CN 103349780 B

(19) ffe A R £ F1E E R FIR =15

(12) &7

(10) IF &S CN 103349780 B
(45) 1AL B 2016. 05. 04

(21) HiES 201310059546. X
(22) HiEH 2006. 02. 01

(30) LA &R
0502095. 3 2005. 02. 01 GB

(62) 57 FIR IR EIHE
200680007342. X 2006. 02. 01

(713) RN B FZHT AR A F]
Hehik =OKFEGER G
(72) ZBR A F « {A/R
(714) ERKEBNH EREREIRESTARA
& 31100
KIBA F5K
(51) Int. CI.
ABTK 39,/09(2006. 01)
ABTK 39/385(2006. 01)

A6TK 47/48(2006. 01)
A61P 31,/04(2006. 01)

(56) X Lb3Z 4
WO 2004041157 A2, 2004. 05. 21, SEQ 1D

NO. 1, BUFIE SR 1.3-9.
WO 0234771 A2, 2002. 05. 02, &5 853 71 .
WO 03007985 A2, 2003.01. 30, #BHEE 4 7

Sin

FASATERE 2147, %6 15 U 3417, % 16 T
20 4THES 17T WE 2217 .

HER MM

BRI ESRA20T BEWIF33200  FHEI8IT

(54) ZBAEFR

HEER A JEREHE ) (IR
(57) #i5%

AR B B B R A e JERE R I, BRI
P T JC FLBEER TR S HRBE ) =R R IR T 5. E5R
AT A SR IR SR A AR A B R R P 2
e, (22 St e 22, AR Bk (RN 5 iz 3L
o FESE —FTER, HERIRIR AT / B N- Z

B - BB EL I N- SRS B, B iz

Wi gk SRR E AR 7258 = MO5EH, A

PP LR AL By (T3t I8 1 SR i~ FLRE S

e I A R R P R AT



CN 103349780 B W F E Kk P 1/2

L — Pl & o FLRE BR T 2 R 5 e B0 0+ BRI O 7 %, 4G DL P ER - (a)
AT L IR T JE TR LAAE 1200 1) 28 /2D — AN R e MR i e 22k v 5 N2 5 (b) FH L BAH i
JR AL Z IS 343 B —CH,— ZERERO L 5 () 1% —CH,— L 5 X h Re i3k S NAS B35 AL )
B A (D) AZIE A R 5 da AR 4 S SAS BRI, Hoh, Bk 844 73+ /2 GBS80, Bk
T AL FERR T R e LB A Vo

2. WIAURIZEER | Bk (575, SLARRAEAE T, A0 , o 125 (AR AR A EBC 1R 43 5

3. QIACRIEESR 1 Bk 0 J79%, FURREAE T, IR B (0 - B AU S b AE 1 25 2
5:1 2,

4. QOBCRIEESR 1 Bk (07715, HAFPAEAE T, 75 BT A7 MR R 508 BE 7T 1) 5% —50 % 1 57T
gl N TR

5. WIAUFIEER 1 — 4 T TR 757k, HARIEAE T, ik e a5 0 8 4t &
A IRARER AN 252 AT B2 AR R T2 H 54 .

6. WIBCRIEER 1 BTk (9 575, SRR EAE T, B i SR AR 2.

7. QOACRIEESR 1 FriR 7732, HURRARAE T, Frid W A A R SR ST M (1) S % JE Ve iy B

8. GIBURIE SR | BTk () 751k, HARIEAE T, b il 28 I I R K Sl Ab 2

9. BRI EESR 1 Bk (0775, FURFIEAE T, FHOA T R SRS JERE , Bk i 2230 9 B4 0
i —0— ZLBRAL S B8 B AT —N- 2B AT / BRER B AT N- TR

10. JOBCRIEESR 9 Bk (97775, JLRREAE T, B B30 73 Bl A i —0— Z.Wif.

V1. SOBCRIEE SR 9 Bk (97575, JLRREAE T, BT B0 73 Bl A i —N- 2 Bef.

12, GOBCRIEER 1| BTk (97575, JLRREAE T, 38 IR IEAL ¥ S A BfA % (NH,R) o

13, GOBCRIEER 1 Ak 0 777%, HAFARAE T, Pk ia 84 1 1a 304k B 1) -NH 2k [ s
BIFTIAKE

14, IRRESR 1 PR I 7735, HAREAE T, Bk P8R (a) TS 07V 5] N A

15, GIACRIEE R 14 Bk 7775, HARAEAE T, Pk D3R () G4 AT i £ A0 20 A7 1)
I,
16. GIBCRIE SR 12 Frik 777, HAFEAE T, I8 R FE AL B R B 4 3 58 R 7)o
17, GOBUCRIESR 1 B 751k, JRRIEAE T, IR Xh Re ik 2 7 U RE Y o
18. GIBUCRIESR 1 Bk 751k, JRREAE T, ik XU h Be 13k 2 R XU BE Y o
19. TOBCHIEER 18 Frik 7732, HAHIEAE T, WS ia 8k 7 1 S SL#R o B, Herp
Sk B 20 X-L-X, Hod A X2 A A R 368 5 Prid e S L 5L e e 3k rh i 230
45

20. WIRLMIEER 19 Ik 9771, HRAEE T, X & N- S BRI M W i% .

21 WM EER 20 Pk (7771, HRHEAE T, Frid ek 24 O R N- BRI M W ik —

22. QBRI ZER 1 Ik (757, FLAFAEAE T, B2 30 I A 2 Rl 72 -N=- ZBLAL

23. WIBUAEER 1 i 77 i%, AR T, SFER T 2 Mis k.

24, —PB I, P A R0 55 3 2 Sk B o b A A 1Y) TS L B ER TR S A S
73 Fe v TR B Sk B 20 55 P IR e A B 20 v £ M VPR B R AR T, B rp i 2 MOk B GBS I
TERLV, il 5 R 2 GBS B 475 GBS80.
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25. MR ELR 24 Frik AR, HAFAEAE T, Frik GBS80 S AHLE 1% H SEQ 1D
NO:2.6.7.8.9 F1 10 Ak (R IR 75

26. KHBRER | ik 7753543 BB B

27. K HBCREER 5 — 23 TR TR RF I ZMAEW), BUSH a) BURIER 24,25
B 26 AT BB b) 252 bR BRI 29 AL A4
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HEIK B JE AR AR RYIBER

[0001] A7 W& I Hrid 2 [ bR H i 5 PCT/1B2006,/000756 [ Bx H14% H 4 2006 4 2 H
1 H 3 E E B S S5 200680007342, X\ 44 WM “BEER T S5 M AR L il R
AR £ ) 37 1 2 2 R

[0002]  ASCHIHMIFTA X2 XK NERASFE

ARG
[0003] AT W Bt A T I A 5 s 288 A K i 72 OB K4 (g lycocon jugate) A4
S WEARIEY ] T e il

BEEEAR

[0004]  FH 2 A e R T U S Al T OO 24F . SR, | T Hi e AR T 4 it
5, AN RIS R AR . S5IEEARMEE (conjugation) BEXEAMKE T BT 5645 i ik i
T HPe L, AT IG5 AZ R FE 7 AR R PR % 7 o DRI, o A7 RRCTADRR 95 i AR AR I oy i
fitlh, SR AR DG B RN L ALy 208 AT I (Haemophilus influenzae) (“Hib”) [ 40, W,
S SCHR T8 M5 14 % ]

[0005]  fikiE A MBI I o) — P AT 2 R FLEEIK T (Streptococcus agalactiae) ,
FroN“B BEBEBRE”, BUAIAR N “GBS”. Dennis Kasper M [F) 5 M E 1 %0 1 I K340 AR, W
BIanZ2% SCHk 1-9. GBS MEHL LI Kasper J7vkiH F A 50 R L aifb i 52 ik & A,
Bl mAn MK FEZ (TT) B CRML97 [2] o i JE A Jaz i rh 2 BE PR M B - 1 frig ik 15 47 v
(. i 1 Fow, BT RIRTE T GBS S RSN AS G5 I 2, T Bz 70 FH 3ok R &8 A1 W 1)
M 7K P e 2 DA 7 AR I S ARG (2, 10] .

[o006] AR LA Ty 3 4 10 GBS H MG (Tas Ih TTL TTT F1V) HIMHECZE 1 B BonfEA
Nz 4 A R JEPE (110,845 75 B AR AT (4 5 72k il 4 GBS SIS B B o

XARR

[0007] S B = AR KT 1%, SRATIR LU VA ] B AR R A 0T i B EE AL,
AR ETER B RIET () HSIAEAMEL, BEAEIR B AME R IR ik I E AU IR R %
P DL I3 A (b) ] AEAR G Ss  rh F  Sh R oo 55 JE AR R A K

[ooos]  WRAEES—FhJriEr, SR AL JR g A A A I e Y R e AN 8 , AE e e Al I 6, o
SHOER K S IE BRI . 2R T 2 B i AT

[0000]  EMFESE “RiTvAr, MEVRIR RSN / BUN- At — HHE R AR B -N- Z B3 2
it , Rz A T Sk S Ia BRI 12T E IR T 2 1 @R B o

[0010] IS =0y VA2 AL S JEARE 1) = U B 5 1 A AS MR VAR PR AR BEAT I B2 1205k m]
B 0 TRV M PR 2 FIT T B ) S i R A

[oot1]  DRItk, £E 56 — U5 I, A 5 W i {3 ] % T L B 2R T e IR 5 da 38k o0 RO A IR 11
JiiE, BARLLU N D IR « (2) AT FUBEERTE Je B LAAE 208 A 22 2D — A i M VPR B 22

4
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FINEEHL 5 (b) F & B fad I A 1% 2245 31 —CH,— 342 i 5 (o) 18i% —CH,— i M i 5
R Rede Sk I NAF BNEA R AT (d) 05 A PSS 38 8k 2 OB, A3 RIS I .
AR B A BRI T LB SR TR 2 JBER 0  Ji e 22 Sk 0 43 5 s AR A AR B , o Pirid 2z 3k
0435 e JIEERR R 43 v (1) P R PR R R A

[0012]  7ESE 77 1, 4% A BH B AL i 4 T L8 K B 2 IO A ia 344 4+ AR B () 7 V2%
AFELLT PR : () BN -N- ZBRALAR BB -N- LA S JERE 5 (b) i -N- &
AL 1) 9 JEE R 5 AU DD R 2 Sk I RS B TE AL BB 5 (o) AT AL B0 5 08 BUE 7 I B, A
MAARMEBY . Z 7 EER R (a) A1 (b) Z A FR{EA L1 N- LML D%,
[0013]  FESE =77 [, 4% A& BH 4 ik il % 32 REME AN da 84k 40 AR IR 1) 7 1%, B 4E LR 48
PR : () AL B AR AR 22D — AP U L v 5 NS, 19 BB AT I~ FURE IR L S F
(b) iz B MR IR S B Bk . DI (b) MM DLEEAT, BiE 3k
AT o AR IR AR AR A SRR A de e Sk 0 5 A AR A S AR DA, e Bk sk
T IR 1 IR A TE . A LR R SR A v F TR e LB Bk
e, A0S T B 5 U0 I 2 B B A, 19 an i 26 45 B EKE (Neisseria
meningitidis) ( ML57E W135) JEELIKEE (Vibrio cholerae) (4% 0139) ffi 78 7o 14
(Klebsiella pneumoniae) ($EK21) . Ki#H#T I (Escherichiacoli) (4345 K52) i 48 FEBK
(Streptococcus pneumoniae) (f4% 18C Y ) &5, %7yt a] Fl T &2 10 fs 2 M A
NESERE . 4P FLRE R MR DR s R FE ), 1% 5 VA A H

[0014]  JEfEAE

[0015] A% B AT FLE BRI () S b A d it FTid e 2 08 5 GBS 1Y ik S0 2R LA A
T, HANFET B BEPUR , B BEPUE AL 5 IR RN B B AH T 1 53— Phom

[0016] GBS [ &I 2 M AEAL 2 FAH G, EBLIE AR N AN Rl o BT GBS e 2 M LA LR
=R B -D-GlepNAc (1 — 3) B -D—Galp (1 — 4) B -D-Glep.

[0017] P GBS LB X AE T %A% O BT . B, %209 & GleNAc (Ta) i 2
Fl Gal (I11) SRiERSELL N =FZ 0 RALER Ta f1 11T 2 [AKZER (K 4) . MEM Ta
1 1b B4 50 GleNAc IR [ a -D-NeupNAc (2 — 3) B -D-Gal (1 — ) ¥, (Hi%H:
g1 —4(a) 801 — 3(Ib) s

[0018]  GBS— AHICZI R LB Ta T TT ITTLIVLV.VILVIT AT VITT 53, Hrbigit
90% P8 BH L FP LIS A < Tas Ibo TTLTTT AV 330 AR B A X A G 8L 2 — 1.
WK 3 Bros, 3K RS 2% A B : (a) Rim N- ZBEE - A Z IR (NeuNAc) %
S CEFEONMERER ) , 7EFTH FF SRR Pz iR LI 02 2 — 3 B TP ILMRE A1 (b)
THERZ LN N- LB - R R (G1eNAC) .

[0019]  Fr A3 TuAiRRAE =A% O A B LR R A, (HILTE Y Ta Th IT AN ITT AE % 3 I
BHonh i aS e AR, IEM [T RSN EE S uda 3 M EAMERE. 714
KRR EE =75 [, Z 5 A5 SLR - FURER S 1 DLAE = HEAZ O R R B = A% O A M iR
Ho M—MEST5ZNERAR S FHTERS, R i P I 35 PodH 7 5 5 s e HRor [H) A7
B IR AB/EAS R E 2 Bon Hh i ] fe 5 A R B P U A

[0020] A% BH BT A RO AT DU LR AR S, B rT 4840, 494, fl ml DA TR 98 ke
B, B3 AT DAL 2R
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[0021] [k, A< B By F R AT LA B SR S R R B B AR b A () 38 i 22 9, B335 AT DA
FTIZRRKSE . AT U IR 4K 2 W8 AT 45 214 R BH B FH 338 46 B 461 e e 3 R )
KA TN 3 F R/NEERRE TS . 408, BERIK B PTR2 0 GBS ML G tde oy 1) Ho g2 Ji vk
(4]

[0022] TG HIE Ui m] FH DT — B — - FLME A SR My AL 11T 65 [ 3% 30k 1 f
4-6] , CFE FH A SR 0 R Sk RIS 55 2508 BUATE AR A« B S 4020 fif GBS Iy AL 11,
TTT AT VITT By efEpike i€ [12]. L 4y & >30kDa HOBE, Al DUTH AR A 1) 32
JERE . 0 T ILIER Ta, Lk 4 F B ik %) 145kDa 28 . T IE R Ih, ik H 4 F &
k) 50kDa ({2 0. AT LAY 111, 1% A 40 = miis 2 50kDa [ 2 08 . ml AR I il S0
FrofEdh (B H Polymer Standard Service FUHPES ), AR 1L JEIN 2 1X L1 1) 73+ 7
+& [13].

[0023] 5 HRFKINIFEEREA L, AT ARG A o 40, B mT DA -0- ZBidk (38
SEATE) B N- 2B (BEERA TS ) N- AR (B ERASER ) 2. A DAZEAB I BT
W B Ja TR - 2Bk, (RO AEAR R AT BEAT o AR P BARIRE, Bt — 2 BE L nT LARZ M By
ASREME G2 JE M, 920 NeisVac—C™ v FH I —0— ZBEAL IR, 1T Menjugate "& ALY,
HFRE M. S 300k 14 7H8 7 SR G 24 1) GBS B I 0- 2Bk (IAH IS 1, f ik §EAE
BB BT AR I 2 JE AR EE 7.8 1 / BK 9 A MEVR R 7R FE ) 0— ZBkAk, Bl anis il (4 / AR
P, B OWAEE. ATHEIRIGVTAS B - B .

[0024]  ANAR LS SCERPTR, PSS ORI AR A SRS o 55 B 0
IEyE. RNA [ /DNA B AbEE | 25 IR AL R IR 40 2 K /NEEREZ B B U8 S BH S 28 )2 MR
BE— DA . ] AR VA T 2 AL TR GBS 41, 12 U0 #4140 At e DU SR B 2H 4
[0025] B, Al S SCHk 16 BriR 477 i %07 FEmAR AL 2. 1% /CaCl Ab 2,
CTAB JiiE A -F A -

[0026] SR, A% & B AR T MRS RIR 2l Ak (8, P LLIE T Foe J7 vk, 9 i 4 A sl 3 40
A IRAFIX LR o

[0027]  iB#fk

[0028] Ak MRS HE I A A2 8 A5 M I8 B o+ o SEOME PN 5 1 B4 10 B3 2 i
() G2 B P DRAPRE R AN T (30 IR 6 A A T 1Bt , AT RE 51 R Sy itz . ARt
PLRRE SRR LB, 2% ik 16] FF H2 8 isAR [, 2% S0k 17-25 f45
7,

[0020]  fLiEHIEHAAE A2 E B R B =, flin AL FTERBBERERFTR. il
PRIE I EE 2211 CRML97 SR 4E [26-28], RN B & — P AR E R HEAEMeH4kE
AL i 28 45 5K TR (N meningitidis) AMEEEEE [29]. & Rk [30,31] #EH [32,
331 H HIZE A [34,35] LR 7 [36] iR EL K7 [36] iz [36] A KAF [36]. AILiE
HEEE (LB ) & SPm AR AU 2 R0 A CDA'T 4R A L&A [37]
(1901 N19[38]) I AT 19 D 25 19 [39,40] il 78 BR 18 6 [ & 1 PspA[41] i 28 BR T
B [42) B FHEUEA [43] SEMERE (C difficile) MIFZE ATKB[44].GBSEA (=
DR 3T 555 GBS6T) [195] 4¢.

[0030]  fLideifacth —NH,JE A (5] iz 4 a1 1) e I ke 2o BRSSP e B A 5 (1) 2 8 )

6
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5B RE . R SR, AR I I Ak 5 08 A 1 e S S AR R
A I )5 =05 T LARE SR Ak oy B i, v Kb AR R L AN RTTE g ) a2
ek L . AT DL —SH (B an 2 b BRI B b (873, ) k.

[0031] W] HH 2 iz i 8 1k, 49 B A 0@ B4 i 19 RV o R, AN ) GBS IfiL i 28 ]
AN FREHAA S , B  EAL Ta 0] 5 CRM197 4B IE, M5 7Y Th M) 55 ML HE &
I, HARRREDTE R nT H 2 Pig Bih s A, B aniin G 2 111 M n] PAar i, Horp—it s
CRM197 ABIEC, e SR A5 MR EE 2RI . AR1, BT B IE w0 R A R e Ak & A
[0032] —Fiiz A A AT 2 MO SR [45,46] . 640, —Fliz 34k 8 (a5 i A
Ta F1 Ib [OREMEEC. NSEBLLL B AR, AT SCIR A A R R B T AR IO NL . SR, — I %%
LB T A R E, S AR R A A F R . A FR P 0 BT A H .

[0033]  fLiEME : EAFZLL (w/w) 76 15 (HD, It & ME A ) A 5: 1 CRE, 2 M) ZH
B . 03 1:2 F1 501 Z IR Lel, i dm 1: 1. 25 AT 1:2. 5 Z (A tefl. ARk 1:1 F1
4:1 Z e FEBERK, MIME E &R &, WS s, AR 1:1 f4:1 2
R E S, 5R02 1131 (Z20|) WMEELL. B4k L, AR RSB a5 1L
FUREBRTE JE R o Hia Bk A%, o il - B EELEED 2:1.

[0034] AW E /D EIFEEEE (47 AR KR WAEY 4 2 Nia 8 A E A FR A7
FEJ B AR B 20, RABBE Rk AN A A5 b I e 3R B A S =10 5%, FALIE
KT 2% ( LEETT) .

[0035] BB, AT LAy B B AAR BRI RE . AR IEA V2, BFEHUKENT IEVIEIE.
BUESE. (WIS IR 48 149 45 1,

[0036] YA BHZH A E S AR TR SRR, Pk /e fift SR FEAR BX

[0037] G APEEHE

[0038] A& BH &5 — Ty A0 F5 A A MV PR T i I, 35 =7 T A R AR A LR Rl « S8 )5
B T, B 0 SR REAR Y SN

[0039]  WEIT AL F B VA AL R ARG B AL . X S N AR K SR R AT
[0040] A LN 4AAK GBS i HH R R R >k 5 NI (1) 57 [ 91, 2528 SCHR 50] o 71 M
YRR T 7 AR i R 1 S B A RS P Tl R 5, 45 R R R S (9, ARt i Ry A
WiNalO,) ARG 2L [10]. 2/ IMyERE 103,507, TT11[2] 1 V[50] fyih il fg £k 440
HkiE. B S E A AT, B VDA RS .

[0041]  FEA K EHIEE = J7 1, # AL 1 —OH Ptk /&5 C-6 FHIE MM —OH CBI, A fhEim
He S ) -OH 2 2] ) o DAL, DL~ FLRE #5 2 il 1 7L O # (galactohexodialose) o IXAJ
PR G ks (a0, #5491 (Fusarium) HEBMPIRTE & (Dactylium dendroides))
()2 FLRE SE ARG 75 (oo ST o ] ) A 2 4 2R, BN LR SR RIR Ak . P FLRE SE AL B
ECHa'T 1. 1. 3.9, AR A D-2FFUME « A 6 AAIC IR/ . 1%l & 4R s e, —
3 IR AR AL RIS 2 S AN FR R ] H0 e, BRI Ik, P B e e 4 P 3K 24X
PR T 7 55 1 e A pH 298 R P, DR X 2 AL 0% pHe I ROBE B 72002 Ho0, (I 5
S0, AT LA HZ M) B BE, B, SR HAFAERIR TR

[0042]  [AIith, o T MR B AN = LW , D0 (1) 28 Ak S B2 0 B B A v 1) AR e J5d -, B 2 R
1 24 Y 5 55t e TR
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[0043] W] R &P s B S5 A4 i AR 22 e A D R (1) SRR I SRS B A o 91, S8 3
Wk 50 HE T SAH L — B RE  Mr R I B 52 45 R Eh AL IS Y 1T GBS 2 MR Y e
TR RN T, MAEIMIE ALV GBS 2o E B m H b 238 30k 2 #ioE s &Y 111
EEAR Y 25%, AIRIA T AL SLAR AT (a0, B R IR R JE S ) DR BRI AR B 75 45 AL
AT

[0044] 5., 3 H AR 5% AT 50% 8] (1201, 10-40%, FLi% 15%-30% < [F] ;3K 5%-20% &
) ) P BT A M Y PR S LA SRR B e b S ONTE 3 . o R 00 T 49 L adt on e A g e, g EL
9 S AR AN 2 AT AR A R HE =

[0045] & JE%AL

[0046]  YEA K B EE— 7 1, K I SR AL B e 615 21 5 Bk ME I [ . 7E AR R B 1)
=7, AR AR R L S B I A R E Bk B E B E e Ak . B AR A L
2B AR AER AR, O F V2 B T4 7% 1 FH 1 JERE R AR A o

[0047]  FESE— 5T, R AL K (FIH ) FAETAE (NHR) « B (#a, &k
B ) FNAIE R JE ] (1, SEETN S, 6] F LA AL AN NaBH,CN Bl 5 - ikng s =2,
B A TN AN SIS B T 55555 ) AN HE SEEIE R g Ak, o 0 JER Jide A 1) 5 TR A e 7 PR
HI) C-8 #5H5 —NHR 1 AN A2 =00 S8 i vl 1 A 22 A S5 AR B OB h s Sk AHE

[0048]  7ESK =71, EALHI N AMEAE C-6 A — Mg . ZARF UL FRAMAHE 0 (R, 3
NMAFEBUANE ) e IR A 5 S Re e Sk AR ER . B, RIS Sk 2 R s Bk LY
fie L, R G R etk B Bzt 2t 5 ia ik .

[0049] 3 Ji e A 38 5% 4 AR 1 o -V 571) 491 G 7K B0 o AT

[0050] X IhEeHEk

[0051]  AKRIAMEE—FEE 5w (AT =5 ) AR sk . BIhEE
S AT HR L5 A 1Y) 8 REOAE Hh R AR B 1) 58— JE I DA R S s BRI RN B8 R A (EE s
B AR P I RE AR )

[0052]  [AI Ik, XUThEE 3 Sk o I — L [ BE B M AO ME VR IR ( B FURE ) BRIt [ A et
(-NHR) JZJ8io 12 S5 I A G o7 H B G P A AU RE RSk TP s Ak F R 5 ia #,
W b B OB o 12 R BLIE AL S LA I . AR R B ] SR L)y R Sk AT
[FI AL D) Be sk o

[0053] Y45 FIE HAK 3 1 OB vh KR, Ak o X-L-X FoR i xah ee ek, Horp
PR X 22 A AR (R, 7T 5 BT i OBE L SRSk v R e 40 o DL I X 21 A2 N- S L%
HABE P % (N-oxysuccinimide) o L AR -L'-L*-L'- Brow, o LUEBRIE . Lk fy L 23
B 1710 Mk JEF R BRI (BT, Ci\ Con Can Cyn Con Cgn Cin Cyn Con Cyo) » 180T = (CH) 4o
I, ik i ek /2 R N- FSE BRI BE W % —l5 (SIDEA) -

[0054]

el /‘< o ﬂ\ \/’L\\
L e R R P

[0055] e X R e HO-L-OH 45 5 12 e g (A A £ 5L [T, 451 i e g i 4 2 T IR AT
fisi e -N- FR AL RIS L .
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[0056] A& BH BT FH BB -5 i I LT B XU B Re b S B FE PR Bt i (4] 4, TR e & ) [54]
Bt F & (haloacylhalide) [55] . % B8 BB IIML W % ES (disuccinimidylglutarate) .

¥ R BRIAME L RS (disuccinimidyl suberate) £ E [ BEHTER BE I EL P B

n
&,

[0057] IEFE AL EMHEL (BAEERTE) KRB

[0058] 4%k / B SO BB 7R I PRVE A (B4, DMSO. R BEERSE ) HhakT, RoAIX
P AN T 7K o SR, 2418 FH KV PRSI, m] I ARV B BT, A 468 5T -V 771, 41
WK A& AR FER IR 20, 41 Wit ik STDEA -

[0059]

. owNa
S 7

[0060]  fii -N- ZERALFIEE -N- ZEk L

[0061] T =4 A% O o () W ik JEE— B, GBS S S0p b [ Y B TR L 0k N- 2Bk . BAR
AR B B8 — 77 THD G I R P AR AR MR R 1Y C-8 BN T i, AR AR5 — 775 T R P e 1
A/ BN- B - AR R LI -N- 2B AR G . DA v AR R OB T S0
WA R TR — .

[0062]  FHTi Ak FEAREAS MESS TN GBS BE I —N— Z.BeAk, . T 1 5% A 0B B A v 4t
GBS # [51], WM -N- Z. Btk ] DL 24k 55 1A 1 Rl R o

[0063]  HHT N- ZBEAL T Re s GBS BHHHE LR A7 1) —F 4, Ay e 2 -N- S Bidk, (HiX
T FEAE DL o DRI, SR -N- B R FE R T A BB I, R R B n] 655245 8 -N- &
B A 1 20 9 o T G G 5% B PR S B T 1l 7K BRI (CHLC0) ,0 71 77 (L B —N- 2Bk [52] .
SR, A B N R IR a0 SR AT 43 2 0% DRI BB R AR AT IS SH AN (10338, F UM 48 B 2 DU
B2 3 -N- Z BT 25% MO, L35 W -N- 2Bk k.

[0064] [ -N- ZBRALFITIE I H -N- Z B A3 BIRORE b 22208 1 A M, 1R ke 22 ki A i
i -N— Z.Bifk . GBS B H I & 222 60%, 171 >70%. >75%- >80% >85%. >90% =& [1*) My Fi& A1
RS N- Ao R M -N- Z B A (BD, -NH 2 ) mldid 5 A R 5
—J7 10 P i A (A B 7 iR AT ARG, BR T S AR A T 1) —NH- J5 B 146 B0 17 AS 72 76 AR I
RN o

[0065]  TIFE/KMESAE N HHAT IR - 2B LA - 2B o

[0066]  7EILJ A S FE A A & B 55— RN 58 = T T RS2 i 7 20, (e St i A | 52 4
. -N- LA, SR JE A (OUeAE S = J7 1 AL - FLRE 2 1 ) » AT B J8F S MEVR IR |-
AFAENE B R, 15 W) 2k How 2 P e A b (i 4

[0067]  fEEXY)

[0068] 743 (K] [ B 464 T VRS AT KT GBS 1 5 15 A SR bl &% AR R IR -« il 5 i
7~y Ak BT & PR R AR R « () — P S —Pliasids A () anissd Hoa R R
i) BB A0 (b) —FiolE 5 22 Pl s A 1% FAB DA, 49 G ) T LR S b 0 B A7 35 AT
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RNPE FEPMIE O, — NMaB g E A5 2 M0 %, RovieEigd B A 240251
i F N B -

[0069]  (b) ZRUARIERMNAEA I B v B85 L, DR D9 AR T B FA A8 ) ol A P 5~ 2L 5 e 2 Hh L
TE—HE () B2 [60] . BRIk, fEAR R B ILERSE +, — MRS P52
SN FIEE

[0070]  FEAS & BH B9 55 —FhoAN 88 = Fh 7 ik, 240 F A AL FRORE AR DE I, 5 1 A (1) J2 2 i
AFE B BT IF SR E . W BArA, g AL R 5-50% K MER IR (55—
PhITIE ) BURILRE (BE=FRJ75) BRit.

[0071]  FEARKRRIE M —J7 1 (SARERE =J7 )  RBME Sk 0. &k
B4 BEANYE B BRI B s #8044, =2 FEAR It & R 1A BT I 58 = Fh o+, AHES I
TR P BB Iz B A 2 A Xl

[0072]  4Z3kE A &5 i B M/ BRI R Lk B i A A 4 Sk, ALIE R
TAAEM /B k. AR EE TR DB S SRR E T a8 R T
MA] LA = AMRIE S (-C-N-C-) « B E A S FI Bz SR 2 e 1 — 7.
Pik 4y & 7% 30-500Da Z [A kT4 . Plde A PR 4k

[0073] %5 3 AL 3% 1 £z 3k 3 4 A& —NH-C(0) - (CH,) ,—C(0) =, H: P n & 1.2.3.4.5.6.7.8
9 8% 10, nHALYE 4. ZEK B R s -NH- PLIE 50850 2 KA 2 FAHE . R —C(0) - 1L
1% 5 iz 3 vh & BRI B 1 280 A . L PA R 5 iEASHE G AL L s L
I i Fi A 24 A B M YRR I I L 5 75 B Y -NH R S A Re gk ( ZonlR, Bl &
1% , HOOC— (CH,) ,~COOH ] — s, 15 40 — BRI W iz s ) S BL s FIE SR i f iz =4 (2 WK
60531) .

[0074] &) T &L S5HE P O8I N K 3 —NH, (B a4 R B —J7 1 ) BUER
JIi -N— Bk B R I — B0 4 (A K IR SE 5T ) IR o —NH, A6 2 7 V2 4
[0075] - PNMlEAL (15 M BE AU R ) , AR5 SR MIEE R e -NH, BRI 2 iR 5
(1) —SH BEATIE v /R BN AR S . 0B 8 P, 45 21 1423k 42 -NH-C (0) - (CH) ,— (A BEAE AL )
BEWROAHM NS5 RN, 53] -C(0)-(CH )y

[0076] - 5 A RN, ARG 55 Z AR M FER) e -NH,EC: D20 B ) 4 1 —SH J B
[65]. WIFEZCAHBIEZMAR -NLS 5 KM, $#k & -NH-C(0)-CH ,— (W & 9 fr 7~ )
8% —C (0) —CH,—»

[0077] BRI L T & —C(0)— (CH,) ,—C(0)—, Hirfn & 1.2.3.4.5.6.7.8.9 B 10,
n AEALIE 40 &3Sk —C(0) — Rk S HEE 4 MBS A%, 5 —im —C(0) - it 512 %
A TR B L R M B 1 R A E o I BL N O VEASHE B AR I3k 3040, 4095 i -N- 2Bk
A BRIV B T R ) -NH B B S X Rk ( —onlR, #iln, &, HOOC- (CH ,) ,~COOH f¥] —
B, a0, RIS Al ) RN s R g iz (7)o« Hee ik P afGimnt it
. WISEIEAk (4, ik CNBr B¢ CDAP) 23, F4H K.

[0078] RS HEHURMAS

[0079] B T4tk BIR SARERY) , A G S A0, 5 AR T AR B AN — Fh i 22 i H B 4R
AW

[oos0]  H&Hu il B AR B B AR, Rk, A& SR L H W& A 2 Ph A Rk A4S

10




CN 103349780 B i BB 8/32 7

o FTid Fo e P mT DA o B A R BH R 7 vk DAAM ) 5 R 1l 44 (1) GBS RSB, TR 1kt
AR AR R A WL 5 5 — P GBS MRN8 —Fl GBS FEAHICAD, oo Brik 55— Fhff)
R A2 A BRABERY) » BT IR 5 P AR IR AS =& A% R BAR IR

[0081]  AN[HIf GBS A B4 m] 45 [ — GBS Ly 2Y AU AS [F] SR AU B AN / BAS[H] GBS 17
RIRRED o 9101, A ISR AL A S0 & S AL Ta, Ib A TTT PR AP ER = FE I .
AL S ] & AN FEAR A (B0, S iyE A RS ) , FHR A X AR Bk = A H &
Yo

[0082]  WIFFTIA, HEHUE AT GBS AL T,

[0083]  Hedi)a nlAFEE GBS AR RIPT R . DRIk, AR B2 A 403k n] 5 — PR 2
4 -GBS R, B H BN HE R i oA A Py, X A PR PR -

[0084] - ixi it ¢ A3 B EK B (N.meningitidis) ML B B & A BB, 41 W12 % Sk
56-62 PR AL, Herp e ILIL B AR €287 (WL R 30 ) AIfTAEY (Hiltn, < AG287’ ).
[0085]  — NiffEd 28 A% A EK A LI F B I /M ZRI il (OMV) , 491 1275 ik 63.64.65.66 %
NFH.

[0086]  — iifiEt 8 ZS BEBREA ML TETE AL C. W135 A1/ B Y MORES R, &2 S0k 67 AR 1ML
TEEE C MBS STk 68 MM

[0087] - Jifi % EEFKE (Streptococcuspneumoniae) WIFEFUIE [ #40, 2% 3CHK 69-71 2
ik T8 HUE 22 F 23 % ],

[o088]  — AR EE B 5L, A RTE B [ 901, 72,73 s H SR 78 (58 15 & 1.

[0089]  — Z i ER S, B WIR T AL / BUZ OGP IR [ 9040, 73,74 527 SCHR 78 1955 16
=],

[o090] - PR EELE [ 60, 75] .

[0091] - 1 HIXHEERE (Bordetella pertussis) $Ul, 480 H rx #AE4F B (1) H H i
AR PT) MRimEEzE FHA) , TR S A HZFFERFZE (pertactin) fl / Bt
Ji 2 K03 A [, 235 3CHk 76 R 7T 5% SCHR T8 1SR 21 E 1.

[0092] - MRS, I EMESRERR [ Hl, 25 30k 78 N5 13 = 1.

[0093] - A% RBUE, Wi An R TR R [ 901, 278 S0k 78 158 27 & 1.

[0094] -B HUyREIE IMATE (Haemophilus influenzae B) FIFEHUE [ #00, 22 ik 78
M5 14 5 .

[0095] - WIREEE (N. gonorrhoeae) HIFLJE [ 1, 56.57.58]

[0096] - i K J5E4A (Chlamydia pneumoniae) HIFLJE [ 41, 79.80.81.82.83.84.85],
[0097] - WPHRAX 5 4A (Chlamydia trachomatis) HIFT)E [ #1141, 86] .

[0098] - FERANKELJUEE (Porphyromonas gingivalis) HIHLER [ 140,871,

[0099] - AEEKF KPR [ H40,88.89 ;2% ik 78 IS 24 % 1,1 IPV,

[0100]  — FERFEHUE [ #1401, 901, WA T KiEwEE [ #141,91, RabAvert™],

[0101] - BRZ AT PERR IR AN / BB BUE [0, 278 SOk 78 (158 19,20 F1 26 2 1.
[0102] - RS [ B0, Z25 300k 78 158 17 F1 18 & 1, tnlfi BsREEAE R M / B A 2 R
MR HE .

[0103] - FLfiE R L (Moraxella catarrhalis) Fu)a [ #141,92] .

11
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[0104] - ARREEEERTE (Streptococcus pyogenes) (A BUBEBREE ) P [ #@1,93.94.95]
[0105] - 4% % BRE (Staphylococcus aureus) HIHUE [ 601,96] .

[o106] I FHARE BCh KA A PP S T, 018 5 08 A A S ASE 58 e Je e o 34N By
W LT T I 228 35K 1T AR i 2 23K B MR B SR RO AR BB A

[0107]  AIARFE LT H EmRE O PR MR (B 22/ / BUsE TR T H % R R
7 [771)

[0108]  ZHAWEE AMEDURRS, PRk A & B RTINS b . 0t, HE5mE
PR R IS, AR A B AN H R . S, AW 5 H B R, fdk
AL B 1 B AT A% R R

[o109]  FRREPT IR B BIAR £ |

[o110]  — PP AL PRI H A W) 2 P AL 36 I A, 19 Qi 2 0 25 I 53 6 i L FL-K
ME P IR AR F A SR MR NREA G A SRR FE AN / B %
1AW E BT, Bk, A % B GBS fu 5 n] 55 BL T 9E GBS 93 i A4 (1) — Fh 85 & Fdie
SRR A B 5 # IR (Enterococcus faecalis) . 4 (7 &) BR 1 L 3R S 4 BRI
(Staphylococcus epidermis) . i 441K B 4 i (Pseudomonas aeruginosa) . 1% fifi &
(Legionella pneumophila) . FLAZ 41 e A= R 2r%F 1 (Listeria monocytogenes) - fili fiEl 78
IR (Neisseria meningitidis) &R EOH .

[0111]  HAAHP B PURFREEE 220 1 ng/ml. [TATS EPUE WK @R 2 AR
BRI B S N2

[o112]  EGE, Al Hgmbadn )i R RE A AR A AW B v E B s [, 25 30k
97-105] . PR, AT H 4%z 8 B IAZ IR (i DNA, Bl aniuki e X)) B AR K -G
EARAD

[0113]  sLfp b, RKKRMAASY P IURKIPRECH IR ARRALAEGY iR (45 GBS
PUR ) PR /NT 200 /0T 19 /T 18 /T 17 /T 16 /T 16 /0T 14 /T 13 /T
12 0T 11N 10T 95T 8/ANT T/NT 6N T 50T 4 BUMNT 30 ARIHAAY
GBS FURFRETT /N T 6./ T 5 BUNT 4.

[0114] M EMATTik

[o115] AR BRMLMZAMH G : () 2K HEBM (b) 252 Erli2 a8k .
“Hyrr bR N IEBUR 7 T8 AR AR 5 AN S A S A A AR A R R
fliasEfs. AiEMaEE— B K RN Ko+ flinE A . 25, 2 RILR . K
LFERR R E AR VAR L R R [106] SiRBerE (1071 FUMERIE i S 44k (9 v 37
BB IAER ) o AR E AR 7 B HIX Pl B . 9% AT S a R, sk EhoK G H
TSR BRAh, ATAEAERE B BT, 9 VR B  pH R S . K IR [ R £
e AR K BRI RIa Bk . 255 BTS2 IR R 7R 18 WL 225 30k 108,
[o116]  AREAHEW A Lk (BT, IS RBUR &) BUr B (Bl %R T .
0 R R R 5V WOIRT 5 VR A o o A B S o 1R TAR DR A58 i e A A N 1), 451 4
Men jugate™™ i LAVR B 2324, 1fi NeisVac—C “Hl Meningitec ™PAKPEIE IR ML, HTE
7T RS AR, ILi A SV 0, 4140 Img/m1-30mg/ml (41, £ 25mg/ml) 2 [A](¥]
FElE (o, HEamE ) B0 (950, R B )

12
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[0117]  ZHAYR]RAE /N, BCH PR AE FIOE 78 v S8 o 5928 7] DABCBAS FL 2k
FEHSSHRRAENAEY, /N S H RN ESE A E.

[o118]  AKRBIKMEHASYBEH T EEFE BN EER. ARKWASYHHTZFR
e I 2 G, AR B AR A — P e A PR AN /N R AT — AN TIUE 70 v 59 28 A0 — N /N 1 3k
&, Jo P SR I S a2 S ) S

[o119] AR BHZH-A M mI A28 sl e A7 R B B 2 AR o o6 T 2 00500 2, ANRAR T FIE 78 v
Wik Al A SGE AR (A A 037 RIS 0. 5ml, Bl @i LA P v
CRpine

[0120]  FrRAL A1 pH AIE 6 A1 8 Z [H), AL 7. 1 MR ZERF A2 2 1 pHo WIR
AW A AN, MO HHZER v [109] . HAEPRT LU KIE M/ B # 5
(1o AR A GV T NERLZZE1

[0121]  ARKRAAEYZRIE R EAAY, B HAY . AR E ] LA TR M
CBP AR G ) Baa e (BRI, VAT IRG ) 1, (EE 2 TR e n . A % 1 1 e It
PR B & S 5 A PR DA &R R e 9y o “Huis s JE " fadh 7Nk
ReARUBITEIB A E (R —REBIEARIIFIEN—59) . EHAEIRT NG
A ()12 RN B AR S AF 8 IR MBI 0 28 . (BInFE N R K8 R KRS ) AME
B I R G A AR B8 77 B 78 RO ORI FE B L 5 v 10700 S SR YR R AR 0 BRI IR0 () PR AG DA S
EAHRE R AN o Al 2 & R T 7] e ¥ e e 1A 8 B8 Y P o

[0122]  FESFIES, SHEIUR S EEFE /L 1-50 wg 2 [ ( LU BRI ) , 4404
lug 4 2.5ug. 4 4pg 4)5ugikZ 10ung,

[0123] GBS S0 S AR K B304 , PRt AR & BH A &0 mT LA £ i s A e ol , IR e 2] &
W] LA & Bl rT VRS ) GRAR AR BRI ) « XTI e 25, %4 AT LA 2 s to
P40 B 55 RN T o %A -SR] LA 2 iR R B T AR ) o o6 T 5 HEBRHR IS 25 24, 1%
AT LA 28 1, 481 anves 35 5] 1) B BOR R [ a0, 228 S0k 110 F0 111] . A HoE
VLA 28 BREERE [112, 113]. Hib 4 [114]. MenC #% [115] A1 Hib 15 MenC MBI VR A0
[116] K BFEZIHRIGRI

[0124]  AKRI\AAEV BT HHAEDR, Rl a2 HEr .

[0125] AR BAA AWV & B, mlannkis (B LEEES ) , ki 80, Wik ilE & &b
TARAE, il tm <0. 01%.

[0126]  AKIAEVIREH M (B, S ) DMSFE—E 5K 7. NaCl FIIKEEE A
10+ 2mg/ml .

[0127]  AKR\MEAEVIEFE L ETEIPR . AR RS RERR 222 M

[0128]  AREAZHA Y@ 5L S R ET R A T B, AEWEE SH—M
B MR, XA EFIEREEART

[0120] A SHTYIRHEY)

[0130]  J&A FEA K HERIK S YR A& aRsy ¥, planssa s s, Kk Ha
Tk, plana sk (i 4k (oxyhydroxide)) HRREL (An¥RILmEmG 2k . IEHERS
) RIS [ B WS R 117 B 8 A9 2= 1, BUAFT MR AL &YW HIR &Y (tnik
R SR A EERIRIR A AT ER IR I & ) , XL AW REUTA A& i (a

13
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B ik TE IS ) i (HAT ) WP, S0 B 4G T T Rl 4 R A R
[118].

[0131] AR WM Al &AL, AL IR EAE R 0. 2-1. Omg 2 [A].

[0132] SRR ERER TR A& PO,/AL BEJRLEAE 0. 84 1 0. 92 2[RI T B LR B IR AR, 1
& 0.6mg ALY /ml. W] HAEIEBEEREE R, 4] a0 BRI A R B 50-100 g ALY, 24ffH]
TERR RISy, FH T VA VP 5 T S R BRAR 5 (9, PR IR #h 82 VR ), T 7 K e 5 I B
B L.

[0133] B. YW

[0134]  I& & FHAEAR R B ) )k LR 4H 5 P 0 8 A I — 7KL, 491 3 M9 (5% # Js +
0. 5% -3k 80 A1 0. 5% w4k 85, AU AL fil B oK ISk ) [ 275 SRk 17 958 10 2 1
A2 WS S0k 119-121] . MP59 FHAE FLUAD™ 895 58 = A/ I S Ao J8 7 (1044 771 o

[0135] Rk H T2 &M Ve 5105 W ACK KA FL 7)o A ST F AR 3% (497 oK K
A9 FL R T3 & A ASIH 2 & 10 MTP-PE (1 M1 3 0% / KL, B 1 4-5%w /v £ % 1 -
0. 25-1. 0%w/v ki 80 ( FE4 £ 0 (L ZL M B T Byl BR IS ) AR/ B 0. 25-1. 0% w) £ 85 ( k7K
AL EE =yl R B ) FITIE ) N- Z BE A MO REmE —L- WABEE -D- R AABEHE -L- AR
B —2- (1" =2’ = KA BESE —sn— H 3L -3- FIEWEBE AL ) - 2% (MTP-PE) HIMERCK KA
TWALR . ZEICHR 119 81 122-123 FEAREA 7 T H AP0 B9 RO K i 20 57)  H i 4%
JTER G JEON), B an e BERL AR . 584 9B IR TR (CFA) MIASSE 4 3l IR 7] (TFA) AT A
VEAR R A o

[o136]  C. il [ 78 Sk 117 158 22 %5 ]

[0137]  EAFHIF T HAEA R LR, B ELE V2 YRS B 2500
T A 6 A R T [ R A = R ) R PR &4 (heterologous group) . M
M (Quillaia saponaria Molina) 4 JZ vh 70 &5 (W) B & ) WF S AL 7). B Hn]
MIUNIEFE # (Smilax ornata) ( B PG Ef 3 ¥ (sarsaprilla)) HEL2Z A1 (Gypsophilla
paniculata) (#5204t (brides veil)) FIIEEEL (Saponaria officianalis) ( BHR (soap
root)) R1F. AV RIHIRI BRI 55, B0 QS21, LA KR B il 741, %1 1 TSCOM.
[0138] o m[F|H HPLC Ml RP-HPLC 2lifk BEHAEY. L% w T HIXEHAREL T4k i
B, AR QST.QS17.QS18.QS21 . QH-A. QH-B F1 QH-C. ELik QS21. STk 124 2
FF 7 QS21 W& 7. BRI AT B A B, 9 AR [ A (125

[0139] W] IHCHH Fb 4 M JIE [ B SR B ek v S RIRCE &0 (TSCOM) IR SR [ 2528 S0k
117 (955 23 5 ] TSCOM — et & A I, 19 Ao G B < B i Bl i IR RN . AT SN 1 2
Al A ISCOM e ISCOM AL & —FhELZ Fh QuilA. QHA FT QHC. Z3%Ciik 125-127 3
—DHEA T TSCOM.  TSCOM AF% A 5 H B st [128]

[0140]  REEFHEFRIFF K LR WS 25 SCik 129 A1 130,

[0141]  D. Jp BRI B AL AR

[0142]  JREEARFREFFERURL (VLP) 0 A] FAEA K B 7)o IR Be S 13 & A Rk 5 1k
HEVRA B B AR I B 1 — AP Ek 2 Pl B85 82 O o e AT o0 I 1 e S 7, 38 AS S AT AT
R EFAENA . ] EA > EBN BRI/ EWEE . EH TRERE VLP i ix e
e s I AAEIR B LSRR E A EYRE (B HAEINA) |« L e (91 a0A% O B AR

14
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FEEE ) S IRATIREE  RIE R 5 R A om B B UOR R D S L IR SR A LIS T
JpaEE AFLLJR R EE HIVL RNA- BETEAA . Q B - WR Bk (Hlnsbsesa ) « GA- BEREA . fr— I
B AA L AP205 WERTE KA Ty (B Wi e s 5 BE - Ty B2H pl) o ZHE3CHR 131-136 #E— i ie
T VLP. #4n, 2% ik 137 #E— B0 T ik

[0143] E. 40 R

[0144]  3& FH-T- A 2 B A e S0 5 4 o B sk AR AT AR, Bl B 4l T R 2 4 (LPS) I
T I BT A AT % BB SR A% H IR ADP— A% B LA B 2 A e NI BT AR
LPS T EE AT AE P B0 HE S e 2L AR 5T A (MPL) 1 3-0- IR BE2E MPL (3dMPL) « 3dMPL /&5 4.5
B 6 2B BERY 3 JIE —0- BRAL SRR RE LR 5 A VB Y. S% 30k 138 AJF T 3 i —0- Bt
A FR TR IE IR T A B “/ NIRRT 30 IR0 /NIRRT 3dMPL 28 /NATT AT 2R 0. 22 um
BRI 9E [138] . e TEHER LPS iAW) B H5 SR IR S 15 T A #4040, 491 e L e S A 0
HIPEE R BRER AT A, 11 RC-529[139.140] 6

[0145]  JIRJ5T A ATAEDEFE KA B IR BT A B4R, 640 OM-174. #1201, 27 SCk 141
142 #5587 OM-174,

[0146] I & FHAEAS A BAR 7 0 S0 8 BT S22 B R B S 0 A7 CpG 227 (5 A7l i e P
5 B AR R R s g () R H R 5)) KIZH R TP & BISCEEE (d6) 73
[RIBUEE RNA AN SEAZ AT B A 0 7 A Sy O PE

[0147]  CpG RIS A H BB / S, 6 i AU IR ER 211, 7] DL XUEE BB EE ). &
FOCHR 143,144 1145 AFF 1 AT BRI S BUAR, BIan A 27 - A -7- A S BB S 1
SR 146-151 BE— DML T CpG SERZH IR M 71277 o

[0148]  CpG &5 AT ¥ A% TLRI, % 3L /3 GTCGTT BY, TTCGTT[152] » CpG JE 31, 46 1 CpG—A ODN
AR SPEYE S Th S R, B3, 130 CpG-B ODN BE B 4 S i 5 B 4 25 . S5% ik
153-155 572 T CpG—A F1 CpG-B ODN. CpG ff£i% CpG—-A ODN.

[0149] LN CpG SERL RIS N 57 ¥ 2 T N ZAR I o AFIE R P 2% CoG AL R)T 5
TE BT 37 b A IE LU B ey A7 (immunomer) » 232 DL, 101575 SCHR 152 FT 156-158.
[0150]  4HTE ADP- iZ M HEAL 85 28 S MR s T AR T AR AR R B . SR e ¥ K
AT (KT ERARERRERCLT”) VESL (RE ) (“CT”) 30E Hiz (FFE ) (“PT) .
S 3CHR 159 #IA T 5 ADP- AZ M LA B 2 AR SR B I N 258 SCR 160 #id 1 H:
e BRAMERIRIRI . R REBEEFRNIEEA A M B WEKEFRE. A VEILE
THMGEIERE B WEEA R . & ARIE s R LT KA 44, 51 LT-K63, LT-R72
N LT-G192. ADP- #Z#l A8 25 N AR SR AT AW, Rl 72 LT-K63 A LT-R72 A& AL FI B
F W22 SCik 161-168 0 S B AR A 7 241 i e LLS 26 STk 169 BITid (1) ADP- R fl 24k
BER MY A R B MEAE LU X AR, SR B 1T SCANA SHENS % .

[0151]  F. Ay AT

[0152]  T& & FHAE AR A B AZE F0 BN % =50 R A 5 4 L IR, 1 an B &= (4, TL-1
IL-2. IL-4. IL-5. IL-6. IL-7. IL-12[170] %) [171]. F#h & (1, THh=E-v) B4l
SRV IR R0 R SR BT IR 1

[0153]  G. AEW)%h & FIFURS B2 4 5

[0154]  AMF 577 (bioadhesive) FIAGEEL A (mucoadhesive) AT FAEA K AL

15
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AIER B FEARER L E R R ER [172], BLE KRR A7), MR (AR ) 1
AT R CIREE IR SR el 2 BENUR A 4E R . 520 A AT mT A
VEAR R Ak 7% |J [173].

[0155]  H. ik

[0156] ok AT A AE A K R AZ 7)o EIN\E%EIF%%%H%%E’JM*J (filtm, & (a - 5218 )
FRAETRRERE.RETRORAESE ), LA R (Nl - 3L - 25880 ) Hil %5k
(B, EL4£4) 100nm 2| 150 wm, fLi% %) 200nm %) 30 um, Byﬁmizﬁ 500nm 2% 10 nm [
RE) 5 AR50 1 e foR Ab 28 R A1 R R T (4, A SDS) B 1R FEL ISR (3 4, FHBHES
¥k, 1 CTAB) .

[0157] 1. JERUAE (S SCER 117 {58 13 fiT 14 75 )

[0158] Sk 174-176 R 1 14 & FEM 7 B HE BSR4+

[0159] I A LMK B A £ 0 R il 7l

[o160] & A T AK AR R A OEHREA R A e [177] . XFFcaES
R REE I I R O L BB B B R s e 7 (178] DA S &/ —ph B4R 3R
TG TR R A8 A DR SR R I SRR S b S R R R T vE MRS [179] . ARIE R SRR 2 Tk
HA KA O -9- HEERERE (aureth9) . FRA LM —9- WEBLEE (steoryl) B KA 4
17 —8— BRI AL (steoryl) ME. S5 M —4- HEEHEE, RA 404 35— HEEEREAI R A 4
I —23— H IR .

[o161] K. EHEIE (PCPP)

[0162]  PCPP il 5§54 T, B 2% SCHk 180 1 181 H1,

[0163] L. JukE

[o164]  I& & A AE 4% J B A% 77) 140 Mo B 186 IR 1) 9+ B0 66 N- 0BG Ok - B BE R -L- R
B 2 -D- 5 4 A Bk i (thr-MDP)  N- Z, Bt & - 2= g BE Bt (normuramyl) -L- A % Bt
B D- B EB% (nor-MDP) I N- Z B BE Mol i —L- P2t D- A alBthg -L- A
B2 —2- (1" 2" — A B —sn— H ik —3- FRIEMENE AL ) - 2k (MTP-PE) .

[0165] M. BRMEIFrE iRt &)

[0166]  J& & FAEAS & B AR 7] (RO R i s SR R AL 5 )0 45 528 SCHR 182 A1 183 st — 20 4
B EIKIE R (Imi quamod) A H AR (1, “FrrEsass 3M”) o

[0167]  N. a5

[0168]  #REFLBRARAL AWK T LA KL e ] il 4% R0 375 1 T A 3 PR AR o I A2 7)) a2
BV 455 2% Sk 184 PR (K B0 LL . 4 S JL 7 IR B 45 791 A5 2t ) s A 71 R ot A
Eﬁéﬂiﬂ’@ﬁiéﬂiﬂal? B4 TNF-a

[0169] . T4 ]t

[0170] @ﬂﬁ@ﬂ%A% (R~ LA S il ] £ M e v A 385 T AR AR & IRV SRR X S A &
MR 7745525 Sk 185 B (AR LL . 4 el AL A 40 Be e A A8CHb S8 4/ T A PR A% 1)
S o A A0 R R 5, 491 2 TNF-a

[0171] AR B &7 AR — R 2 P LA B8 9455 lan, LU A& AR
AR WAEFIEEY) - (1) BEAKAMHILT [186] 5(2) B (Hl4nQS21) + TLEE 1) LPS iy
A (B 3dMPL) [187] ;5 (3) B (440 QS21) + L& (19 LPS A7 44 (411 3dMPL) + i
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[l B 5 (4) 2 (5] a0 QS21) +3dMPLATL-12 (4T 3% + [A B ) [188] 5 (5) B A 3dMPL 5 431 t
QS21 1/ BRI FLF [189] 5(6) 7 10% F %M. 0. 4% rhi 80™.5% B JE w ik Bt R &7
L121 F1 thr-MDP [f) SAF, it Ak A U ACK S 7 Bl e 30 9 35 7 AR s KR FE (R L) 5 () Ribi™
Yef & 4t (RAS), (Ribi Immunochem), & 74 2% £ & /0. 2% k- iE 80 A1 Ho 5 Tl R Ik g i
A (monophosphorylipid A) (MPL) \ ¥ 0E — 4 5 G ER G (TDM) 1 4H i B8 22 (CWS) , fiLik
MPLACWS (Detox™) 20l ff)— Fhok 22 Fh 4 B 40 B BE 4L 43 A (8) —FhEk 2R 2k ('
#h)+LPS [EEATAEY (Bt 3dMPL) .

[0172]  ZFHE 3R 117 (95 7 BAFF T FAE S sE0R 1 e i

[0178]  HEAIHLIEE A AR SRV 77, B JE 3 TR B B Rk [ Men jugate™ 1 NeisVac ™M HX
PRI A A5 1T Meningi tec™ R FHBEER SV 7. T AR LA A4, Al —Se )i
W Bt B S AR B e R SRR A A . SR ik R — R L, il E Ak
VB IR 8, TIAS 2P . A 75 20 B A A , B — L8 Bir G R I ml Vi & BV
[0174]  YRIT i

[0175] Ak B ARSI 51T FLEh W) )% BB K T4, ARG TIR ALV AR K M &
Mo GiENEPGEA R HEFFRIEN i . 1&I7ER] 5NN

[0176]  WHFLMOCIE N . 9P H T HBs LA B, AARIE JLE (9, 220 JLE R L)
/DA T TR RIS, ARIRRN o JLEE AR T4 T BN B TR
AN GE RERESE. HTHITN—RBAREEREL (Fan, FOFMEFEKR) .
F—FARE RN AR IR L

[0177] AR BIRAE ] HE WA KL LAY . Ak 250tk s 51 HLms AL s i) 5%
MBIz E A A ), BRI .

[0178] AR B AR BEA R BAR R AE §1] £ T 5 A AL ah A S % R R 254 B RL A o
[0179] XKLL A VAL T T AT/ BLG T B JE FLRERREE 5| S 1920 , 19 g A L
T ML 5RE BCEA HILAE B A LI 28 A2 J LI 28 5 AR 28 e A% IR B3 14 5 19 R 5o

[0180] Ly Fedos HNT G ] DA #2252 A R BHAB R IR AN AT 48 2, PR AR IR A 45 7
Aie CHEARATEGHE ) SRR G (RN “BHE F s efh” [190-192]) o

[o181]  HKEWUYE YT MG IT RUR B — P A4S I 45 T A R B A4 J5 1 GBS J8ede . Al
THBA PEVATT BOR B — P 5 A AHE NS T LA 5 BT R GBS H0 R 1) G )38 R

[0182] AR ARG A WAE n 52 11 4 LU B9 A B A 28 3 IO A T T A0 T 25 30 R
PEZH 23 1 ML AR 3P A o SN S AR DCHUART (T3 B A E Xz i O i
TEFHEE ), 3P B2 FH 15 01 WHO SR 2T o DLt 80% HIXT R AR it 224 = X
I35 BA 4% , SEALIE R 90%, b BE AR IZE B Ik 93%, FeALik 96-100%.

[0183] AR HHZH AWIEF M B F B 2. mTIEL B I ANEST (Bl R IR i
Jik N UL PRI P B ZATR) Ry S ) SEB Bz ik, B B I T8 JS 80 & R B
HEL G 30 i s At il e 2 245 S o e KRR B R LRI 9 45 57 o VRS AT DA iy 5
Bt (i NS AR ) B R A e RS . R DL T B R &= 2 0. Bml.

[0184] A RAAKH G KA G VER / BOR IR %% 77

[0185]  FIEJTIET DL A& REE RE TR . ZHEF] UL TR %7 0 / B
ISR T7 % MIRFNETT R G vl DO N & 77 . Al LU $U e BUon & i) (4
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Wi 4-16 JE 2 18] ) LA ECOR N Gs 2 18] (138 2 i) (8] 22 4k .

[0186] GBS & i J5

[0187] 4 BFTIR, AR A SWh Al A8 GBS . X & A FEA R R BYNE
AR E A AP e BUE & A BURME R & A PR .

[o188] AN HH BT I GBS 2 A B S EHE 228 SOk 93 F1 193-195 H AFFIIRLS . A K Bl
FH ) 5 R GBS HiJEFR A :GBS67 ;GBS80 ;GBS104 ;GBS276 1 GBS322[ £ W& ik 93] .
IX 5 PR e Al LR S

[0189] X 5 GBS 4K P H WAL SEQ 1D NO 1-5, Kk, A& A AW a5
(a) FAEH SEQ 1D NO 1-5 MR P FIR 2 0k, f1 / B0 (b) %A (i) 5 SEQ 1D NO 1-5
H— B2 S 2 AT A R R 28 B P 2R/ B (11) SEQ ID NO 1-5 f v Bt Z ik .
[o190]  HR#E AR SEQ ID NO, (i) ()5 F1AH [l PEFE FE P KT 50% (454, 60%- 70%- 75%.
80%- 85%-90% 91%.92%. 93% 94%. 95%. 96%- 97%. 98%. 99% B 5 157 ) » XL kAL 4E EVEY) . B
[e] [R5 A SR AR AR R D R AR« TN A5k 2 1K 7 51 Z 1R 50% B i IAH R PR
B H D g 25 . P SR MPSRCH 2T (Oxford Molecular) 44T (K] Smith-Waterman [F]35
PR 28 RN 5 2 K2 0] A (R i A2 P R A 9 S Ak 26, S0 S i 4y = 12,
AL = 1,

[o191]  MRHEEAER SEQ 1D NO, (ii) WA BN S HRXLEFHIMZER D n MESZEHER, ¥
P EARR R, no& 7 BUE K (B 31,8.10.12.14.16.18.20.22.24.26.28.30.35.40.45.
50.60.70.80.,90.100 BB K ) o A BRI A A B 20— T 40 B ik B 4H ik
fir. A]LAEZLS Y T- 40 M0A1 B- 40 sR iz (440, SR A PEPSCAN[196, 197] BUAHAL R 77
i) B AT TN Le LA (4, SR H Jameson—Wolf 470545 £ [198] 36 BE 77 7% [199] .
TEPITOPE[200] . #£2 /4% [201].OptiMer & EpiMer[202,203] ADEPT[204].Tsites[205].
ek [206] HUEPEFE R [207] BUZ2 S0k 208 AFFHITIESSE ) o e Lk F Ba e AN &
N- R I G LB AR BB AN B N- KI5 S Ik SEQ 1D NO1-5. AJRRZ:— AN G IR, 4
WIHT SR EE 5 7251 (X 8 X 05 X i 2 i Bt o 5 e o A3 10 B R SO s (SEQ
ID N06-19) .

[0192] L SEQ ID NO1-5 AHLL, XL L Rl & — a2 A~ (H0,1.2.3.4.5.6.7.8.9,
10 25 ) fReF LRI, BI A A AU G 55— EIE IR BRI — &R R . 8L 22 2
B I R 0 T o A AR < (1) BR T, RERAZ IR B 2R 5 (2) Tk, B = IR\ A
AW HARR ; (3) AERME, BT 2R B2 2 R ot 2 R T 2R R AR I
R s (4) ANfar A AR VE, B H 2R R ARG . A R B I R R - 2 AR H 2 IR T
AWM. RHNAR. CARNEEZARA N — 0 WA BEIRE R . XEFRN B2 R
B AN S 1o A ) 20 P s B S0 . 55 SEQ 1D NOL-5 M EL, iX BE Z ik Al f0 & — P EL £
A (B, 1.2.3.4.5.6.7.8.9.10 &5 ) BREUEEEH . 5 SEQ ID NO1-5 AHEL, XL £ ikt
AL —AEEAD (BT, 1.2.3.4.5.6.7.8.9.10 25 ) A (BI1, 84 1.2.3.4 815 N&E
FEBRAEN ) o

[0193] A RHVF2 751k, WlindE st s G ke (AEGE ) HE AR HAE KM Z K.
M RNA B2 AT 52 (B, RIS ) 2itb WA E B2tk (B0, 415557 551
BHiEMNEEAML) Sk EARKHZIE. PERKIE 40 MR TLE 7 15 R A

18



CN 103349780 B i BB 16/32 T

2 (209, 210] o FERIPLGE [ AH K& %, 1 703 T tBoc B Fmoc A 2GR /7% [211].
WA B R R & ik [212] o B3, AR A& B AL 526 1, 491 m] e e
W2 K. XA AEARAINEAA N BEAT « AN /R T AR T L- AR 2K,
ECAT R A B REALA] (20, ZBEE tRNA 20 ) IR R I D- AR ( BARE RAR &I
B2, 1) T B 2 R B R R R T R L B B i T R (azidohomoalanine) 5§ ) [213] . 4R,
YA D- AR, IR A . AR Z KA AE C- Rim Al / 8L N- KB A A
L

[0194]  WIRARIHA GV P AL XL GBS & A, WA RECE R (B, KR
RlA A S I R 0 0 IR AR I JE MR A 1 B ER AL 1 AR R AL 1Y) B BB AL 1 HE
FREBAL R BRI BRI B TR S ) o eI AAL BE AR Alifk IR AR
R, BREAR EASHE 2L (B, A5 REHER 2 0K, Bl A & H e GBS Bifs £4H
M2 K )

[0195]  GBS67

[o196] /7 R IMLIE &Y V B PR 2603V/R (1) GBS67 1%t IR JT FI A Z LR 7 51 WL 575 Sk 93
) SEQ TD NO3745 Fll 3746, {EA L HZ LR T 72 SEQ 1D NO: 1 :

[0197]  MRKYQKFSKILTLSLFCLSQIPLNTNVLGESTVPENGAKGKLVVKKTDDQNKPLSKATFVLKTTAHPES
KIEKVTAELTGEATFDNLIPGDYTLSEETAPEGYKKTNQTWQVKVESNGKTT I QNSGDKNST IGQNQEELDKQYPPT
GIYEDTKESYKLEHVKGSVPNGKSEAKAVNPYSSEGEHIRETPEGTLSKRISEVGDLAHNKYK IELTVSGKTIVKPY
DKQKPLDVVEVLDNSNSMNNDGPNFQRHNKAKKAAEALGTAVKDTLGANSDNRVALVTYGSDIFDGRSVDVVKGEKE
DDKYYGLQTKFTIQTENYSHKQLTNNAEET IKRIPTEAPKAKWGSTTNGLTPEQQKEYYLSKVGETF TMKAFMEADD
TLSQVNRNSQKI IVHVTDGVPTRSYA INNFKLGASYESQFEQMKKNG YLNKSNFLLTDKPEDIKGNGESYFLFPLDS
YQTQI I SGNLQKLHYLDLNLNYPKGT IYRNGPVKEHGTPTKLY INSLKQKNYD IFNFGIDISGFRQVYNEEYKKNQD
GTFQKLKEEAFKLSDGEITELMRSFSSKPEYYTPTVTSADTSNNE ILSKIQQQFETILTKENSTVNGTIEDPMGDK I
NLQLGNGQTLQPSDYTLQGNDGSVMKDG I ATGGPNNDGG I LKGVKLEY IGNKLYVRGLNLGEGQKVTLTYDVKLDDS
FISNKFYDTNGRTTLNPKSEDPNTLRDFPIPKIRDVREYPTITIKNEKKLGE I EFTKVDKDNNKLLLKGATFELQEF
NEDYKLYLPTKNNNSKVVTGENGK I SYKDLKDGKYQLIEAVSPEDYQK I TNKP ILTFEVVKGSTKNT TAVNKQISEY
HEEGDKHL I TNTHIPPKGI IPMTGGKG I LSFILIGGAMMS TAGGTY IWKRYKKSSDMSTKKD

[0198]  GBS67 A3 C— KumPg X, i XA A Fir BL - SEQ 1D NO: 1 1 C— R X35 LA T
RIZeHR o AIFR BB IRIX ) — DB 2 N2 AR, B TR IS I X AT 2 LR » iX P GBS67
Fr B — M+ LR SCHY SEQ D NO: 18,

[0199]  MRKYQKFSKILTLSLECLSQIPLNTNVLGESTVPENGAKGKLVVKKTDDQNKPLSKATFVLKTTAHPES
KIEKVTAELTGEATFDNLIPGDYTLSEETAPEGYKKTNQTWQVKVESNGKTT I QNSGDKNST IGQNQEELDKQYPPT
GIYEDTKESYKLEHVKGSVPNGKSEAKAVNPYSSEGEHIRETPEGTLSKRISEVGDLAHNKYK IELTVSGKTIVKPY
DKQKPLDVVEVLDNSNSMNNDGPNFQRHNKAKKAAEALGTAVKDTLGANSDNRVALVTYGSDIFDGRSVDVVKGFKE
DDKYYGLQTKFTIQTENYSHKQLTNNAEET IKRIPTEAPKAKWGSTTNGLTPEQQKEYYLSKVGETE TMKAFMEADD
TLSQVNRNSQKI IVHVTDGVPTRSYA INNFKLGASYESQFEQMKKNG YLNKSNFLLTDKPEDIKGNGESYFLFPLDS
YQTQI I SGNLQKLHYLDLNLNYPKGT IYRNGPVKEHGTPTKLY INSLKQKNYD TFNFGIDTSGFRQVYNEEYKKNQD
GTPQKLKEEAFKLSDGE T TELMRSESSKPEYYTPTVTSADTSNNE TLSKIQQQFETTLTKENSTVNGT IEDPMGDK I
NLQLGNGQTLQPSDYTLQGNDGSVMKDG I ATGGPNNDGG I LKGVKLEY TGNKLYVRGLNLGEGQKVTLTYDVKLDDS
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FISNKFYDTNGRTTLNPKSEDPNTLRDFPIPKIRDVREYPTITIKNEKKLGE IEFIKVDKDNNKLLLKGATFELQEF
NEDYKLYLPTKNNNSKVVTGENGKISYKDLKDGKYQLIEAVSPEDYQKITNKP ILTFEVVKGSTKNT TAVNKQISEY
HEEGDKHLITNTHIPPKGIIPMTGGKGILS

[0200]  GBS67 % 73/~ A M BE Y o 1 S L PR 3L )7, JLAE L | SEQ 1D NO:1 HPARMA T
TNe FE—ECE AT LA R G P, JLIERR 2515 7 A R T EH 4 GBS67 & (M 1E L 40 5
Who DRI, 7EAS R BH B —4R3% GBS67 B, B2 17 GBS6T IR E5 IS FN Al fu BE £l 52 B4/ . iX
Bl GBS67 Fr B —AM51 DL R SCHY SEQ ID NO: 19,

[0201]  MRKYQKFSKILTLSLECLSQIPLNTNVLGESTVPENGAKGKLVVKKTDDQNKPLSKATFVLKTTAHPES
KIEKVTAELTGEATFDNLIPGDYTLSEETAPEGYKKTNQTWQVKVESNGKTTIQNSGDKNSTIGQNQEELDKQYPPT
GIYEDTKESYKLEHVKGSVPNGKSEAKAVNPYSSEGEHIREIPEGTLSKRISEVGDLAHNKYK IELTVSGKTIVKPY
DKQKPLDVVEVLDNSNSMNNDGPNFQRHNKAKKAAEALGTAVKDTLGANSDNRVALVTYGSDIFDGRSVDVVKGFKE
DDKYYGLQTKFTIQTENYSHKQLTNNAEET IKRIPTEAPKAKWGSTTNGLTPEQQKEYYLSKVGETE TMKAFMEADD
TLSQVNRNSQKI IVHVTDGVPTRSYA INNFKLGASYESQFEQMKKNGYLNKSNFLLTDKPED IKGNGESYFLFPLDS
YQTQI I SGNLQKLHYLDLNLNYPKGT I YRNGPVKEHGTPTKLY INSLKQKNYD TFNFGID T SGFRQVYNEEYKKNQD
GTFQKLKEEAFKLSDGE T TELMRSFSSKPEYYTPTVTSADTSNNE ILSKTQQQFETTLTKENSTVNGT TEDPMGDK T
NLQLGNGQTLQPSDYTLQGNDGSVMKDG I ATGGPNNDGG I LKGVKLEY TGNKLYVRGLNLGEGQKVTLTYDVKLDDS
FISNKFYDTNGRTTLNPKSEDPNTLRDFPIPKIRDVREYPTITIKNEKKLGE IEFIKVDKDNNKLLLKGATFELQEF
NEDYKLYLPTKNNNSKVVTGENGKISYKDLKDGKYQLIEAVSPEDYQKITNKP ILTFEVVKGSTKNT TAVNKQISEY
HEEGDKHLITNTHIPPKGI

[0202]  GBS80

[0203]  GBS80 fia#EE K4 MuE R M4 2 X R H . B IS AL V B Rk 2603V/R 37 1
GBS80 4% B 7 A AN HL L /7 21 DL 225 SCik 93 1 SEQ 1D NO8779 A1 8780, fEA L HHE
BB 7352 SEQ 1D NO:2 .

[0204]  MKLSKKLLESAAVLTMVAGSTVEPVAQFATGMSIVRAAEVSQERPAKTTVNIYKLQADSYKSEITSNGG
TENKDGEV I SNYAKLGDNVKGLQGVQFKRYKVKTDTSVDELKKLTTVEAADAKVGTILEEGVSLPQK TNAQGLVVDA
LDSKSNVRYLYVEDLKNSPSNITKAYAVPFVLELPVANSTGTGFLSE INTYPKNVVTDEPK TDKDVKKLGQDDAGY T
IGEEFKWFLKSTIPANLGDYEKFE I TDKFADGLTYKSVGK TK1GSKTLNRDEHYT IDEPTVDNQNTLK I TFKPEKFK
ETAELLKGMTLVKNQDALDKATANTDDAAFLETPVASTINEKAVLGKATENTFELQYDHTPDKADNPKPSNPPRKPE
VHTGGKRFVKKDSTETQTLGGAEFDLLASDGTAVKWTDAL TKANTNKNY TAGEAVTGQP TKLKSHTDGTFEIKGLAY
AVDANAEGTAVTYKLKETKAPEGYVIPDKETEFTVSQTSYNTKPTDI TVDSADATPDT IKNNKRPSTPNTGGLGTAL
EVATGAAVMAFAVKGMKRRTKDN

[0205]  GBS80 4 N- Kium i T /7 F X 85 5 /7 51X, 1% X3 AE BA 7 510 A PR &I 2 b
o AIBRZ: GBS0 HIHTF P A X BUE 5 78 X I — B 2 AN PR . X Pl GBS80 Jv B —
AMEIF UL R SCH SEQ 1D NO:6 -

[0206]  AEVSQERPAKTTVNIYKLQADSYKSEITSNGGIENKDGEVISNYAKLGDNVKGLQGVQFKRYKVKTDIS
VDELKKLTTVEAADAKVGTILEEGVSLPQKTNAQGLVVDALDSKSNVRYLYVEDLKNSPSNI TMAYAVPEVLELPVA
NSTGTGFLSEINIYPKNVVTDEPKTDKDVKKLGQDDAGYT IGEEFKWFLKSTIPANLGDYEKFE I TDKFADGLTYKS
VGKIKIGSKTLNRDEHYTIDEPTVDNQNTLK I TFKPEKFKETAELLKGMTLVKNQDALDKATANTDDAAFLETPVAS
TINEKAVLGKATENTFELQYDHTPDKADNPKPSNPPRKPEVHTGGKRFVKKDSTETQTLGGAEFDLLASDGTAVKWT
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DALTKANTNKNY TAGEAVTGQPTKLKSHTDGTFETKGLAYAVDANAEGTAVTYKLKETKAPEGYVIPDKETEFTVSQ
TSYNTKPTDITVDSADATPDTIKNNKRPSIPNTGG IGTATFVATGAAVMAFAVKGMKRRTKDN

[0207]  GBS80 %47 C— RimEg X, 1% X I /EFEIT LA [ SEQ 1D NO: 2 (AR 3w LAHE T RI 22 (1)
FEBbRH o IBREB DO / BN X — PN AN GRS R0 B — AN W R 3¢
f¥) SEQ ID NO:7 :

[0208]  MKLSKKLLFSAAVLTMVAGSTVEPVAQFATGMSIVRAAEVSQERPAKTTVNIYKLQADSYKSEITSNGG
TENKDGEV I SNYAKLGDNVKGLQGVQFKRYKVKTDTSVDELKKLTTVEAADAKVGTILEEGVSLPQK TNAQGLVVDA
LDSKSNVRYLYVEDLKNSPSNITKAYAVPFVLELPVANSTGTGFLSE INTYPKNVVTDEPK TDKDVKKLGQDDAGY T
IGEEFKWFLKSTIPANLGDYEKFE I TDKFADGLTYKSVGK TKIGSKTLNRDEHYTIDEPTVDNQNTLK I TFKPEKFK
ETAELLKGMTLVKNQDALDKATANTDDAAFLETPVASTINEKAVLGKATENTFELQYDHTPDKADNPKPSNPPRKPE
VHTGGKRFVKKDSTETQTLGGAEFDLLASDGTAVKWTDAL TKANTNKNY TAGEAVTGQP TKLKSHTDGTFETKGLAY

[0209]  GBS80 A4 K~ 20 M BE 4 58 M 2 L IR 2L, HoAE LA | SEQ 1D NO:2 o DARMA 7 I8
TNo fE—UEHIE EAM ARG P, JLIERR 2157 A R T E 4 GBSS0 & (A M 1E E 4105
Weo R, ATER 2 GBS80 HIBSHREIX AN / BOH T X M 40 M ke 4l e )7 o X b A B i — M+
ULRSCH SEQ 1D NO:8.

[0210]  MKLSKKLLESAAVLTMVAGSTVEPVAQFATGMSIVRAAEVSQERPAKTTYNIYKLQADSYKSEITSNGG
TENKDGEVISNYAKLGDNVKGLQGVQFKRYKVKTDISVDELKKLTTVEAADAKVGTILEEGVSLPQK TNAQGLVVDA
LDSKSNVRYLYVEDLKNSPSNITKAYAVPFVLELPVANSTGTGFLSE INTYPKNVVTDEPKTDKDVKKLGQDDAGY T
IGEEFKWFLKSTIPANLGDYEKFETTDKFADGLTYKSVGK IKIGSKTLNRDEHYTIDEPTVDNQNTLK I TFKPEKFK
ETAELLKGMTLVKNQDALDKATANTDDAAFLEIPVASTINEKAVLGKATENTFELQYDHTPDKADNPKPSNPPRKPE
VHTGGKRFVKKDSTETQTLGGAEFDLLASDGTAVKWTDAL TKANTNKNY TAGEAVTGQP TKLKSHTDGTFEIKGLAY
AVDANAEGTAVTYKLKETKAPEGYVIPDKETEFTVSQTSYNTKPTDITVDSADATPDT IKNNKRPS

[0211] B, /£ — L8 8 4 1 40 ML R G b, 0% 40 Bk 4 e ik et 31 40 SRk (1) 2 4l
SE B MORE o RIAESEAL A ) U] Bk B 3R08 B (1 (W M A 45 M3k, B B R A A h I 4 2
AT 4R T K 7 32 40 Mo B 4n e it -

[0212]  FE—ASZiE 7y 2R, TR 2 GBS80 /7 51 AT 5 7 51 X 55 5 7 71 X« 5 e X g
Ji X S 4N M el e 2 7 o 31X GBS80 A Bt i — Ml LR S SEQ 1D NO:9

[0213]  AEVSQERPAKTTVNIYKLQADSYKSEITSNGGIENKDGEV I SNYAKLGDNVKGLQGVQFKRYKVKTDIS
VDELKKLTTVEAADAKVGTILEEGVSLPQKTNAQGLVVDALDSKSNVRYLYVEDLKNSPSNITKAYAVPFVLELPVA
NSTGTGFLSEINIYPKNVVTDEPKTDKDVKKLGQDDAGYT IGEEFKWFLKST I PANLGDYEKFE I TDKFADGLTYKS
VGKIKIGSKTLNRDEHYTIDEPTVDNQNTLK I TFKPEKFKE TAELLKGMTLVKNQDALDKATANTDDAAFLETPVAS
TINEKAVLGKATENTFELQYDHTPDKADNPKPSNPPRKPEVHTGGKRFVKKDSTETQTLGGAEFDLLASDGTAVKWT
DALTKANTNKNY TAGEAVTGQP TKLKSHTDGTFETKGLAYAVDANAEGTAVTYKLKETKAPEGYVIPDKETEFTVSQ
TSYNTKPTDITVDSADATPDT IKNNKRPS

[0214]  JUH (HA) %% FPER GBS80 1 B A TiZ &8 1 1Y N- R, £ 4 3C LA SEQ 1D
NO: 10 7

[0215]  AEVSQERPAKTTVNIYKLQADSYKSEITSNGGIENKDGEVISNYAKLGDNVKGLQGVQFKRYKVKTDIS
VDELKKLTTVEAADAKVGTILEEGVSLPQKTNAQGLVVDALDSKSNVRYLYVEDLKNSPSNITKAYAVPEVLELPVA
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NSTGTGFLSEINIYPKNVVTDEPKTDKDVKKLGQDDAGYT IGEEFKWFLKSTIPANLGDYEKFE I TDKFADGLTYKS
VGKIKIGSKTLNRDEHYTIDEPTVDNQNTLK I TFKPEKFKETAELLKG

[0216]  GBS104

[0217]  GBS104 $5HE & I 20 Mo B2 58 08 8 KR . PR emad. 43 BS 1 LG Y V B A
2603V/R ¥l [ GBS 104 %15 B 7 FI A1 2 L B8 7 71) W2 2% SCilik 93 1) SEQ ID NO8777 18778,
FEARSCH A FLRR T 512 SEQ 1D NO:3

[0218]  MKKRQKIWRGLSVTLLILSQIPFGILVQGETQDTNQALGKVIVKKTGDNATPLGKATEVLKNDNDKSET
SHETVEGSGEATFENTKPGDYTLREETAPTGYKKTDKTWKVKVADNGAT I TEGMDADKAEKRKEVLNAQYPKSATYE
DTKENYPLVNVEGSKVGEQYKALNP INGKDGRRE T AEGWLSKK I TGVNDLDKNKYK [ELTVEGKTTVETKELNQPLD
VVVLLDNSNSMNNERANNSQRALKAGEAVEKL IDK I TSNKDNRVALVTYAST I EDGTEATVSKGVADQNGKALNDSY
SWDYHKTTFTATTHNYSYLNLTNDANEVNTLKSRIPKEAEHINGDRTLYQFGATFTQKALMKANE T LETQSSNARKK
LIFHVTDGVPTMSYAINFNPY I STSYQNQFNSFLNK I PDRSGILQEDF T INGDDYQTVKGDGESFKLESDRKVPVTG
GTTQAAYRVPQNQLSVMSNEGYATNSGY I YLYWRDYNWVYPFDPKTKKVSATKQTKTHGEPTTLYFNGNIRPKGYDT
FTVGIGYNGDPGATPLEAEKFMQSTSSKTENYTNVDDTNK I YDELNKYFKTTVEEKHSTVDGNVTDPMGEMIEFQLK
NGQSFTHDDYVLVGNDGSQLKNGVALGGPNSDGGILKDVTVTYDKTSQT TK INHLNLGSGQKVVLTYDVRLKDNY TS
NKFYNTNNRTTLSPKSEKEPNT IRDEPTPK IRDVREFPVLTTSNQKKMGEVEF TKVNKDKHSESLLGAKFQLQTEKD
FSGYKQFVPEGSDVTTKNDGK I YFKALQDGNYKLYE I SSPDGY IEVKTKPVVTETTQNGEVTNLKADPNANKNQIGY
LEGNGKHL I TNTPKRPPGVFPKTGGIGTIVY ILVGSTFMILTICSFRRKQL

[0219]  GBS104 & A N- Kum il TP X BUE 5 P71 X, X AL LA - SEQ ID NO: 3 4
A LU N RIZE B P B bR . ATRRZ: GBS104 A TP 8 X 85 5 7 5 X i — A s 2 A& 3
fR. XHP GBS104 A B i— Mo+ W R SCI) SEQ 1D NO: 11 :

[0220]  GETQDTNQALGKVIVKKTGDNATPLGKATFVLKNDNDKSETSHETVEGSGEATFENIKPGDYTLREETA
PIGYKKTDKTWKVKVADNGATI TEGMDADKAEKRKEVLNAQYPKSATYEDTKENYPLVNVEGSKVGEQYKALNP ING
KDGRRE T AEGWLSKK I TGVNDLDKNKYK IELTVEGKTTVE TKELNQPLDVVVLLDNSNSMNNERANNSQRALKAGEA
VEKLIDKITSNKDNRVALVTYASTIFDGTEATVSKGVADQNGKALNDSVSWDYHKTTFTATTHNYSYLNLTNDANEY
NILKSRIPKEAEHINGDRTLYQFGATFTQKALMKANE I LETQSSNARKKL IFHVTDGVPTMSYA INFNPY ISTSYQN
QFNSFLNK IPDRSGILQEDF I INGDDYQTVKGDGESFKLFSDRKVPVTGGTTQAAYRVPQNQLSVMSNEGYAINSGY
TYLYWRDYNWVYPFDPKTKKVSATKQTKTHGEPTTLYFNGNIRPKGYDIFTVGIGVNGDPGATPLEAEKFMQST SSK
TENYTNVDDTNKIYDELNKYFKTIVEEKHSTVDGNVTDPMGEM I EFQLKNGQSETHDDYVLVGNDGSQLKNGVALGG
PNSDGGILKDVTVTYDKTSQT IK INHLNLGSGQKVVLTYDVRLKDNY I SNKFYNTNNRTTLSPKSEKEPNT IRDFPT
PKIRDVREFPYLT ISNQKKMGEVEF TKVNKDKHSESLLGAKFQLQIEKDESGYKQFVPEGSDVTTKNDGK I YFKALQ
DGNYKLYETSSPDGY TEVKTKPVVTETTQNGEV TNLKADPNANKNQI GYLEGNGKHL I TNTPKRPPGVFPKTGG IGT
TVYILVGSTEMILTICSFRRKQL

[0221]  GBS104 & C- RumBs X A / BT X, Z X IRAE £ BA 1 SEQ 1D NO: 3 K iy
DU N RIZ I IX AR e AlRR LB IXCR / BB X [ — AN E AN E LR . X GBS104
Jr B — AN W R SCH SEQ 1D NO:12 -

[0222]  MKKRQKIWRGLSVTLLILSQIPFGILVQGETQDTNQALGKVIVKKTGDNATPLGKATFVLKNDNDKSET
SHETVEGSGEATFENIKPGDYTLREETAPIGYKKTDKTWKVKVADNGAT I TEGMDADKAEKRKEVLNAQYPKSATYE
DTKENYPLVNVEGSKVGEQYKALNP INGKDGRRE TAEGWLSKK I TGVNDLDKNKYK TELTVEGKTTVETKELNQPLD
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VVVLLDNSNSMNNERANNSQRALKAGEAVEKLIDK I TSNKDNRVALVTYASTIEDGTEATVSKGVADQNGKALNDSY
SWDYHKTTFTATTHNYSYLNLTNDANEVNILKSRIPKEAEHINGDRTLYQFGATFTQKALMKANE ILETQSSNARKK
LIFHVTDGVPTMSYAINENPY ISTSYQNQFNSFLNK IPDRSGILQEDFI INGDDYQIVKGDGESFKLESDRKVPVTG
GTTQAAYRVPQNQLSVMSNEGYAINSGY TYLYWRDYNWVYPFDPKTKKVSATKQIKTHGEPTTLYFNGNIRPKGYDI
FTVGIGYNGDPGATPLEAEKFMQSTSSKTENYTNVDDTNK I YDELNKYFKTTVEEKHSTVDGNVTDPMGEMIEFQLK
NGQSFTHDDYVLVGNDGSQLKNGVALGGPNSDGGILKDVTVTYDKTSQT IKINHLNLGSGQKVVLTYDVRLKDNYIS
NKFYNTNNRTTLSPKSEKEPNTIRDFPTPK I RDVREFPVLTISNQKKMGEVEF TKVNKDKHSESLLGAKFQLQIEKD
FSGYKQFVPEGSDVTTKNDGK I YFKALQDGNYKLYE I SSPDGY [EVKTKPVVTETTQNGEVTNLKADPNANKNQIGY
LEGNGKHLITNT
[0223]  WIRREHT T FH X BUE 5 751 X 10— AN B2 A U R0 25 5 X B o X ) —
B ENEEEMR . X PP GBS104 4 B —AM+ W F 3CHY SEQ 1D NO:13 -
[0224]  GETQDTNQALGKVIVKKTGDNATPLGKATEVLKNDNDKSETSHETVEGSGEATFENIKPGDYTLREETA
PIGYKKTDKTWKVKVADNGATI TEGMDADKAEKRKEVLNAQYPKSATYEDTKENYPLVNVEGSKVGEQYKALNP ING
KDGRRE TAEGWLSKK I TGVNDLDKNKYKIELTVEGKTTVE TKELNQPLDVVVLLDNSNSMNNERANNSQRALKAGEA
VEKLIDKITSNKDNRVALVTYASTIFDGTEATVSKGVADQNGKALNDSVSWDYHKTTETATTHNYSYLNLTNDANEV
NILKSRIPKEAEHINGDRTLYQFGATFTQKALMKANE ILETQSSNARKKL IFHVTDGVPTMSYAINFNPY ISTSYQN
QFNSFLNKIPDRSGILQEDF I INGDDYQIVKGDGESFKLFSDRKVPVTGGTTQAAYRVPQNQLSVMSNEGYAINSGY
TYLYWRDYNWVYPFDPKTKKVSATKQIKTHGEPTTLYFNGNIRPKGYDIFTVGIGVNGDPGATPLEAEKFMQSTSSK
TENYTNVDDTNKIYDELNKYFKTIVEEKHSTVDGNVTDPMGEMIEFQLKNGQSETHDDYVLVGNDGSQLKNGVALGG
PNSDGGILKDVTVTYDKTSQT IK INHLNLGSGQKVVLTYDVRLKDNY I SNKFYNTNNRTTLSPKSEKEPNT IRDFPT
PKIRDVREFPVLT ISNQKKMGEVEF TKYNKDKHSESLLGAKFQLQIEKDESGYKQFVPEGSDVTTKNDGK I YFKALQ
DGNYKLYEISSPDGYIEVKTKPVVTET IQNGEVTNLKADPNANKNQIGYLEGNGKHLITNT
[0225] GBS104 [ A Befo 4% GBS104 Z JEMe 28-858 (% M8 SEQ ID NO:3 475 ) [ 830
SRR B, GBS104 Z LR 28-387 (1) 359 NE LW B, GBS104 2 LR 28-609 [
S&A'ﬁ&MH?ﬁ%SMﬂﬁ%%7%mWMA FE I BB,
[0226]  GBS276
[0227]  GBS276 fi Coa ikMf. GBS276 [ H & HiiA W23 Sk 214-217, @ IMLiE A v
B PR 2603V/R 371 GBS104 #% H IR 7 I 2 512 T 51 W2 28 SCHK 93 1) SEQ ID NO8941 Fil
8942, FEASCH ML T F /& SEQ 1D NO:4 -
[0228]  MRKKQKLPFDKLATALISTSTLLNAQSDIKANTVTEDTPATEQAVEPPQPTAVSEESRSSKETKTSQTP
SDVGETVADDANDLAPQAPAKTADTPATSKAT I RDLNDPSHVK TLQEKAGKGAGTVVAV I DAGFDKNHEAWRLTDKT
KARYQSKENLEKAKKEHGI TYGEWVNDKVAYYHDYSKDGKNAVDQEHGTHVSG I LSGNAPSEMKEPY RLEGAMPEAQ
LLLMRVETVNGLADYARNYAQATRDAVNLGAKV INMSFGNAALAYANLPDETKKAFDYAKSKGVSTVTSAGNDSSFG
GKPRLPLADHPDYGVVGTPAAADSTLTVASYSPDKQLTETATVKTDDHQDKEMPV ISTNRFEPNKAYDYAYANRGTK
EDDFKDVEGKIALTERGDIDFKDK I ANAKKAGAVGVLIYDNQDKGFP IELPNVDQMPAAF I SRRDGLLLKDNPPKTI
TENATPKVLPTASGTKLSRFSSWGLTADGNIKPDTAAPGQDTLSSVANNKYAKLSGTSMSAPLVAGIMGLLQKQYET
QYPDMTPSERLDLAKKVLMSSATALYDEDEKAYFSPRQQGAGAVDAKKASAATMYVTDKDNTSSKVHLNNVSDKFEY
TVTVHNKSDKPQELYYQVTVQTDKVDGKHFALAPKALYETSWQKITIPANSSKQVTVPIDASRESKDLLAQMKNGYF
LEGFVRFKQDPTKEELMSIPY IGFRGDFGNLSALEKPTYDSKDGSSY YHEANSDAKDQLDGDGLQFYALKNNETALT
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TESNPWT I IKAVKEGVENIEDIESSEITETIFAGTFAKQDDDSHYY I HRHANGKPYAATSPNGDGNRDYVQFQGTFL
RNAKNLVAEVLDKEGNVVWTSEVTEQVVKNYNNDLASTLGSTRFEKTRWDGKDKDGKVVANGTYTYRVRYTPTSSGA
KEQHTDFDVIVDNTTPEVATSATFSTEDSRLTLASKPKTSQPVYRERTAYTYMDEDLPTTEY ISPNEDGTFTLPEEA
ETMEGATVPLKMSDFTYVVEDMAGNI TYTPVTKLLEGHSNKPEQDGSDQAPDKKPEAKPEQDGSGQTPDKKKETKPE
KDSSGQTPGKTPQKGQSSRTLEKRSSKRALATKASTRDQLPTTNDKDTNRLHLLKLVMTTFFLG

[0229]  GBS276 & A N- K il T /77 X BUE 5 75X, iZIX AL LA | SEQ 1D NO:4 FdE 4
A VAT R RIZR KRB AR . FTBRZ: GBS276 MR S 7 X 55 5 7 8 X [H— AN ek 2 AR
B o IXFh GBS276 F BLIf— /Mo LR SCI SEQ 1D NO: 14 -

[0230]  QSDIKANTVTEDTPATEQAVEPPQPIAVSEESRSSKETKTSQTPSDVGETVADDANDLAPQAPAKTADT
PATSKATIRDLNDPSHVKTLQEKAGKGAGTVVAVIDAGFDKNHEAWRLTDK TKARYQSKENLEKAKKEHG I TYGEWY
NDKVAYYHDYSKDGKNAVDQEHGTHVSG I LSGNAPSEMKEPYRLEGAMPEAQLLLMRVE T VNGLADY ARNYAQA TRD
AVNLGAKVINMSFGNAALAYANLPDETKKAFDYAKSKGVS TVTSAGNDSSFGGKPRLPLADHPDYGVVGTPAAADST
LTVASYSPDKQLTETATVKTDDHQDKEMPY I STNRFEPNKAYDYAYANRGTKEDDFKDVEGK TALTERGD I DFKDK I
ANAKKAGAVGVLTYDNQDKGFP TELPNVDQMPAAF T SRRDGLLLKDNPPKT I TENATPKVLPTASGTKLSRESSWGL
TADGNTKPDTAAPGQDTLSSVANNKYAKLSGTSMSAPLVAGIMGLLQKQYETQYPDMTPSERLDLAKKVLMSSATAL
YDEDEKAYFSPRQQGAGAVDAKKASAATMYVTDKDNTSSKVHLNNVSDKFEVTVTVHNKSDKPQELY YQVTVQTDKV
DGKHFALAPKALYETSWQKI TTPANSSKQVTVP IDASRFSKDLLAQMKNGYFLEGFVRFKQDPTKEELMSIPY IGFR
GDFGNLSALEKPIYDSKDGSSYYHEANSDAKDQLDGDGLQFYALKNNFTALTTESNPWT I IKAVKEGVENIEDIESS
EITETIFAGTFAKQDDDSHYY THRHANGKPYAA I SPNGDGNRDYVQFQGTFLRNAKNLVAEVLDKEGNVVWTSEVTE
QVVKNYNNDLASTLGSTRFEKTRWDGKDKDGKVVANGTYTYRVRYTP I SSGAKEQHTDEDV I VDNTTPEVATSATFS
TEDSRLTLASKPKTSQPVYRERTAYTYMDEDLPTTEYISPNEDGTFTLPEEAE TMEGATVPLKMSDETYVVEDMAGN
ITYTPVTKLLEGHSNKPEQDGSDQAPDKKPEAKPEQDGSGQTPDKKKE TKPEKDSSGQTPGKTPQKGQSSRTLEKRS
SKRALATKASTRDQLPTTNDKDTNRLHLLKLVMTTFFLG

[0231]  GBS276 & C- Rim#g XA/ BB X, i X I AE ST LA - SEQ 1D NO:4 fR
i LU R RIZR IO PR bR H o AT B 25 GBS276 [ IR X B 5T X Y — P ER 2 MR LR . X b
GBS276 B [—AMIF L F 2% SEQ 1D NO: 15 -

[0232]  MRKKQKLPFDKLATALISTSILLNAQSDIKANTVTEDTPATEQAVEPPQPIAVSEESRSSKETKTSQTP
SDVGETVADDANDLAPQAPAKTADTPATSKAT I RDLNDPSHVK TLQEKAGKGAGTVVAVIDAGFDKNHEAWRLTDKT
KARYQSKENLEKAKKEHG I TYGEWVNDKVAYYHDYSKDGKNAVDQEHGTHVSG I LSGNAPSEMKEPYRLEGAMPEAQ
LLLMRVETVNGLADYARNYAQATRDAVNLGAKV INMSFGNAALAYANLPDETKKAFDYAKSKGVSTVTSAGNDSSFG
GKPRLPLADHPDYGVVGTPAAADSTLTVASYSPDKQLTETATVKTDDHQDKEMPYV I STNRFEPNKAYDYAYANRGTK
EDDFKDVEGKTALTERGDIDFKDK TANAKKAGAVGVLIYDNQDKGFP TELPNVDQMPAAF TSRRDGLLLKDNPPKTI
TFNATPKVLPTASGTKLSRFSSWGLTADGNIKPDIAAPGQDILSSVANNKYAKLSGTSMSAPLVAG IMGLLQKQYET
QYPDMTPSERLDLAKKVLMSSATALYDEDEKAYFSPRQQGAGAVDAKKASAATMYVTDKDNTSSKVHLNNVSDKFEV
TVTVHNKSDKPQELYYQVTVQTDKVDGKHFALAPKALYETSWQK I TTPANSSKQVTVPIDASRESKDLLAQMKNGYF
LEGFVRFKQDPTKEELMSIPY I GFRGDFGNLSALEKPTYDSKDGSSY YHEANSDAKDQLDGDGLQFYALKNNFTALT
TESNPWT I IKAVKEGVENIEDIESSE ITETIFAGTFAKQDDDSHYY I HRHANGKPYAATSPNGDGNRDYVQFQGTFL
RNAKNLVAEVLDKEGNVVWTSEVTEQVVKNYNNDLASTLGSTRFEKTRWDGKDKDGKVVANGTYTYRVRYTPTSSGA
KEQHTDFDVIVDNTTPEVATSATFSTEDSRLTLASKPKTSQPVYRERTAYTYMDEDLPTTEY ISPNEDGTFTLPEEA
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ETMEGATVPLKMSDFTYVVEDMAGNI TYTPVTKLLEGHSNKPEQDGSDQAPDKKPEAKPEQDGSGQTPDKKKE TKPE
KDSSGQTPGKTPQKGQSSRTLEKRSSKRALATK

[0233]  W[BRZ: GBS276 W T/ 7F X BUE 5 17 71 X I — AN B 25 A 2l s 1 R 55 e [ B3 e o
X B —ANEREZ AN AR . KPP GBS276 B i — Mo+ W~ S SEQ 1D NO: 16 -

[0234]  QSDIKANTVTEDTPATEQAVEPPQPIAVSEESRSSKETKTSQTPSDVGETVADDANDLAPQAPAKTADT
PATSKATIRDLNDPSHVKTLQEKAGKGAGTVVAVIDAGFDKNHEAWRLTDKTKARYQSKENLEKAKKEHG I TYGEWY
NDKVAYYHDYSKDGKNAVDQEHGTHVSG I LSGNAPSEMKEPYRLEGAMPEAQLLLMRVE T VNGLADYARNYAQA TRD
AVNLGAKV INMSFGNAALAYANLPDETKKAFDY AKSKGVS TVTSAGNDSSFGGKPRLPLADHPDYGVVGTPAAADST
LTVASYSPDKQLTETATVKTDDHQDKEMPY I STNRFEPNKAYDYAYANRGTKEDDFKDVEGK TALTERGDIDFKDK I
ANAKKAGAVGVLTYDNQDKGFP TELPNVDQMPAAF T SRRDGLLLKDNPPKT I TENATPKVLPTASGTKLSRESSWGL
TADGNTKPDTAAPGQDTLSSVANNKYAKLSGTSMSAPLVAGIMGLLQKQYETQYPDMTPSERLDLAKKVLMSSATAL
YDEDEKAYFSPRQQGAGAVDAKKASAATMYVTDKDNTSSKVHLNNVSDKFEVTVTVHNKSDKPQELY YQVTVQTDKV
DGKHFALAPKALYETSWQK I TTPANSSKQVTVP I DASRFSKDLLAQMKNGYFLEGFVRFKQDPTKEELMS IPY IGFR
GDFGNLSALEKPTYDSKDGSSYYHEANSDAKDQLDGDGLQFYALKNNFTALTTESNPWT I IKAVKEGVENTEDIESS
EITETIFAGTFAKQDDDSHYY THRHANGKPYAA T SPNGDGNRDYVQFQGTFLRNAKNLVAEVLDKEGNVVWTSEVTE
QVVKNYNNDLASTLGSTRFEKTRWDGKDKDGKVVANGTYTYRVRY TP TSSGAKEQHTDFDVIVDNTTPEVATSATES
TEDSRLTLASKPKTSQPVYRERTAYTYMDEDLPTTEY I SPNEDGTETLPEEAETMEGATVPLKMSDETYVVEDMAGN
ITYTPVTKLLEGHSNKPEQDGSDQAPDKKPEAKPEQDGSGQTPDKKKE TKPEKDSSGQTPGK TPQKGQSSRTLEKRS
SKRALATK

[0235]  GBS322

[0236]  GBS322 45K M0 Sy IR R 1, BN “sip”e 2B ILIE AL V Ak 2603V/R Wl
(1) GBS322 1% H IR J7 H1| I FE R 7 51 W2 28 SCHR 93 (19 SEQ 1D N08539 A1 8540, £EAR S H:
AILFE 34 SEQ 1D NO:5 »

[0237]  MNKKVLLTSTMAASLLSVASVQAQETDTTWTARTVSEVKADLVKQDNKSSYTVKYGDTLSVISEAMSID
MNVLAK INNTADINLIYPETTLTVTYDQKSHTATSMK IETPATNAAGQTTATVDLKTNQVSVADQKVSLNT I SEGMT
PEAATTIVSPMKTYSSAPALKSKEVLAQEQAVSQAAANEQVSPAPVKSTTSEVPAAKEEVKPTQTSVSQSTTVSPAS
VAAETPAPVAKVAPVRTVAAPRVASVKVVTPKVETGASPEHVSAPAVPVTTTSPATDSKLQATEVKSVPVAQKAPTA
TPVAQPASTTNAVAAHPENAGLQPHVAAYKEKVASTYGVNEFSTYRAGDPGDHGKGLAVDF TVGTNQALGNKVAQYS
TQNMAANNTSYVIWQQKFYSNTNSTYGPANTWNAMPDRGGVTANHYDHVHVSENK

[0238]  GBS322 &% N- Kum Al /77 X BUE 577 X, X AL LA | SEQ 1D NO:5 FE 4
A VAT R RIZR HI R BAR . FTBRZ: GBS322 MR S P XI5 5 2 5 X [ — A o 2 AR
fg o X Fh GBS322 F B — /Mo LR SCHY SEQ 1D NO:17

[0239]  DLVKQDNKSSYTVKYGDTLSVISEAMSIDMNVLAKINNIADINLIYPETTLTVTYDQKSHTATSMKIET
PATNAAGQTTATVDLKTNQVSVADQKVSLNT ISEGMTPEAATTIVSPMKTYSSAPALKSKEVLAQEQAVSQAAANEQ
VSPAPVKSITSEVPAAKEEVKPTQTSVSQSTTVSPASVAAETPAPVAKVAPVRTVAAPRVASVKVVTPKVETGASPE
HVSAPAVPVTTTSPATDSKLQATEVKSVPVAQKAPTATPVAQPASTTNAVAAHPENAGLQPHVAAYKEKVASTYGVN
EFSTYRAGDPGDHGKGLAVDFIVGTNQALGNKVAQYSTQNMAANNISYV IWQQKFYSNTNSTYGPANTWNAMPDRGG
VTANHYDHVHVSFNK

[0240] JHHAIARIE
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[0241]  RiE“EH”OF “QOH7 AL “H----- PR, B “ &7 X R SPml A X 1)
BT AL B Y T, i X+ .

[0242]  5HUE x MHIREIARTE “4)” KR, Bl x £ 10%.

[0243]  “HEA b7 AHERR “5E a7, filn “HEAR AR Y AW e Y, AR R
AL EMA R B E LB %

[0244] Y2 BHSR HE R T V204G 2 AN AR D BRIN, A% R B A $R A0 45 1 20 SR B B 1Y
J7i%e B, FEA R B 55— U7 1, A K PRAR LA FE LA IR T < (a) %A GBS JEJERE
DAAE A i MY R A2 HH G NS JE SF0 (b) ab JE b izt . & T A K e RE o TR
ITESN IR () F (D), RN ER (o) F0 (d) =9 C RG] &R B R a4, 5 B AT 78
SRR E IR (BT 28 (o) F1 (d) o) R B8 S,

[0245]  ZRADLME, A G AR A o S LB 40 n ok, DAk BH B8 45 1 5 1 R R Z 5 VR
e JLAE o B, AE A BRI = J7 1, A% R B4R I T b BRI AR ) 1 AR R AL S s 34k
FFARBE D IR, Hod iz i kAR G i & OB A e FURE RS TR BN T ISR R B
[0246] A /EAS RIS ) FHAS [F] B9 AAEAS R A (B, fEAS R 2K ) AT IX A A 1D 5K
[0247]  WLiZFITE KPR A A7 AL SO $ TR 20, AR AR S 450 0B R B AT A (HFF 0%
BT ARKI AL, N AN TE R AT DA AE LI AT T2 20, BAR AR S 454 X2 7 itk e
T E ARG 20 0 AL A (7] v 22 S A T ST B

[0248] 0 NH,R AR A . R E:FIRIE AL I, FE C itk BEALIE C ohu ki, Fel 2
R, RALIE —CHy —CHy B —C oHy o JRFET] DL — AN 2 A2 A AU, B i 25 (41 ClLs
Br.F. I) =B 3L, -NO,» —CN, -N" (C,¢kedE ) ,0 « —SO,H. —SOC ¢kt . —S0,C, ¢Fe i —S0 ,Cy
ek —0C (=0) 0C, ghedk.—C(=0) H.—C (=0) C | ok —0C(=0) C | hidE.-N(C | hidk ) ,.C, obE
%\—N (C1 6)%%) P (:O> N <C1 6*%%) on N <C1 eﬁ% ) C (:O) 0 (C1 6%%) N <C1 el)dﬁ% ) C <:O>
N (C1 6}:7:1:% > 2\_C02H\—OC <:O> N <C1 6}5%% ) 2N -N (C1 6%% ) C (:O> C 1 eiﬁ%\ -N (C 1 elﬁ% ) C <:S>
C, oBEFE-N(C, (JHEHE ) SO N(C, Fidk) ,.—C0,C, (KEdE . ~SO ,N(C, Kidk ) ,.—C (=0) NH,.—C (=S)
N(C, ¢t ) .~ —N(C, a‘kj%% ) S0 ,C, 65T ., -N(C 1 6&%% YC(=S)N(C , okt ) o~ “NH-C, (5
e -S-C, JEIEEL —0-C | (fedk . AE“IRIL RGN EM I ZRIE  SCREBIRIR S 2L ]
DRI I, e A 4 e 2 A L AR PR b it (B4R RN e e (polycycloalkyl)) BRM A%
B RCEANNA S, ke L IR e L e B SR IR e kL e O L S R 05 B BR bR O O BN U
G IR AL T SR E AR e A | O B GE A S A L DS FE IR AT S A B . ik
PRI AR C, o, HHLIE C | Rtk

B ] 15 AR

[0249] W& 1 W 1 FH o At R & 42 A A i I AR PR e s

[0250] & 2 WoR VAR E—ME J7H .

[0251] &3 78 1 GBS MfiEM Ta. Ib, IT. ITT AV JEERE K S 454

[0252] &4 SR T GBS MLyEH Ta AT 111 BB E LM 2 A2 R,

[0253] [ 5 fon 1 AT BAMH & P AR A .

[0254] &l 6 Eon T AR A R B A — 5 T, 13 O 1R 3% 3 I e IR 1 AU 32 A BRK
S o
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[0255] V& 7 o 1 MR AR A P 5 T I, AT R DB A I e B 1 I8 32 £ K e
o

[0256] & 8 F1 9 S 7 I 3 J e Ao A S Mo Y0P S 2 A T I B I, R (8) TR M Bt
AT (9) AU b il 24 1 R

BREHEA R

[0257]  ffill AR A AR AE

[0258]  fIZ CHR 15 Ak 2tk GBS MLiEAL Th [ JERERE, SR 5 tn b ik & 2.8k . #ia
it N- Z B AL B TERN IS, P XS i BB etk CnBla SR BT,
MEVR FR 1) C8 I ) Bk SIDEA [RIBEIE A (W1Z25 SCHk 218 Frid (i 5 78 BREE A ) L4048
PO 5 BRI R BE R (1) .

[0259] 4% HE S SCHik 219 AT 16 bl 7 V00 8 AR I Hh (M RV IR 5 & o MMEVRIR 25 & 4h
HARELSE (RS ES T, MR8 31%) o F Micro BCA & H 5 il g il 7
& (Pierce) MEMHEEMHMEAIKE. BirE20  EOMRERE 1-4 20, &2

TR

[0260]
(1S B (mg/ml) |BEAB (mg/ml) [Hhd
& 51k, 1. 740 1. 271 1.37
SUDEA [a]B%3£H] (0. 150 0. 048 3.13

[0261] AR5 QAT 52 Ma A IR (1 A IR LL , G 24K 1K) GBS Ta A Th B AL B A FEIFERE, SR 5
5 CRM197 185, 45 R R -

[0262]
F % wikE (mgml) | BERRE mgml) | RS (viw)
la _ |
5.0 : - 1.188 | 0.468 2.54
142 | 1360 | 0776 1.75
a7 | 1.018 0.690 | 148
790 | 2,989 2.012 149
860 1.737 1.074 1.62
b e | |
4.3 2.544 | 1437 1.77
120 2821 2.383 118
46.7 3.644 | 3.941 0.92
79.6 3.821 3.770 1.0
802 1.218 1.202 1.01

[0263] >R HIAHALLIAY SEE6 A 7 AN [F) () 85 1 s 3dk . CRM197 FIA 15 R 258 = ¥ HIAE GBS
I1T MR i 24k, 45 T s -
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[0264]
gitkn | BRE (mgml) | BABRRE@mgmD | viw)
| cRM197 ' )
43 3270 1150 2.84
175 | 4.130 2.894 143
409 3,056 1 1.822 1.68
618 3.165 2358 1.34
78.9 4.230 4.502 0.94
WHREHE |
3.9 1.014 1480 069
162 | 0.941 1.138 0.83
20.6 | 1.105 1.499 074
553 1037 1600 | 065

[0265] ﬁ%m$1nymwuﬁw@7 ﬁTﬂ%Lﬁ%ﬁMﬂ@ﬁﬁimeﬁA
MEAEA VMJ*H’J%MH;FE 15. 3%, 1T BUHEAE 6. 9%. 45592

fE:a’U‘* (ng/m)) | FEFAE (ug/m) | bpi(wiw) |
H . _
| 0,993 | 0444 | 224
2999 1 1 195
[0266] 2346 | 0B% I aa
a8 e | -
1308 1 0902 | 148
1272V oess 154
1497 iwr | 1.16

[0267] 434G I6 A ML EImEH’Ejani (6 7% EAL ) Ibifb (8. 2%5@%{) FIIT A (4. 1%
k) R IE A

0268

o B BERSE (mg/ml)  [EABKE (mg/ml) LB (w/w)
la |1 112 0. 784 1. 42
b [3.710 3.078 1.21
11T [3.318 2. 869 1. 16

[0269]  FFH VYR A [FIHTIE 24K A7 X 2E5E 2 ;CRM197 ;GBS80 1 GBS67 #l 4% La Ib FIT 111
RSN « A FIBAS RAT CRM I #AR R, Ta FISEAL % 42 9. 1%, Ib HIA& 14. 2%, 111 B2 13% ;
FIFH GBS IZEARRT, 4L % 5 8. 2%-.9. 0% F1 7. 9%, R JGH I8 F 31X Lo B e 40 28 (R 5 vb ot

2R GBS (BD, FPRHGE ) IORGERT, &5 R 0N P, o Eudn Bk e A7 3s 504 % -
[0270]
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TT CRM197 GBS80 GBS67 PBS X} H&
Ta 32 48 10 96 5
[0271]
Ib 52 33 65 92 15
ITT 76 60 71 82 0

[0272]  FE~PATSREGH, AV AL GBS TR BCGTAHBE R V AONE Gy e, 45 R T s -
[0273]

TT |CRM197 |GBS80 [GBS67 [PBS X H&

Vo2 0 53 62 0

[0274]  [At, GBS BEAARRERALEN XS V RUBEARI— 2R EA, B AR A GBS 2 A Mg
AR T AP E AR SRER, S B AR ARt TR X MR ER .
[0275]  F 36 FHAE B T U B RE A, 45 RAn T P -
GBS 8 | B#Hk | BE
CRM < 1.0%

la GBS8O 3.5%

BS67 < 1%

CRM 1.8%

02761 b | GBSSO | 14.8%
GBS67 | <1%

CRM 1.6%

11 CRM 4.4%

TetTox | 3.8%
GBSRO 9.1%
GBS67 | < 1.0%
[0277]  RLIZHIE RS 0 SE B R 1 AR R, ATk AR HH TS AT 4 RR AR AR K ]
AL S

[0278] ZE R ( HNBPNRNENZE )
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