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L. 43 5 ) i 78 B K AT LT 28 1 5B 5 22 MR , SFmM P ok L5 7Y 1 5B 36 i 22 A0 2 22700 . 1
0.2.0.3.0.4.0.5.0.6.0.78%0.8mMZ, R Eh

2. 43 B 1) Ji 2% B BR TR M3 28 1 5B i 22 4 , HL B A 5kDa—500kDafl] 73 ¥ &

3 MRIEARIER 21 2 1, HH A 100kDa-350kDal] 4+ & .

4. 53 B A 28 B BR 1A L5 2 1 5BIE I 2 , SpmMPIT I I35 7Y 1 5B 2 JEE 22 M40 2 22 /00 . 1
0.2.0.3.0.4.0.5.0.6.0.78%0. SmMH .

5. MR AR E SR L -44F— T 2 08 , SFmMPA 175 2 15B 3 5 2 4 405 22200 . 6mM 2 PR
Eh

6. FRAEBURIESR 1-54F— T 2 1 , BEmMPT A L7581 5B 2 B A5 %2 /00 . 6mMH i
T B RS A, HoA A AL e B i B O AR AR AU R 1 -6 — TR 43 B 1)

i 9% FEEK B M5 AL 1 5B R 2 B o

8. FRAIE AR LR T 9% IR 1 28 G40, He Hh Bk 38044 85 19 A2 CRMuor

9. FRIE BRI ZE SR TECSH iz JF PR ZE S W, Hoh B 0% IR MR 4 A ) B, B A L i v 2
15BIE I Z ) BB /N T £950% .45% 40 % . 35% 30 % 25 % 20 % B 15 % 1) % 129 1L 35 71
15BIEfE 2 .

10 ARPERCRNZL R T-94E — T % SR MR G5, H b B 9% D e 484 A0 S A L
TE Y1 5B I 2 M (1) e B /N T 2040 %% B ¥ 25 1375 70 1 5B 22

11 AR BUCR ELR T -104F— T G %8 iR 28 5 4, Fo b BT i f 0% R PR A ) B & A L
75 78 1 5B 22 8 (1) S B/ IN T 24920 %6 (19355 125 L7 724 1 SBIEFEL 22 47

12 ARPEBCRNELR 71 14F— T e 338 B PR 2R A4 FLvp B 4 93 iR 14 485 4 B A7 3000~
20000kDa .8000-20000kDa .8000—16000KDazk, 10000—-16000KDa i 7 F & o

I3 RPERRNERT 124 — T B IR R EW), R prid e Bl amAfs
10000-16000KDa ] 7 &

14 ARPERRNE R T-13E— TR e SR RS54, Horp A Wb 7S AL 15B i 2 0 5
AR E A RILL #1520, 42,

15 ARPERRNE R 713 — TR e SR R A4, Hop A Wb 7S AL 15B i 2 0 5
AR E AL 15£0.7-0.9.

16 AR AR E R 71548 — D) S 8 R A9, Hodr 22 /040 %6 1 500% R PR 28 5 e
CL-4BH: A /N TS T0. 31K d .

17 AR E R 71548 — D) e 3 RSS9, Hod 22 /050 %6 1 50 0% i PR 28 5 W AE
CL-4BH: A /N TS T0. 31K d .

18RRI E R 7154 — D) e 3 R A9, Hod 22 /060 %6 1 50 0% i PR 28 5 e
CL-4BH:h A /N TS T0. 31K d .

19 AR RNEER T TAE— T Sz IR A, P A T 22-15.2-13.2-10.2-8,
2-6.2-5.2-4.3-15.3-13.3-10.3-8.3-6.3-5.3-4.5-15.5-10.8-15.8-12.10-158,10-12.

20 MRABE BRI E R T- 1 THE— B S JR PR SR A ), Hop TR 48 5 2266

21 MR BRI E R T- 1T — B Sz JR PR A ), Hop iR 48 & #2356

22 . G JR TR A, A SR AR B R 7 -2 LT — T G % JE M2 A AR #E B ]
RS2 BN o
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23 RPEBURZE R 2210 S y% SR PR A1), o — D A8 B /D — MR IR .

24 AR PEBUREE R 228231 G M &4, Hott— DA & e 7).

25 AR PEBUR R 241 % JR PR A4 , S vb BTk e 70) 2 T PR 41

26 AL E AR BRI 2 2R 222541 — T 1) e S M) A M R S T o

27 A PR AR EER 1-64F — T 2 Wi 1) 751, Frik T B4 T 7 5R

(a) ffil] £ IfL75 2L 1 5B ¢ B 3K T8 40 B 4 M i) R T3 740

(b) 22 A BT IR < T3 52400 v 1) 200 T 40

() MR RS SR LA T 98 % BR 18 175 784 1 5B iR 22 1

(d) I8 /57 e 350 o BY S AW 1) s 28 8 R T LTS AL 1 5B IR 2 .

28 FHT AL 73 A A i 2% B R T MLV 84 1 SBSJE NS 22 W (1) 77 ¥ , BT ik J V2 M U 2 SR
1=64F— T4 43 25 1540 i #48 4tk TR 71 1L 775 76 1 5B NS 22 9 5 S A 79 S L ) 25 B8

29 MR AR AUR)ELR 2811 7715, Fovb BITid 77 VA HE 48 v a4 55 110 fifi 8 R B3R 1 MLy 284 1 5B
2 M50, 1-0. 3B /R & 1 L ER BN s B, 712025 °C iR JE RF 821 5-20 /Mg

30 . V5 AR L7 28 1 5B i 22 4 , FLJa ik AR 2 3R 28 5 2911 77 VA SRAZ B nT i 1k BUR EE 3R
28F 291 J7 V23R

31 IE AL L5 7Y 1 5B & B, H B £415-500kDa . £150-450kDa . £1100-400kDa . ]
100-350kDa . £1100-300kDa ] 4 F & o

32 ARABE BRI ER 3T TE AL 2 8, REmMPT R L 7E A 1 5B I 2 M0 5 %2 /00.1.0. 2,
0.3.0.4.0.5.0.6.0.78%0.8mMZ B £h .

33 AR BRI EL R 3L TG AL 22 B, BEmM T I I35 AL 1 5B % i 22 M A0 5 22 /00 . 6mM 4 PR
Eh

34 ARPEAUREL R 31-334F — T VE AL 1) 2 W8 , TEmM BT IR ML 75 AL 1 5B 3 1 2 B A0 75 2 /b

0.1.0.2.0.3.0.4.0.5.0.6.0.75¢0. SmMH .

35 MR AE BRI LR 31-344F — T VA 1 22 08, REmM BT A I35 2 1 5B 3 iR 22 A 7% 22 2D
0. 6mMH i

36 AR BR R 31-354F — T I LI 2 08 , R AE A8 T A A 2 2-20,2-15.2-10
2-5.5-20.5-15.5-10,10-20.10-15.8%15-20,

3T AR PEBURZE R 31-36 T — T HITE LI 2 08 , HARIEAE T AL B 2515,

38 MR PEAURIEE R 31-36 T — T HITE LI 22 08 , HARIE/E T 0 B 42 10-206

39 MR PEAURIZE R 31-36 AT — BTG LI 2 08 , FHLARE7E T4k 5 42 15206

40 MR AR EE R 31 -36 L — T TE AL 2 0 , HLRRIE/E T AL B2 1015,

A1 A A R B A B 1 i R TR B AL VE Y L 5B 22 Wl 1) G % R MR A
Hil 45 T4 Bk TiiE AR DL T AP IR

(a) TR B BRI R 30- 40— FE R 2 M S8 E N

F

(D)8 i VB 5 BV AL ) 22 5 RN 344 £ 11 50 5501 s 52 DA Rl ML 775 28 1 5B i 22 W — %%,
WEAREY.

42 MBI EE R A1) J712: oA Frid 3844 85 1 A2 CRMig7 6

43 MR EE R 418042/ J51%, Foip 2B 3R (a) AP 3R (b) 7EDMSOH 34T
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44 MR R 41842/ J51%, o rp 2B 3R (a) R IR (b) 7E KV AT

45 MR ZE R AT - 44T — TR 7732, o D IR (b) i A ) 1375 24 1 5B 36 il 22 1 ) ik
J%°50.1-10mg/mL.0.5-5mg/mL.0.5-2mg/mL .

46 MR ZE R AT 44— TR 7732, FHodr D IR (b) il Ak ) 1375 24 16B 36 il 22 1 ) ik
fE590.1.0.2.0.3.0.4.0.5.0.6.0.7.0.8.0.9.1.1.1.1.2.1.3.1.4.1.5.1.6.1.7.1.8,
1.9.2.2.1.2.2.2.3.2.4.2.5.2.6.2.7.2.8.2.953mg /mL.

AT MRHEBRNEER AL - 444 — T 7532, Horb 23R (b) v i Ak 9 10375 714 1 5B JE it 22 Wi 1) ik
JEE %90 . 5mg /mL.

A8 MRHE BRI ZE R AL - 44— T 7532, o P B8 (b) v i Ak ) 1375 214 1 5B JE ikt 2 1 i) ik
FE %) 1mg/mL.

49 MR EE R AT - 44T — T 7532, o D 3R (b) i Ak ) 1375 214 1 5B I8 i 2 1 )k
%1 . 5mg/mL.

50 AR PR BRI B R AT 44T — TR 75 15, oA D3R (b) iR L 75 2L 1 5SBIE I 2 W 1) 3k
FE NZ)2mg/mL .

51 MRIEAUR R AL-50F— iR 7732, Horr s AL ) MG 2L 15B 2 IR 2 4 5 3 ik & 1 1)
VIR N J25:1-0.1:1.2:1-0.1:1.2:1-1:1.1.5:1-1:1.0.1:1-1:1,0.3:1-1:1.0.6:
1-1:1880.6:1-1.5:1,

52 RPN E R AL-50F — Ui 7732, Horr i A0 ) M B 2L 15B 32 I 22 4 5 3 ik 2 1 1)
WILEH N 20.4:1.0.5:1.0.6:1.0.7:1.0.8:1.0.9:1.1:1.1.1:1.1.2:1.1.3:1.1.4:
1.1.5:1.1.6:1,1.7:1.1.8:1.1.9:18%2:1,

53 RPN E R AL-50F — Ui 7532, Horh i A ) ML 75 A 15B 32 i 22 4 5 3 i a2 1 1)
WIgsH L2 £90.6: 1.

54 MRAE BRI LR A1-504F— T 7532, Ferp s AL i 15 2 1 5B I 2 il S5 8UA A Y
WIgHH L2 £90.8: 1.

55 MR PRI LR A1 -504F — Ui 7732, Horr i A 1) M35 2L 1 5B i 22 4 15 384k 2 11 (1)
WIREI L B 2010 1,

56 MR PE AR R A1-504F — Ui 7732, Horr s AL 1) ML 75 2L 1 5B i 22 4 5 3 Ak a1 1)
WG N B2 291 .5: 1,

5T RPN EE R A1-504F— TR 7732, Horr i AL ) ML iE 2L 15B 32 IR 2 4 5 3 ik 1 1)
WL B 292 1,

58 MR B AN EL R A1 -5TE— TR J7 ik, o A DR (b) v G AL 2 08 5291 -2 /R
SR EIEINE AN, 75 £920-26 °C i 7 42 414050/

59 MR BRI ZE R 4158 — T 7 v, Herp Brid 5 v B FE MG R B 3R

(c) B In NNaBHLAF A S5 N2 Ff 1% e o

60 . MR B BRI ZRAL-594F — TR J7 2, Horb ek U5 ik AR e fil 2 A% d b &1
IR

61 . MRHEAUR B R 4160 — T 7 v, AP B (D) 72K T50% o

62 . MR HERUR B R A1 -60/F— T 7 v, o A0 3R (D) 72K T60% o

63. G R PR A , Hom kBT I aE BOREE R 41 -6 24T — TR J7 V53R

4
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64 . R4 BRI ZR 630 S JE MG S, Hoh Birdk G JE PS5 M B B AL 7S AY 158
JERE 22 MR BN T 2040 % K37 2 L35 24 1 5B 22 1

65 . MR 4 BRI ZE R 6 3-6 44T — T (1) S i M4 A4 » Jo b Bk e 0% JE PR R A 0 0 25 A L
I 754 1 5B 22 W (1) S B/ INT- 24020 %6 (1) 355 125 L7 724 1 SBIEREL 22 47

66 . ML PR AL ZER63-651F — WU S )% R R A, HP ik e R ERGMAH
3000-20000kDa 5000-10000kDa  5000-20000kDa . 8000-20000kDa 8000—16000KDazk 10000-
16000KDa (4> 1 & .

67 MR AR SR 6 1 -664F— T G R LR A, Horh A Wb i iE AL 1 5B il 2 1
Sk &AL #1520 4-2,

68. M3 4 AR SR 6 1 -654F — T G R E R AW, Horh A Wb i i AL 1 5B il 2 1
HEMAEAMHZ0.7-0.9.

69 . MR HE BRI B R 61 -6 84T — T 1) S J% SR PR 4% &4, Horb 2271040 % 1) S 0% R P 4% & AL
CL-4BH:h A /N TS T0. 31K d

70 . FRAE AR E R 6 1-684T— T 0% BPE R A, Hodh 22 /060 % 1 S B &R A 1L
CL-4BH:h A /N TS T0. 3K d .

71 R IERRZL RO 1-T0T— T S g E PR AW, Horp A B &2-15.2-13.2-10. 2~
8.2-6.2-5.2-4.3-15.3-13.3-10.3-8.3-6.3-5.3-4.5-15.5-10.8-15.8-12,10- 158 10-
12,

72 RPEBUREE RO 1-TOE— T S 3 IR PR S A , R Frid 246 FE /2266

73 R PR BB R 6 1-7 24T — TR 5 358 SR P 4% A, o vb BT 3 B0 %8 T 1k 4% 4 40 v AskmMLIL
TE Y 15BIE I 22 WE 1) £ 1 R B mM -5 575 A 1 22 15 b A mM UL I 8 1 5B3J2 16 22 W 1) 2 % 1 i mM
FR G A5 52 22700 .6.,0.65.0.7.0.75.0.8.0.85.0.980.95, ik £ /0. TEL £ 0.9,

T4 RPEBCRNELR6 17 24T — T G 388 B R 28 5 4, 6 vb BT o B 88 Do 14 4% 25 4 b ML
TH 8 15BN 2 BE (1) £ 1% £h B mM -5 575 A0 1) 22 5 AR AFmMUITIL 75 2 1 5BIE I 22 W 1) 2 % 1 Ay mM
(R A5 2 22200 .6.,0.65.0.7.0.75.0.8.0.85.0.980.95, fLik 2 /0. 7T8LE 0.9,

75 S SR R A, HoA S AR AU B SR 6 1T AT — T K S 9% SR PR R S A A2 78 B AT
FESZ BN

76 P T, AR BRI EL R 751 s R S

7T ARYSZARE T L5 2 15BN 28 FEIR B 1K G K U7V, Bk 7 i A 4 45 52 138 it F
P55 JEUME B I AUR 22 3R 222588 754 F— IR ) 4 9% SR PR 2H A W EOBUR) £ SR 26 B TE R T 1 -

78 VRITELTRR 75 5% R 5 LIS Y 15A . L5BA /B L 5C it 48 % B T AH O 1) i 48 % Bk 1
TR PR B LI 7 V2 BT 5 v e YR T BT A AR BRI B R 22-25 8 75T —
TP S48 S 1k 2 B P BB R SR 26 B TO IR 138 T 1T 2D B

79 VRIT BT AE A2 AR 5 Ly 2 LSBT/ B 1 5CHT 98 HEEK B AH 2 (14 i 78 B EK B B gL
P8 B LI J7 3% 5 B i 3 v A0 e VG 7 BRI A A& BRI 22 3R 22-25 B 754 — TR 1)
G 338 I PR 2 A WD BUBUR) B SR 26 B 76 (1995 T 1) AP B

80 . YR T BRI AE 321 & b 55 LT 28 1 SBII £ B 33K T HH € (149 i 78 BRI T JE 4% - B o BU
BRI T332 BT IR 75 260 4 it T Va7 BCTIR A3 S80S BRI 23R 222587 54T — T i e 38 Ji 4
YH A5 W ER A R SR 26 8% 76 125 1 1R S5 IR
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MR Pk IR S RN HE S

FAR S

[0001] AR BRI B 43 B (1) i 28 BE R TR (Streptococcus pneumoniae) I 4 15B3% ik 2
FRATI B 88 TV o AN R BH I 5 R A, 5 A7 2 e B A8 A B 19 ) i 2 B B T 10375 7R 1 5B e fls
LR G RV A, AT S TR AL A B AT Yo 8 SR P4 S A 1

BEEEAR

[0002]  fidi 7 BEBRTE & L B BH P M0 JJFE BRI , o3 5 plont B0 COUBR T ) , 7] L 4 Bk
FAE N A I ENR S 5 A KA B fE AR b, B ROE BV IF BoRai& i, bRk
IREIEFE, EAVR I BIA L o K 22 HUH ¢ 3K B 135 284 1) 4 B B Ay S e, e 41 4w Sl
(1) 2 B A o ISR JE2 A2 N S 283 J71 e e DRI 2%, DR D FL T8t PR o e A B 5 380 40 T 4 i v
TREWEAER B AT %8 7 90F T i 2¢ 3K B ¢ B 1M 5 21 , I 23 e o DL 1) 1M 375
TG A ERAZ B PE TR0 R 2190 % oA N i, it 28 BRI 2 P AR 72 A RIS ER 2 #1F
1) 595 ZR G011 A4 T AT IR T 5 B AR FE IR0 I 28 BE SR B I S e 1, 5 B & i B R
(1) SIE 65 22 M8 F0 VP70 25 ) LR T il 98 B3R BRT S8 IXURG: B K928 4 N R I 4 8 B2

[0003] 4 M 200045HE H 85— 3R 70 i 28 BRI 48 A 9% 1 (PCVT B Prevnar) LK, Sk B A
M52 (4.6B.9V. 14, 18C, 19F \ MI23F) Rz 22 ME i O J L1 2% o fEPrevnar 139 AL
A1, 3.5.6A TFHIL9ABE — B AR T 12 28 M 2% SR BIm IR £ H o

[0004] SR, FH =48 v AL 375 28 (o Gn i 8 B K B ML 75 28 15A L 15BFN15C) ‘T B 142 22 14 i %6
BRERWHRWERETICE M WM WBeall B.%, Journal of Clinical
Microbiology.44(3):999-1017,2006,8% Jacobs® ,Clin Infect Dis.(2008)47(11):
1388-1395) . H il i &5 19 fifi 28 BR B & 1 0 — 3 BE7E N DA SR e AE/N T2 5 1 JLE %
10375 784 1 5B 78 B K B 19 3E MR Y o Rk, 4770 X0 ] FH T35 S8 5 1375 284 1 5B 28 BE Bk 1H
(1) 2 SN B 88 TR PR 5 P T 75 2 o I SR IR 1) B % R M A A W mT TR 32 52
M5 AL 1 5CH /B 1 5AN 28 BEEK B (142 55 , o R AAMG w4 .

[0005] & EH AR

[0006]  7E—J5 1 , AN N AL T — P H A 5kDa-500kDalf] 43 5 1K) 43 55 ) i 7 B Bk
ERIRGEBLE A E

[0007]  fEBE— DRI, RAFHFEHRAE T 40 B R0 i 98 B 2K TR 5 2L 1 5B i 2 4 , FehmM
FIT i i ¢ B BR T 35 1 1 5B I 2 M40 42 /00.1.0.2.0.3.0.4.0.5.0.6.0.75%0 . 8SmM, £
WE 0. 6mMZ B R .

[0008]  fEBE-— DRI, AR AF N FEHEAE T 40 B R0 It 8 B 2K A M5 2L 1 5B i 2 4 , FehmM
FIT i s 8 B BR T 35 2 1 5B I 22 ML 7 42700, 1.0.2.0.3.0.4.0.5.0.6.0.75%0 . 8SmM, £
e /0. 6mMH .

[0009]  FEBE-— DI J7 I , AR A FF A4t — B B A i 4 B3k B 1 AR ST A R
A3 ) i 9% B R LTS 2 1 5BIE N 2 Bl () S s R R A W) AL — T T, TR ik B A 2
CRMi97,
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[0010]  fE@E-—DHI 7, R AF WAL T A5 AT AR RE R S AR
A2 BB S0 SR PR A o AE—JT T, BT i G 9% JE PR 25 Wi A0, 2 22 /0 — Fhi 4h
(I o 76— 7 T » B S0 3 S PR 2H A e A0, 25 1 711)

[0011]  AEF— B HIJT I, A > FF WA PR AL 7485 QA SCHT A FF 1 4 9% IR 1t 24 51 1) 9%
o

[0012]  FEik— BRI, RAFWAEIRME T T A= AR SCRT A 4 B 1 M5 AL 158
L AR N AR

(00131 (a) fill £ i 4 B BR 1A ML 775 784 1 5B T 4 P 11 R e 55 57400

[0014]  (b) 2R ik R e 5 7= 10 HH 1 440 A 40 M

[0015] () MR TG SR ALAL N 58 B 5K B LI 2L 1 5BIE NS 22 5 s AL,

[0016]  (d) it s R34 T BY (sizing ) Ak I it 2% B BR 18 I 75 714 1 5B 2 47

[0017]  fEE— BRI T7 T, AR A N B R — Bl AT A 7736 A I i 98 B 2K B L5 28 1 5B 3%
Ji 2 W 7%, BTk 5 i AR AR SCHT A R 2 B R Il 8 BBk B LG 2L 1 5B I 2 i S
AMFNR PP IR AE—T7 T AR NFF PSR Tl B IR 7792 3R 15 300 3RA5 (136 AL 1 1
BT I SBE M

[0018]  FEiE-—DHT I , AN FF N AR T A5 S0 e 2 5 ig 1 1 10 i 2 R 1LV
A1 5B iR 22 W 1) G % SR VE SR A M 1l # T7 38, BTk i 48 DL AP 3R

[0019]  (a)iR B WA SCAFTEAE 2R 58k ED

[0020]  (b)fdf Ak VR &5 FRD VS A 1) 22 W 3R 1k 8 (1 5000 I 1) s I8 DA R ML 375 28 1 5B i %2
WA AW AL —TT L, A AT N AR Tl Bk 775 3R15 800] 3R 1 % el 1t
“@EM.

[0021]  fEs— B JTIH, R AT N B RAL TR SZ 3 o T ML75 8L 1 5B i 48 BE IR B Jk 4t
(7595, BTk ik G 45 52 338 it FH 4% S = i AR SCRIT A FF B G 0 SR PR A 0 Bo% 7 o
[0022]  FERE-—DRIJT I, AN FFH B TIRITBTR; /52 5 MG A 15A . 15B A/
B 15 CII ¢ 4 3R T AH 5% 110 fii 78 8 3R TR S % e B (00 K 7 0%, BT i D7 VA i i VA 97 BT
B A S R A SO A FF I 9% R M A V0% T P 3R

[0023] B[] fai iR

[0024]  J&]1— /it 9 BRI 32 i 22 W M5 214 1 5B HL 45 B TR K 45 44

[0025] R EHVEAR

[0026] A< B AT DL I 25 DL T 48 % BH AR 326 S5 e 77 8 AN AR SO0, ) S 191 (%) T 2 A
11 S5 5 M3 A B AR 50 A e S 15 MIARSCHT A R BT B B R AR ARE A 5 R B B
JEATU AR AN 508 5 B A AR A 15 S o BAR 5 AR ST IR A TR e AN B &5 R 1 7 V0 R
A DA TSR BR BN AR B, AR SCATD R FEIR T L Lo 38 1) 77 V2 R B} o £ 460 S it 77 8 AT
Fik AR HF, FTPARRYE T 71w U R ARAE .

[0027] %X

[0028] fARSCAT I, Z2HE B2 - E AR SWN “9F 2 el ]~ HEFE 3 vk
(SEC) &5 A %2 A1 SO HUT RS Ml 28 (MALLS ) tH 15 B A F &

[0029] AR L, ARE “TEBS 2 08 fa i A L 84 Bl s id 5 A H 2 H)/E 5 Y 1 5B
JE 22 W R AR B 1 R S WAL S W R A7 R 0 LTS Y L 5B 22 1 L i 8 2 W T DA A SR i

7
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(B, AEIEAN S5 -5 R B BB AR T Hoh B 3R 2 FEs E B e .

[0030] i &S 2 Wl ) 15 43 LU A I35 214 1 5B JE I 22 i — 3 ik i V8RS W e 8 il J5 N &= o A
b, HAE s Al G AT D& RS e R B i 2 R E L .

[0031]  AnA SR F , ARVE “ILIE AL 15B 2 HH” BY “HILIE AL 1 5B s 2 W 418 i 28 8 3R 147 1L v 28
16BIE I 2 4

[0032] iR SRl A, AR IS AL 16BRE S84 47 B IS AL 16BZR 510 $a 3L 81 A Bk ik
B B MLER15BL R,

[0033]  fuiA SCAlr A ARTE “EALFE” (DO) 48 24 43 15 1) 22 W B S840 7705 A i A ARl P e
[PIRE R BT H - 20 A E AT DT AR s AR 53 O i s T VA 1

[0034]  GnASC R H, RiE “S2ilE” 48 AL h W, 4 N B4R S i I-AT 34 . I 31 4)
BT H B3 ARE S I 46 K BE BB L5 - 2K BE S M AN 5 Sh ) ) A E PR
B SE AL A B KR DR D R R IR SRS i g L
A ARE SR E” I EFER B K & s AR f M Se A dE < S 08 BF A VU8R L AR
| AN S E A a7 E ST T SO [ 2 e S L L7 1D

[0035] 43S MLy 284 1 SR i 2 il

[0036]  fnfEIEl Lrh o, ML TG 28 1 5B 22 40 55 B8 o0 F 29 SV =0 24 (— N N- L I8 i A
1% (GlepNAC) s — LI > FLARE (Galp) AI— ALk Mg 4 25 0 (Glep) ) 54 T GlepNAC ) CAFa
[FaGaly—BGal, — HE 43 STHL K B IR H JZE 42 B W 53 S BGal JR AL C3FRJL - L5 AL 15B
Fe N 2 2 0- L B I HO- 2Bk S B2 2 P EE . r 480,880, 902 B A
(Z WA AWIC. JonesZE , Carbohydrate Research,340(2005)403-409) .3 B IMiLiE &Y 15CIHILTH
T i 22 1 LA 5 178 2 1 SBAHIA 1 BE &5 MH 2 B/ b0-2 Bidk

[0037] AR B /- B 1 M5 224 1 5B 22 M ] LA I A & R B BRIG U5 A3k 15

[0038] (&) il £ MLy 28 1 SBIH 28 i 3K TR 41 B 240 e 1) i P 35 20

[0039]  (b) SR B ik i T 1 =400 w340 40 T 40

[0040] () MRS FRMAEAL LI Y 1 5B Hil s A1,

[0041]  (d)iEid /& e 35 LAk BT A AL L5 2L 15B 2 4

[0042] i iFAY156B 2 HE AT AT FHASSUSCE AR N RO HI 4 B 55 BN 3RAF (S0,
1 40 25 & A HE A HF 5 20060228380.20060228381,20070184071.,20070184072
20070231340F11200801024985W020081 187522 FF I J735 ) o Bu Ak, ‘e AT TR DAASE F A hl 7 B4
o

[0043]  1f 75 284 1 5BJi % HEBK A 18 K 7T LA IR B 4 LI 35 5= 4R A (38 20 T AT CO AR 5 BT ok
No ATCC10354%A] 3k H Z w2 Bl A TRy 0 I BEER B 2 % SL 30 ==, WAF 25 K, 30 0 M
(Streptococcal Reference Laboratory of the Center for disease control and
prevention,Atlanta,GA) I E L) BlG REEAS

[0044] 21 T 40 Ha AL 306 76 5 T K 5 1 3 S A b ARG o AR 7 i 448 4 23K T 1T 375 28 1 5 B 4 T 4
W0 T i 5 2 2P T 20 L D 7 A 4 i SR A ) o 2 T Y T DA A e S A R AT S <
FETR)” A2 5 B 240 e R 2R R S 50 B SR A ) 1 9 RIS ) L L 4 5 2535 ) o AR ST
Bt Fl S ARAE “ 35 707 415 52 6 75 -5 41 1 40 M0 2R M AR APT B B8 - BOBH B o 5 35 ) T AEAR K
BH (%) 7732 A AT R 1 I 28 2 0 7] () ARG P S 4610, 4 I AU N B0 (DOC) WN- AR R - 3 e
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ANRRREN AN BT

[0045]  FEA W) — AN SETit 7 e v, FH T2 fiff 4 1T 40 I 1) 2282 71 42 DOC o DOC A IR - i
SAUNRER A SR , J0E RIS T AW kIs, B BUA 4 DOCTE ALy tAE [, Hge S 5 %
BE TR TR 40 B AR RN 23 40K B VA 3= o Ly tASR 1 A8 HC— AR o 3 43 HA MRS &35, 7F LB A
Ly tAZE DR [ 928 72 A S DOCEAAAT BT I Ly tASS B 4

[0046]  7EA K BH I — AN SEE 7 v, FH TV i 40 VT 200 I ) 2R 71) S 3E sh ) Sk U5 1 2 fi
o T AE A B ) 77 32 H AT FH ) HE B4 SR Ui 1) A ) A0 4 >k B AR 3 kU 1 5 DOCR A
A PR 2R B0 (BRI, BT A A4S =02 52 A Ly tAZh B8 I 3 BUIH 78 B ek B 4l Mo 54 ) .« Ik
AR BN SR YR I 2R ) B FE AR T-DOCHY ALk A « 2R T 3 12 741) 2 3 740) A R A 465 1) 25 AL
Mo AE— AL 77 2, AR B VDRI I 22 1)1 B SRR IR B RS R R (L) I
(it lgepal®CcA-630,CAS#:9002-93-1, A [ Sigma Aldrich,St.Louis,MO), 3R IR
HOHA AW (B InTriton X-100, AT H Sigma Aldrich,St.Louis,M0) N- HEEBEALE
g N- HAEBE L BN . H i 2 IR T b B FR A G 0 UIA R 5k 4 it AU IR 52
£h H U EURER &L L AT i AU R 2 AR RS AU IR SR IR R £ o 7E 5 — N SE T =
AR BN YR ) LA R SEN- AR BEILVEER - 78 7 — AN S 7 b, BTk 24 ) e N- A B L
AN o

[0047] ML {EZ 15BZ HESR Ja AT LAY A b 2 kn iy 2 A0 R (B 4540 A B O IR JE
P8 UTVE EBIE TE VE R AL FE B AN/ B S AN R o (S0, Bl e E
F 5 A 5 20060228380.20060228381,20070184071,20070184072.20070231 340 F11
20080102498EW02008118752) o 1] LASR Ji5 3 F 4t 4k (1) 1L 75 2 1 5B it 22 1 FH T 4 9% i 1k 4%
R/ IR

[0048]  flLidetth, A T A e H A A R 8 PERFAE RN/ BORCR IO A, 7R A BB AR B
ZHTBEAT 2 W 1) 3 B R AIG40 5 (MW) Y ] o A7 R , 240 I35 28 1 5B 22 M3 16 DR /N gk /N [ s
15 B2 22 008 45 W ) S B AE 3 05 AN AE AEO— 20 R 32 o e 1, 4l A ) 0L 75 784 1 5B 22 3 1) /)
I AR AN o

[0049]  ZEAREIKSLiE s b , AliAk () M35 7Y 158 2 08 1K) /Nl 3k v i 280 JBSR 9) o i JE 45
JRIEE S T2 AR ikt B R 08 /N RS (0 3t i s IR i BY D126 o J el {8 FH S8 K9 e in iy 3
Jo U 338N B ) 26 HL 2 52 B 1) m] DA b 3kt P A P 85 34 AL o 34

[0050] &y & 34 o3 7 v 45 ) FH T Dk /N 2 AR ) L5 28 1 5B 22 Wl 1 K /0, [RI B R B 2 Wl 1 &5
FERAE , 18 110~ 2. Be (A7 AE

[0051] i icd MMt 26 8 35K T A ) i1 ML Y5 284 1 5B 22 Wil FNAT e Hh 24k 1) 22 M 1) . BY P 3Rk 15
(14043 5 (1) 1ML375 4 1 5B i 22 4 ] LI AS A 1) S HCR R AE , B4 204+ &=  BmM BT L3
201 5B 5 22 R 1) H Y O mM L FeEmMBIT A I 75 21 1 5B 26 22 1 (1) £, B8 £ I mM

[0052]  Z2 KO- £ WE Ak A% AT 3l ik AR 45U O SN AR ART 7 VAR E , B A il BT FNMR (2
WA flemercinierflJones(1996)Carbohydrate Research 296;83-96. Jones#l
Lemercinier(2002)J.Pharmaceutical and Biomedical Analysis 30;1233-1247.WO0 05/
033148EW000/56357) o Y5 — i H1J7 122338 T Hestrin(1949) J.Biol.Chem. 180 ;249-261
o Lt , 02, B 22 (1) 47 76 3 i B8 FHPLC 73 B B E

[0053] e 24k i) L 43 5 ) B0 A 40 LI 375 7R 1 SRS b 22 i v B A6 ML 35 Y 1 5B 22 M — 28 4 2 1

9



CN 106413747 A w Bg B 5/30

ZEY T 0- L Bt B 10 A7 AE R s N BmMPIT IR 22 18 1) £ R 3 mMEB B E N B 2 HE L E ot
0-Z B HE -

[0054]  Hr i AN BE 1) A7 AE AT LA 7E Jd ik &0 9RUER (HF ) &b 38 22 A0 OB , ik AT FH B A
ok e 2 355 G SV ) v R ) S A8 (18  (HPAEC—PAD ) - H il ske 1 5 o A8 Al Ak 1 2 55 £
BV AL I L7 28 1 5B i 22 i v B 7E LI A 16B 2 - ik A B S H I AR R N
FeFmMIIL T 2 1 5B 22 1 (1) H- b I mME

[0055] 43S ) MLy 284 1 5B ik 22 WAl v LAATE F AR 3 AR SR L By 75k A =46
[0056]  FEALIE ) SLit 7 R, 4 B B L5 T 1 5B iR %2 4 2L A75-500kDa . 50-500kDa , 50—
450kDa 100-400kDa - 100-350kDaff] 7 & . fEARIE R St 7 2 , 73 B Ly Y 1 5BIE b 2
A 100-350kDaff] 4 F &  AE YL ) SETtl 7 S, 43 B I I i5 2 1 5B JiEE 22 F B A5 100
300kDall) 7>+ & AL S 7 e rf , 2 B 1 Ly 2L 1 SBIE R 2 4 HL A5 150-300kDaft] 4+
Ho

[0057]  ZEARIEISZHE TS b, FITid 40 B 04 1375 74 1 SBSIE it 22 W REmM I3k 111 775 784 1 5B Y file %
A5 5 /00.1.0.2.0.3,0.4.0.5.0.6.0.78%0. SmMZ, 8 &k  AEAR I I S22 b, Ir ik 4%
2 1) 137 7 1 5B IE SR £ AR AEmM BT A IS L 15B I iR 2 M0 25 £ /00.5.0.6 . BR0 . TmM 2L R 26
FERLE G S2HE 7 20, BTk 4 15 10 L 75 784 1 5B 3 ik 22 - EmM I3 1L 75 784 1 5B e il 2 i &5 2
0. 6mM R £ o R IR SE Tt 7 22, FITidk 43 B8 1) L 375 7Y 1 5B 32 16 22 W AfmM P ik 1L 75 784 158
e 2 WAL 2 /00 . T R Bk AR LI 5L 77 B, 0- 2 B R A7 AR T8 i B +-HPLC o
Mrifne .

[0058]  YEARCIE ) SLHE Ty ZEFh , FITid 40 B (4 AL 375 784 1 5B s 22 W ApmM I i 1ML 375 784 1 5B 3 file %2
P A 4700.1.0.2.0.3.0.4.0.5.0.6.0. 7850 SmMH il « ZEPLIE B L 7 =, ik 959
(1) 11775 724 1 5B IE i 22 1 FekmM BT I I 375 784 1 5B 3 i 22 R A0 7 22 /0. 5.0, 6. 3K 0 . TmMH Vil o 7E41
e RS2 77 &, B 43S 1 L3S 2 1 5B JE i 22 1 AEmM T I3 28 1 5B £ M A 1 & /D
0. 6mMH i o ZE AL K S 77 ZErf 5 BT 43 5 1140 I35 284 1 5B FE 22 el FsmM T 3 1L 775 784 1 5B i
Z S 0. TmMHE .

(00591  {EARRIEIISEHE T & , BTk 43 15 (49 L35 72 1 5B I ik 22 4 L 45 100-350kDa « {135 150
350kDaff) o1& , H HAFmMPITIAR M5 7 1 5BIE I 2 A& /00 . 6mMZL R 25

[0060]  {EARRIE I SLHE J7 &, FITid 435 4 L35 72 1 5B 3 fik 22 4 L 5 100-350kDa {135 150
350kDaff] 73 F & , I HAmMB R L35 241 5B i 22 il 5 22 /D0 . 6mMH ik

[0061]  ZEARIEIISZIE TS &b, FITid 20 55 (4 1375 784 1 SBSIE s 22 W REmM I ik 1M1 375 784 1 5B fili %
FEAL S 2 /00 6mMZ, B £k AN MBI IIL375 214 1 5B i 22 WA, 15 22 /D0 . 6mMH ¥k o

[0062]  {EARIERISLHE T & , Tk 4 85 1 L35 72 1 5B 3 fik 22 4 L A5 100-350kDa {1135 150
350kDaf] & , 3 H AFmM BT 75 24 1 5BJERE 2 M40 5 42 /00 . 6mM 2L TR £ A AFmMAT A I i
15BN 2 A5 22 /00 . 6mMH I

[0063] Iy 2L 1 SBIENE 2 M- E AR AW

[0064] 435 4 IfIL7F5 21U 1 5B i 2 6 ] DA% & B B S A AR 9B IR I 5 - o S 1Y
Z ] DB AU R A R R 7RG A BB E A (S WA SE E £ R R iE A TS
20060228380.,20070184071.,20070184072.,20070231 340EW02011/100151) .

[0065]  YE—ANSEfitir &b, n] DL 1 -F 0k —4- - FF FL UL b e 45 DU SRR £ (CDAP) W& 1L
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Z VLAY E IR ER AL 20T DL S BiAE A F 20U BRI A R (42 k) 2
AABIER o 451 2, [ K5 P A e g B~ e e DA S L AR B Ak 22 W, L mT I 55 5 SR V. Jrag vty A6 ) 28
s B (2, 8 FHGMBS ) et 2 B A4 1) 380 A4 2 1 (490 2 A PR 2 P9k TV i B VR, 0 BN 31 Ik
TEZBEECSTAB, BUSTA , BUSBAP) J B2 JF 3R 45 (1) T Pk 5t 5 250 A4 AR G o Pk b , SRR iR (0 b Jl
T CDAPAK. 27 J i) 5 O B R e (ADHD A K, 3 HL &R A AL R Rl —
Vi (5 aNEDACEREDC ) 4k 27 S B2 it 2 11 3844 b I R B ok kg2 VAR K IE SR A iR
T4 Hnw093,/15760. WO 95/08348F1W0 96129094,

[0066] A 3& B HAAE At — 0 Ji BRI % MR B L & K R 6 o i 2 R FR R (N2 R %
FABE V. i - S-NHSEDC TSTU o 4R 22 #5348 T~ [ s & R H i A HF 5 W098 /42721 F AR A LA J&
PRIE sk, Kol L@ LRI E R SCDIR NI ( S WBethe 15,1979,
1.Biol.Chern.254:2572-4 ;Hearns,1981,J.Chromatogr.218:509-18) , 2 Ja 5 & A K M
DATE il 2 A FF IR B o X m] 9 I 3] S Sk R e Ji BIP AR e i, AP R R B A R AR 3 / 5
R AT FRIEFE F 5 CDT R SLTE R CD T2 5 R B Hh [A) 44 , DA S CDT 2 2t R B Bis R 1Al Ak 5 e
AR L

[0067]  FEACIERISLHETT S rp , 438 () L 75 284 1 5B JiR 22 A A b3S Jir 14k i Ak 4% 4 21 3 A 2R
o 18 R P e P R AR AL 2 B ARSI 2 E e 5 S R SR A .

[0068] i j&5 7! 1 5B £ K15 4k

[0069] %Ak L7 7Y 1 5B 3 i 22 il ok i o9 B 1) LT 284 1 5B i 22 il -5 44 77 I B 3R A o
40, B A ) L7 AL 1 5B i 22 W AT LA Tk A 45 A 2 BRIW 5153k 15

[0070] (o) ffil] £ ML 775 214 1 5B ¢ 4 K B 40 B 40 W 1) R TR 335 5240

(00711 (b) 2 Bk I T 1 572400 v 1) 248 T 41

[0072]  (c) MK EERG =AML IMLIE AL 1 5B 2 il 5

[0073]  (d) it ey s 32 Joa e BY A 4K 1) ML 75 7Y 1 5B 22 M

[0074]  (e) M # BT L5 L 1 5B M -5 A Ak T S R o

[0075]  fEMLIERISLHETT S, S AT B 7330 1) L5 AL 1 5B 2 i ik FE R0 . 1-
10mg/mL~0.5-5mg/mL+1-3mg/mL , 5% %) 2mg/mL

[0076]  FEMLIERISLHETT S, Frid S A0 TR 2 v TR 56 o v TR 5 28 A AR 7 32 22 DA TR i ok
RO LT SR EIC-CoE  ARIE LR £ B ARG s R Eh 1 ARG R o 1 AR TE B A
FE R i R £ (1047 ) B ALHE IE RIS 56 (1067 ) o RIE TR SE ™ IB AT S BPR £ 1) % Fh &
A0, v R N A v R A o AE AR IR ) SE T T R, BT S A R R e B R BN o A LA ) S it Ty
ZErh, TS A I 2 1 5B 3 i 22 W 1) e L G & 2 A e LR & o AEAR B I STt 7 2, T
S LI 2R 1 5B I 22 M ) e AR 2 2 e AR R BN o

[0077]  ZEALERISEiE T b, £ 8550.01-10.0.05-5.0.1-1.0.5-1.0.7-0.8.0.05-0.5,
0.1-0. 3B /R EM A AR S AL SLHE T e, 2 5270.1.0.15.0.2,0.25.0.3,
0.35.0.4.0.45.0.5.0.55.0.6.0.65.0.7.0.75.0.8.0.85.0.9.0. 95 /R 4 &K 1bL7%
R AERIE I SE T 7 28 b, 208 5290 15 /R 4 & 1 AR SOR. o FEDLIL I SE T 77 22, 2
Wi 250, 25 /R 21 S AR B  AEARIE S22, 2085290 6B IR Y = 1 A
SN o AEARIG R SE Tt 7 22, 2 -5 200 6 BE /R 24 & [ AU IOSE o FE DL I SE i 7 26, 2
5250 7TEE /R 2 &1 2RI RN .
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[0078]  FEOLAEIY SEHE T S, IONL R £E IR [A] /2 1-50 . 10-30, 15-20, 15-17/]NF BRZ) 167)8
i

[0079]  FEALIERSEHE T S, ION TR BE4EFF 7R 15-45°C . 15-30°C . 20-25°C o FE DL I 5
Jit )7 S, SO IRIR E YR FRAE223°C

[0080] 7 It 1% I S it 77 58 » S Ak S REAE 3% R B B R B L 2 - (NI R AR ) & Tl R
(MES)BEBis—TrisZ& Ml AT  AEPLIE I ST R h , S PPl A T B A o

[0081]  ZEALi% i =Lt 7 &, 22 P LA 1-500mM . 1-300mM- 50— 200mM ) ¥ &£ o 76 41835 1)
SEHETT R G RAT £9100mMIK IR FE o AEPL U K SR T S, AL R N AE4-8.5-T .5 . 511
6.5 pH N AT  AEARIE 1S 5 2, pHAE Z06.

[0082]  ZEARRIEMISEE T b, i AL A L 75 7L 1 5B I il 22 4B I L 150 . 5-5mg /mL 23 55 1) 1ML 35
RUIBBIENE 2 HE 50, 2-0. 3R /R Y =1 R R #6715 2025 C B T IR Bi3RAF o

[0083]  ZEAREIE A SEIE J5 2 b, W AL 1 AL 375 7Y 1 5B 3% i 22 e 8 AL 1 o 36 Ak ) L Y75 7R 1 5B 3
JE 22 AR PR AR ST R AR N S B I T VA 2L, W 1B E (i v (GPC) BT B 38 /15
JE UGN, 151 P I L 22 R T L e R 2 B IR 4 RS U

[0084]  FEMRIEMISEHE T R , AR A Ml b3l AFFH) 77 1A 3R A5 B AT 3R A3 A 35 AL Y I
TE 5B E A

[0085] RO SEtiy b , WAL I L 75 Y 1 SBIE R 22 H 1) 84k JE /2 220,215,210 2-
5.5-20.5-15.5-10,10-20.10-15.15-20 . FEPLIZL 1) SEHtE 7 S, A ) I35 284 1 5B i 22
(KA B 4 2-10.4-8.4-6.6-8.6-12.8-12.9-11.10-16.12-16,14-18.16-20. 16-188% 18—
20,

[0086]  YEAI%E () St J7 G v, I Ak ) L35 72 1 5B i 22 # L A7 5-500kDa . 50-500kDa . 50—
450kDa 100-400kDa  100-350kDaff] 43+ & . FEAR L B St 77 289, Vi A I L5 28 1 5B Ji %
BEEAT100-350kDalf) 4> F & AL ) SE 77 S b, i ALY I 375 284 1 5B JiEE 22 i B A7 100
300kDaf] 7 & o FEHRIE 1 STt 7 2 b, 5 A 375 284 1 5BJE RS 22 4 A5 150-300kDal¥) 43+
B AEE I Sy 2=, S5 A i Y 1 5B i £ B H AT 100-250kDalf) 0 & .

[0087]  ZEARIEIKSLHE T B2 b , i i Ak 1) 1375 784 1 5B s 22 4 MBI ik 11 375 784 1 5B I fiKe %
W5 200.1.0.2.0.3.0.4.0.5.0.6.0.78%0. SmMZ R &5 . ZEAR I SLE T &= , AT id G
Ak B4 1375 754 1 5B I i 2 M AEmMBIT 3 ML 775 784 1 5B JE iR 2 Bl 5 2700, 5.0.68K0 . TmMZL R 5 o 7E
PRI S 7 2 v, Frads v A 1) 00375 70 1 5B 5 22 4 M IT 3 1375 784 1 5B fisd 22 A A0 5 22 /D>
0.6mMZL R & o FEPLIE I SEHE 7 Z , BT i i AL i) L 375 284 1 5B SJE L 22 R AfmM BT 3 1375 784 1 5B 5%
i 2 A 2 /00, TaMZ B #h  AEARIE RIS 7 S8 Hp , 0 L W 2 1 7 708 1 5 F-HPLC /3 #r
T 5E

[0088]  FEARLIEISLHE T 2 b , BT I Ak (4 1375 784 1 SBSIE s 22 W REmM BT 3k 1M1 775 784 1 5B file %
WA E00.1.0.2.0.3.0.4.0.5.0.6.0.78%0. SmMH il o 7E UL OS2 5 &b, Bk i 4L
(14 100975 784 1 5B sk 22 A RpmM I i 11775 254 1 5BIE R 22 Wil & 22200, 5.0 63K 0 . TmMH ¥ih - 7RI
() SE Tt T 2 TR, ok s A I 75 2 1 5B 2 IR 22 K RpmM P oA 175 2 1 5B I 2 Fi AL & &2 /b
0. 6mMH 1 FEDCIZE 1 ST 7 8P, BT IR S AL 14 AIL75 784 1 5B 2 i 22 Hil AmM 3 1L 375 73 1 5B bt
Z S E 0. TmMH

[0089]  YEARRIESLHE T & rh , AT IE Ak 1 1375 4 1 5B ik £ 4 L5 100-250kDaff) 4> F =
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It HAFmMBIT IR L35 L 1 SBIERE 2 B A5 22200 . 6mM 2L R

[0090]  FEALIE 1) S 5 S, BT IR A4 (1) 1375 214 1 5B i 22 4 2L A7 100-250kDaff) 4 F &
I HAFmMETIA 375 784 15B I i 22 Bl 2 22700 . 6mMH-Ji

[0091]  YEARIE I SLHE Ty P , TS Ak 14 1375 84 1 5B s 22 B ApmM I 3R 1L 375 784 1 5B 3 file %2
BEAL S 22700 6mMZ 2 £ AN RbmM P 375 214 1 5B i 22 A0, 15 22 /D0 . 6mMH Vil o

[0092]  {EARIE IS HE Jr & b , FIrad i A0 1) I 375 78 1 5B I fiKE 22 4 L A5 100-250kDaff) 2 F &
F H AFmMBT IR 375 75 1 5B 3% s 22 W40, 5 22 /00 . 6mM 2, 158 £k AN ASmMFr ik 1L 375 784 1 5B 3 it 22 M,
E 0. emME

[0093]  YESEjiE 75 v, v Ak 1) 375 70 1 5 B2 K 22 B 2 VR T 11, AT M A VA R AR 37 7 /4 T
RPN AFAE BT AESEIE T Brh , BRI 57 /R AR 40 7 8 AR i S i T
A NEGE B RS R AR R KT R =0 R R H R LM iy 4
MR FEOLE N ST T 2, I AR A2 R . R IS AL S 2 ] LR R 588 8k &
VA RITR A o

[0094]  AE 5 —AsLjEJr &, S AL ML iE Y 1 5BIENE 24 5 AR E IR & IFER T, ik i
TEA R/ G TR T AFLE T HE T AELFETT Bh, ik SR 57/ 5 TR 72
W o FEACHE K S0 7 S, IR WG )RR VA R AR A0 L K DR s =W VR SR L H R
B FLRERE S AR S B  AEAR IR B SEHE T R TR, BT 2 B LR T 2 A R
AR 5 H B AR VAW I 508 R R ORE

(00951 {ESLE Ty Zrh , AR B ¥ R v T 15 AL B I 75 78 1 5B I 2 4

[0096]  FESLJETT SH AR B B LR I A 9 XL 775 28 1 5B ik 22 W R0 2 1 044« 7E AL
STt Ze S BT B 1 B & CRMag7.

(00971 ALK MLIE Y 1 5B L B AR S A 4 5

[0098] V&AL LI 2L 1 5B i 22 fil v DL RE AL & 7 F A BRI AR A R 3AE A
[00991  (a) VR A3 AL I L5 1 SBIENE £ il Ak ik 2 1, Al

[0100] (b)) Firadk Vi 4 1K) 35 A 1 I 375 784 1 5 5 5 22 00 A1 388 A 2 1 5 38 JR 5] e N2 DA TS il U
TE L I5BIEE 2 AR B A AT

[0101] 545 /8 AV W A ) 3 Sl e A (3L Hh 2 BB () 0— L B Ak 7K~ ol 25 P A AL, J8 et £
—FEHA(DMSO) H A S AL T A 1 L3R5 8 1 SBIENE 2 4B G (3R R I B & & TR 2 1
(K10~ W 2t & & ATRIE M S 7 T, B IR (a) UL IR (b) FEDMSO 4T o

[0102]  FEARIERISEHE T R, 20 38 (a) AL FE 70 A B 44 22 11 FIDMS O V& 1 HH s i VR 119
M5 1 5BIERE L2 1 AEALIE K S 7 P, D 3R (a) ARG FEDMSO R ¥ fift 21 R 111 I35 784 158
JEREZ AR EA .

[0103] M B3R (a) FI(b) FE/KIAEW H BHATHS , D3R (a) F (b) FEZ PP H /56 . 0-8. 5 T-8BK
7-7 .5 pH T BT , FTiR 28 o 3% % 1 PBS JMES  HEPES . Bis—Tris.ADA.PIPES.MOPSO. BES.
MOPS.DIPS0.MOBS .HEPPSO.POPSO.TEAEPPS.BicineBLHEPB. £E 41 ) 5L it 5 &b , ik 42
MRFEPBS AR I SE Tt 77 22, pHAZ 27 . 30

[0104]  FEARIENISEHE T Ze b , 20 B (b) v il A0 ¥ 175 28 1 5B i 22 Ml 1¥ 9k JE R0 . 1-10mg/
mL.0.5-5mg/mL+0.5-2mg/mL . /E LU SL it 77 227, 20 3R (b) A % A1) L35 24 1 5B s 22 il
(K EE50.1,0.2.0.3,0.4,0.5.0.6.0.7.0.8,0.9.1.1.1.1.2.1.3.1.4.1.5.1.6.1.7,
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1.8.1.9.2.2.1.2.2.2.3.2.4.2.5.2.6.2.7.2.8.2.983mg/mL .

[0105]  FEARIE S Jr 2 b , T Ak 4 ML 775 28 | 5BIEFEE 22 4 5 34k & (1 (R BT dd i A\ L 431 (2
&) E5:1-0.1:1.2:1-0.1:1.2:1-1:1.1.5:1-1:1.0.1:1-1:1.0.3:1-1:1.0.6:1-1:1,
[0106]  FEARIE R SLHE Ty 2, vE A0 I 75 24 1 5B i 22 M -5 A4 2 1 IR BT 46 i N B 481 24
0.6:1-1.5: 1, HLi%0.6:1-1: 1 ISR HIFTRAH L BI5 5IIE 4 76 6 0 J5 PR 4 2 b 345 0
TR 2

[0107]  FEALIERI STy Zrh , 154k 1 175 24 1 5BE i 22 4 5 344 2 (1 IR D 4 i N LE 461
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
1.7:1.1.8:1.1.9:18¢2:1,

[0108]  FESLJE Ty S, i JE R 2 TN S A AN, = B LN A AL 4, AT B i & FR Bk &)
Wi A7 AE N RSSO AL B, e & B ke (1 etk g B o« 2— R Bt g il e . 2, 6— — Al
He— PR B . PR B L t-BuMe PrN-BHs 5 I —BHs 85— 2, e~ 2~ B L wE B 472 (PEMB) o ZE AR
RISt 77 2R, P I8 J5 55 FUR BN - AE DRI R St 7 6 R, BT 3de 5t 7712 2 R
ML e B

[0109]  fEARIER LTy 2, 2280 58 (b ) fH I SR A & A2 K290, 1-10 /R4 & .0.5-
SEE/RUE, 1 -2 /R Y& AL YL ) SETE /7 S b, 2242 3R (b) 3 A JE I &8 K41
1.1.1.2.1.3.1.4.1.5.1.6.1.7.1.8.1 .98 2 FE /R 1 =,

[0110]  fEARE R SE i )y Ze b, A0 3R (b) B RF B2 [H] /& 1 -60 /NI L 10-50 /8 L 40-50 /N
42-46/NF o FEDLIE H)SE R Ty 22, AP BR (b) B FF S 8] /& 29 447N

[O111] EDLIERY SEHETT S, A0 3R (b) vh SR (R PE4E 7 #£10-40°C L 15-30 ' C B 2026 C
FEPRIG R SETE T 2 b, B (b) SN R FEYERFAEZ23°C o

[0112]  ZEORE R SEHE T Serh , A0 B L i i e B B4 g 11 %) i 8 K T8 ML A1 1 5B i %2
) S % JE MR 285 WD 1l 46 T ik — A B R I I ANaBHaA 2 52 B2 F) 1 N (48 2K0) 1 22
BB,

[0113]  fEARIEM LT S, 7680 3R () {8 T NaBH4 ) &2 K290 1-10 /R 248 .0.5-5
FEIRM &, 1-3E/R G & AP R SE Ty 22, £ BR (o) 18 FH I NaBHA K] & /2 K 29288 /R4

=

Ho

[0114]  FERRERISEHE T Rrh , B U8 (o) I FRFSER 1] 20. 1-10/N8F L 0. 5-5 /NI L 247N o 7
PRIk I SE i 77 P, IR () R SR [R] 2 293/

[0115]  FEHLER) LT S, 20 R () S NV BE 4k 37 £ 15-45°C . 15-30 C B 20-26 °C .
TEAIE IS T B p , B () R MR TS JERFEZ123°C o

[0116]  FEAREM ST b, AP ECPED) ™2 JE K T50%.55% .60% .65% -
70%75% 80% 85 % 8L 90 %  FEALIE I L 77 B, A LRGP D) 2K T60% .
PRI S 77 B, AL ROPERD) M7 22 KT 70% %7 2R AR GV LG 1Y
15BZ K & X 100/ 4% 4 20 B b i TS AL ) 2 B ) = o

[0117]  FEARIERISCHETT A0 75 Fe A% 422 B 304 8 (1 19 i 98 BEBR 1A 1M 375 28 1 5B JiK %2
PR S5 AP il & T B HE DL T DR

[0118] (&) il £ ML 75 28 1 SBIH 8 %k 3R TR 41 T 240 i 1) e B35 20

(01191 (b) ZfA i i J T 5 3240 Hh 1 440 T4 40

14
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[0120]  (c) MR EERG WAL IMLIE AL 1 5B L 1l 5

[0121]  (d) 33 v e 38 o BT 4 AL i I 75 2 1 5B 22 1

[0122] (e )fFZ&L By MG AL 1 5B 2 M -5 E AL A B 5

[0123]  (f)VRAIEALIY MLIE R 5B 2 MR E (A, F,

[0124] (@) fd Bk v A 1) 35 A 1 LI 375 Y 1 5B 22 40 A3 A 2 1) 538 J 7] e 2 AL TG ol I 375 7Y
16BZ M- AR BRI AW

[0125]  (h)3E3d i ANaBHLATE A sz o2 6 e (462K

[0126]  FEARERISLE T R=h, BB ERNIS AP RGP R M= F & KT50% .55% .
60% .65%70% 75% .80 % 85 % 8K 90 % . fEMLIL I SLHETT P, TR G &0 B CE Be) 1)
PSR T60% AEPER Lt T B, R A PR OCP ) M= H R KT 70% %5 %
SETEZA YR LB R 5B 2 & X 100) /854 5 b TS AL 2 B &

[0127] 152 15BE M 2 4% & BIBUA S A 2 )5, AT DAIB Rk ARG E AR 51 8 J011) 25 Fh
HARAWZH-EAREY(E2R-EAZK SN EEE) X REFEENT K5/ 508
RV AR S 8  UTIE /B b A 8 v (DEAEBR R 7K AH TLAE R 8 kv ) Ay i 1 e

[0128]  FEALIGIMSEHE T B, R EE H 22 o FE AR I S VR 7T LA R 98 1K) & A2 i 3R 15
(1) AR E AR E A PRHEN R AT

[0129]  FEARIEMISEHET P iS4 I R 15BIERR 2R A3k B T A AR E A DT
(AMETFR) s TG RE R 2 ) BLTTIR B C ;s CRMyor (4 W 75 2% 1) J5 55 AH 7 JE PR 4 [ f) A2
) s B DT & AR 44 % ACRM176 . CRM228 . CRM45 (Uchida®$J.Biol . Chem. 218;3838-3844,
1973),CRM 9.CRM102.CRM 103FICRM107 MH & HNichollsflYoulef#iiR T-Genetically
Engineered Toxins,Ed:Frankel Maecel Dekker Inc, 199295845 ,Glu—-148F 8l &
AspGlnESerfl/BAla 158FG1yRAZMHIATUS 47090175US 4950740 ) H g R
g, B A E MR Lys 516.Lys 526.Phe 530F1/HiLys 5345 AFFIUS 59170178K
US 64556731 AFFAH B RAS , BRUS 58437 110 A FF 1 Fr B s Fili 48 BRTE ) i 48 BR T8 VA 1 2%
(Kuo%%(1995) Infect Immun 63;2706-13) 5 A KR X E K p Ly 41 21dPLY-GMBS (WO
04081515 ,PCT/EP2005,/010258) BidPLY-formolPhtX,f0F#EPhtA.PhtB.PhtDEPhtE(PhtA.
PhtB.PhtDE{PhtEM T 5 A FF-TW0 00/371058LW0 00/39299) FIPht & [ [ fil & 85 13 491
PhtDERH4 & 4 \PhtBERE & 2 .Pht A-E(WO 01,/98334.WO 03/54007.W02009/000826) ;
OMPC (i Ji 98 3K T8 ~1 FB3 2 11 — 100 DA Tk s 8 253 SRR 1A I 375 40 BER EX-EP0372501 ) s PorB(E H
T J2 78 2% R EQ R TR ) s PD (U J26WE AT B 2R 1 D-Z DL 30, EP 0 594 610B) , B F )% D RE 5%
W s & Uk (EPO378881,EP0427347) s R 7 85 1 (W093/17712,W0 94/03208) ; 1 H %
1 (W098/58668,EP0471 177) s 4L 5 REE R+ s A2 K DR 7B 25 (W00 91/01146) 543
Bk B A P JEAR SRR B R ) 2 RN CDA+TA Mg R A7 19N T8 A (Falugi%E (2001)Eur J
Immunol 31;3816-3824),i& WIN19EE A (BaraldoiZE(2004) Infect Immun 72;4884-7) ;i
RERER M EAPspAWO 02/091998) s BRIFHNEE (WO 01/72337) s SR AMERR T8 1) F 25 ABKB
(WO 00/61761) . fESZHE T B, WAL LTS AL 1 5B I 2 K 2% & DT (A ME R TR ) AL H —
AT B TR LTS R 15BIE A 2 ME A B TT (WA MR B 2 ) o /E B — L 77 %
Hh VAR L5 Y 1 5B 2 B ER & R TTHY B Co A2 75— SE a7 2, i AR ML 75 A4 158
Je ikt 2 W48 & 2 PD (i J2VE UM T & A D——Z WL NEP 0 594 610B),
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[0130]  FEPI (1) SE it J7 S8 b, AR R I (¥ 35 AL 1 1 375 20 1 5B 6 i 2 W 4% & &2 CRMuor 85 [ o
CRMig7£ 1 A2 [ W 25 25 I R B 2K, (U 5 11 0k 23 35 4% S MR 38 AT X 33 o CRMuor FH % e 3t 7
73 ) B—#3 TR AT B8 Wk B 44 (Corynephage beta) {6 VAl F T A8 7= A 1) AS 72 55 1) W0 T8 44 B
197 % YL i) A AT 724 (Uchida, T.2£1971 ,Nature New Biology 233:8-11).J@1d#
T, TRER H T Ve A B8 58 i £2, 3822 414K CRMu 97 - CRM072E [ 5 [ W 75 25 LA MR (1 4> F &1
F8 5 XA T 45 R0 B DR w1 B AN Bl R A A (M & IR IR NGy ) o I BRR L DR 5 B A B
1 H ) R B (H R R BB , H R T A 3 2 i 3 CRMuor i (1 A2 FH T
F) 22 4= FOAT 25 640 T4 B 50 P 04k & 90 T CRMuor R H: AR 77 ) 33— 2B 4B 5 A BL L T 1S 5,
614,382,

[0131]  FESLiE T Ze b , AR B0 Jo 0, 2 LA o 422 31 8 A gl 1 1) i 8 B K T L5 284 1 5B 3%
JEE 22 BB IR) S % SR MR A W  AE SR TT 28R, AR B BB, B a0 JiR i Ak A i B B A
B 1 1149 1 28 % R AT L35 284 1 5B IE T 2 W 1) G J38 IR PR G5 o AT SE it 7 R, AR I I
T I AEDMSOHH I Jir e A A7) 28 482 1) 3 A4 £ 1 10 M 8 3K T IO 75 28 1 5B 3% i 22 M3 1) B 0% Dl 1k
AW AERIE R Sl TT R, iR 8K A 2 CRMuor o ZEAR R A St 7 S, ik 2 2t
ASCHTE U B ML 7S B 1 5B R 22 1 o AR B St 7 R, B 22 W & AR STl e
()5 5 ) LB 7 1 5B 2 ) , L L i i IR 2 Bk AT 4 BT

[0132]  YEARIERISEHETT b, BTk )% R R 4% 5 ) A A LL ML yE 1 1 5B I 2 M 1) /2 &
/INTF2150.45.40.35.30.25 2085 15 % P 37 125 10775 24 1 5B & i 22 48 o 7E AL %6 (1Y) S 7 2 7P, BT
T e 95 SR PR 2R A A S A L I TS 28 1 5B SE S 22 R 1Y) 2 /N T 249125 %6 1 % 5 ML 375 21 15B 3% fi
AR S TT S, BT R G g% IR R G A AL S AL I AL 16B R IR 2 R S 2/ T
220 %% ()7 125 L35 AL 1 5B 22 0 o AE P 1) SE 7 S, il % SR R 286 M0 B0 A L A
T 7 1 5B 2 M) S /N T 24916 % [0 5 LT 70 1 5B 22 4

[0133]  ZEAI& M SEHE 7 &b, )% SR M 4% 5 1) H A7 3000-20000kDa . 5000-10000kDa |
5000-20000kDa . 8000-20000kDa . 8000-16000KDa Bk, 10000-16000KDaft] 73 F & o Frik 535 i
PR AW 5 =8I SEC-MALLS U =

[0134]  FEARIERISLE T b, AW LR 1 5BIE MR 2 M S ik s A i th 9 (& Lk )
JE0.5-3 FEARIE R SLE T b, 2 AW b LIS L 1 5BIE MR 2 1 5 8RR A L4120 4-2.
0.5-2.0.5-1.5.0.5-1.1-1.5.1-2 FEARIE R S 7 =+, AW L5 AL 1 5BIE i 2 i 5
AR E AL #14£0.7-0.9.

[0135]  RU~JHERE (23 A 5T (CL-4B) A H SR A 78 28 A I A 73 K /IN oA o RS HEFR £
T2 (SEC) 70 A3 45 AL Hh 8 FH BA o B 8 S W01 73 F KN AT o AE A SR B FLEERR 9 K 9
T /NG5 e I T DG o 2 WA B 2 P T WA A B TV o 2 S S A IS 0 s 3R AT L £
W X TKAE R B E , BAEAEF, LS. T 5E A HERRAE AR I 205 (Vo) , (Kd=0) , I H %2k
AARKEKARE (Vi) , (Kd=1) RS BRI 205 (Vo) BT RIEKd = (Ve-Vo) /
(Vi-Vo) 5KdAH K.

[0136]  FEMLIESLHE T Erh , 2020 % %)% R PE A M /ECL-4BAEH B T 8% T°0. 3
[FIKd o FEARIE R S 7 S, 22030 % S MR A /ECL- 4B B A KT BUE T°0. 319
Kd o ZEACHE PR SR T G 5 2570240 % 0% TR R 2R A 08 CL-4B R B A T 3025 170 . 3/Kd.
FEARIE I S2iiti 7 e, 2 /040% . 45% .50% +55% 60 % 165 % 70 % 75 % 80 % B85 % H1 %

16
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JE P28 AW AECL-4BAE th BT 8025 T0. 3MKd  AER L AU S i 7 b, 527060 % s 5
YR A WAECL-4BH:h AR T B T0. 3IKd o 76 DL 10 St 2 v, 57070 % F 9% JE v
ZAMAECL-4BH T HA(R T B T0. 3(¥Kd.

(01371  {EARIEMISEHETT ZHF , 40 %90 % [ L3755 241 5B G 3% SR PE R A W AE CL-4BRE B
KT B T-0. 3K o FEPL I 1T SE T 5 22,50 % —90 % [#) HIL375 78 1 5B 40 2 J5i PR 48 A5 W) 4E CL—
ABFE P B R T B T-0. 31K  FEPRIE B S 77 2, 65 %6 —80 % [ L5 Y 1 5B 5 938 J5i 11 4%
AWECL-4BH: A AR T B T0. 3(KKd.

[0138]  YEAR MRS 77 e , T ik Fe 0% JEU 1 47 5 ) FmMUIL 375 Y 1 5B I8 I 2 f 4, 5 22 /b
0.1.0.2,0.3.0.4.0.5.0.6.0.780.8mM L FG &k  FEALIE I S T B2, FT ik )& i ME 4R &
WA mM 375 7Y 1 5B I 22 M A0 5 22212050 6810 . TmM 2L R £  AEAL T OS2 i 5 2, Bk 47
95 U 4% A A mMUIL 5 7R 1 5B i 22 W, 5 25 /00 . 6mM 2L IR #6  AE LR I SR i 7 &b, Bk
G0 IR PESRA ) mMIMLTS Y 1 5BIE IR 2 AL & 22 /00 . TmM 2L B & o FELE R S i 7 e, 0
LR AF AR B F-HPLCA Hr i e

[0139]  fEARIERY STl 77 2 , b I 11 2% 6 4 Hh REmMUTTL 75 28 1 5B 2 I 22 Wl 1) 2 B2 38 (¥ mM
51555 1) 2 B R 75 2L 1 5B 2 i 22 M 1 2, 8 3 R mM A L 4612 227160 6..0.65.,0. 7,
0.75.0.8.,0.85.0.95%0.95. FEAR e SEHit 77 S8, H % JEL PR 4% 6 40 RpmMUTL 5 28 1 5B e
Z WA TR 3R FYmM -5 7E 43 5 (1) 22 Bl o AfmMUITIL 375 784 1 5B JES 22 W 1) 2, TR 3k FomMFr) b 451 42 %2 />
0.7 AP ST S, b5 i PR 28 A AFmMUTILIE 1Y 1 5B i 22 M 1) 2 1% 8 () mMLS5 71
73 15 1) 22 R v A mMUITIL 75 78 1 SBIERES 22 W (1) £, B2 36 FmMIr) bL 12 22 /00 . 9  AEAR IR 1 SE it T &
W, 02, B 2 1 A7 AE I 1 B -HPLC A BT A 5

[0140]  FEARIE R Kt 77 22 , B2 Ji 11 4% 5 4 Hh b mMUTL 775 284 1 5B 20 i 22 Wil 1) 2 B8 56 (¥ mM
AR 1) 22 B A BT 75 2L 1 5B i 22 M 1) 2 1% #h o mM A L 4512 227120, 6.,0.65.,0. 7,
0.75.0.8.0.85.0.98%0.95 . FEAL LK) SE it 77 2 P, G g% JEUME 05 4 v BpmMUTIL 375 284 1 5B e
2 HEI) 2R 35 FOmM -5 ZE 35 Ak 1Y) 22 K8 o A mMUIIL 75 784 1 5B 55 22 W 1) 2, 18R 6 FtomMFr) b 491 2 %2 /0
0.7 AEPLHE TS 7 ZEH , G2 i P 285 0 AmMLITIL Y5 Y 1 5B i 22 M 1) 2, 18 Sk ) mMUS5 78
T ) 22 8 R A mMUIIL 75 78 1 5B JE NS 22 W (1) 218 5 FmMR) B 912 22 /00 . 9 o FEAR 1B 1 St T 6
W, 02, B A7 AE i I B - HPLC A BT A 5

[0141]  FEAR MRS 77 T, BTk G % JRU 1 475 W FmMUL 5 Y 1 5B JE IR 2 f 4 5 22 /b
0.1.0.2.0.3.0.4.0.5.0.6.0.73%0 . SmMH it . ZEALIEH SEHE T =, BTk )& iR AW
FFmM LT 78 1 5B I 2 A0, 7 £5/00.5.0. 680 . 7mMHH il ZEAR IR B S 5 & rp L BT ik fh s Ji
P 355 W) P ML 75 780 1 5B 3 S 22 1340, & 52 200 . 6mMH I o ZE AR 1) S2 e 77 22 v, ik 4 28 J5
PEZR A W) AEmMIIL 75 2241 5B 22 A, 5 22 /D0 . TmMH Vil o

[0142] 284 R Ak 8 10 h &4 I 7 Y 1 5B JE 22 M0 (1 i s MR Ak S O B B ol et 1
AR AR N RO AR E TR E T B R MRS T I R R 2 A E AT
FHRBRAS RS AL F T 7= AR Z A M R CRMuor 8 A JEURE , 8% A 5 BRI ) i R R i i
% H wb

[0143]  FEOLIE R SLiE T 2, B IR MR SWINH A E22-15.2-13.2-10.2-8,2-6.,2-
5.2-4.3-15.3-13.3-10.3-8.3-6.3-5.3-4.5-15.5-10.8-15.8-12.10- 1585 10-12 . 7ZEAL 1%
(KIS 5 2, s R B S I R A TS /225,
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[0144] SR PR &)

[0145]  RTE “Gue R MR A &1 W L&A P (B an s A s L 4l 0 ) KA 25 &4
Frid 2059 m] A FT 51 52 6l i e s B

[0146]  wyiAscrb it F L “Ho g% JEUPE” 2 B HUIR (BOZ TR I 27 ) (i T 20 T S 1 22 W) B A
2 IR PSS B % SR RS W AE TS 32 GE I LBl Hh 51 AR TR e 7 B2 B AR I A
1 H % N2 B ) B

[0147]  FESEHE 7 Zerh, AN FFN W S A E A ST A T 1 G % S5 MR A L AL 1 5B i %2
W-BEEA RSN R ZE R IR EY) .

[0148]  fESLE T S, AT AT Sy 5 S, Al T 32 & 1 5 R 4 &
ML B 7Y 1 5B 98 BEER T I HUAR B T o AE SR T 7 2 rh , i i FRAEEL TSAI 5 FIr i & 1) , 4 3¢
BT S FF 0 S % SR PR A4, i T 52 30 I, 15 SR 45 A L5 AL 15BIW 2 B SR B (W 44
RITE R o

[0149]  fESCHE Ty S, AT AT H SZ 5 &4, Al T 32 & i B R Re e 4 &
M B LSBT SAMI/ B 1 5CHiT 28 B 3R T (LA IR T i o £E SE i 7 B2, i AR viEEL TSA T 2
FIril &1, AT AT e S5 54, 240 T 328 I, 35 T SR B 45 4 15 2 1 5B A
LSRN/ B 1 5CH 28 BEBKTE (1 DU 11 Bl o

[0150]  fESEE Ty &b, AT AT B Sz 5 &4, Al T 32 & i 3B R 4 &
I 75 54 1 5BAIL 5 CHifi 4 B BRTE H A4 BT il o AESE DT S8, i ad AR fEEL TSA M 52 Jir ) &
() ARSI B S JE PR S 40 T 52 1 F L i SR 455 LIS &L 1 5B 5CHf %
BEBRTE U T B o

(01511 FEELTSA (IR S BE WK B I 52 ) 52, SR B 42 b 32 3 ) LV ) A 5 2 TR )
[ AR SRV 20— RS IFF 6 - 45 6 I B Ads IR 466 () — A D A AT R 0

[0152]  7ESRETr %o, IR ELT SAYN 52 V5 A& b #EAL 1K) (WHO) EL TSA N 5E V2% , 4 WHO7E
‘Training manual for Enzyme linked immunosorbent assay for the quantitation
of Streptococcus pneumoniae serotype specific 1gG(Pn PS ELISA). H15%E X (A]F
http://www.vaccine.uab.edu/ELISA% 20protocol .pdfijjinl ;2014453 H31H ) .

[0153]  ELTSAIMNE A MILIF A7 AE ) AU 45 SV TG — Mt 28 BE BRI S 22 1 (PS) 44 . 24
N M5 8 45 TR 0 28] SR LS S M 8 JIEE P S0, A 1) 1l ¥ o AR I, 5 S PR T R D2 JIEEP ST
TS & BIME R ER b 45 G B AU A L =E 40 TeGRs M BEIR B Fric B Ji ik, 28
Ji PR T i O R S P AT R I o A € 28 P M O 25 T 5 T8 h A7 AE L e I PS T AR 1Y) &
kL

[0154]  FESZHEJT b, ANiE L ELTSAIE VL I o8 » A K IR S s SIS PR B W0Re % 5L RN
i TgGHitd , FLREUE LU T FIIK FE 45 G M R BERR A L5 AL 1 5B - 2 /2790.05.0.1.0.2.0.3,
0.35.0.48%0.5ng/ml,

[0185]  FESEHE /T &b, AL ELTSAINE VL AT e » A K R S e SR PR B W0 Re % 5L RN
i IgGHifd , FLREUE LU FIWK FE 45 G M R BERR A L5 AL 15C 2 0 - 2 /0790.05.0.1.0.2.0.3,
0.35.0.48%0.5ug/ml,

[0186]  FESZHE TSP , ML ELTSAINE V& A & » A Y S e SR R AH A W0 Re % 5L RN
T LgGHuAA , FLBE g LA N Bk 2 45 5 i 78 B 2R A 1L 75 7Y 1 5BANL5CZ Ml 2 /0050.056.0. 1.
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0.2.0.3.0.35.0.48%0.5ug/ml .

[0157]  FESKE 7 &b, ARSCH I Sz IR PR A4, 2 T 32 58 I, i S e AE
AR o FF I R R 0 AR B I 2 (OPA) H o FRAMLTE A 1 5B 78 B 2K B R HU AR () T 1 o 755 il
T7 & RS A FF I G SR R S, S AR A SCHT A FF BOPAN & A ki , By s T
RERA BRI 98 K B 175 2 1 5B JE 22 W BT 3R 15 X OP AT J52 I OPATH 5

[0158]  FESLitE /5 vk , A SCHT AT G IR A4, 2l T 32 & 1, i S Re e 70
AR o ) R A AR R s R SR BRI 2R 15 CR 28 BEEK TR I PO AR IR TR 1l o 75 SE it 7 %8
W AR SCRT AR S PR A, A QAR SCRT A FF R OPATN & A it , B AT OPATR FE =1
T ARG AR AR 98 B BR A LI 7Y 1 5CIERE 2 1l TR A2 (1 OPAT JE K OPATE /X

[0159]  FESKE 7 &, AR SCHr A S IR R A4, e T 32 503 I, 5 SRR 7E
AL o ) 3R 7R AR F I e R R PRI TS 2 15BN 5CHN/ B SA T 78 BEIK T I JLAk ) B
o

[0160]  FESKJiET7 2, AU I S IR PR A, 2t T 32 53 I, 15 3 RR W R AL
135 24 15B A BCHI BRI T o

[0161]  Jii 7¢ 3K & 1 252 7 ek Y 52 (OPA ) (LA Ty B PR B0 A4 R A MR I A7 7 T 0 5 7 Wk R0 4
7% B e 228 6 R T T ) BN e VA6 M 98 B3R T % ¥ X S MR I i B R4 (surrogate) o
[0162] R38R I & (OPA) FI i — RS & i 8 B 3R 11 41 M, A5 Dl ) R R N LV 4
A RTHL -6 0 4H i (7 W 28 i ) ARH AP PR M SR U (91 0 40 S kA ) R VR A PR AT o 1 28 7 Ik
VE FAE 5% & B BEAT , 2 10 78 55 P A R0 % MAR (1) 200 B8 400 e A 8 38 0 4 FH R 9 R o AL TR EE
B AE FH O3 1 47 3 1 A B ) R B AT (e Fu ) 38 o0 I 5 VR 5 W AR R 1 5 - OPARE 5
B SRR R B, 3 SO TE I AL 775 1 % HEFL B sk 2D 50 %6 - OP AT i 2 >k 1 Ik 2 U
50 %6 77 LA LEAEL 0 T A0 B 2 1) 4 L

[0163]  TA A1« 8B HE /1 ) 2% i 1 PR IR LE R AT SR AU OPAHR [ BH R 45 AR .

[0164]  FESLET7 S8, il o A R 7R AR 2R % 0 5 (OPA) B i 1) » AR R BH IS 4 % J5i ke
HEMRESAE S /D50 % 3238 E T 51 R 2 /01 ST X it 28 B BR A L7578 1 5BIK)E 1 o 76 5L e
J7 &, s R R AR ARG I (OPA) BT if e (1, AR B ) S SR PR S MR i /£ &2
1260 % 70% 80 % 90 % B 222193 % 52 i3 1 51 R 2 /0 1« S R 28 HEEK B 1L 75 2L 15B
TR

[0165]  FESLjiE Ty S, aui ot i PR 7 ek AR R0 005 (OPA) BT i 11 » AR BH 1) e % JE ke
HEMREGAEZE /D50 % 32 3R E T 5l k2 /01 SHIE X it 28 BEBR A L3758 1 5CH% & o 76 SE e
J7 &, a7 AR SRS I E (OPA) BT i 8 (1, AR B S SR PR S M Re e £ &2
1260% .70% 80 % .90 % BL 222195 % 52 i 1 51 R 2 /0 1« S K 28 BEEK B 1L 7S 2L 15CHY
TR

[0166] A BH 1) 4 9% JiR 11 40 5 W0 ) T 1) AT LAASE B AT AR AR VRS2 B 45 2, A LA
AR RT3 B VDR FL i 48k B I S0 S RS -A LA il 2 2B 1) o IX BT P
SEBIAFEAEAN R T 7K G2 b 67K L 22 ol (0 40, H s 7 I VR 3R & ) A e
o

[0167]  FEARIERISLHE T b, BT id 0% R 4 A W ml A5 28 /b — Rl o1 1) 470 5l o 7E AR 3
(RSt 7 22, Fivads s JEL MR 20 A P mT A 22 /D — PR o () i 78 3K B 2 e 22 i
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[0168]  YEARIEMISLHE T ZErh , FTid Gk JR PR A W ml 8 2 /b — R AMO &R & B3R &
1 1) 28 BE R B e 22 M o AR B SE it 77 6 7P, BTl 30440 £ 1 /& CRMaoro

[0169]  fERLLLSLE )y Zerh, Gy IR PR S8 5 — FhE 2 M) A AR ST 8 LY, “Ae
AP T8 T 304 R BH 1) S D 1 2 S W01 s SR PR 4 o o DRI , 2 25 1 e 7 BA I
oI N, I HAE I AR SR RN SR B o 3 i 40 A 0 A MR A3 4R A LR E
AR T

[0170]  (1)ERER(IHBL) , W WA AR B A IR R R 5

01711 (2) A0, o L AL 590 5 BN B L e L AR 1) 4 28 SRR o B B e ok (o UL
SC) BN 41 AR R4 ) 5 1,

[0172]  (a)MF59(PCTAFSWO 90/14837) , 5% M% M 0.5 %50k 80F10. 5% n] 485
(L&A ASF ZEHIMTP-PE (UL 3C, BUARAS R 20 ) ) , 3 IO AL 28, 1 201 LOY R Al
2% (Microfluidics,Newton , MA) B il BV fCAK ik ,

[0173]  (b)SAF, & A 10% B 0. 4% H1E80.5% W JE v ik B B &L 121 Ml thr-MDP
COLT SO TR AR B AR L R B e ™ A SRR IR LV, A

[0174]  (¢)RiBi™fk 7 & 4i (RAS) (Corixa,Hamilton ,MT) &4 2% M8 1 0. 2% i JE 80!
i [ 3-0- B S ARA (MPL™) (H53A T2 M £ F1'54,912,094) (Corixa) HF i HE — B H IR
5 (TDM) FN4H B B2 (CWS) , ALIEMPLACWS (Detox ™) f — Fimk 22 b 41 1 40 M B2 41 43

[0175]  (3) A/ ¥ Al R H 477, ¥ 28 /R (Qui 1 )ABESTIMULON™ QS—-21(Antigenics,
Framingham,MA) (3£ %55 ,057,540) B H AL i 1R 1 01 TSCOM (e % HIBR &4) 5
[0176]  (4)HHTANE 2 KE , & B N FRASSAIAD , 18 i Joe o ) Wt e Tl B2 BB A5 W (AGP)
B HAT MBS, BRI H Corixa, F HA#A TR E LH'56,113,9184; — i
FEMIAGPAE2—[ (R) 3~ VY Bk A 25 1 DY Bt 2 3 ] 2 2 2 it 4 -4 -0 B 3£ -3-0-[ (R) -3-1-I/Y
P4 - DY I 1-2—-[ (R) =3~ DY I 4 22+ DY I 2 1 —b—D -tk i 1 W5 17 , FL R 9529 (BARTFR
NRC529) , HAHE il 1 5 AT EAE R (1 LI, A B 2 A% IR » 15 01 75 CpG AL 7 1)
FH IR (EEEH56,207,646) ;

[0177]  (B)4HfEHF A A& (B, 1L-1.1L-2.TL-4 . 1L-5.1L-6 IL-7-IL-12. 1L~
15 TL-18%F) , T4z (Bl 1, v —THCE) R 40 A 106k 400 it 4 9% I8 K] 1~ (GM—CSF) , Ik 4
7% 3 R (M=CSF) , B SR BE IR 1~ (TNF) , 2 il o871 FI8T-2, %

[0178]  (6) A FHADP—IZ HE FL AL 55 3 I W 55 R ATAE , 15 B A M BUR B R T NEELF R
(CT), Frik A5 I A e vh R L R 7 B 29 BB Rk 73— E LR (IR & R ) BUAR
CRR 3 2 F (19 [ s 0] H 37 5 W000,/ 18434 (4.2 ILW002/ 098368 F1W002,/098369) ) s B H 1% B
Z(PT) s B K AT B AT B 25 (LT) , B 2 LT-K63 . LT-R72.CT-S109.PT-K9/G129(Z I,
S AIWO 93/13302F1W0 92/19265) ; Fll

(01791 (7) 7824 5 8 HIIBGRI LA S5 iZ A S W 2 1 He e

[0180]  MfuBEME MK ELHE AHAIR T, N-2, B - BE S - L5 -D- 5 5 A Bt % (thr-MDP) N-Z, Bk
Ha- X F RS - L - TR R -2 (1 -2 — AR B —sn—H i & -3 -7 JL M B ) - 2 % (MTP-PE)

"
2

[0181]  FEAR KA SEHE 7 b, QAR STHT A 90 0% JR 40 508 & CoG B A% R 18 ik
7 o QAR SCHR BT A FH Y CpG 3 A% 57 12 418 H0 1% B Co G 35 R il S8 A% H R (CpG - ODN) , [A] Ik, 3%
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AE A UL, 15 WX L ARTE A LR AT o S RIBOE RICh G A H IR & — 1B A
P2 FEME CoG AL 7, JLE Al FE S Ak B s g — S e — 1 IR » AT A0 RE L AR R B T e N o
CpG % 1 J M L PP 10 B AR S — R R/ IR 0 e i 0t . & 2 /b — ANk
R EAK ) CpG % H R I 2 RIS S5 A% 1 IR 2 O A i I T BR MR S 422 2237 B IEEnA (1)57 4
FP A M 0 ) SEAZ IR 9 H LW 45 A T To 1 1-FEAZ4K9 (TLR-9) T % R G . 7 53—
AN P, G R S IR ] A — AN B A L CpG A R, H i i
TLROWKIE b1 R 40 M AE 1 SR CpG I 7 A2 =B FF SE 40 1) S 458 B o CpG 4y S 1k S A% IR T
£ 5 — DA SRR, HHE T AR CpG R - CoG R A% 1 FR O 38 T4 22 3 B
LR AFFI LR RS R, B G 35 [ &R 56, 194, 388.6,207,646.6,214, 806
6,218,371.6,239,116%16,339,068.

[0182]  fEAJR ARSI J7 S, AN AR ST H 2 B H 0% D 14 4 5 )40 45 /EW02010 /125480
(1SR 3T 552247 B 5K 1 2T 58 36 4T BT IRMTA CpG AL T IR -

[0183]  TL%55E 7 ANIRI 1) CpG o 5 HIRE MR TEAZ A IR o X LEFR A B CRIPE , I HLEE P41
AR TW02010/125480 553 T 552247 2 55 12 01 553647 o A K BH 1 7 V24 5 3X 8 AN [F] 2R 1)
CpG 4o 12 LI SE A% T IR V) FH I

[0184]  fEAR BRI SLETT 2, WA SCRT A %% R M G040 5 AR CoG B % H IR - 1L
el , AR B “ASE” CoCRE % IR H A LA T Z IR 7 51 : 5 GGGGACGACGTCGTGGGGGGG 37 (SEQ

GG*G*G*G 37 (SEQ ID NO:2) s Horpr w2 4R BRI IR BRSEIT H_ 455 IR —HasE.

[0185]  FEA K B ) SETit 7 S, WA P o I S SR M4 5 W80 B B2R CoG SR i H TR o
TE— 5L T B, T A% B B CpGSE %t IR A2 BIRCpG A% H IR , Ho bl 2 /D R AR IR
[0186] 5 XiXoCGXaXs 37, HrX1 X2 XSFIXASE AL R o £ — AN SEHE 7 2, Xofe: RN | 19,
WV BS R PR W o 7 ) — NS 7 2, Xo e P g | JU A B s g

[0187] AR HHIBICoGIEZ IR T HE ] IR T T LR rh i IRLL 7 71« £ [ L) 5
6,194,388.6,207,646.6,214,806.6,218,371.6,239,116416,339,068 .7~ %I 7% - 5| FuH51H
ANBR T3 28 5 R 0 HR A RN B R o A T RS e B

[0188]  fESLiy &rf , AR W “BK” CpG M H IR B A AR T :

[0189]  5’TCGTCGTTTTTCGGTGCTTTT 3’ (SEQ ID NO:3),EHY

[0190]  5’TCGTCGTTTTTCGGTCGTTTT 3’ (SEQ ID NO:4),EY

[0191] 5’ TCGTCGTTTTGTCGTTTTGTCGTT 3° (SEQ ID NO:5),Hk

[0192] 5’ TCGTCGTTTCGTCGTTTTGTCGTT 3° (SEQ ID NO:6),Hk

[0193] 5’ TCGTCGTTTTGTCGTTTTTTTCGA 3 (SEQ ID NO:7).

[0194]  FEARARIXLL P2, B (R S P LLAR 2 AT FR R o AE o — DSty &, 724 E
XL B, — B2 AN AT DL B IR I I AECpGR: 77 1 “C” A1 G 2 18], B il 32
PERI CoCREAZ IR - FEATAIX LL r HI Hh , 8- R AT BT 22 7T DA T 1 3R AUA R 52 449,
FEAEANBE T35 PR BRCUPR 1 HUAR

[0195]  BIESEAZAFERIP) — LE R PR i 14 ST 45 A0, -

[0196] 57 TCkGHTkCHGHTHTHTHTHTHRCRGHRGHTHGRCHTHT*TT 3” (SEQ ID NO:8),B{

[0197] 57 TCkGHTRCHGHTHTHTH TR THRCRGHGHTHCRGHTHT*TT 3” (SEQ ID NO:9),B{
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CON 106413747 A w Bg B 17/30 7

[0198] 57 TkCkGHkTxCkGHRTHTH T THGH THCHGHTHTHTH TG THCHGT*T 37 (SEQ 1D NO:10),8k
[0199] 5 TkCkGk T CHGHR T T Tk CkGH TR CkGH TR Tk T TG T CkGTT 3” (SEQ 1D NO:11),88
[0200] 57 TkCkGHTHCkGHTH Tk T TGk T CHGHR THTH TR THTH T THCGRA 37 (SEQ 1D NO:12) .
[0201]  JLrpadRim AU PR a5 o

[0202]  ZEAK I SEHETT &0 G AR SCP A TR e % SR R A6 M B 15 CIRCpGIE I H R o
FESEJE )T ZEH , AR “CK” CoCIEZ H IR BA T LR 771 -

[0203] 5’ TCGCGTCGTTCGGCGCGCGCCG 3 (SEQ ID NO:13),8%

[0204] 5’ TCGTCGACGTTCGGCGCGCGCCG 3° (SEQ ID NO:14),5%

[0205] 5’ TCGGACGTTCGGOGOGCGCCG 3” (SEQ ID NO:15), 8%

[0206] 5’ TCGGACGTTCGGCGCGCCG 37 (SEQ ID NO:16),E%

[0207] 5’ TCGCGTCGTTCGGCGCGCCG 37 (SEQ ID NO:17),EY,

[0208] 5’ TCGACGTTCGGCGCGCGCCG 37 (SEQ ID NO:18),EY,

[0209] 5’ TCGACGTTCGGCGCGCCG 37 (SEQ 1D NO:19),5%

[0210] 5’ TCGCGTCGTTCGGCGCCG 37 (SEQ 1D NO:20),5%

[0211] 5’ TCGCGACGTTCGGCGCGCGCCG 37 (SEQ ID NO:21),8%

[0212] 5’ TCGTCGTTTTCGGCGCGCGCCG 37 (SEQ ID NO:22),8%

[0213] 5’ TCGTCGTTTTCGGCGGCCGCCG 3 (SEQ ID NO:23),8%

[0214] 5 TCGTCGTTTTACGGCGCCGTGCCG 3° (SEQ ID NO:24),8%

[0215] 5’ TCGTCGTTTTCGGCGCGCGCCGT 37 (SEQ 1D NO:25),

[0216]  AEAEAIRLLFEFeh, Bir AT 1 B P DA S B AN IR R B o o — DSkt b R4
KB, — BN DS TR R Pl /ECpG L Fr i “C7 MT“G” 2 (8], T2 pe e R Pk
[P CpGEEIZ T IR o

[0217]  CIRTERZH TR — Lo PR i 1 5 45140, 5

[0218]  5°T*C_G*C_GkT*C_GHT*T*C_GHGxCHG*C_GRCrGxCxCG3 ™ (SEQ 1D NO:26) ,5%
[0219] 5 T*C_GkT*C_GkA*C_GkTHT#C_GHGHCkGHC_GRCHGkCCxG 3 (SEQ ID NO:27),5%
[0220] 5’ T*C G*G*A%C_G*T*T*C_G*GxCkG*C_GkCkGxCxCkG 37 (SEQ ID NO:28),83%

[0221] 57 T*C_G*G*kA*C_G*T*T*C_G*GkCxGxCxGxCxCxG 37 (SEQ 1D NO:29), 5

[0222] 5’ T*C G*C_G*T*C_G*T*T*C_ GHGkCkGxCkGxCxCxG 3° (SEQ ID N0O:30),8%

[0223] 57 T*C_G*A*C_GkTHTC_GkGHCrG#C_GHCHGHCxCkG 3”7 (SEQ ID NO:31),8k

[0224] 57 T*C_GkA*C_GkTHT*C_GHGkCrGHCkGCxCkG 3° (SEQ 1D NO:32),8k

[0225]  5°T*C _G*C_G*T*C_G*T*T*C_GHGkCkGxCkCkG 3” (SEQ ID NO:33),3%

[0226] 5’ T*C_G*C_G*A*C_GkTHT*C_GkGHCrGHC_GHCrGCxCG3” (SEQ ID NO:34) ,H%,
[0227] 57 TCxGHTHCHGHTH T T T CGRGRCRGR G CGxCC*G3” (SEQ 1D NO:35) ,HE
[0228] 5 T CkGH T CHGH T T Tk T CGRGRCRGHGRCCGxCCG3” (SEQ 1D NO:36) , 5k
[0229] 5 TxC#GxTxC_GxTHTHTTxA*%C_GHG*CkGxCC_GxT*GxCxC*%G 3° (SEQ ID N0O:37),BX
[0230] 57 T*C_GHTskCHGk T Tk Tk Tk CRGkGHCkGH GG CxCkGx T3 (SEQ 1D NO:38)

[0231]  HorpsAfBERA IR ERSE T H_TRWEIR —Hatt.

[0232]  FEAFAAIX L 751, 20— PR B 38 P BLHUARS " T 1% 21 EA R SE A A5 H AR

TR R B R A
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[0233]  fEAR IS T S rh WA SCRT A R G g% PR A M B S PR CpC R H IR -
TESCETT S, T AR B (1) CpG R 1% 1 IR A2 PR CoG S A% HF I , LA 575" TLRYE A s 22 />
PR [ S, — N ] SC XSO B R 28 /D 6N I IR (195 [ SCIX 3k JF HL B 422 B i (7] B
FIEFERIKJE B /DSMZ TR 3 [ S X 48, Hod, ik Az IR 46 2 D — DN YpR AL H
1S o FESE it 77 2= p , iR AL TR A JE THC_GRTHC_GxA*C_GHT*T*C_GHGHCxG*C_GHCkGHCHC*G
(SEQ ID NO:27) fE—SEHE T &, kPR CpGoE % H R ALHE 22 /b — N E R AL CpG —
AR AL B — AN SEHE T R, FrR TLRIE AL IR SE TCG TTCG TTTCG L TYPR. TTYpR.TTTYpR.
UCG\UUCG \UUUCG\TTTERTTTT o £ X — At J7 S, IR TLRIGEAIRAES  [5] SCIX I A o 7E T3
— AL, TR TLRIE LIRS S A S Bl SC X 3

[0234] YEsEE TR, KKHK PR CopGEZHFRAEAU TZRF I 5’
TCGTCGACGATCGGCGCGCGCCG 3° (SEQ 1D NO:39) .,

[0235]  FERTAR 75+, BTG [k ] AR IR IR IR B - 7 5 — N SL i 7 &, — 1 Bl Z
ANEET] DL TEIR BR , PLIRAECpGEE K “C7 G Z (8], TE 1 e PR CoG 3 i AT IR o A0 ATAT]
X, 2 - R B 2 A PAEUARS " T 2 2 BRACAY S B RGBS PR T 78 JR T il g
HEAR

[0236]  PIRTERZ T BRIWIARFR il P S 4540 45 -

[0237] 5’ T*C_GHT*C_GHkA*C_GRAXT*C_GHGRCRGHC_GRCRGRCxCG 37 (SEQ 1D NO:40)

[0238] . rp+fRinACIEBRERSEIE H_TRWEIR - Hatd.

[0239]  FE—ANSLif )y 9, ik S5 R A4 2 0 — MR ACRE B IR B8 - 72 75— AN L
ZE, TR T BRI A %0 R RE 2 IR A PR B o 75 50— AN SEHETT 2, ik 3%
HIREHE 2 /D — AR ERRERE AE 5y — N SEHE T S, Pk B i BRSSP IR R
TE 55— AL 7 R0, SRR A G5 BISEAZ IR 2 — AN SE i 7 b, BT il o5 i S A A AL [
B .

[0240]  YESLJE 7 S , AN SC A FFI T A CoG S5 A% T R 140 A2 11 198 1) At T 12— T ( SR 7
[FISERZ IR , (PCTHIIEW02007/026 190FTIR ) o 7E S5 — NS /7 B rh , AN K B IR CpG o % 1 1R
SIBUREAE (1 0, AR ) o “FROBA I SERL IR & 48 SR 1 RN A 3 B it (4 , 2
FH 7 DA% BRI B P VDA% BRI ) B AT A0 B o B R s A mT DA JE T = B A 1ok SE B . LA
AT I T B2 1) A TR B A R T R S IR e T 1 L P 4 DT P D10 IR g e
T E R SR IR T DL R A S 8, AR ER s AR R BRSNS T
AR E R, A ERERI 2T A FE e r) 4, Hoh 20— AMZ AT R I S R B
SRR R RS, JF HL A A D — A e R R ) RO A B R T R (1) B, b BTk
F bR EREE DU ERFREE TR 2 b — AR B B R AN Y . T AEPCT H iR
W02007/026190H BT R 1, 2 B2 — BR SR A0 1B HO A7 T CpG2& J37 N ), X R 1) 3 TR PR A
L.

[0241] Pk CpGEEiz BRI K/ (B, VA5 S % 1 IR K IR A% 1 IR AR A O 2 B ) AT
BT SE A R 0 RGPk o ol T R B B i rh AR B B CpG B i IR i B 61N
T BRFR A1) 50/ B o A0 SRAFAE RS 1) S0 0 N B 7 AR RO R T e Mz IR (2K
NVFZkb) K 2 H RS e 175 3 S5 N2, DR A B K ) S5 A% TR 76 40 I A e i o 7 8 S
it 77 R, TR CpG IR H R K 6- 100 MZ IR , Ik K830 MZ T IR - 71 B 221 SL il 77 8
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o, AR B A% BR AN SE A% 1 R AS 2 TR BR IS A4

[0242]  HESEjifE /7 v, AR SCA TR CpG A% A R, 5 BUARBAS Ui , 15 n7E i 2 A/ Bf I
WA TW02007/0261901 55134-147 B¢ .

[0243]  FESLJETT SH A% R B I CpGRRAZ 1 IR A AL 2B R 1) o A0 22 B U1 117 S 491 8 AR A0
RN RCENN, 3F HAEA T #nUhlmann E.%5(1990) ,Chem.Rev.90:543,S.Agrawal ,Ed. ,
Humana Press,Totowa,USA 1993;Crooke,S.T.%(1996)
Annu.Rev.Pharmacol.Toxicol.36:107-129;and Hunziker J.ZE,(1995),
Mod.Synth.Methods 7:331-417H JARIE A K AN FZH IR 0] BA — A8 AMEM, b &
AMBATAL T4 2 (A% 18] T R R AT R/ A T4 52 1K B-D— A2 W B o R/ B4, T4 2 (1) R
SR RIE AT &, A EL B R SRDNATRRNAKA B AR TR 7 51 1 B A2 7 R

[0244]  FEA B — L SLTE 77 2P, A CpGRIAZ R m M A Uk RN 52 & 011 77 2%
i8] B Hb 5 b 0% i P AR A (S LB TTW003,/024480) o

[0245]  FEA B B AR SLitE 77 S v AN SCA FF R ATAR 9 038 B PR 4H 540 B 7 20g-100mg [
CpGEEAZ T IR, fLIE N0 . Img—50mg I CpG L T I , L0 . 2mg—10mg 1) CpG I % 7 1R , HL 1k
0.3mg-5mg I CpGIHEZ IR , H 2 HLIE0 . 5-2mg I CpGIEZ TR , H 2 10 75-1 . 5Smg [ CpG 3%
WZAT R AT B SE i 77 P AR S R 02 S 4 S 80 75 20 I mg I CoG IR A% B
[0246]  FEARIERISEHE T S, 42 I S TR R 7, Ho3k B R ER AR IR ER FR A AT A
FE—NSEHE T M AR TR 1) H 0% il 1k 2L S 60, 5 1 R e B 4 o

[0247]  FEARIERISCHETT S, AR B 9 9% Ji 14 41 & W0 A0 5 G2 pp R P R AR B 550 6
TS AR AL G B AR RRORE R B R R i A D

[0248] 4oy JEU 2 A W AT A M m] A0 15— BhEk 22 B AR B 2 b ] 252 I G, BTk 22 rh il
WHHEAR T Tris(Z3F P RAZEF b (trimethamine) ) BEFLR Eh . 2 1R £5 VIR 5 745 1R
£ H 2R 2 2R AN R HARR 5 o AE FELL ST 7 Ze BT aR il RS2 b 2 45 0B 270, Lk £
5.5%£96. 5[ pHYEH A .

[0249] 4y IR PE2H A WMT G U v DAL & — Fhiak 2 AR & 7 R s P 7, AR EA R T-5%
A KL BB AR By IR BE 5% 1L AL EES0 (LR 80 ) 3 1L AL ER60 (RE IR 60 ) V3R 11 L ER40 (1
H40) AT L ALES 20 (HE 3 20) TR A 20 be S Tk 45 (HA PR T-Bri j58.Bri j35, LA R HE
W an il @ X-100 fiF7IEX-114 \NP40 , 7] B85 A1 BH J& v 2 71 3 15 2 T 736 14 77 (4o 4,
BRI 121) AEAR IR M SEE T b , G IR PR A /0 & 5 (L AU BR80T 5% 11 LG40 , fLi%k 5
AL EE80 . FEARIE H SERETT R , S TR 20 A W Srilk FE N 290,001 % B 412% (fRik 2 £
£30.25% ) [ 52 1L BLBEES0E I & N1 £10.001 % F1 % (I E £ £10.5% ) 5 1L FLEE40.
[0250] A B S A &5 A B I e e S It 40 S K P 1

[0251]  FT-5 5 S 08 B AR G 52 I SR ) T V2

[0252] AR F N FF I BHEA SCHTIAR %% S5 PR AW 48 F 323 o, R A HF 2RI —
ANSE 7 BRI T U5 TR I 58 R BREA 1 S 0% R 1 v B RE 25 52 e FH H % Tl 1k
S AT A SCHTR I S SR 2 A4

[0253]  ARAFFWAER—SLE 7 SRFR UL T IR 523 G TR Il 28 BEBR B I 77 7%, BT
By I i ¢ B BR TR 1 7 7, BCae A1t 98 B3R T 5 )G 1) Sk e ) 7 B R PR B AR 5 i 28 B ok T
T RS IR AE G & D> — FREIR RAE B T, Frik T3 A0 46 45 5238 Tt FH 0% S 1t &= AT
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fAIAR ST R 1) S SR A

[0254]  ARNFFWAEM— AL Ty 23R 1R 32303 S TG L5 A 1 5B i 28 BE 3R T 1
TV, BT 2% e ML 284 1 5B i 8 B BR A (1) 7 V2 , BB I L0575 28 1 5B i 8 e BR 1A 5 | 110 Jek e
(%) 7 P PR BB 3R 5 I 37 28 1 5B 48 B BREA 5 S A S G A S 1 22 2D — PR IR R AR I 7 1
FITIR T3 i A 4 52 3 it FH fe 92 Dl 1 S I ATART AR SCRTIA 1) H 0 B PR 2540

[0255]  ARAFFWEM— ATy Zdeft AR S2 3 S T LI5 Y 16CHH 28 BEBRE 1
T ¥, BT 2% e XL 37 784 1 5 C R 8 i BR A 1) 7 V2 » BB I L0 75 784 1 5.CRrfi 28 B BR T8 5 | 11 Jek g
(1) 1 B R R B B R 5 LY Y 15 Cli 28 R TE 51 B G A 2R 1 22 2D — BE IR R AR 7%
BT ik T3 i A 45 52 10 3 it P S 0% L 2 AT AT A SC T ) S SR R 2 A

[0256]  ARAFFWAEM— AL T 4t TR SZ A S TR MLIE Y 16A M 28 BE SR 1
T ¥, BT B e XL 70 1 S A 48 i BR A (1) 77 ¥4 , BB TG I 28 1 S A 28 BE BR T 5| 110 Jek g
(1) 1 B R B B R 5 7 Y 15 AN 28 BE IR TE 51 B A 2 1 22 2D — BREIR R AR 7%
FITid T3 i A 45 52 10 3 it ) 4 9% 1 2 AT AT A SC T IR ) SR R 2 A

[0257]  ARAFH W — AL ZHett 7B BR, 52 303 5 s 2L 15A . 15BF1 /B
15C(HLi% 15BH /B 15C, BEAR 3 1 5B ) i 8 4 33K T AH < 1 I 28 B 3k T Sk 4 8 T 5L 01K 7
2 Bk 77 AR 052 2 i PV YT BRI A 2 1 AR SCHTd 1) G % SR 1 40 A W i 20 B
AT et TR YT ERP A2 A E 5 MG AL 15A | 15BAT /B 15C (L1 15B /B
15C, BEALHE 15B ) AH 2 19 il 58 BE 3R R IR G L 08 SO 0 1) 77323, B 72 A0 48 AR SCRT IR 1Y
Go 5 R PR 25 W 7 A 2 B R o A4 1 ), A FH B A R A2 R T 4 B
P

[0258]  FE—ANSEE T S, ANA TN SA SO TR G % JR PR 485 Bl S s JE M &
Wy T il & 2 6 s, BT i 250 F T OR3P 52 6035 0 T i 98 BEBR B Bk %, 0/ BUTB firfi 46
BRYE G , R/ B AN 28 BEEK B 51 AT X 2 e (1) 7 B P i BB S8 i 28 B K 1 5| kS 1) J2 e Al
KNP 2D — PRI R AE , 0/ BORY 52 503 f0 T L35 2 15A L 15BN /B 15C (16 1 5B /B
15C, S AE3% 158 ) it 48 B K B I e A1/ B FRH LS A 15A , 15BAN/ B 15C(HLik 15B /B 15C, B
R 15B) , Fil/ B AR LI 8L 15A L 15BA /B 15C(HL 1% 15BFI /B 15C, AL 15B) fifi 4 B4R
51 D A R G ) 7 T B AE SR I FE Y 1 5A L 15B AN /B 15C(A % 15B AN /B 15C, AR 158 ) fii
RFEBRTE T A IR GLAE IR 1) & D — FRE IR R AE -

[0259]  FE— AR TT =, ARAFF N B SR SN T G S5 284 W Ek S S5 M &
VI FH & BT 259 TR 40 523038 40 T I 98 e BRUE I e , 0/ BT 1 8 B R v Jee g , A/
B e AR it 208 8 BR AT 5 | 6 1100 S P 77 P 5 B I AR il 48 e R TR 5 | RS 1) S AH O 1 2 /D —
SR RAE, R/ BUR P SZ R 4 T M5 AL 15A L 15B AT /B 15C (AL 1% L 5B /B 15C, A1k
15B) i 78 Bk 12 B gL A/ B TR i 78 154, 15BN /B 15C (AL 16B I /B 15C, AL 15B),
A/ B AR A 15A L 15BN /B 5CHL e 15B AN/ B 15C , SEAGI% 15B) fiti 48 2K B 51 L i) e e
(1) 1 B P S BRI IR LB Y 15A L 15BN/ B 1 5C (i 5B/ B 15C, BEALE 15B) it 48 FEEK H 5
RC IR A IS 22 /D — R R R AE

[0260]  Stof # % JR PR G W) “ T N2 e AE 52 13 R SR ARV o % N2 A/ B A e A 5
() S N2 FITIR B Bt R A7 AE T B R vE I Sz i M A S sk A &b 5 7+ 6T
KNFFE B, BRI NE R TR N, I8 RO FEAR A TN 2RI )% R
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PEZH A P Ei v R I B R AT TR 5 DA — S8 S AN 74T 45 A I BRI 5 RAE B, 1“4
M 0 G 8 LT e — iR A RN/ B e (1 4R A 30 S8 B2 o AR A 5 1 S g% L
R H S IREITRFEEHIMAENEE G Y75+ (MHC) L CD1E I B HE 4 L MHCK: 73+ &5
AR R AL ) 235 51 R I o 3 5 AT R S M CDA+ T4 B 40 o BCDS+ 24 Jif 25 14 Tk 2 44 g
(“CTL”) o CTLA T it 22 Bl AE 22 MMHC b5 I RIS e 4l R 10 i 8 A 455 2 I Ikt
JE HA RS PR CTLFE Bh5 5 AT 3k 4 B P9 i A 40 0% 4 B P AR , B G b SIS Al A 0 11 441 e
(1) B2 A7 o 0 G 2 1 5 — N D 85 % el B T 0 ) 7 Do S e N 25 i B TR B A I AE T
75 BB T Re I 5 AR e VR RN 4 B A0 35 MR B X 7R LR T b R 5 & s EAE S
MHCy 456 1 IRECH B BT I 40 o “4H e/ 3 () S RLE” 3E 8 7 AL 4 i PR+ Bk R
RIS A TR AT/ BB A AN (LS AT AR [ CDA+FICDS+TAN A i B L ) 7= A= 1 g ikt
FoF R B PR B A ) RN A T 1 S 0% BB R BE F ] DO I v 2 U VR e
% Q03 L I L 200 e bR B T 3 A ) S0 5 v L CTLAM A B PR 40 B 0 s v, Sk ) s e e
B0 A 52 33 H B D D TR L 0 Y, S o ) e 7 i SR T A B AR 1) 4 e R
o S 5 VS AR AT AN o 2 L B r i cksonE (1993) J . Immunol. 151 :4189-4199 ;
FDoeZE(1994)Eur. J. Immunol . 24: 2369-2376 ,

[0261] AR A, “YR97 (treatment)” (LRI AR, 0T, “YBIT (treat)” B “EIRITHI
(treated)” )28 FAIRAT R — FhEk 2 Pl (1) LB B RGO TRBT , AL SR T
(il )FEIR A 7™ R E I BEAR, BRI R, (i) Brish 18 59 JE AR SO IE (1 AR 3K 58
A R DRI, YR T AT DI T L ) BOIG TT PR (B S 5 ) SEBIL  AE AR A FF A, IR YR T
S UL J7 AR AR QI N 25 B0 HAKRSE I 7 58, 3 it 1 ey (R AR TP A/ B 7 M A
) 16 EEN G T LG 15A . 15B AT/ B 15C(HLde 15BN /B 15C, BEAILUE 1 5B ) i 8 B R 11 Jdk 4t
(R A PRI TT % o AN FER T30 TR 32 6035 Py e A/ B I 7 P e )% o R A FF I 71540
A DALE FH T AR 20 70 B ) 52 83 1St

[0262]  “fyis Jii P &7 1 “HoJ 22 AR &7 PR B 75 AR SO m] B L FR 16 A Pt S B A g
JE P 2H A R &, i ads B DA 51 R i el AR Akt AN 57 8 R0 AR A ) 5 v B N 1) e
L2, B4 e (T4 ) B A4V (BAN OB oA ) 288, B R 32 o

[0263]  YEARIEMISEHE TS P, FTiA 32 2 N o A B AL IR A SEHE T &b, BTk 523 2 A2 3
A LCEPAFERE =A HRUR ) VB LEFE3AS AR — %) B4 L (RI4FER— S BP0 %) .

[0264] 7RSI S, A SR A H 0 S 0 B PR 2 A ) R AR P 1

[0265]  FEIXFERISLE T P, R PR 323 SRR n] DU/NT-1 5 o 9, R Py 52 33
AIPLAZZY1.2.3.4.5.6.7.8.9. 10 1 1B 124 AR  AESE it 7 b, fr i i 52 i A2 2
2. 4861 HRAFUE 7 3 — AN 7 P R M 2 B RN T 2.5 B R e P 52
KB A LLE 2912151 HIGFRE A — 215 00T, 75 2/ 22— E IR AR A K ) 7% )R
PR A AR R EAE R, P PAE T 38 — BB = BRI M RIE (S W L9

[0266]  FEA B[ SEHtE 7T SH  FRr i Pl 520 250 BB R R , FEALIE 55 B B LA
RN AR ST b B R 2R 65 FE L. L T0FE DL 75 5L FE80 %
gL B

[0267]  FESKIE T S FRr R M) 32 6 3 o SIZ DR AIR T BAMA el e A o S DhRR IR T
AT B T8 A R 7 52 s et A1 A0 A onof J e P Tk 7 0 7 AR T A4 VR B 4 I s 40 1) R
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TN

[0268]  fF A< BH (¥ S it 75 8 o0 » RR BRI G SRR AR T 1K 52 303 BT R A A 6 )% R 4%
IS R AT IEBE 7 i 28 3K B 5 0 B HUAR S B R I BRI £

[0269]  FEsifi )y Zrp, il S50 R R S 03 IR I oiE o e 3 b, T I e s Y2 B0 6
AELE [« 245 (0 TARTBYH M G 28 Bt AR Bt B 5 SUIVI 27 A0 E S 058 2 TR B 4 i
AL SR M BRI L B JOREPERRE L S MBI o 8 SEE S b, BN SR M g B
BEPTIE T [ PCT HIEW02010/ 1254801 5524 71 55 1 14T 5525 11 55 1 94T A FF KW IE -

[0270]  FEACK B AR SE ity & b, R P S Sh B AR R 32 5l 3R R BRI R
955 HT VI FRAFVE G B b 7 A0 (ATDS) VJBAE 18 P o JIE B Sl 35 95 JEE 78 0L P o0 P 8 2
W PRI 12 PR BT VRS oP 55 BT AL A BEBIB TR Lo LI 18 Pk S AR 8 L B 18 Tk B
FEVEfii7 (COPD) B Th A Fe i (i W IR AN AR ) B ZhRE B = (EBE (asplenia) ) | L%
PR L L5 S 2 R e BRI AT S IR EE R B DR A B R SR A I AT g

[0271]  FEAK AR SEIET b, R I B IR N N 2 i B E AR .

[0272]  fEAC KR BRI EARSE i & op, R P S SRR AR 1 32 3 IE AR 22 PR AR LA
SRR I BRI T AT SRS S, IXRER 253 1 PCTHIIEW02010/ 125480 1)
26T 5 33T -5 26 T EB401T A AW .

[0273]  FEACK BH R EARSZIE T S op , R P S % ThERAR T 32 30 2 A 2

[0274] 75 A% PA ¥ AR St 7 & op , FR R 0 0% TR AIC R 1 223 A A 4 v 30
(A MERFEO K T5 X 10N AR/ T, BUAR T4 X 107441 /FF , BAK T3 X 10%A i/ 7+, 5%
T2 X 10°AN 4/ FF , BT 1 X 10°AN i/ FF , BAKT0.5 X 10° A4/ FF , B F0.3 X
LOPAN 2B/ T, BRAKT0. 1 X 107N 4R/ T

[0275] [ 4t o2 (1 Mk vt 20 « 78 L A I 48 e (WBC) B & - WBCIl 5 /E N CBC (42
I ALK 6 — B 43 HEAT B0 & o 1 L0 e A IV P IR G A L I S R O AL 4R 4
(45550 ML AT B AR o A AS[R) S 1  40 f , E04 vh PEkr 40 (22 T2 1% 11 40 s PMN) AR A
FLA N (band cel1) (B8 A a2 PR ZH A ) TR bk L0 40 (T4 )  BZES J4K E 200 e (B2 M)
B 2 W TR P 4 L AR Tl e 4 L 9 4 L ) T A 215 TR 3 S e 7 13 400 - L . 13 4
T E I I YO R R 7 7 2 K I ML 4, 300-10, 8004 41 ffd o X 1 AT LAFR A 1 LBk v
H, I FLAT LA A B B4y 8 4. 3-10.8 X 10PN/ Ft

[0276]  FEAC K B AR SE ity &b, RR R P S Sh B AR T 3250 S8 v b 41 i o />
E o 75 AR BRI B S 7 2 b, AR ) G0 Dh BB AR R 19 32 603 A e op Mk 4 i it 2
T2 X 10°AN 41/ FF , BRAK T 1 X 10*AN i/ FF, BRAKT-0.5 X 10° A4/ FF , BRAKT0. 1 X
L0°AN4IH/F, B T0.05 X 10741/ FF .

[0277] % A3 4 At Hie i v P07 400 PR ok 2D ™ A LR AE A7 T 7 98 PR I3 L v P 40 B )
SR ARACT IR I o w4 200 B e — A 35 B L AR R 0 e 52 1) A B i R
177 H P T P A A DL B DR TR A A9 B B FH AR5 3 1 o e il 2 i
TNY BB YR RS , - BR R E VR TT o

[0278]  fEAC K BA () EL A SE it T S op , Rr B Pl S % SRR AIC R 1 32 i3 2 A CD4+4l g vl 34
{E-F500/mm” , B CDA+4H B 1 2% T-300 /mm® , BRCDA+41 I 1+ E A1 F 200, /mm® , CDA+41 i i H A1
F100/mm*, CDA+EH AT HAET75/mm” , B CDA+41 i 1 E 1K F-50,/mm’ .
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[0279]  CDAZH fu 5 5 38 Aymm® v (K 40 BR300 = o 1E 35 i CDATHE2500-1600 , 3 FL.CDS
THEE375-1100 CDATHEAE T A HIVI A SR TR

[0280]  7EAR & B SKJit 77 S H » AN SCA AT AR G s DhERAR T 32335 22 S N KB &k
N,

[0281]  HEMHE GV EBEIET AN TIZBEWE A AER G 1S 2 TR .
il , ELAT 20 % 5 55 2 I 28 4 Wi LA 78 100ug 22 18 7 B rh £180ug 534 1K 2 J 14 20 g
AT Z W U H AR ER 8 A EE A B A Y TR 8w, &7
=50, 1-100ugl) 28, FEnl 20, 1-10ug, BHAFAE 1-100g , HEFR & 1-5ug  PLI%E BRI
B Z1.1.2.2.2.3.3.3.4.4. dug L M,

[0282] ST 52 Gy SR 4 S I B0% 1 1 A 43 1) e 0 T DASE It B v A 0 1 5, Ik A
FLUE Je S G Y T R R L EE AT AR A G, 263 T DA 78 4 I TR) B 4252 — IR B
TR IR %

(02831 70 A Ay 5 g% JEUA A 2k, m I N BEAT IS, S T 39 0 s s, B L A e v
fige 00 5 v (R ) 2 T 400 i 3R Aot Ay S 1 B B A LI B8 0 00 R RN 5 ) 5 BB 3 N 6 ot
7 HH 0 DR S P A RO P KT S I S B AN 35 1k KT o AR SC TR , B % N S W] DL
ok I it RS 5 5 0 P R S P AR ) T KT BEAT A I, S LR AR kL e I &
WIS 5 1 AR 1 34 9 5 1 T4 i 8 2 7 W 6 71K B 7 - AT ARG DN« 7 2 25 (1) AR 4 7K S
AT LI A S P 1 0 R e G 1 1 R 2 o 1 B, G SRR R e g N B ) B R A2
T , W3 B 1) G 0% SR M 5 5 AR 4 /KT A2 i A ) 40 T A i B 3 e B b
FAIEBCE S LU BR TR AT W & o AE— N SEHE T 2, AR 37 B = ] DA JE G U & 5 4 1R S 4% A
R 2 b —FREAR (B a0 5 8GR A IS R 3 SR & o 2 30 I B2 20 40 9% i Bl e s SR M &
Ve BB B SR I K B b L e 2 A T AR A, IR AT DA S AR e AN R R T
KA T X FER v G F T 00 & G0 8 S PR RN/ B4 9 7 R i o

[0284]  ARAFF N B — DI T e 7 M IR B PR 5 G AN A FF 1) 29 5 22 il 4 93 S PE A
AR SR R A W)  AE— RL ST 7 P, PURTE M) 320 i AR A FF N 1 e i £
WEE % JEVE A MG 7oA AR — S 7 P, AN A TN AR BEE  — R E 2 B AR A
P 2% (1) 6 Jist 22 Wl B e 92 T 1 4% T AL K B 43 B8 TR A o 7 — S8 SE R 7 R, i@ ik A
BT R o B 22 R 1 A R R BRI VA R FR AN T BT U = 1, R AN BB E H D)
BB o 70— ML S 77 S, AR N AR I PUARIR T 52 3038 B B 60 0% o A A N AR R FR (4
KAFFN B TUEBSUE A BUR 2 5 R, R4, 20 &R GE 2R S A s A T 3
HAF=HUARR e RSN R ) , BUE ARSI AN RS AR AR AN
BRI PRSI S W B 3 K S0 .

SC 451

[0285] S Ail1 - 4355 ) i % B BR A 0L V75 754 1 5B 8 i 22 W 1) il 4%

[0286] 1.1 KMEAIZLAL,

[0287] i {578 1 5B [l 22 Fil AT LA AU H RN 52 N 0 B9 00 2 LB N TR 3R A5
(2 WA T H & R HE AT 520060228380.20060228381 20070184071 .20070184072.
20070231340F120080102498EW02008 118752 2 FF 1 J5 %) o LI 7 1 5B 58 % K 1 75 A7l
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K IR GRS B P R TREE  — HLH SR B B, LK 20 Bt 4% 31 AR 77 R TR e o R T
PRz et i AN F A B AL 20 B AT R I T8 R AT R Ak

[0288] 4R Jm i3 FIPANDA 2K#J EAL® (GEA Niro Soavi) AT i s 34 Bk B 4l fk i
I ¢ BEEK A L5 2 1 5B 2 M , DA 7™ A8 3 B O I 28 BE K T LS 2L L 5B 2 #f

[0289] Pt , it [ IR 75 v2:45 B 43 B8 1 i 28 B BK B 1975 2 1 5B 36 i 22 Fil A mM ITnL 375 28
15B s 22 A0 2 22 /00 . emMIE PR 2 , 7T H B A 1150kDa-500kDa  fLi 150-350kDa ) 73 ¥ & .
(02901  1.24 B 28 BEEK B L7528 1 5B i 22 W 1 A Ak

[0291]  Z WH A AL AE LOOmMB B2 #4122 v (pH6 . 020 2) Hp 34T , 18 I AR K I T B &= 1Y
500mMA R #R 2% R (pH6 . 0) FIWE T, LLAF 2112, 0g/ LI B 28 22 WHU o a0 A 75 B0 146 , 1’ I B
pHIE T B ZIpH6. 0. pHIE 1 J5 , 45 S NI VT 223 £ 2°C ol I 290 . 25 B8 /R 24 & ) 7= filt
BN FF IR S RN o 7223 = 2°C N T B BT T, FF 4229 16/ o

[0292]  yHALIK 22 WV 45 RIS P8 FH LOK MWCOGE I8 £ 3EAT o AHXT 20 573 BEAR AR WP T
FTIBUE SR G B A B IS AL 22 B A7 T5 + 3°C o A4 T A A G A it N BT
fE = i) BT be € 0 52 ORI B (i1 ) JE I Ll 2 s O B IR B 5 (i1 1) AL (i) JB Rk SEC-
MALLSI¥) 438 F1 (v) 0~ Z, B S I H i K A7 7E

[0293]  SEC-MALLSHI T-#fi€ Z MM Z - E ARSI 5+ & HSECE I itk 3] 774
AR B 2 08 A AT 5 22 (RL) A1 22 A FE O JCBUR (MALLS ) 28 8 02 2 = . 206 59
A ELAE FIR , JLEG IF BB = S5 R «dn/de i ~F 7 (bE 3 5 223 & ) A EE /R
JREAIR 43 2 W& 5 Tk B MALLSHS JU 2§ #1615 5 A1k B RIUR DU IR FEAE 5 1Y
BHOEAT

[0294] 4R #A 2 TG AL 22 5 48010 2 (DO = Fil 5. 42 PR e 1Y) BE R B/ I 1Y) BE ZR )

[0295] i EE & P on it B R B L 2 Ah bl fa vk s , 9 il ol o FH IR - Sl i RV, &2
R 2l T 3 T R AN A FH o i A B o SRR ) 5 O S LT B G B 2 A HLG
F6EEAE625nm A 43 H FE VA o 7R D0 KN Y L RO R S AR AR OB B B BT

[0296] 3 [A] By SR FMBTHEY, £237: 4ff 7 B 1 JBE /R 0  MBTHIU 52 6 Je WY R AL A ORI T 1l Je o
I O B 45 2 R ) 5 3 FF -2 I e M i fid (MBTHI 2 4 7)) S N2 TE o 3k 2 1 3R
e~ 2~ N N R J R A AR BRI P B B8 o 3% P O 5 AT VR s o2 DA i £ e € T o SR
J& BT I B %t 1 A6 50nmiBk AT e it 5L B

(02971 fLifeh, i@ Ik b3k 77 V245 B 16 9 1A 1 i 2 e 3R 1 1 375 28 1 5B IE JES 22 M AafmM IfnL 375 704
16B3E I 2 A0 7 22 /00 . 6mMZ R 2L, 3 H H A 1150kDa—-500kDa \ fLide 100-250kDa ] 73 ¥ & .
[0298] 1. 37H LA T 28 BEEK B L5 Y 1 5B I 22 B 15 CRMuor ) 4R &

[0299]  Z% &5 1EH NP RAR :

[0300] &) 5 R MEMRIE VR & 9F 45T

[0301]  b) EEAYR T AT 22 4 FICRM197

[0302]  ¢) V&AL 22 HEEE A 4 CRMuo7 I HIE

[0303] d)ZifbZ AW

[0304] &) 5 FEMEMRIE FNE & 45T

[0305]  VEALH 24 5 MR A 18 2R 5O i AL 2 5 25 58 BERE I L 491 SR8 R IR A TR &4
FORHATH TR T 5, & A T RS 2 B ARZAE-20£5°C . tHH E K CRMisr R
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ST R I (shel 1-frozen) I & T o T HICRMio7 R AFAE-20 £5°C

[0306] b)) H AN T AT 22 R FICRM 9728

[0307]  ¥RFHITE AL 2 42T /K — FF AR (DMSO) B A . — HL 2 Ml SE A VE i, 15 25 =11
JE7KDMSOS N2 T 1 CRMo7 FH T EE A4 o

[0308]  ¢)Z&A AN

[0309]  FEALIAIVE LI 2 0 55 F AL I CRMuor 7E S BLFF A (BT ALK 0. 8: 1) & I, B JE 1 iC R
A DAIRTS IS AW, S8 5 B S AL A S8 R A o I BLIA TR I B A 2 B E & 21g/
Lo 3 7] S BV AW R AR INL . 0- 1. SMEqFUGE M S AN R4 A, HE23 = 2°CF B 40-48/)
I o 2% E5 S8 8 T I I 2ME g ) B AL 8 (NaBHa ) DA NG A e 87 A 18 36 1 2% 1k o L TIE e oz 46k
SRYE23 +2°CHFEE3 T 1/,

[0310] )4tk &5

[0311]  iZZE AWV W FHV EN 10 SmMBE TR £5-0. 9% £ 7K (pH6. 0) 1 : 1077 B LA il % H T 18
T8 FH100-300K MWCOJE IR I 177 1] it 8 AT 2l Ak I R RE I 1A W) v v it Sumact 8 48 3
JE, AT A 5mMBE R £5-0 .9 % £h7K (pH6 . 0)AE A B AT B IE B IR SE UG , AW B E W)
TIL0. 22um Py It PEAFEERS

[0312]  ZR-GY)HISmMEEHIER £5/0. 9% #hK (pHE ) 3 — DB , LAIA 21290 . 5Smg/mL ) E Ax b
WPZ o SE R 2410 22um i 82 IR, DSRS0 B IR R 51

[0313]  fRukth, it B3k 7545 2R 4861 RmMIfL S 21 1 5B 3 i 22 F A0 75 22 /D0 . 6mM 4 iR
5, BA3000-20000kDafl) 9 &, I B A 2-6 45

[0314] S 2 A0, 75 FAfr 3% 422 1 CRMuor [ i 28 B 23K 1 1375 284 1 5B 3 st 22 % 1) e 988 Jir 14 4%
B FRAE

[0315]  Jdasd S s 1 o 24 FF 1) T3 1 il 2 SR -G L o A8 FAS [ & 1) A0 7 o AR 7 v ol 4%
ZEW 2R3 G A AR IS AR Tk 4% B T Al 1) 3T 2 1 5B JIE 22 W U A 4 2 B
HAE A BRI DO B A K )  FEAE B K A B AT A A W5l it KA 7712
il & 5 bR T Ak 1 135 28 1 5B 3 6 22 M ik b 2 K i dh AT B 8T, IR HLAE S KA ma b 2147 4%
B o BA WO ANTIH L ST J7 120 2%, B 1 A AL L7521 1 5BIE i 2 ML A #  8Y . Bir /5 21|
MR EWAT TRAE, H HE R OEERLP,

[0316] K1 i 2 BE BR A L5 2 1 5B i 2 M —CRMuor 2R &)
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[0317]
Kbt 1 2 3 4 5 6 7
4 SR | 2R TN | 28| RRY | A#y ARy | RAY
O-TB; F#@umol| 0.69 0.69 0.69 1.01 0.66 0.76 NA
Z# dk/umol 348
R AR DMSO | DMSO | DMSO | 4K sl DMSQ | DMSO
EH FEDO 11.4 5.8 9.7 4.8 8.8 5 12

EAGH £ MW 196KDa | 218KDa | 235KDa |435KDa | 270KDa | 431KDa | 460KDa

B (%) 87.2 64 63.7 96.2 78.8 24.2 26.2
BEGIE 0.68 0.65 0.71 1.22 1.29 0.9 15
HEE (%) <5 <5 6.1 18.1 14.2 8.8 18

Zad MW, 6190KDa | 7090KDa | 7937KDa | 1766KDa| 1029KDa |6293KDa [4466KDa

[0318]

SEC-MALLS
O-TBL, B4 0.68 0.7 0.68 0.61 0.44 0.85 NA
pmol TR HE/jpmol %
1)
< 0.3 Kd (%), SEC NA 73 NA NA 62 NA NA
REK (AAA); B 37 3.9 4.1 NA 3.4 NA NA
# Lys »
%RAMTHREHO-| 99% | 100% | 995% | 60% 67% 100% NA
ik
[0319]  JiFEs 2 HER H 4 bl i A A AL B B 45 & 8 RN A0 &5 A 10 0 DA T I 5 0
EER B TTERAT I E AR SRR Sh a2 I A AR BRTR B I B L S A IR S B —
AECYTVE , 1 B AR B8 7E _EISWH A5 BIR L JE ORI BRAE S & Ut el e vk e &
DA% 7 i S R ) A1, S E S 7 4 o 2 B 1 B R ) [T o
[0320] o} -T@ FEMR 43 B , 1 S8 FHONER R (HC1) /K fi#, 76 .25 R In# (160°C , 1593 %1) , 5
Z - DR K G R E B AR 2 73 5 KA Ui B S R o KA ST A o FH 2 B R 3 A A
AT A B o MRS IR I B S e (B E B [ AT R RN R R AN SRR, B
T FEANGRIR ) AR 43 B8 T, 25 AR R TR A 1 2 AT A S el = B AR AR I RS i3 AT 8 2 1
JE AERXA R , B =S54 5 SN A R G AR OR & IR S AR B =
i 55 35 Mot ) 22 2 2 1 S M2 B 755 7 Onmufi KW ) 58 A5 o IWIR O 2 R A7 AE [ a— 2 2
(K= Se e ma N (R 0 IF Haz gt 7 T 2R A= B A A &min e &t
I 5E o AE -5 A BLA Ui B 2l R 1 V2 R 1 (e 2l R M R i 2R ) | e R o, 7 A S
Al B3 BLAE 440nmi3EAT WA I o 45 570 F0440nmig K HH 99 32 1 L 4 i 2 R PR F W T A
[0321] 4N at5E™ 2 (FEH S 2 B & X 100) /TG ) 2 B & .
[0322]  fdf FH & /KA B AR I 0 6 W (4R015) SR B O~ 2, W B 7K SF- I 25 451 2K o 7EDMS O 741
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fEHRIRZ R MR BEAT 0 B8 BT P E Z A (6 F17) FF 3% A R B H AE0- L BEE 7K1 (1)
P BRI, B T A a EME 2 B RR R A A B AR 22 S AT I R 2 BT I
ZHEAEDMSOH 7™ A () 4G (1 2803) B A 8 R 0 777 28 80 50 47 1) AT S e R 1, 9 i 5 AR A7
0- I FE K o 1K Be 28 Ak HAT AR A IV 55 2 1

[0323]  SEjifif5]3 28 W VG 14 (OPA) W) 5

[0324] AN WA %A W) G 38 J M mT DAASE S T 4608 1) 8 2 70 0 s (OPA) 33EAT VEAG
[0325] 30 R6-7 R EHIMEESwiss Webster /N 4L FH0.0010g.0.01ngHk0 . 1ng Ik 4
BN KN IBRAE S0 BT 500 4 /N B R AH R 7= 10 2% 51045 58 3 JE s 2R J5 70 554
JEI TR o X 55 4 FE P ML 375 58 ot 3R AT I 775 B RR 5 MR OPA

[0326]  OPAFH T Wl & 757 57 P B 0 s 268 3R 1T 1ML 975 284 1 5B R ALy Hh 1) Thee ME bk o 72
I 3E S B 5 BT S I o s . N & 3 i 22 M e e 1 S BRER 1 B T 0 Re 0 - TR EE 4
T, il R RMAS LRI, AT {12 3 70 0k 1 P R 308 2ot 7 Wk 4 B % R4 T« OP AR T3 52 SR s e 52 131
B, H S FORE o T IR L 75 1 6o BE L B B0 2050 % o OP AV [ 42 Sk [ 8 35 1H 50 % % ALk L
(RN B P2 A 4 1L

[0327]  OPAJ 3T iR THuZE ,Clin Diagn Lab Immunol 2005;12(February(2)):
287-95H I VEIFHEAT T L MBI MR L5 HEAT 2 . 565 R BUFRRE , JE NN 21 s o il
SE MR o 435 1) L5 7Y 15B B AR A B A 2L IR AR 7237 CREB) 30738 o 45 7 AL T HL-6 0 2
Hi (7 W 2 ) FNA- S 135 (3-4 %, Pel-Freez®,6. 25 % (I & &R ) I BIFLH , 365
WRAESTC N IRENA55 2T . 9 1 4 1L B, 5 80uLIK0. 9% NaC LN A BI BT FL 1R 4, 354510
uL A 4B REEE B %5 5720001 7K [f9Mul tiScreen HTS HViLyEAR ( Millipore® ) (4L . itk
FERZ N i @ AR , I H 150uL i Hy Soy £ BUIMABIBEAN LA , Ff iy i o i AR S8 S 78
37°C,5% CO5% B 1L , J1Ff 5 HiDestaini& il (Bio—Rad) & 2 . #R B J& FH =5 ) 7 e (1 3 it
o —IR ETE R4 IE7ECel lular Technology Limited(CTL) ImmunoSpot Analyzer® [- i}
B AE IR BT T B R AR I 28, IR 1T SHOPATE % .

[0328] AW URI 21 G 38 T 1k 2 2 MR 3t 0 5 28R AT K o — AN BRI 2% 5 P R0 R 4%
A IR AR 98 B K T L3752 1 5B i 22 Wil (R 4% -6 BIPS ) AR AHTR] (14 I 2 2 Hh 13047 DA«
[0329] 43459l ok 76 7K A VR HH O JEU G A ST 4% (BRI A B 3 BT 1) ) s 2 1 5Bk i 2
254 2 CRMyo7 e il 48 o

[0330] £ RE/RIEFR2H.

[0331]  ZR2: BNl OPATHE &2
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[0332]

OPA GMT (JLATFH&AAHE) (95%CL)

0.001 pg 0.01 pg 0.1 ug

e 1 485 (413, 569) 804 (565, 1145) 1563 (1048, 2330)

Gew2 556 (438, 707) 871 (609, 1247) 1672 (1054, 2651)

W9 395 (329, 475) 856 (627, 1168) 1802 (1108, 2930)

KB PS . 698 (466, 1045)
[0333]  nidE BRh FroR , SR-a W) LRI2, 2 T /N BRI, 77 AR B 0% 1 2 ULV 1 5B 8 B 3K

MR AMATTAR , B AT 2 A W A O J0 o W 4 3% PR A T PR 044 - BB A RV EATII
o B AR, e AR A T80T BT I 28 S M9 AL ) S B B PR AT

[0334]  sjiafhl4 : If 375 75 15B % 1 5CIIL 175 Y 2 A A2 S DR HEOPA B 25
[0335]  Jffi 6 BREA ML 5 FF 1 5 A0 G VU A S5 A AH S Iy 284 - 15A L 15B L 15CHI15F . M5 2 1 5B A

15C3H I 2 R 73 T H R ik 3047 X 9 9F H LA AHAL S 1B 22 1 (PS) AL R, B 1 15B-PSH2
15C-PSHI0-Z i AL AS A . A 7 B A o T L35 L 5BAY 1 SEREPSHUAR & A AE ThAE | 5B A 15C
SN, 10 R 5 FHPCV16v HIPCV20v & 1 (P8 3 34 & A WA SO A A Sh i i 2 2
CRMuo7 i 78 B 5K TR 1L I75 2L 1 5B 3% Ik 22 48 (1) 4 9% I PR 28 B WDV E R e AT R0 ) — 380 40 ) 33047 4
P o K FE PR T IS A M5 AEOPAIN 2 T L35 2 1 5B AN 15C B b i 28 2R B bk 3EAT k.
[0336]  FHULIE AL I5BER AW i » Kk B 410 K+, 100 % H A X 15 24 158
OPAR 25 o 1 S8 A [A] [ B i 5 100 % WL AL 1 5CH ELAT OPAR & (R 1A1FR2) . AE15C OPAHF
TE PRI I35 o0 %2 BIROPARIAN o SR 1T, AHEE TR0l , Bl 5 10 178 B A L 10F5GMT
OPATH R 38 0, 1% € BH A% % BH 1) S 0% D 14 28 IAE OPA R 5 - B A S BRI T 28 1 5B AT 15 Cif
RFEERTE PRI TE

[0337]  PCV16v& 16 E WA G, HAS ok B I 28 8RR M5 241 .3.4.5.6A 6B, 7F |
9V.14.15B.18C. 19A.19F . 22F 23FFI33F (16vPnC) FIHE 44 (B AT S ph 244 2 CRVer)
[0338]  PCV20v2200h 4% WA G, HAE ok B I 2 BE BRI G 241 .3.4.5.6A 6B, TF |
8.9V.10A.11A.12F.14.15B.18C.19A. 19F . 22F , 23F FI33F (20vPnC) I HES A W) (Fi A5 PR ph 2%
4% CRMig7) o

[0339] 1. 7EARIMLTEH FIPCVI6vE MR f5 £ XS ILiE Y 1 5B 5CEE A [ OPAH &
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15B OPA 15C OPA
e |wkO |wk4 | wk0 |wk4
1 4 4129 |50 2524
[0340]
2 4 1645 | 182 472
3 4 1131 126 |818
4 4 3199 |50 1189
5 4 2664 |36 | 727
6 4 4589 |68 2492
7 11 3601 | 169 |1137
(0341118 4 1838 | 165 |672
9 4 1334 |98 528
10 4 1108 204 |2425
GMT |4 2222 |98 1075
[0342] 2. A£G ML o HIPCY20 v Ml i £ ML 75 784 1 5B AN 5CTE R X OP AR
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n B

30/30 17T

15B OPA | 15C OPA
e | wkO | wk4 | wkO wk4
1 4 3784 | ik 2353
2 4 862 |480 938
[0343] |3 4 3056 | 69 1497
4 4 1948 | T ik #2* 1316
5 4 2360 | 4 4665
6 4 1594 | F ik # 5 * 1835
7 4 4943 | 172 4085
8 4 2419 | 117 1458
9 4 1245 | ik #4 5 % 527
[0344]
10 4 |6l6 | Rk T 545
GMT 4 1917 |77 1515

[0345]  *pqTRAUHN 2 ZE M vk i e T 1 .

35



CN 106413747 A F 5 *k

1/5 1

[0001]

ITHE
<119>  Pfizer Inc,
A120% T A%W‘%%ﬂ;ﬁf’%ﬁ HEawm
<1303 PC72026A
<150 US 61/929; 561
<1517 2014-01-21
160> 40 ‘
170y PatentIn version 3.3
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[0003]
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= 6yD~Glep NAC- Bl 3)-D-Galp ~f-(Lam 4)-D-Glcp~p-( Lo

D-Gaip.-oﬁ--gb;.z).-‘D-Ga‘lp (3-OPO;RYyp(ln 4 Rl= CH(CH 2QH)2
C37H61 NNaO:nP! MW=1069.8

Ac= LA

3N
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