 5ok B BikEE
ERER (GBS) I s U IV Je 2 /D — i 5 AN LT B SR 20 0 , 12 3 AN LT 2Rade F Fl 1 A1 B
ARSI : Ta Ib IT III.V.VIVIT.VITT K IX,

[0629]  C69. WiC68IM el L &, Hir %z D —Fh Sy ANIIE o La.

[0630]  C70. 4nC69r) Bzl 5, Horh izl 5 Widt— P a5 5 A 2k HGBSIIE 2 b
ISR S -

[0631]  C71.41C69EkCTOM et A1, Horh 2 & it — 2 B9 547 2Kk FL GBS
TN IR AR S o

[0632]  C72.40C69 & CTIHE—I I e i AL &9, Horh  Z Al Wit — P a5 5 A2
H GBSIILIE M LTI TR AR 5 -

[0633]  C73.41C69 R CT2HME—IlN TR I E A &, b 2 &t — P a5 50
H GBSIILIE VI F B2 B 5 -

[0634]  C74.41C69 R CTIHE—IIN TR EN &Y, Hh 2 &t — 2 a5 50
H GBSIILIE VI I 2S5

H

o

H

I

H

[0635]  C75.4[C69FE CTAHPT—Ti M s i E R &0, b  Z4H &S 055 6%

[ GBSIMLIE BRIV I T I LA 85 540 -

[0636]  C76.40C69 = CTSHE—I Ry R a5, Hoh izl it — PS5 A2
[ GBSIMLIE BV I T T SN 2 M 2R 50 o

[0637]  C77.41C69ZECTOHVT—IiH sl ME Al &, Horb iz 5P s & h ok
I GBS LI L IX S IR L M8 50

[0638]  C78. QC68I AL A 1, Horh 1z 5 /D—Fh A ANIMIE N Tb.,

[0639]  C79. UnCTSIM B IELAL S, Horh  Z A 5 Wt — P 0554 2k HGBSILIE T T
SRR 2 B S5 o

[0640]  C80. 4NCT8EKCTIRY et 45, Horh  iZ Al S Wit — 20 00 256 2K F GBS
T TN Z B S S o

[0641]  C81.4ICT8ZEEC8OHMT— I\ sl ME Al &, Horb iz 5t P s & h ok
H GBS VI TR 2B 25 o

[0642]  C82.UNCT8EC8IHE— T eI MEAL G, Horp iz Al St b 55
I GBS HILIG VI IR 2 M85 o

[0643]  C83. UICT8EC82HME— T eI MEAL &, Horp Al St b 55
[ GBSIMLIE BRIV I T I LA 85 540 -

[0644]  C84.4ICT8EC83HE Il e M EA S, Horp A St — P a5 f
[ GBSIMLIE BRIV I T T SN 2 M 2R 50 o

[0645]  C85. UNCT8ZE C8AHT—I 1 LA &, Horh  ZL Wt — P 55k
I GBS LG T IX I IR 2 M8 50 o

[0646]  C86. QICESI AL I 1, Horh 12 5 /D—FP A AN RN T

[0647]  C87. 4nC86HI AR MEA S, Horh iZH AW — 0SS K A GBSIMIEZUTTT
IR LIS -

H

H

H

H
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[0648]  C88. 4NC86EKC8THY T I S, Horh , iZ4l S Wit — 20 (0 &5 2K F GBSIL
TV FE 2 MRS S0 o

[0649]  C89. 41C86 X C88HIE— T e I MEAL &, Horp Al St b 55
I GBS HILIE VI IR 2 M85 o

[0650]  C90. #1C86 % C8IHME—Ii [ e i MR W, Horp iz St — P a5 f
[ GBSIMLIE RV I T I LA 85 540 -

[0651]  CI1.41C86 F COOHE—Ii M e MR W, Horp iz St — P a5 f
[ GBSIMLIE BRIV I T T SN 2 M 2R 50 o

[0652]  C92. UNC86 % COT T —I 1 LA &, Foh  ZL St — P a5k
I GBS LI T IX IR 2 M50 o

[0653]  C93. QICE8I AL AN 5, Horh 12 52 /D—Fp A AN IS RN TT T

[0654]  C94. 4NCI3MIRBENIEA S, Horh  Z A S dt— 25545 2k F GBS LG BV
By SN YR

[0655]  C95. 4NCI3EkCOLR et 45, Horh  iZ 4l S Wit — 20 (0 &5 2K F GBSILI
VIR SN MR S

[0656]  C96. UICI3ZECI5HMT— I s PE A &, Horb iz Gt P S & h ok
[ GBSIMLIE BV I T I LA 85 540 -

[0657]  C97. 4ICI3ZECI6 HMT— Il s ME Al &, Horp iz 5t b s & h ok
[ GBSIMLIE BV I T T SN 2 M 2R 50 o

[0658]  C98.4NCI3ZCOTHIE—I I TR Al 5, Hoh izl it — PS5 A2
I GBS HILIE T IX I S IR 2 M8 50 o

[0659]  C99. QNICE8I e AN 57, Horh 1z 5/ D— A AN IS BV

[0660]  C100. 4nCOII f e i MR 5, Horh iz el St — 2 856 2K I GBS UV T
SRR 2 S A o

[0661]  C101.4nC998kC100HfF—T I e I MR AL &S, Horh izl E Wt — b w55
>k F GBSIMIG VI T LA I8 510 -

[0662]  C102.41C99ZECLOL DI e i Ve &, b izl 5t — P aaf
>k FI GBSIMIG RV I T T SR 2 M2 50 o

[0663]  C103.41C99ZECLO2HTE— DI e i Ve &, b izl 5t — P aaf
>k H GBSIILIE T IX I FE R L IS5 o

[0664]  C104. 4NCO8HI TP S, Horh 1z 2 /D —Fh S AN LV T

[0665]  C105. 4104 B it 45, Forh izl G it —0 5 & K H GBSIfLIE
VIS 2RSS

[0666]  C106. 41C104 K CLOSHVE— T R I ME AL &, Hoh A St — P a5 5 A
>k FI GBSIMIG RV LT T SR 2 M2 50 o

[0667]  C107.#41C104 % C1O6 T — Tl e R &0, Forh izl &t P 5
ok H GBSIIIE R IX A JE R L B 5 o

[0668]  C108. 4NC68HI TR ELL S, Horpr 1z 2 /D —Fp B AN IS A VT

[0669]  C109. 4NC1O8MY S AL &9, Horb  Z Al St — 0 556 K F GBS I i 1Y

H

H

H

H
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VITI SN IR S

[0670]  C110.C108EKC1O9HT [ sl PR 5, Horh  Z A Sl — P & E&h ok
H GBSIfIIE R IX I SN M IR o

[0671]  C111.4nC68M et &wn, o 1z 2 D — P AN s 2y VITT .

[0672]  Cl12.4nC111 S REIEAL G, Hoh 24l G it — 2 B85 Ok H GBS s
IXIFEE L MRS -

[0673]  C113.4nC112M) Sl el 54, Horhr 125 /D—Fh S AN LTS RO TX

[0674]  Cl14. Gpelithdl &y, HAaS 2 -E A g ey, Hi 2855 K HGBS
BRI Ta  Tb T TTT R IV SEE £ 0,

[0675]  C115. el dl i, a2 -m g e, H 285 WS K HGBS
MIEM Ta Ib I ITT VI JEE L0

[0676]  C116. SuRelithdl iy, A2 -E A e, Hi 2855 K HGBS
MM Ta Ibo IT I IV VI JEE 2 0

[0677]  C117.QWFEZME - 5 SN R T E A G, 22 - E O RS A ma s =
ADPARGE A H A AT R GBS T I I3 /Y : Ta s Ib IT\TTT\IV\V\VI\VII\VIII
KX,

[0678]  C118. qNCI17TI R TEA G, b 2 G B 2 2 /D 1 PIGBS Je I 2 M 111775
i,

[0679]  C119.4nC117ERCLIIN AL M EAL G, Horp 2G5 2 /D /S PIGBS R 2
FRIIS A

[0680]  C120.41C117 2 CLI9FAE—T SRR A4S, o 24l E & 2/ 0L Fh
GBS 2 WML i 2L

[0681]  C121.41C117 R C120FAE— T SR B I E AL G, Horb 24l E & 20 Bl
GBS B 2 WML i 2L

[0682]  C122.40C117HECI21FPE—IN T itk S, Horb i S & 2D JUF
GBS B Z WM i 2L

[0683]  C123.40C117 & CL22FE—T R 4159, Hoh 2415 S GBS KR 2
FHITLIE AV

[0684]  C124.41C117 R CI23HE—T R E AL G, Hoh A S A A e T3k
(immune interference) .

[0685]  C125.41C67 & Cl124H T —T I SRR I R AL &8, o iz S Wit— b 55 2
AR IR ) 2 ) A ) AR A R B (cryoprotectant) kT AYBHE
ER YD B SRS Bk B R S .

[0686]  C126.41C67 & C125HE—T I B I MEAL G, Horh iz L St — 0 5 g2 o
7.

[0687]  C127.WIC1261 e ReI 4L W, Hor 228 b ¥k F il B Z BT 4l sl i 4
HEPES\PIPES\MES\Tris (543& | =[F (trimethamine) ) JHIRER LIRS IR £k 50 2E |
H2ABR A 2R MR FARR 26

[0688]  C128. 4NC127M Bz ML A5, Horhr 22 o AH SR -

89



CN 114010775 B W OB P 85/95 Bl

[0689]  C129.40C67 & C128 W —Ti Tz i R 20 54, Horh i i St — P & 3k
W PEF

[0690]  C130.4NC1291 o itk 4l 51, Fovb a2 3R Iis PR 570 0k F ER T AR 20 s A4
BA W BIREET E NG FEHE (polyoxyethylene sorbitan fatty acid ester) SR 11ZLfE
fig-80 I ZLEERE -60 B I AUBF TG - 40 1L BLEE S - 20 M 285 & M o ik Tk
(polyoxyethylene alkyl ether) .

[0691)  C131. A1CT30M) S REISEFEAL £, Hor, 2 T Yy L A -0,

106921 C132. 106720131 E— S S LA P74 3ot B £t 25
i

[0693]  C133.4C132(W el VRN &, Forp Az I0E B i I AT A s a4« TERs
AT W L FL R L RERE MM (trehalose) AR ML KB (stachyose) A =4
(melezitose) A28 M (dextran) « H kbl . FUBHEE (lactitol) UBEEY (palatinit) HH
JREZEZE K TR« 12 AR BB TR R A B ISR H IR i A H 2R RS SR S
R RN (NaCl) BUTRWH3  H N 7 K K OB

[0694]  C134. 4nC133M IR 54, Horh i UE A SN

[0695]  C135.40C67 EC134H ATl R R0 54, Horp iz St S5
[0696]  C136. 4NC135M T A 51, Forpr 2 o A TR 7 Qs - 21

[0697]  C137.41C136[) et tE el 1, Horp B TR A4 702k F R 20 i 4R )
21 BETR AR LR EH (aluminum hydroxyl phosphate) M A% /L5E -

[0698]  C138. 4nC13TIN Al VRN &, o 2 R R -

[06991  C139. AnC138M B VEAN S, Horh 247 AR R B R i

[0700]  C140.#41C67 % C139HAT—Tl el VA 51, Forp iz S & 22 vl R
IEVEF B AT 2257510, Forh 24 S e 2% I pH o 296 . 022 297 .0,

[0701]  C141.%1C67 & C140FAT—DTl T ie i M 51, Forp iz S & 4R VR 1
FURETR -80NaCl MATLEEFR ER , Horh  iZ 4 S W& P sl pHoN 206 02 297 0.

[0702]  C142.4nC67 2 CLAIHE—Ii g 41 54, Horh a2 5 Wt & 29 10mM 2 2
25mMIRJZH 542« £90. 01 % Z£J0.03% (v/w) IIZE LIRS -80 « 4] 10mM 2 £ 250mMINaCl Je 1:
PE£90. 25mg/ml 2 290 . 75mg/m1 [AVE Iy REER SR TR .

[0703]  C143.41C67 = CLA2HHT— T T E AL &1, Horh 22 5 (05 £)5meg /ml 22
2350meg/ml {55 o

[0704]  C144.40C67 = C143HT— T Tz I R0 54, Horh i S S T it Ar = b —
PIEANAAE N, % T8

[0705]  C145.@C1441 oz iR 1, Horh iz /D — MO0k FER N 21 i 4 s o
< TRy A AW LR L RORE IR R FR KO3 RA =R L 1 SR L H b LS
EOBRE AR« 22 2 R TR~ 1 R R I TSR B ISR T Jh e i A~ H 2R R
PR R AL (NaCL) JBEIE YRS « HHb N R K R CRE

[0706]  C146. qnC145/M Tl VR &, o % 2 /D —FE A b -

[0707]  C147. 4nC144 % C146 AT — T oA I VR4 &5, b 21 5 291 % (w/v)
E2J10% (w/v) FZ2=D—FEIE .
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[0708]  C148.41C144 % C1ATHE— TN VR &8, Hop iz S B 2 DI ANTIRE
7.

[0709]  C149. 4nC1481 SR I MEAL AW, Forp a2 S NI A7 o0 H skl sl H 2R
[0710]  C150. 41C1485kC149M T IR &, b A SRS 201 % (w/v) E2)10%
(w/v) [ 53 NRIIRE A o

[0711]  C151. 4NC143ZFE C150FAE— Il T i e &, Forb a2 4 &M K 3 K
(WET) A7) BT kSR /K AL

[0712]  C152.4nC67 = C151HE—I R S B A &, e 25W.

[0713]  C153. 41C67ZE CLo2HE— Tl R VA&, T8 A2 il RGBS T ie [
INAISPSRFa T

[0714]  C154. QIC153[MTRBEIAPEA AW, FHorb 22 1S vk R A2 10 Lo PR sl 2210
P

[0715]  C155. gnC154M e el 5, Hovb e e o2 a2

[0716]  C156. 4NC155N Rl VR &1, Horb I otk 2 /DA I YR20 5

[0717]  C157. 4nC156[M il Ve &1, Hod 2 oA S YR 27 J 22 36 11

[0718]  C158. guC15T(N A MR &, Horh 2 i 5028 sl AR A -

[0719]  C159. gnC158 A MR &, o 2 i 65 % sl AR A -

[0720]  C160. 4nC159MI B EAL 5, Horh 2328 W85 % Bl A K AU A

[0721]  C161.#41C153 % C160 T — Bl e R 50, o iz il e Ty he s 4
) (immunocompromised) o

[0722]  C162.4nC16 1A SRRl 5, Horbr 12320 Aok 1 F N2 T4l sl R R AL
PR PR« JERE B DRI HI VIS EEAE o O BT o

[0723]  C163. 4NC153 % C162HAE— Il T Al &, Forh  aZBIREE BR R o FLEEEK
T o

[0724]  C164. 5 AN BIGBEER IR 1 S se SN 1 5 1, H ARG 25 32U e A = i 4ice 7
ZCI50HE— Tl R 51 -

[0725]  C165. Pl D32 i S B R GE BR A S I wl R i 7 1k, HAu FRZA A2
Fi A SR e 7 2= C151 T —I g S R I H A5

[0726]  C166.40C164EkC16511 5 1%, Horh 1232305 TR A2 Lo sl A2 ok
[0727]  C167.40C166[1M 57k, Forp iz LM AE A2 e 0

[0728]  C168. 41C1665kC16711) ik, Horp iz Lot 2 DA R 20 1

[0729]  C169. 41C166 % C168HT—Hift) /s ik, HoH 22 LM EAE I YR2T 5 236 1 .

[0730]  C170.41C1648%C165[1 )57k, Hirh , iz 52 1E 05 s AR A

[0731]  C171.40C170MM 57k, Forh 1232135 i N 65 50 Bl AR R A

[0732]  C172.40C170ERCITIRY ik, Hor 125205 85 50 B BEAF K A

[0733]  C173.41C164ZECL72HE—Tif¥) Ty ik, Horp iz il S e DRe 2 0«

[0734]  C174.4nC173[W 57k, Horp  izsr il B A HH R A BTl R IR AR O -
FEPE A PRI I VIR JEEE O L0 ~ BT IR o

[0735]  C175.41C164ZE CLT4HE—Tif 7 ik, Hor  iZBIREEER R M JCFLBEER A -
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[0736]  C176.4ufk, AT Z UC1 ZE CA9k C66 HHT— T G I MELK S R eI 2 4
(07371 C177. 445, AL S W1 76/ ik

[0738]  C178. S TIRIT i, H A4 3t e H anC6 72 C15 1 F T — Iy e A I 14
GEUE

(07391 C179.4ufk, Hiid AnC1 78K Iy £ A

[07401  C180 W TSz 1l i sh e S o ik, sl AP 8.

[0741]  (a) S FHARCE T CI51 FT— IR SR IR 2R 1 = AL Lk afll Tl s A M

[0742]  (b) g2 ik W U AR T e 2h S e 17

[0743]  C181. i 4NCT Z=CA9ERCO6 HHT— I SR I IR 224 - 2 A AR P i, L
5 N YRR

[0744]  (a) (GBS R 2 5 H AT SR, LA AL 275 L 20 5

[0745]  (b) BEAZERTN AL 2200 S5 A I SR DA A 2240 - S 1 R )«

[0746]  C182.QNCI8IFT i, Forfr, P8R (b) EARMEAR IR A T

(07471 CI83UACI82111 5 1k , FLrh  AZIAFIL 1y R AUFTALBN 4L : — N (DMSO) \Fh
T (sulfolane) « —HHIEFH: I (DMF) A 75 HH w9 12 (hexamethylphosporamide)
(HMPA)

[0748]  C184.4NCI83[AI /5%, Forhr, iZeia 77 oy — HHEE AN, (DMSO)

(07491 C185. QICI81Z CI84HI{E—IU[1) 5 ik, Horpy, iZ 2 M50 015 10. O /R M B AL
FBRL

(07501 C186. 4NC181 A CI8EHYE—TrK) s i, Horh A2 1y i R 2

(07511 C187.4nC186[K) 5 ik, Horfy, e AR Eh DAy = AL Y o

[0752]  C188.41C181 E CI8THUE—Ti 57k, Horh, 122858 (a) IS SN A 1/ NN %250/ )8
I o

[0753]  C189.4NC181 % CI88HHT—If 5 ik, For, Sl SN (1t JEE PRAFAE 292 C 5 225
C,

[0754]  C190.4nC181 = CI89HME—THI 5 vk, Horpy, B IRLAE e H 1 AU AT A o F 4
(28I F IS T« BRER B R RR N 2 - (N-TEIHAR) C AR (MES) M¢Bis-Tris.

[0755]  C191. QIC1901¥ 7 ik, FErh  AZZR M Ik B Dy £ 1M ZE 2500mM o

[0756]  C192. 4NCI81ZECIO I T—TRP Ty ik, Horpy, S SN AEpHZ)4 . 0 298 . 01EA T
[0757]  C193.4nCI81f1 5 ik, Horh  iZ 5t 7122, 2,6, 6- DU L - 1-WRIE B 5 (TEMPO)
(07581 C194. AIC193f))7 ik, HrN- SUBR IR (NCS) LAt

(07591 C195. 41C181ZE C194HUE i[5 7%, FErh, S BE (o) UE—25 (0 it AN 51
KK AN L

[0760]  C196. 41C182C1O5HT—J1) Iy i, FoHt, L MR L 290 . Img/mL 2224
10.0mg/mL.

[07611  C197. 4nCI81ZCLO6HMT—I /5 i, He Ay iZERm AL O 2 S R 5 2 25
[0762]  C198.40C181 2 CLOTHRAE—TAIN /5 3k, Forh 25 il — 20 i e TR s 1Y
IDEZ HINpZ - ®

[0763]  C199.4NCI88IY ik, FoHh  iZ AU I 2 MRS LR D SR 4 T2 OB T 7
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T R R T M5 TR S VS5l AW 7RSO R =0 A SR  H BN, PR AN b
[

[0764] €200 4IC181ZECLOOHE—THifty 5k, Forft S5 (b) 40

[0765]1 (1) RA LI 2N SR A, DKL

[0766]  (2) fLRIR A ILRTE I 2 ANA AR £ 9 55 1 I 7 S B2 AT I GBS S fisd 2 i - 2k
EHZEW.

[0767]  C201. 4nC20011) 757k, Hirh, 2P B8 (2) RN II Z IR N 2)0 . Ing/mL % 2
10.0mg/mL.

[0768]  C202.#41C2005kC201 1) )5 ik, Horh i Z8 i I 2 o0 AR R aG b (i /
FD NZ5:1%0.1: 1.

(07691 €203 41C2007C202e ity 73, Fooh X AL F it AT AR T4
FIEM A (sodium cyanoborohydride) « = O WESAFE M = /L 8N (sodium
triacetoxyborohydride) fr BT & % (Bronsted acid) sk X R (Lewis acid) fA4E
NI A BRI S A B S BE WL (pyridine borane) <2-FHIBEMISE (2-picoline
borane) .2,6- _#Jl%i-HE (2,6-diborane-methanol) - —HI -5 (dimethylamine-
borane) \t-BuMeiPrN-BHS\%ETz-BHSﬁB-Z,%—} FAIEE 2 (5-ethyl-2-methylpyridine
borane) (PEMB)

[0770]1  C204.41C2031) /5 ik, Horh , A2 ) by il BRI S P o

[0771]  €205. 41C200 % C204HT—TR T3k , He i 2k I BN 90 15 2910 0 /K
[0772]1  C206. 41C200 %= C205 HHAE—TH /T ik, o rh, 2B (2) IRk J5t S B 8 T) g 171N
I 260/ .

[0773) €207, JIC2007 CR0BHE—TFifty ik Foott A J5UR BEIHEL R (R 10° T 40°C
[0774]  C208.40C181 = C207 Y E—TRAY 575, Hoh 120y it — 20 Rl Ikl = e
FeRIA S N R P B CEER (0)) .

[0775]  C209. 4nC208(1 /572, Horh iz AU g 290 . 125 2910 OFE /K Y 1

[0776]  C210.%1C2081 )7 ik, Horp M A e B Hh 1 A1 i 20 B R 1 4« A &1 )
(NaBH,) A a0 A A2 e B Y T &b 8 (tetrabuty lammonium
borohydride) Al ZHES M Al L EE .

(07771 C211.4nC292/1) /5 ik, o AZ Al e W il Ak sk (NaBH,)

[0778]  C212.40C207 = C21 IHAE—Ti N 5 i, Forh, S B BRIAF AN TR D0 . 1 107N
[0779]  C213.40C207 & C212FAE—T Ry ik, Horp, Fhom P BRI L PR FF (24015 °C 4945
C,

[0780]  C214.40C181 & C213HE—T ATy 7k, Horh iz 0y ik — 2 ol 4l iz 2 0 - tE A
ER SN

(0781)  C215. 410181 FC2 14 HE I, Sk | - 2 R A a5 S
SRS T /DT 2540 % FOTF S E

[0782]  C216. 4IC181 = C215HE—TRY 57k, HA %S SW A 1 2R Bk F b
(i /HJim) 290,55 £93.0,
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[0783]  C217.40C181ZE C216HT—Tif 7 ik, Horh 2B SIS SRR 2 2 15,

[0784]  C218. i M- AU S W 5 1, s T AP R

[0785]  (a) 1423 B MUGBS I B 20k 5 Se I S R 5

[0786]  (b) I MINTR K KR KL B (a) FSAAL SN DA = 0B A L OGBS e JIR 22 M 5
[0787] () RAIZETELIIGBS FE IR LM S ki 1

[0788]  (d) 7R & HITE AL A GBS JE IR 2 AN e A 8 11 5538 Bt 5 S 87 PAJE GBS Fie i
Wi - AR A S S, DAY

[07891  (e) il it IINBI ALY (NaBH,) SR S W R iy, FCrp, 2288 () A1 (d) £EDMSO
HHEAT

[0790]  ACKHIATS K DA 575 5

[0791] 1. — Pl 200 -85 F i &, LB S BIGEEEK A (GBS) Je B2 M AN ds
1, HA 2 I B2 R TR KT 155 12960 % 55 12995 % BN 2J100 % o

[0792] 2. qnaiiE )y LW s IR 28 A, Forb a2 3 B2 st B El 1 S BT A sk P B4
MEMTa b TT TITL IV VL VILVITVITT M IX,

[0793] 3. qnafit y Lk e i R 8 A, Forh 2 B2 T igmM 2 b Ry = /D
£J0.6.0.65.0.7.0.75.0.8.0.85.0.95%0 . 95mM[{JMEJRIE -

[0794] 4. qn5E 5 31 - 3HE— T R BE I R 8 A, Forp i R 2 Ml 4y -8R 2
S5kDaZF #J1,000kDa. Z)25kDa % 2)750kDa . 2)25kDa £ £J400kDa  Z)25kDa & 2J200kDa 5k 2]
100kDa £ 2J400kDa .

[0795] 5. 4050 )y A1 - 4FAE— TN R R S, Hoh 2SS oy =84
300kDa %= #£J20,000kDa . #£)1,000kDa % 415 ,000kDa . 5k £)1,000kDa % £j10,000kDa .

[0796] 6. 415 /5 AL - SHATE— T R I R S, o 2 3B R0 - Sl b 29
0% % 24940% .

[07971 7. 450 75 A1 -6 AT — T R I VR S, b 2 e B2 R0 - S ise ik /b
T215% /DT 214% /DT 213% DT 292% 50 T 291 %

[0798] 8. 45y w\1 - THE— T e B B R Z S, For 2 3 R 200 T gmM B A A
T A ZE/D#)0.1.0.2.0.3.0. 3552410 4mM 0- £ FRFE

(07991 9. 45y 201 - THE— T e B B R ZE S, Forh 2 3 R 200 T gmM B A A
JLH A ZE/D#)0.01.0.02.0.03.0.04.5%0.05mM 0- £ FEHE

[0800]  10. 4Nt Jy A1 - OFpAT—Ti I e e R 28 51, Hrh i 84S 1 D CRM o, IR
INERHZR.

[0801]1  11.4n5ite /7 10 e LR 51, Horp i A ER DD CRM, g, 0

[0802]  12.—F/y B9 B2 7 7, LA FE A A ALl 5 B 2 e I 20 W (1 41 e 1 4T
NORE TR o

[0803]  13. 4naiiit s 21219757, R i A e AR 2 2R -

[0804]  14. 4naiityy =128k 13105 ik Hodh AR E SR R .

[0805]  15. 415y T12- 14 E—T 5 vk, o 205 ikt dm i DD RS
SHNIRITRY) o

[0806]  16. 4ty #12- 16HE—Tl 57, i iz ikl — P ata i g P 3R
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[0807]  17. 4t /U165 vk, Fory, it S P BOiZ I8 -

[0808]  18. 40kt Jy s 12~ LTHRIAE—TIN 57, Horp i eI 2 R 4l Al e H i A1
HR IR : TCFL5EFK T (Streptococcus agalactiae) Wil 78553k (Streptococcus
pneumoniae) 4w ) 49 BR A (Staphylococcus aureus) - 4 25 5Bk A (Neisseria
meningitidis) < KAZFFEE (Escherichia coli) {5270 141 (Salmonella typhi) i
W& [ FFEE (Haemophilus influenzae) - v iy FIEGHT 24T (Klebsiella pneumoniae) «pEJ%
BRTH (Enterococcus faecium) MFE[HEKEE (Enterococcus faecalis) o

[08091  19.4m5iite Jy 318 T ik, Horp i M bR A FLRE R IA -

[08101  20. gnsiiite Jy 212- 1OHE—TR 5 ik, o B AT WA AT AR R A S o
(08111 21. 40K Jy :12- 20 FF A — TR 5 72, Horp ke O S ) 210 5 2 b e A1) RO A A
Pl o

[0812]  22. 4N /s X1 2- 20— 5k, Horh ek B i N A RT AR e : =%
BN IR R O s = O 1,1,4,7,10, 105 IR = C DU ; ) 2,6,10=
HEE2,6, 10=%0Z %t

[0813] 2345t Jy 312- 22 P AT— T 5 i, Hrh R IR P Dy 24 5mM 42 £4200mM o
(08141 24. 45t Jy 12- 23—y ik, Horb, IS pH 205 . 58 499 5.

[0815]  25. 4nsiite Jy H12- 24 i E—TfR J5 ik, o, IRAE£20°C 2 2985 CHA B T
(08161 26. 4n=iiite Jy H12- 26 HPE—TUfR 5 ik, Horh, SN TR 29 10/ N 222590/ NH
[0817]  27.—Mhifillich anshe /5 201 2 1 DR E—TUN e e i Mk 200 - 2 1 R Wit ik,
HOrR 2 2 AR A e 7 201 22 26 R — T 7 150 14

[0818] 28 —Fh e i Ih 20 - 25 1 B 1, Hotu or i st J7 X012 22 26 T — Tl 1)
PARiR e NS 2 R

[0819]  29. — ROl MEAL &M, Fo A st/ 3 U1 21 L 28 AT — Ty S e It 1 25
M-S RS

(08201  30.—MiouieliEH &, RS 2h-E AR EaY, Hoh 8 a Wk BB
JEBEER PR (GBS) I AU TV Je 2 /D —Fh S AN LIS B S 200, 2 D AN IS e F |
FUFF R OREAH : Ta Th TT TTT.\ V. VI\VIT VITT ] IX,

[0821]  31.—FhpfelitH &, LB 2R -ER ey, b, 28 E5MaskE
GBSIMIE A Ta  Ib 1T\ ITT K IV SR LA

[0822]  32. —FhpielitEH &Y, HEE 2R -EANMay, b, 285 skE
GBSIIJi U Ta Ib  IT ITT R VX JEfE 2 K o
[0823]  33. —Fhfu R IEAL G, H & 2
GBSIMIE M Ta  Ib IT\ ITT IV VIS 2 A
[0824]  34. —MEuifi 2 M- A KSR A &Y, %2 M- SO a e
Z/DVURE B i N AT AR RGBS SR A MLIE Y : Ta Th  TT TTT TV V. VI, VIT,
VITI M IX,

[0825]  35.4n5ite Jy s34 e iR S, Horh i S B B GBS IR 2 W I T 2LV
(08261 36. 45t Jy 334k 3BI B IR AL A1, o 2 A AT e T4

[0827]  37.405K i Jy 129~ 36 AL — TN SR MEAH &, Horh 2 Sl — P 5 2

]

RS A, G E K E

T
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*F F AR Z AR ) 2 h )RR 7 A S R BRI 2R . AN B RS T AR TR
PN = 2B S R e A1E ]I = NN = B e )8

[0828]  38. 415y 229 - 37THE— i e VR &), Horb izl Wit — P e 5 2%
.

[0829]  39. 4Nty T38RI VA 5, Forb 1z 8% sk L ER T A BT Ak T4
HEPES.PIPES\MES.Tris (243 | = f%) R EL  LIREL IR ER ATEIR SR . H 2R (41241
SBFARR LR -

[0830]  40. 4t /g sU3IMI e MR L5, HoH 122 o A SR

[0831]  41. 415075 229 - 40T — i e VR &, Horb izl it P a3k
TS

[0832] 42 4najie )y AL e I VR S, Forb R s VRt B H S AR 2 i
4 RACIT I BRI AR R 28 11 AR - 80 28 L1 ZUF5 R - 60 28 11 ZUFE iR - 40 2 111 54
RS - 20 M R SA LI IE 35k

[0833]  43. qnaiit g sS4 e I AL G0, oAb 1z SR e VR D 2 L B4R E - 80.
[0834] 44 . 4155 7029 - 43T — T e IR 59, Horb iz G it 0 5 I
ZilE

[0835] 45 . 4ty 44 e R S, Forb Az 5228 R BT 4k P 74
VEN AR A S LB S FEEWE TSt A - /RSO A = AR SR H W LB e
B BH RS 2228 REOK S TR « 1 9 VRE e A TR M A IR Uk i A H =R VRS 2R
TR SN (NaCL) JJBEIRYSK: « H It B K R OB

[0836]  46. 4nailjit /s AR B MR S, Horh ZIRIE A S

[0837]  47. 41575 229 - 46 T — T e VR &, Horb izl St e Sk
il

[0838]  48. qnaiit s AT B I AL 51, b Az e R D 3 TR o4 77 8kQs - 21 .
[0839]  49. 4nsijie 7 A8 e I VR0 S, FUrh iz TR Al F R R AR 2
THEZH - IR R R LR 0 M S

[0840]  50. 4ty A T IR G, o 2 A R R -

[0841]  51. 4Nt /g sCAM e IR L5, FErh 127 SR DM R R

[0842] 52 4najiE )y 329 -5 L HE— T B itk 59, Hodh 2 G S 28 b &
TETE R R AT 57), Horp A2 A S W 22 i ki pHoN 206 . 02 297, 0.

[0843]  53. 45y 329 - 62 HE— T e it &0, Horb 24 a B S A &R VR
LR R - 80 AL BN M AT Se iR , Forh 2 A & bl pHo 296 . 02 2970,

[0844] 54 . 4155 229 - 53T — I B VR &4, o iz S a5 291 0mM &
£925mMI 22418 « 29001 % £ £90. 03 % (v/w) FIZR 1L ZUE T - 80« 291 0mM % 2 250mM) S 1.4
FATEZ90. 25mg/ml & 250 . 75mg/m] [IVE A TEERER IR -

[0845]  55. 45t 7 729 - 54HT— T B L 59, Hodh 24 G 25 2)5meg/ml
2 2950meg/ml {5

[0846]  56. 4Ny 29 - 55— e it &0, o 24 & ARk = /D
—FRIEANAAE N, R T8

)
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[0847] 57 4naijie )y s61M e VR &, Forb iz 2/ D—FRIE % B B 2Tk
OTREAE  DEN AR 2B S LB SRR TRt o R W ZRCoBRE A = AR SRR S H bW S L
B EWHEE IR 2220 SRR TR 2 R R IR TR PR AE IR TR H s 7 A H 2R
R 2R R S (NaCL) IR W « Hh N R K M OB

[0848]  58. anajiti /g ST RBE IR VELL S, Horh 25 D— R A b

[0849]  59. W15 /5 256 - 58—l T Re I VR4 &4, Hoh iz W& 291 % (w/
v) 22910% (w/v) 1 Z/D—FIEIEHA] o

[0850]  60. 4155 /5 256 - 59— e I MR 59, Hob iz G5 8 DI ANMIR
e

[0851]  61. 15ty TU60M TR k2l &4, Hodb 1z S AN IR A1 0 H et ol H
PR o

[0852]  62. 43 /5 A60uk6 1 1 R I EL AW, Horh 24 E 241 % (w/v) 24
10% (w/v) [F B INPIRIE A .

[0853]  63. 45t 7 29 -66 AT — T TR i L 50, Horb 2 A KRS K
(WET) A7 57 B ek b /K E A o

[0854]  64. 4ot )y #\29-63HAE— Tl T R S, T E N 25

[0855]  65. 415 /5 229 - 63— B VE A &, 15 A S i35 M GBS s
[ JT i

[0856]  66. 4Nty F65IM e I PR S, Forb iz sz bl TR A2 1 e PR PR 2211
ks

[0857]  67. 45ty s6611 TR 4l &, Horb iz Lot e U2 a0, &= /D AR i
PR20 J AR AT YR 27 FH 2 36 4

[0858]  68. 415ty 65 TR VEAL G, Horr 125235 50 %0 Bk BEAE K[ A . 65
L BAE KRN 585 & B AR KR R o

[0859]  69. W15 /5 265 - 68—l e VR &), Horb iz s il 2 s iR~
A

[0860]  70. 4= )y 69N e I MR &, Forb  izsz s ok Bl R AT 2 i
L ABE R I« IR A FR05 IV IR JREE ~ OIS ~ BT o

[0861]  71. 45 )y 65 - TOHT— T e B 41 59, Hor B BK IR A O FLEEER
.

[0862] 72— g5 A 1N BIGEBEER T (1 90955 SN 1) 3 125 , B4 1) 32135 T A 38 () 2 5
6 7 X297 6 3SFAT— T TR S R4 54

[0863]  73. — PRSI A2 AR 1 S B B BR BRI AT DG BN B IR L 5 s , AU ) 524
A ORI AN S 7 29 2 6 3HTE— L B I E A 5

[0864] 74 qnajiti Jy S T2k 7300 A 1k, Horh 23 8 O TR MR AR Lo s 2B o
[0865]  75. qnaifie s s T4 5k o iz ot e U2 e 01, 2/ DA Y20 4 sl A
UT =27 5 2236 .

[0866]  76. W15ty 2728k 7311 57k, Hir 1232 i 50 % B E AR Al 65 %l B
AR VB85 % Bk B AR A
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(08671 77.4n5iits )y 72~ T6 FPE—TI Ay 7, HoHp 12 sk 0 S e B RE S BT o

(08681  78. 4Nl Jy :NT T 5k, Horh iz B HAT % F R R AT 2R I B Ak
DU MEIF BRI HI VIR JAE O E B SRR o

(08691 79 ansfite 5 372 - T8HME—I0A) 5 ik, Horh i BIRGE PRI O LKA -

[0870]  80.—Riufk, Hah & ansiht /y 201 2 11 sk 28 AR — I S B I VE SR S WP g S
(08711 81.—Fh2H 5y, HoAu 3 ansidlite /s 80P TIA

[0872] 82— My EHTIRI 57k , A Ak A S22 it T an S 5 29 2 6 3Fh AR — Il S s
[EREERER /R

[0873]  83. — Rt 4Nt Jy S\8210 1y i 1 AL hifA

[0874] 84— R T2 AF WA HA IR 1, At L AP B

(08751 () fdff FH AN 552t 5 29 5 6 3H AT — BT ¥ S e I 1k 2H B A Bro kil 341,

(08761  (b) Rl Tt 2 52 1 LU T sh e /1

[0877] 85—l ansic iy sU 12 11 s 28— T S Bl 2 00 - S A I S Wi 7
Tk HAFE NAPER.

[0878] () GBS S 5 2 15 AU LU 77 S RL AT A= 22T A ) 200 5 VA K

(08791 (b) fIZ LRI 200 5 B AR ER 1 SR DA A 20 -2 BT8P

[08801  86. ansicits i 85Ty 72, Horp BB (b) AEARMEAR T s A H gk 7

(08811 87 . N5k Jy 861K Ty ik, Horh, iy Mk B B AP 4H sl i 4 - — A
(DMSO) IR T 1 — FHEE FHE e (DMF) Je /s FHALRATBE I (HMPA) .

[0882]  88. 4nsiitn i L8757k, Horh i1 — HIZAA (DMSO) -

[0883]  89. N5t /5 385 -88HT—I1) 5 7%, Horh K250 01 10. OB/ 1
TSN o

[0884]  90. 4Nt /3 785 - 89HFE—Til i) /5 72, Forh i U AN iR R £

(08851  91. 4Nt /s NOOMI 72, FoHp A2 MR ER Dy = LR oY o

[0886]  92. 45t /7 85 - 91 HE—Ii 1) /57, Horh, BB (a) (U AAAE SR 2 1/ 22 50/)N
o

[0887] 93 4115t /5 785 - 92 HAT—Ti 1 /7 7, Forh, Sl AU SO R [ B IR A £2°C £ £ 25
C.

[0888]  94. 4=ty w\.85-93HE—Ii 5 32, Horh , S SN AE gk F T IR AL i i
AP FIEAT BRI AN B RREH . 2- (N- IR £ AR (MES) KBis-Tris.

(08891  95. ansiiits Jy X947, Forp A28 PRI FOIR EE Jg 249 1M 2 £ 500mM o

(08901  96. 4n5K it 5 385 - 95 HPAT—Il [ 5 1, Hhrh, S A pH g 294 . 052 298 . 021 T
[08911 97 . 4=t /5 X851 Ay I, Horb i Sk ¥ 2, 2,6, 6- PUHI L - 1 - DR e B4
(TEMPO) .

[0892]  98. ansifits Jy ATy 7, Forp  N-UBREAME I e (NCS) L5 71,

(08931 99. 4nsjin /5 :\85-98HE—TUfy Jy ik , Horh , 28R (a) W20 A0 fiai i DN K

ERUY E ATV

[0894]  100. 405Kt /5 X85-99HHE—Tf¥ 5 ik, Horh i 2 MHIIR T 290 . Img/mL 5 4
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10.0mg/mL.

[0895]  101. 4Nty 285~ LOOFRAT—T 1) /5 ik, Forp i Z8iE (I 2 I S A AR 5 &
25,

[0896]  102. 4n5ie /5 85 - 10 L HHATE—Tf¥) /s i, Forb iz s ihdE— D IR R Tz 44
I EMINES b 8

[0897]  103. ansijit /s 2N 10209753, Horh 20 I 2 A 1 PN T4 sl OB
WHIAEAE DR IR TA ORI e AR L 7ROV A = L A SR | H B b FL b
AW

[0898]  104. 4156 /5 585 - 103FAT—T [ 5 ik, Hor, P8R (b) CufiE:

[0899] (1) IR IZAEIH LIS S &AE A, LA

[0900]  (2) fEZ8i ST Z WA AR 8 B 5518 R 77 SO AT B GBS e s 2000 - el Ak
HAEEW)

[0901]  105. 4nsijt /g sN10419 574, Horb, 2P ER (2) I &R 2 Bk 8 290 . Img/
mLZ2J10.0mg/mL .

[0902]  106. 4n5ie /5 #1048k 10511757k, FoHp i 835 LI 2000 24 Es R daEE %
(/) N25:1%20.1: 1,

[0903]  107. qnjiti /s 2104 - 106 T —Ti 15 7%, Hodr  ZaR I R2E B -~ AR 2 i
TN — SR AR S B A B T 15 TR o) 2 PR A A I A A AT A
AR I SERIGE 2 - R SE RS 2, 6- Bl - T PR - BT £ - BuMe ' PrN-BH, o -
BH, 25 - L3k -2 - FEBE AT E (PEMB)

[0904]  108. 45t/ 1071 57, Forp a2k IR T S

[0905]  109. 4n5ie /5 7104 - LO8HE—Ti [ )5 ik, Forh 2R R N 2001529100
[0906]  110. 45 /5 7104 - LO9HE—T [ 5 ik, o, 20 (2) [R5 SN R £520 TA]
LN ZE60/ N .

[0907]  111. 40555 20104 - 110 E—T1 5 7%, For 3R I SR R B R FEAE10°C 240
Co

[0908]  112. 4050ty #0104 - 11 TR —Ti s ik, Hodr 20y ikt — 2 adm i In Al
VDR A SN (P i (A2 B CLER () -

[0909]  113. 415 /5 11205 7k, Hodh il e & o 290 . 18 4910 0BE/R Y i .
[0910]  114.4nsiife fy 2011200 53, Hoh iz & ek L T 2Tl sl i il
£} (NaBH,) SN N IR IS AR PO T S A A e AU 5 S A e
(09111 115. W15t Jy 1 1415 7%, Hoh iz il e il 4 el (NaBH,) o

[0912]  116. 4n5e /o 21 12- L4 —T 5 vk, Fo, B PRI FE SN TR 250 . 17N
F 107N

[0913]  117. 4ty 201 12- 116 H T —Ti gy ik, Hor, B PR IIR R R )16 C &
2345°C

[0914]  118. qnjiti /s 285 - L1THIE—T [ /5 ik, Horp iz s it i e 2 2 0 -
St SexvilivpT 8
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[0915] 119, 52575 1485 11SHIE I H, BErR , M- 26 R 2 o 5 2
BRI 54970 T 4040 % il B 2

[0916] 120, QIS 85~ 19T E— Wik , BErR , 4 A i 20 Bk 3R 2 1170
Hs (/D) 92400, 525 23,0,

[0917] 121 3192 My 85~ 120 {E— BT o, BOvh A WIS £ R 215,
[0918] 122, — il S M- 8 FURALA I Iy o, UAORE T 9138,

[0919] (o) 1224 B IMIGBS SR AR 5 AL LA 3

(09201 (b) 3 DN ISR B (o) PRI AU DA™ A 220 UGBS SE A
09211 (c) A G LINCBS S M SR A 11,

[0922]  (d) (LI A O Z8T (L OGBS 32 I M RIAR P 11 S ) S ST GBS
SRR PR, DR

[0923] (o) Jiat AILNHCELf 8 (NaBH,) JHEA S B IR 3,

(09241 FErf, 25 (o) A1 (d) ZEDMSORTET
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