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1. il 28 A0 5 5 CRMor 8% & [ il 8 BEEKTA (S. pneumoniae) MG AL 1 2F 6 Jl 2 BRI FE AR &
W7k, AR N PR

a) [ i 78 B 2K B T35 28 1 2F 6 i 22 M AE /K PRV 7 P SR M EBE L A A0 .5 225
JEE IR 21 2 [ S A R S RL LA 7= AR SR AR, Hh B e B R B R A A W0 R 5 A TEMPOTS 43
(140, 3 B e S A A AN- SRR I BE I i s DA %

b) 5 BT VAL R R -5 CRM o7 OB

2. BRI EESR BT IR 1 7532, H b Bir i A BE 40 & 403% 15 TEMPOL 2, 2,6, 6- Y B -4
(FR LT e 4 ) — 1 R Mg 4 32 L 4~ IR It 420 2 - TEMPO . 448,48 - TEMPO . 4— FF 48, 2L - TEMPO . 4- - Bk
TR HE-TEMPO  4— (2- it £, Bt 2 %) —~TEMPOH Hi 2 . 4-$2 £ -TEMPO ., 4— 3§ 3£ -TEMPO . 4— R J -
TEMPO.4- (2-1R Z. Bt 2 &) ~TEMPO . 4- 2 J:-TEMPO . 4- Z. B s -2, 2, 6 , 6P B LR g 1 -4
=

3. AIBURIEE SR BT IR (1) 7512 , 3 AR Bk it 240 &4 N TEMPO..

4. GRRESR LBTR R T73%% , Hodh B id Fe e O iH B L0 A ) DA b B A7 1

5. QBRI EL SR BT (1) 7 8%, 2o B 3 fili ¢ i 2R 8 ML 75 2 1 2F S S 2 0 5 /T 2490 . 388
IR E R AR E M H B A YR B

6. fill 2 L7 5 CRMuo7 2% & B i 28 BEBK B L35 AL 1 2F S 1 2 W (R R 46 i g v, L ALl
DA A BR:

a) {3 it 2 BEBR A ML IE Y 1 2F 2B 2 5 52,2, 6, 6- P4 1 -1 -WR g 2 2= (TEMPO) #10.5%
2.5 IR B IN-EARTRHBE M i (NCS) 7E 7K PRIE 7 p R BA = AR S5 AL [R5 BA %

b) 51 BT i VAL R R -5 CRM o7 OB

7. QBURIEE R 1 26 AT — TR I 775, Forb BTk v AR IR R 1 S8 AL A3 3240,

8. QBRI SR TRk (K 77325 , e o B v AL B ) 24 6 32 14

9. QAR EE SR L A6 P AT — T 3 (1) 75 ¥4, o v v 3 i 26 3R 17 1M 975 28 1 2F 9 it 22 1 A
A AR .

10 JIRUR B R L 2R 6 T — TURT IR K 7 vk, Horp 0 Ra) T, 45 i i i 28 55 B3R 1 1 v
B QPSR 22 W 4% RS 43 o

VL SR ZE SR LO BT 18 777325, o vl B i i 98 7 23K T4 100975 284 1 2F 502 i 22 W /K A BT LG
iz RT3 4%

12 QAR SR L0 i 1) 77325, He ool B ot M 98 B 2K T 10975 284 1 2F 35 5 22 il /K fiff B i
T 3834k AT U b 42 R~ 43 25 DA SEBIL50kDa 22 500kDa i) 7 F &

13 ARUR B R L 2 6 T — TURT IR B 7 vk, Horp 70 BRa) 1T, 45 i ads i 28 55 3R T 1 v
U1 2F 3% 15 22 W 7K iR 22 100kDa £ 400kDa ) 731 .

14 QAR 23R L3 B IR 1 7734, L o o3 B o I 98 B 3K T 1M 775 204 1 2F S e 2 W /K ik &2
150kDa % 350kDa ] 7 F &

15 BRI EE R 1 2R 6 AT — T AT iR (1 7 vk, Haa B HE 70 0 JRb) 2 Al 4L Frid v 4k i) 2
PE IR o

16 QBRI EE R 1 26 T — Tk K 5 7%, JOa BFE /R IR b) 2 JE i e SR I 20 38

L7 ABURIEE R 16 BTk 8 75772, Fovp BT ad a8 Ji7 77 9 NaCNBHs

18. WIRLFNEER 1T AT IR 1) 7775, FoB A F5 78 IINaCNBHs 2 J5 8 IINaBHa ) 25 5% o

3
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BBERE

B GuE

[0001]  MEHE M 5 , AR W Kad s E FHTEMPO/NCSTE N AL 5T (oxidizing agent) K il
#UH ERIEEAR GBI SV (glycocon jugate) 75 %k & MM SR 0
B SR PR B I CL S AR FH SRR SR 5 AN S )% U PR AL S W0 T3 i o AR R W ¥ SO i AE e
PR RE 1 AR 32 22 (0 A SR A7 AT 3 P AR E RO AR B L BURUZAL (ni troxide) H HIZE (40
IR IE -N—28 2 B I e -N-28000) (b S Wil % 805 SR R A1 R S ORISR S T
B ISR R S I T SR PR S UL B A PGSR R S A S & S R AL S DK T

BEEAR

[o002] M5 & B #BEEREN 20 Gk AR IER) &2 MEn ez
M o Z W85 8 BRI A 22 5 A 5 S0 76 R T b R D% Y BT 25 1 2 W ) 4 BT 1)
JeE NS, R LTI 7 o DR I, 8 FH R 1 35005 200 T 110 22 R0 10 8 v oA 3 1 = G ) 0110
TE SRS 78 55 AN (1 2 W KON ASTR], B33 78 50— 41 T P R N A2 Tkt o 497 20 , 78 i 9% B 2R 1A
(Streptococcus pneumoniae , 4= TH Fi i [l A B2 JLAISS ) LIV oG8 28 i 8 S ™ o i e 28 PR R
I FE B R BT AN 2 MR 1 AR AL i B A L 90 Rl oA [R] 0 My 2 . DRI L, 2 A
T 2 2 P R L IR

[0003] REFZHEA &2 R IR H 205 E O BUE RN E A T T 008 %% B 1 %%
B 1 RTRAAZ SR SRR 93 i A (1) 38 3 0T 2078 S A ) 5 5 M % S A S B A i, B
3= B g B M e % B SRR — M S g SR R R 1

[0004]  Z i fifi 98 3K TR 22 M- EE 1 A% O VT n] 248, JF H O B AE TR 22 LI
5 98 BR B B s 77 T 2 A ANER , FF D D2 T HOA .

b4 SES

[0005]  FE—ANJ7 I, AR HERME T Hl A SEEE AR AR R SN TiE, K
AFELL T P a) R 52,2,6,6-PU FF -1 -WRIE % L (TEMPO) FIN-ZACBR HIBE W i (NCS)
FE AR I ) R DA 7= A 5 AL R0 s A S b) AT B v A B 560, & — AN B 2 N A R R 38
B R o AE F3— 77 [, P Vs A R R A 9 14250, 14240. 14230, 18220, 1 2210, 1 25,
3% 40.3%30.3%20.38 10,45 40,48 30,45 20.4% 10,58 30,558 25,5 %2058 10.6 %
50.6%40.6%30.6%20.6 % 15.6 14,6 % 13,65 12.6 % 11.6%F10.7540.7530.7520.7
F15.7TE 14 TEI3TEI2 TR TE10.8540.8%30.8%820.8% 15,88 14,85 13,8513,
84 12.8%11.8E10.9%40.9%30.95420.9%8 15,1040, 1030, 10E 205 10 £ 15. 7 55—
JTI S IR AL (A N 1.2.3.4.5.6.7.8.9.10.11.12.13,14.15,16.17.18.19,
20.21.22.23.24.25,26.27,28.29.30.31.32.33.34.35.36.37.38.39840.

[0006]  7£ 55— 7 i, A K R T Hil S SEAAE A A R RR SN TJiE,
BFELL N P R ) FEIRFRME AR (AR B EAL IR AF 7R, 3 BT fl S5 A8 2 1 A 2
B H H IR ) IR WE -N— 40 L BRI BE -N— 4 Ak B W s B DA 7 A A 5 1 R 1) 76 AL
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[RIHRE s LA Jeb) S Pk i AL IS 580 5 — DN 2 DN B U B 8 N .

[0007] 7 Pir ik Jx B2 HR , S o 19 28044 770 S 48 A 12 106 2R IR N- S0 A £ (N-oxoammonium
salt) o REH , Frd A2 e ) AHEE AL B 2 B H 2L A W B A AR S AR A7 T R BE R %
PR B T AN R E AL R R 1 B

[0008]  7E-—J7IHI, R WLfF) 20 BRa) FE 7K PRIE I 04T o 48 5 —J7 1, P BRa) AEAE iV 51
BT AE—J7 1, 20 Ba) 7EDMSO (- FF PR « - FF L Z BEA% (DMA)  FR T B N- R - 2G5
Bl (NMP) 7~ FF R 9 fle (HMPA) HR BRAEDME (T FF 2 FF B i) 38 77 3E 4T o

[0009]  7E—J71H, R LI L AE 53k 8 2 86 < Ja i I A A8 e 20 3R vh a5
A AR , HH S AE P R S S B i B 06 B i 2 SRS ) B B R A2 1 e /M o

[0010]  fE—J7 10, FridAa 2 B ARt 2 B B B B AL A4 2 WIR g —N -4 JEE BCEE % e —N— %
BAEY ARG, Brid i & W) B A 7S AR AF A6 T IR PR M S A AR B DA AR Rl I B i A 52
ey 2 B (K B8 77 o SE AR MY , B A& W BAT 76 AR 47 76 T 1 B M AU AT B DA AR R
T AN A A R L I B

[001]  AE—J7 1, FridFa € B AR IE 2 B R H H 24k & 97 A TEMPOBLPROXYL (2,2,5,5-
VY FR -1 - e S R) 8 9 o AR et , BT il Ak A W oA 72 S R AR AR R IR R S R
LA R 25 1T AN B2 A PR 1 B8 77 . SEAR IR, Frid (L A B 7 A AR A7 70 R ik e
AT DL A ple e i ANk 2 S A R R 1) B

[0012]  7E—J5 1, Bk A2 € B e It L1k & W0 A2 TEMPOBL AT AW  AE— A7 1, Pk i e
(S S AL A 03 I TEMPOL 2, 2,6, 6- U4 FR 24— (FF T i 280 2L) — 1 - WRme 28022 | 4 - B 2
F-TEMPO . 4—EAX-TEMPO . 4- B & - TEMPO . 4— S B SR 2 -TEMPO L 4— (2l 7, Bk 2 %) —
TEMPO [ H1 4 L 4-$2 FL-TEMPO . 4- & 3E-TEMPO . 4-#2 3£ -TEMPO . 4- (2—-JR Z. Bk & &) -~TEMPO. 4-
A HE-TEMPO. 4- Wi H-2,2,6 ,6- VY FF LR IE | - %00 (R st , PFrid i Btk & 1) =2
TEMPO.

[0013] £ 53— 10, Firid #a g W H B 4k & 3% H 3B8-DOXYL-5a—fIH £ 45t . 5-DOXYL—ifi Jig
% . 16-DOXYL~A S 2 « 5-DOXYL 1 Jig i P 5 . 3— (& & Y %) ~PROXYL . 3~ % FF {E £ -PROXYL .
S-S P EEFE-2,2,5,5-PU B 3 -3-ME g k-1 -3 L 3-8 FE-PROXYL . 3- & J&E-PROXYL.

[0014]  FE—ANJ7H , Bk &AL R A N- A 73 10 - i b, Bk 7+ B A 7EE %
BEWAMIAEAE N AR 1 B

[0015]  FE-—ANT5 I, B ik S8 A4 77030 B N—SUAC R 3R IV fidg A N—JL A% ST P fide A N—-RIA 5% 3
BE e . S R EURER . 1,3,5-=4-1,3,5-=8-2,4,6- =1, IR FEURIE.1,3,5-=1R-
1,3,5-=Me-2,4,6- =M. M5 RIRLA I 1,3,5-=/-1,3,5-=H-2,4,6- = fltik
Hh, T id S AL TR N-S A B HA B % -

[0016]  ZE—J71H , ik i AL OB 2k B2 N 1 8501 840, 1830, 1520, 1510, 1 55,35
40.3%30.3%20.3%10.4%40.4%30.45 20,458 10.5 830,55 25.5%20.5%10.6 50,6
£40.6%30.6%20.6 8 15.6 4146 F13.6F12.6 % 11.6%10.7840. 78 30.7420.7% 15,
THE14TEI3THEI2. 781178 10.8%840.8%30.8%420.8415.8% 14,85 13.8%13.8%
12.85811.8%10.9840.9530.9%20.9815.10440.10430. 10 £ 2058105 15. /£ 5 — 77
T, PR G AL R AL 91.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18,19.20.
21.22.23.24.25,26.27.28.29.30.31.32.33.34.35.36.37.38. 39840,
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[0017]  AE—J7 10, Frid#E 50 1 2 10 B /R 24 & [ Frid A S B pide i, Frid i 50. 2%
5.0.5%52.5800.5% 1.5 /R Y &M ik A AR N o /E-—J7 1, Bk 2 55 £90.2.,0. 4,
0.6,0.8.1.1.2.1.4.1.6.1.8.2,2.2,2.4.2.6.2.8.3.,3.2.,3.4.3.6.3.8.4.4.2.4.4.4.6.
4. 8BS EE IR 24 & [ T Ib S8 A SN o

[0018]  fE—J 1, i #aoE B RE I AR B RV B B A M UMBE L S A2 AR £ — 7 [, ik
W5 /DT 290 3B /R M E N R0 M H B AR B B H AL B VRN AR —J7 1, BT ik a5 /b
T£70.005 /R4 &1 F € 1B BB E B H B S YRS AE—J7 1, Irid i 5 4
0.005.0.01.0.058%0. 1 BE/R Y 2 A€ FIH B LB VA B H R SR B

[0019]  7E 53— TJ7 [, BT ik B & 20 0 S B 22 0 o A8 o —J7 I, Pri i 2 A5 B0 SR e 2
WE o AE—DNJT I, ik S 5 22 H R B i 28 BE KT (P) ofE S5 —J7 10, Firidk 2 5 22 B 3 | P 1L
TG 10A Pn—IfL 75 Y 1 2F FIPn—IfiL 5 Y 33F S JI5E 22 W o 49 4, A6 — T3 10, BT 3k 35 s 22 B /& Pn— 1L
THER 2P JEEZ M

[0020] 7 53— 10, Pivad 3 s 22 WU 19 ok s 78 4% A5 IR BK B (N.meningitidis) o fE— 177
I, FIT ik 2 68 22 3 106 13 T e 78 B3R T (M) — L5 YA L C WL 35 ANY S Jisd 22 o

[0021]  £E 53— 5 I, FIT iR 2 168 20 M i i 5 8 33K B (Min) — ML i X2 JB 22 47

[0022] 725 — 51, Prid i 2 W85 B B EEBRTE (Group B Streptococcus,GBS) o 7E—
JrE , Prid e 2 41k B GBSILE R Ta  Ib IT ITT IVLV VI VITAIVIIT,

[0023]  AE—J5 I, A& B3R AL T AR ST o I ARART U 32%, Horh Biridk #8044 88 1 72 >k B A%
Ko E g H H B E & (Pseudomonas)  KIgH B (E.coli) i & 2K E &
(Staphylococcus) B BEERE J& (Streptococcus) HIEF 2R o fE—J7 [, iR AR 282 /& CRM1g7o
[0024]  AE 53— T, AR KIS A T ARSCHTIR KI5k, Horp 7282 BRa) AT, B ik M 7K g &2
100kDa % 400kDal 7 ¥ & . B 1, 72— J5 1 , ik 7>+ & 7y 100kDa % 350kDa  100kDa %
300kDa. 100kDa %2 250kDa . 100kDa % 200kDa , 100kDa %2 150kDa . 200kDa £ 400kDa . 200kDa 4=
350kDa . 200kDa £ 300kDa  200kDa %2 250kDa » 300kDa 2 400kDa . B 300kDa £ 350kDa .

[0025]  £E 55—y i, AR IR 7 A SCIRALARATT U2, Hod A4 18 250 BRb) A 454k fir
RIEA T 2 MR D ER AT R — 5 BT IR 5 i ARG A D BRb) 2 S5 i i R IR AP 3R AR —
J3 I B i ads i 57 AyNaCNBHs o £ 53— 75 1 , FITidk 75 VA3E AL B AE 7 JINNaCNBHs Z Ji= ¥ IINaBHa ]
IR AE T —J7 1 Bk Ji AR LU IINaBHa 2 5 B 25400 3R

[0026]  7£ 55— J5 I, A BB A T al I AR SC R A FRIATART T v e AR BURT SR A B A
Yo A0, £E—NJ7 1, AR R B A 7 I8 A 4R DL AP IR 7 v AR BT SR AR A ik
EAZBS IS AY o) (T8 52,2,6,6-PY B -1 -WRIE S AL (TEMPO) FIN-SUA T8 F1 B
MV Ji (NCS) 7K P ¥ 77 R s B2 DA = A s AL TR s DA S b) A3 Fr i VAL B S5 & — N Bl 2 A
AR BT A RN o AE Jy—J7 I, AR B BRI i ik A4 DL A BRI U7 v A B AT R4S
MAES SBAEEARARERIRER S o) (EF 550 1B ECE A B H RSP
AT ORE DA 7= A A, T R ) R AL R 5 DL Aeb) Bk VR AL 5 S — N B AR R 3
A E 1 O o AR I RS I AL A P AR AT A B SO e X

[0027]  7£ 55— J5 10, A K W FR AL T AL S A SO A TR AT S 5 W0 DA B 2% BT #5211
TR TR 711) 2 A B e 7 ) e % B ML W o A S — T D, Pk S R R S A S e it
Jii o 75 55— 7 1, Bk He e R A4 B P SR B B I 28 BEEK B I e 2 BRI A . 191

7
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Wi, 7E—J7 T, ok e i R A 2 i 2 BRI R 2540, Bk e i 22 fl i F Pn- 17 A2 1. 3
4.5.6A.6B.7F.8.9V.11A.14.15B.18C. 19A 19F  22F MI23F 3K it £ B . E b5 — 5 I , ik Hoe
PR AL HE B 1 B BOR R 98 A5 R IR BR TR 1 e R 2 B M SR A - A2 55— J7 I, Firid
BhUR AR EEZ B RER G, Pk 25 2 Bk B M5 2AC W3S FIY S 5 2 1 o 75 o —
J7 10, Frik e du SR ARG R 2 M RS A , B 2 11 2 Bl R B LTS Y XS IR 2 0 o 7 5
— 7T BT e R A R 2 BRI BE A1, BT i S 22 B R 1 BEL BEER B (GBS) o 7E—
J7TH S B iR Soe P R A S 2 MR RE SR A, Bk SR 2 & H GBSILIE & Ta. Ib 11,
ITI.IV.VVIVITFAVIIT,

[0028]  £E 53— J5 I, A K EH$E A 1 ARSCHT AT AR S SR R 25, Had B 170 o 7E
— 7 I, BT A 7 0 B R o AE 53— T I, B R J e RN B B IR R BRI A AL A AR
[0029]  7E 55— 5 [, AR EHAR AL T TR « ¥ I B 3 A 1A 1 40 BT S % 5 s BSUSRRE (1) 7
%, HoAFE I ik A 25 245 5 A R AR ST A AT AR S SR B o AE— 5 1,
B B BURRE S5 i 8 B BR B AH O o 78— T T, B JB6 e L 9 BURIRE S5 i 8 43 R IR
BREFHIC

[0030]  7E 55— 71, AN R BRI 7 AR A AR i ORI M e s R 1) O, B HE 1A BT iR
MBS 25 G A S A ST A FF AR AT G S M 540

[0031]  7E 5 —J7 1, AR T A5 58k E A% G K Pn- L5 M 1 2F ) 5% R 4 A
Yy, Herp iR 8 S = A e W o Bl , 76— J7 [, AN R W it 75 S EEE R 45 1 Pn-1L
B L2FRY Gz JE PR S8, Hodh W H A& N2 120k 2 f5 , Bk 205 b i 1 P — 1L 35 284
12F Z WE 2D T35% o /£ 55— 77 [, ML &I 2 120 R 2 i, i B Pn- LIS 2 1 2F 2 W (1) &
bT30% > T28% DT 27% 0T 26% (B T25% o 78 5 — 5 T, ML &R 290K 2
J& I EPn- B A 1 2F 2 M = /D T-35% A T30% . D T28% . D T-27% . /> T26 % . B D
T25% o £ 53— 7 1 , A &I 260K 2 )5, TiE B Pn- LG AL 1 2F 2 i & /D T35 % /b T
30% /b T28% /0T 27% DT 26% T /D T-25% o 7E 55— J5 1, ML |5 I 230K 2 )5, UiF
EPn-1MEMI2F LR E DT 35% D T30% .0 F28% . ADF27% . F26% .80/ T
25% oAE U7, AR ML T AS SEEEA S E M Pn- M523 10AB33FR A A,
o P28 B 2120 R 2 7, B 4 A4 i 25 Pn— LS AL 3 LOABR 33F 2 M Y & 73 3l D T
35% o fE 73— 7 [ , N H il 2 IS 120 R 2 J5 , i B Pn-MLiE A 3. 10AB33F 2 i & /D T
30% />F28% /b F27% T 26% B/ T25% o £ 55— 5 1, ML & 290K 2 )5 , U
BPn-I A3 10AT33F 2 2/ F35% . F30% b F28% . F27% . F26% B
/DT25% oAE S — 77 T, ML & 260K 2 J5 , JiF 2 Pn- 1175 143 10ABL33F 2 M1 &/ T
35% /T 30% /> T28% AT 27% A F26 % (B T25% o 78 A — 7 T » M I 230
RZJG W EPn- LG 3 10AB33F 2 i ) & /> T35% /b T-30% . D T28% . /> T27% . /b
T26% B/ D T25% AE—J7 1, FOCHT TR 2 N 227525 C R SR A7 1
SR A TR A A R I AR Rk B R B X R T AR R K A T
& BRI BURE SR I FF R AE 51— J7 [, P 28 44 21 19 /2 CRMuor o

[0032] ARt 7 A ESCHT A T RIAEAT  SEME A W UL S 255 b T2 SZ TR B
T SR BRI e SR A A o AE 5 — T T, IS e % S PR 2 A A L B L 491
Wi, 78— J7 1, Bk e i A4 B 5 P R B B i 28 BEER B 6 2 B A . 18
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— 7 I TR e S R AR R 2 RS AT, Frid Je i 2 Mk B Pn-1MLiE 413,45,
6A6B.7F.8.9V.11A.14.15B.18C.19A.19F22F FI23F & & 2 . £ 53— J7 [ , ik Ho e i J5
A0 8 A PR B B 28 43 0 IR ER B 1 S I 2 MR B & A2 5 —J7 1, Frid Hoe bt
J A0 HE S T 2 MR B R A, Bk 26 5 22 W0k B MLV A L C WIBB Y R 2 0 o A 55— T
I, Fir ik He e 5 A4 32 8 2 W B4R 54, Pk S 6 2 ok B g X 2 0 . 7R 5 —
J7 I B e bR ARG 2R 2 BRI S, ik 26 2 ik A BASEBRE (GBS) fE— 77
I, BTk S 2 f ik H GBS LG & Ta Ib I T ITT IV V. VILVITAIVIIT,

[0033]  £% 5 — 5 I, Be 2t % I Pk A A il & A7) B, A5 — D I, BT IR A 0 &
Mesi o 78 5y —J7 1, Frid R 2457038 B R A IR IR P A UL R -

Bff 15 BA

[0034] K[ 17 tHPn—IILiFE Y 1 2F (#) 2 )1 22 HEI 45 44)

[0035]  [&] 27~ EN-SUACHE I EE IV FEAE Tempo /NCSEE AL (oxidationation) g W H X AL &
(DO) A VE o

[0036] K] 378 thPn—IILiFH Y LOAR) J2 1 2 HEI 45 44)

[0037] K47 thPn—IfIL 5 Y 33F1F) 2 1 2 HHI 45 44)

[0038] & 57 th Pn—IfIL 5 28 31 312 Ji 22 W V) 45 440

[0039] [ 67 tH A3 F TEMPO/NCS4A AL / 4% AP IfIL 375 784 1 2P () HE 52 AL o

[0040] ] 775 HH fafF FH we AR £ S A AT T 438 FH TEMPO/NCS S AL BT il 2% ¥ P— LV AL 1 2F (1)
e,

[0041] ﬁ@%ﬁﬁ

[0042] @IS A BR 1) - Fh S e 5 22 1 LA T T 40 B R AR S i A, 4 (1) S i 491 T DA
T2 Ty MBS AR B o B AR S A 58 S 15 WA SCRT - B AR AR E B 2 AR IEH 5 AR K
HH BT JB AU RN 08 B B AR 0 B SCRH TR o BRAR AR SC PP AR 1 R4l 3k T v A R, (H
FANB A [F] T- A8 SCHTIA 1 AL (AT AR) 7 V2 ARk 350 AT T S B B A i B o 75 15 1A 5 it
77 B RN ESR B, SRR T SRR ) e UM SRR

[0043] [R5 UL, 75 WA SCH AT R S E0E K Q7 | “an” fil“the” B45 5 Hda . A
I A, PR 7927 ARG AR SRR SR — FhE 2 MO AR/ B AN B AN D IR, A/ B
DAERGIE AN RREARAAFHNEZGMESHT .

[0044]  QuASCHT AT AR TS “207 BARER—EHM St 5 A B SCRISE A, 49 B ik
JEE G R IS TR YE ] 2 I Bp . G S YE I 7] 78 B¢ o2 B BOE I — N E R, @
WAE20% N, FEIHH AE10 % P, HEE W H 725 % W B L % W o A5 I, I 2R3 [ w] 76 T 30
SR/ BN 2 2 A B R I bR AR D7 V2 i R SE ISR ZE N o RIE “2)” BT ISR I SR AR S
T i Fe i oAk &R 4t , I HLAT 25 5 AR U AR N S P B8 o SRR ART IS 7 4R H1 3 A 771
2N, I 0 Rl P 0 I S A 0o 55 A AR R BH ) S T 5 o

[0045]  RiyERE, FEARAF WA W A B8 SEAREN LA 7R E T REH FrE
JE T eI S S B, BT E S “EH 25. SEARE & 5 BAAR Rl 4 U 2 4 i A HE
B AT AR AR B 2 o W 0 AR B pl - 2R SRR A 7R R E - RNE R BT R T e
B S, B AT RV ELRE AN 5 5 AR R BH IR A AR 1 At i 4 BOD B B e AT HE
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[ 437 5 A R B P T B AR )RR AE ) F A R B8 (0 1l 3 B IR ARG “F - LR B AE
FELREPETRET SRS S0 W2 Ui, X ARE 2 3 U R, X B ARE £ 4
ARG BAR 4 B o 4H 5T HLHERR BTl HoAd s

[0046] A B ARGE “Fi” 7T LA T8 2 08 SE R B B

[0047] A SCRTAT I OC T RER ARTE “AA0 5 2 o A B /R I 1 0 B 2 B3 o0 R R EL A
AN AT LS AR SUISE RN 52 O R B v e .

[0048]  AASCRTAE FHIARE “BAW B MR &Y e 5B EA LN A AR
I MR A A & H i S IR PR AT LS — 2 B R

[0049] AR SCHTfE FHIARTE “UFEs i B ek S EA RN B AETRFAETHE S
WA AP IRE B iR s S n] SR A IR -BUAE O RS A AR 4 4 (B, AR 45
ARSI R EAREASY WA BIR A E- B AEEARRSWSEE THAM
WA E R S e S A ARTE T 2 R Y S SR 2 AT A S
H T AR R TR A B AR TR B S0, Forp Bl i 4 il 2 2 BB e T 2 0

[0050]  fnA SC R A8 FH I G867 A2 8 i DS 461 G 40 T 8 i 22 A D A 5 384 0 B0 A e
AR I R ATAR BB T SCRTIA I 75 A BUB R AR SR N B 40 1) HAth 7 i IT R A . R
1G9 1 AT N 2 W ) S SR 1

[0051]  OR¥E “IMA” & A4 N AN IR A3, Bids 5 | 84T 304 . AR S0 ) BUAT
ARSI « ARAE AR ALK S BE FE VDB AT B4 o 58 BE 8 0 AL 92 FH s ) AR il
PESZBIALERE  J0 A 5 A KB /B VDB B B S B I I G | L
T ARTE “AME” A FEE & B0 - 4 B B0 1 AR PR i M S < 2R e RN A B& 0
CEN I AR VTN N ST TE SR [ <SS A 1 g

[0052]  HEZ G

[0053] A B B il 440 2 3R AR R 11 805 O MR (VIR 485 W18 7 3% B J v ) d ik
18 AR 5 1 R I L B 205 B EH A5 00 B R W ) AT s A3 PR S I, I LS A7)
KT AE—T7 I, Ik Fa e B AH LR AL A M R DR e -N— S L BT e -N-4A 0 54 . ik
Hh, Bk &9 BA 76 A A IR AFAE TR A Bade £ MR S A Rl i AN B A8 Ak R iR AN 5
e i L (1) B8 77 o 75— T 1, BT ik A e B H L 40 G400 =2 5 A7 TEMPOBKPROXYL (2,2,5,5- 1Y
FR = 1 - g e S 2) 0 9 () 40 - o ALk ., Bk 2 B 7 U RN A7 AE T I B PR AR
B DA AR i T 25 T AN B M A R 1K B8 D SE AL M, BT IR > B 7R A AR A7 AR R ik R
SAAARTEE DA AR Rl L 1 A ik PSR BOR BRI B8 JT o fE— N7 T, Bk F e A Bt B A4
1% TEMPO+ 2, 2,6 , 6- U B S -4 (FF ST 0k A0 J2E) — 1 —WR Mg S 2 L 4- I I 4 25 - TEMPO L 445 A% -
TEMPO ., 4— FF 48 £ - TEMPO . 4- S i &L B S5 - TEMPO L 4— (2-T 7, Bk 22 JE) —~TEMPO [ FH It L 4 ¥ -
TEMPO . 4-%F&-TEMPO. 42 J£-TEMPO . 4- (2—R LB & %) —~TEMPO . 4-Z J&-TEMPO . 4- 2. BBt &
H-2,2,6,6- VU FFBRIRIE 1400  pLade t, Frid AR e B AEIBE AL & 40 =& TEMPO . £E 55— J7 [
ik 5 0 RS B B4k S 0k 1 3B-DOXYL—-5a—JIH & 4% . 5-DOXYL-A¥ fI§ % . 16-DOXYL A fig 1%
5-DOXYL— i Jlig 5% 7P Ji  3— (G2 Jk FP JiE) —PROXYL . 3— % F Bk L -PROXYL . 3- 2 Bk H£-2,2,5,5-
DY B -3tk I pk— 1 -4 3 L 3-FR FE-PROXYL . 3— 5 3 -PROXYL o £E— N7 [ , TR B A7) 2 1
AN-G AR 7> F AL, BTk o+ B A 7R B & F A8 T &R A EE )
BE F7 . AE—ANJT I, BT IS8 Ak 7513 B N-S0A QB F e 0 N 1504 Q% 1 5 0 frd W N A R % 11
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W S REIREE.1,3,5-=5-1,3,5-=ME-2,4,6- =1, IR F&UREE.1,3,5- =111,
3,6-=18-2,4,6-=J. U FFIRIRLL M 1,3,5-=Ml-1,3,5-=W-2,4,6-=J. ftik i,
Frid S A TR N-S AR B HABE A%

[0054]  HE—TJ5 M , AR B Kl 4B & S8R E A A MR AW 7%, ik 77
LA A2, 2,6,6- V0 B -1 -WR e AL 3 B AL (TEMPO) 8 A AE A 3t S Ak 77
(cooxidant) FIN-FUACHE ALV iz (NCS) 5 FIrads B () 111 A Ak B SRR AT &

[0055]  fEARKMIBEE SV, A e B 2858 SEREAER, JF Hird iaE n ik g A
S D HA B ARSI AR A R BRI E A E NI AR S T B A R £
B, 02 40 TR 2 4R 22 1, 491 0 i ¢ B BR BRI 21 10A (P~ 24 10A) \Pn—1fj5 2 1 2F Y
Pn—I5 AY33F o £ —EE IS /7 S8, Prdk #5044 2 [ 72 CRMuor o

[0056] 7 Jiks 22 8w DLSE Rk A AT B AR LT R B bR AT AR 1 4% o G, S 22 W AT DL B
2 b AL 375 280 1) 4% A9 2 i 98 BEBRTET K 10345 .6A 6B TF . 8.9V, 10A. 11A.12F.14.15B.18C.
19AL 19F L 22F \ 23F MI33F o 3 L4 fiti 28 3K B 4% 5 ) 1ok o 0 e 1 i 1) 8 » 8 B o ol B 71) = 11
o an , AE— A K T Z T, B I R PR 2 M LG B AR R SR SR B rh AR K R i
B0 DUVE B IERE E AT RS % 20 . 2k 1 22 M Ak 22 v AL DA B i R (B, 35 AL 1
W) Be% SR E A S . — B, WIGE— 2B 2 0 9 ) 58k 2 A &5 LR 4 &
M AE— AL TR, F— R L2 SR BAEAHR A 2RI E R G 53
W A R4 A AT LAIE R T Bom S2 B . 2 W 54 ,673,574.4,902,506.7,709,001 A
7,955,605 5 £ H LF],

[0057]  fE—ANSEHETT S+ AR B RE S A  B A £150kDa % 2920, 000kDa ) 7+ & . 7
B2l R, Bk A Y B 29200kDaf 2910, 000kDal) o1& . 78— SZif T &
h, B 28 A W) B AT £1500kDa %2 455, 000kDalt) 701 & o 7E— N SEi 7 Brh , IRk B 44
HA%)1,000kDa%£93,000kDalt] 73 ¥ & . /£ HARSE /7 20, Fridk A Y H A £1600kDa
F #)2800kDa ; Z)700kDaF £)2700kDa ; £)1000kDa F £)2000kDa ; £)1800kDa % £)2500kDa ; £]
1100kDa % £72200kDa ; £11900kDa £ £12700kDa ; £]1200kDa £ £12400kDa ; £11700kDa & £
2600kDa ; £11300kDa % £12600kDa ; £)1600kDa % £13000kDalk] 5+ & o FEAT b3k i A 1 4
R R K 9 A8 oK 254 9 AR R B ) S 7 46

[0058] A% & B 1 1 4% A 40 10 BT BURR AIE 18 L 45 BT IR B FAS B R AW IG5 F &9 i
(profile) EEANEAER 4G B U BR 5 L 42 3] 22 M 1) o 2l R P BB I L 28 AR i
(1) L 52 B T ) BRI A B 1 5 AR B 2 1) () SR B i B = L DA R S R A T A R A
X &,

[0059] FE R —SEiE m P, R 2RI A MR % R FIKEKE (Neisseria
meningitidi) () MR 2 HE o 7 —EE IS SEHt T7 R, BT ik JE B 22 M1k 1 o JE 78 5% B8 IR SR T
[RILIEAYA VB C W1 35  XANY IR 22 1 o 75— AN ISR SK i 7 S8, BT il JE )8 2 Wi e L5 L C 3
JEE 22 o AE Iy — ML Ty B, Bl S i 22 Wi LT W1 35 i 20 W o 75 0 — b 2R SR it U7
o, BT e 22 W LS ALY JER 22 0

[0060]  fE-—LEsjii Ty S, AR B I RE 4% 5 60 45 40 18 2 I 22 0, G o i ol g i 2 0 2L
H10kDa%2,000kDaB50kDa%: 1,000kDalf] 43 & . /£ — Lt R L i T 2 h , Frid e i 2 bl
5 i 9% B BR T BRI I 28 25 IR ER B o 75— SS IS S 7 P, i e i 22 R VI ) A G

11
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BRI, Ik M5 AY1.3.4.5.6A.6B. 7F.8.9V, 10A. 11A.12F .14, 15B.18C. 19A. 19F,22F . 23F
HIB3F 5 22 4 o 71 HAth I SIS ST 2 v, ok 2 68 22 W0t I o I 28 4% 385 IR SR B 0k A IV
RIABLC.W135 XY S ik % i

[0061]  fE—/SLi 7y b, AR IR TS 58k E A XM B AR Z R ES &
W, L BA T ARAE ) — DB A frid 285 2 A 50kDa % 1,000kDall] 73+ & ; Frid #E4%
HEYHEA1,000kDaZE3,000kDal] 73 F & s UL TR S G & AT 2 2 020 T 4945 % (1)
T 2 RE AL — S S  Brh, iR 2 B E A 10kDaE 2, 000kDaff) 7> F & . £ — S SL i &
W, R B2 A W B A7 50kDa %2 20, 000kDalf) 7 F & o fE AR SE il 77 TR R 5 H A
200kDa#210,000kDaff] 4> & /£ HARSE 7 2, Frid A a5 A T 2 2 50T 4
30%20% 15 % 10 % 5 % 137 55 2 4l o ] DARS i) R 201 R =000 =20 5 22 M =, 9] a0 7
HB&BEM 2 FE1K110.20.30.40.50.60.70.80.908 120K 2 JGBL B /A .

[0062]  £F 5 REEE G B34 2 1 v 1) 2l R ik B P 2 ] DA SR AIE A 486 A s 2 BRI S [
FonT DA BE IR EE T AR R o A1 40, 75 e A CRMuo7 194 35 154 3 20 R W 2 5 W L A e 22 1Y) 0% i
HAHAEYH , ZER AR SR FER R AV B EE /R NZI10: 1 8224540 1.7/ H
CRM1o7 ) 252 204~ i 20 R e B 5 WL A e 422 ) S 0% SR ME A B 0, 16 IV R 5 CRMu o £F:
WAV EE IR 25 1 849501 1,

[0063]  fE—ANSEhl T R, B AR AR SEAEE D K BRI AL10: 18 2425: 1./ —
6 S Ty G, PITAR #4A H 1 N CRMaor o

[0064]  FE—ANSERE T b, M AR E L ZE (w/w) N0 284 7 5 — L T Bk, B
BAREARIE /W) N1 AR T AR LS Ty 2P, BT B e 40 eI 2 0, 9 ELRE « 3%
E AR EE w/w) 0. 284 7E HAMSE 7 0, Ik W2 A B e 2 08, I ELRE - #iik iR
HIEEZE w/w) 1 1AL T AE— SR STt 77 R, Brid 844 8 1 & CRMior.

[0065] Mk SaEA S O BRI IE B2 2 RAE A K I BE S S 51— 2 8. 1
Wi, AE— AL 77 9, AT 2 BRI R 100 55 BT, R iR e A 5 2 W M AFAE 2 /D
— LB AE AT R N T 2 R RS0 S BT AR BUA R O S 2R A7
FER DI AR AL TR N T 2R A2 M EE o, AR EO S5 2
ZIAAEAE R DI B AE S — ST B A BN AR EE foh BkEA S 2
W B LA B I 2 D — IR AE 5 — SEHE T P R 2 BRI RR L0 B 2 S on R sk R
5 22 0 2 () L0 5 R 28 /D — IR o AE AR SE 7 S b, 72 2 M (1) B 15N B 5 R e
BAEAS 2R IR b —K.

[0066] 7R WIS Ty &b, Bk #0440 85 (1 /& CRMuo7, 3F HL7E 2 Rl BE4 . 10 15825
5 BT CRMuor 5 22 18 2 1) () AN S L IR 28 /0 — IR A — BB G SRS Rrp , ik 24 2
YT JENE 220, a0 B i 2% B BK B B0 5 28 4% R IR IR 1) e 2 B o

[0067] 7 HAthSE Rt 77 22, X T 65 42 10N B 2 e s B2 B 7AW L B I T s RR3 8
R T AR M E R o 6 R L LM EE oo TR 12/ E R o ; 8313
AMEEE NI IR AN EE It B0 15 EE o 226 M EE o0, 53
FEINEEE PRI FAESMEERE Y B E 10N EE Yo, T2 1M EE Yo, &
S8E 12 EE Mt IR I3 E R 0 0B 1AM E G I 10820 MFEE
TG BUAFAR 25 EE BT, TSR S E & 20— AN EIRE A ShE 2 F L4
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[0068] /& —sgifiy e, AT 2 HEHI42.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.
18.19.20.21.22,23. 248025 M HLE BT, KA E D SRR 20— NS
[0069]  7E—ANSZita &b, b T 2 B 2500 40 BT, AR I R 48 S 5 & /b
—MEBEEA S 2 M2 R A8 A8 7 — S B AR 2 AR E R L on 3
WS 22 RN IS DR A S B, R 2 MR L0 EE 3
TCH BRI S 20 2 MR s tH I & D — IR AE X — Sl 7 e, fE 2 BRI B 15 FE
HE R EAEND S 22 MR E D—IR.

[0070]  7E—ANsgi iy &, SRS EMLL, Frd R A Wa-& 0T 445 % K3 B RE . AE
A SEHET S, SRS EML, TS A M-S DT 2930 % BINEEE AR S SKE Ty
Zp, SRR S EMLL, Irid A ST 2020 % B R RE AR A S T b, 5
[ E ML, TR S5WE S /DT 2910 % MUE SR A8 5 — ST B, SR & 2
L, TR BB 28 A 4 B 5 D T 405 % BT B A

[0071]  7E 5 —sEi Ty &, SRR S EMLIL, rid R AW ES DT 2208 /R % K ik
EASL 2

[0072]  7E 55— 51, A IR AL T G g% JE MR AL A0, HoA B AR R W KA 8 A W B B Ak 71
R R B B A (1) 22 /D — P

[0073]  FE—ANSKHE T R, AR AR AL T S I A A A, HA S AR B I RE S A M LA
T A ) R B SR B B AR R 1 2 2D — b, LR BT iR MR A S Sk 1 A A T 4 T
SENE 2B o AE— LL VSRSt T S, BT il S 15 22 W 19 I 2 2K AT B ok R 8 5% S85 PR BK T
[0074]  {E—SLsji )y & rh , BT id G SR MR AL A A S Ve TR o AE — B b 2R S 5 P, fTid
e e Tl B R T PR AR AN S SR BRI R R R 7E — NS 7 v, BT iR Sy S PR 4 A
YA B e IR R

[0075]  fE—LLSijfa )y 2, AR IR 05 DB S0 0% D 1 40 A4 mT LA T AR i D e MR 1Y
O, Qi it 7E SR A2 v B T R A A% RN S T T 1) A KT I 1

[0076]  fE—ANSKJETT S, AR BRI T T AR G0 R 1 7 1 HoA R | Bk A
W25 25 G0 0% A7 SR AR SCRTIA I A8 R I G038 B B o AE S — D7 T, AR R B4 T 18
A P T X B0 TR 1) B 0 LI 7 FLEL S ) BT IR AR AR 2 G 0 A SR R AR ST iR
(1) G 9% S PR LA A o AE 53— J7 D, AR B AR 1 7 BCS s A4 1) 1 38009 B 51 R IR B i B
IR I 73, AL HE 1] BT ad A 25 2 S 03 AT A I AR SCRT R ) S & IR e AW o AE 55— T
T, AR R B A 1 B A4 140 FH 38095 BT PR B GR TT 51 K R 9 B E (1) 22 /D — PRI 7
YRR 7712, FLALHE 1] BTl AMA 45 25 G )% A SR I AR SCRT IR I G )% R R4 G4 o 76— L5 il
J7EH, BT IR B0 B A2 1T 28 5 SR TE BUWIR 28 4% B IQ KT -

[0077] Ak, AR BRI T 15 T B 0 M 28 i K T B I 28 % 28R IR BR B 1) S 0 B2 () T
VTP EH I 28 B 3K T B0 5 28 % BR DR R 51 A IRV 9 1) 7 925« A% 8 AT ER I 28 8 23K B B
i JE 78 2% 585 DX BR TR RIS 1T 5 | R T s ) 22 /0 — B LR 1) 7 PR ) T 7 o

[0078]  J

[0079] W A0FE 22 0 SR AR o /E — BB STty b, BT W A 20, U LS 4 B JE i
W

[0080]  SfiE 2 MK >+ & 2 AL g R A AW R I — AN B RN R m o =)

®
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Z W TAE/E T PR R R A MR R R 75 TR e iR s N m T &
SEN 2 MR - B AN A AR 25 T AR & A4 H AR5+

[0081]  {E—ANsEjf /7 b, Frid JEE 2 0 A 10kDa %2, 000kDalf) 7> F &  7E— AL HE 7
Frp, TR JERE 2 0 B 50kDa % 1,000kDall) 7> F & . 8 b —SEi 7 R, Firid 2 i 22 4 L
A50kDa % 300kDall] 73+ & . /£ 73— K7 B, ik JE i 2 B 245 70kDa %2 300kDal] 73 ¥
B AEH A SERE S Bh, T e 2 4 H A7 90kDa % 250kDa ; 90kDa £ 150kDa ; 90kDa &
120kDa; 80kDa % 120kDa ; 70kDa % 100kDa ; 70kDa: 110kDa; 70kDaZ 1 20kDa ; 7T0kDa % 1 30kDa ;
70kDa % 140kDa ; 70kDa %% 150kDa ; 70kDa %% 160kDa ; 80kDa %% 1 10kDa ; 80kDa %% 1 20kDa ; 80kDa %=
130kDa; 80kDa % 140kDa ; 80kDa % 150kDa ; 80kDa % 160kDa ; 90kDa % 110kDa ; 90kDa % 1 20kDa ;
90kDa % 130kDa ; 90kDa % 140kDa ; 90kDa %= 150kDa ; 90kDa %= 160kDa ; 100kDa %% 120kDa ; 100kDa
% 130kDa; 100kDa % 140kDa ; 100kDa % 150kDa ; 100kDa % 160kDaff) 4 & ; L A 2R BLA H 2
Gy SO o ATART I TR P P TR 3 5 A0 S A AR R A (R St o

[0082]  fiti ¢ BEBREA ML FE 7L 1 2F (Pn— 1375 78 1 2F) () 3% ik 22 0 L TR L BT 7~ A 465 4 o i 28 B BR
B LIE L 10A (Pn—IILTERL10A) 1) S 22 Fl HAT I3 i s 9] 45 A o i 28 E PR A 1L T 28 33F (P
LB 33F) [ JERE 22 408 EL A A BT 7R 16 45 74 o i 98 B BR A 135 284 3 (P~ 1MLy 214 3) 1) it &2 il
BAESHRE I

[0083]  fF—ResLiii Jy Z2rh , AR B I 2B 2 W B A Bl S IR It A A ) FH T AR i )
BE PR ) UAR , 238 7 UE SEHUAR % R 40 T (1) Bh A9 25 7 A 28 v B e 28 e Wk 3% K 5 ok 4 T
(1) % K B (1) o A A FH AR A0 e 4 RN SR N 9 B A B DA R R AR S i 2
Z W WFournier®E A (1984) , WL X ;FournierZE A (1987) Ann.Inst.Pasteur/
Microbiol.138:561-567; 3% E LM FiE A 552007/01410775 5 DA S bR L R FR G A FF 48
WO 00/56357 5 ; 1X L8 STk %5 F DA HBARER 5N AL 54, Al A i 77 A e %
W o AN, 7] AR AT T R R O B A S R TR R A = AR S22 B (2 D Sau
e N (1997) Microbiology 143:2395-2405; BL M 36 [E & R556,027,925 5 s iX L6 0k & 1 LA
FLBARPZ 51 INNAR S0 o N T E 1) 35 SRS AR W B PR ASE 4R SR A5 14 s 28 B 2K T8 Aok B3 e ¢
Z5BICERE (Nomenigitidis) BEAR ] ATl %25 H K 2 0

[0084] Ak

[0085] A EHEIBEE G oy —H 5 2 5 PR B A IR B R B B BUAT B
B E T BB e 1R ] 5 BRI S B BT AR (] e R 2 W) SR A I AT ART
=4 S

[0086]  EjaRARLR A I HEsR PR K s S PR T TR PR I B A T N R, RS R,
BRI AR X B T R AR B B R KA B ) SR AR BR T JE Y B R AT
RAZAE X SEPEY) 5T (CRM) o E— SRt 77 G v, B2 U5 1 77 A2 CRMuor 25 1 1) 1 B A AT T
(C.diphtheriae) BEARCT (B197) ¥ 1M 2575 2 CRM197. 31X — B M L AT ATCOIR-38, 553281 . 77 4
CRMuo7 () 77 V24 IR T3 [ LR 555,614, 3825 1, 138 [ 4 R DA FLEEAR B 51 TN AR S B3
AT FH A AR B A S0 % i 1 2 1 8 B ERR A A, P R AT AR B A B B R K
R BCRMI T R A7 o Hofth A 18 1 8006 8 B BFE KGR AN R, Bl E Sl 5 & (B,
WIE Fr LR HIESEW0 2004/083251°5 HH FTIAR)  KIAFF B LT K W #F 18 STRISK 5 2B AR 5 g
B (Pseudomonas aeruginosa) [N EEZA B A fH A I E A, Bl s EE SV
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(OMPC) fLE A VB E A A AN i R BRE VA LR i R BRE R I E A A PspA) il 3K
B E E A (Psal) B/ IE AT E (Haemophilus influenzae) 85D &R Af A HAR &
Bl A E A VAL EE A KLH) EIEA&EA BGSA) Saitb s ZE R EARTED
(PPD)) fENERAAE T .

[0087] 4R SCHGRT BT it e » 76 AR TS 550 4R A (1 A4 2R (1 Hh KO I R Bk 22 K0 B & T il 3R AE
NGRS R (VG o 91 0, 75 45 5 10 0% SR M S 0 5 CRMugr ] 71 394 i 2 2 Bk 22 v
BAE 1RSSR E B M IR TR - RN S H 5 — 7 R 412 .5 % 24140 % 11
CRMuo7 il 20 B2 5 M8 LA 7 182 o 491 4, 7045 8 1K S 0% SR PR 2 A0 T 5 CRMuor T 72 39/ i A R Tk i
HAL A 1 20 SR E R IR R . RN L S E S — T R 412.5% £ 4150 %
CRMr o7t 2 B 5 M LA 7 2

[0088] il & kAR AW T3 ik

[0089] Tl &FEREY, B AU 2 RS BRAL2210) 58 5 HomT 518 & A i
) 388 A A 2 T B o AE TG AL A0 BB 2RI, TR AR K A B 3 in R 24k it TR b 2 R~ 2%
(size) LAISBIE TVE AL AN 5 82485 1 o & (W 150kDAE 500k Da) « 7F 2 Fl H (1 K 4k &
VI3 A B A 5o F 4B s L, BT id BE LB )i 48 Bk 1) U3 3044 2R (1 1 R R IR i i
PAF=A G 3 SR PR B o L, T 2 5 A O A 1 vk AR e 1 R0 B,
I HI BLS AT 2 W I AN BIR R &4 4 (M 45 1 s B Ve 0 L TS 2 iR 2 i S 8uie D
B IBC 1) T A SR Z A 2 (RAC) UL DA B A PR 30 Jie o 30 Jid 28 2 A o A 3
e L N T Y v R L AT P — O [ ok 3 A A 3 P S 32 U4k ] Tl —oH
A it AL A% A Ry PR —CONRR [ o B S i FH T 3t FH i S e 45 A -O RS (2] T i Ak R 2k
[0090] & JEE WA RAC) R T 2R E &EA BN RE Witz — A%
R T P45 A2 5 38 A B 1 10 S 2 2 P 11 IS 82 T AT Rl b I 14D 6 R, L T o 5 7 F AR AR
AN (NaCNBHa) (14 47 7 4 8 1 0 Ji e AR5 72 B VLRI - S o e o1, 7E R AN 212 DL AR
FEFEAN SR (1 2 2 1 45 40 SE B PR I 4 1F R L AE KB TR P T IR IR B B AR B A 2 5 s RN
1) % AT B i 28 B B A 4 (NaBH) 348 J52 1 e o 2% A VR o w4k 4l 4k (9] a8 8 / &
I8) BRI SR SR K P AR A I R EREE AV -

[0091] SR i, AR PR B (0 2 00, 48 F i B V8 0R R SO 3R e I &5 R ol , 2 0
5 RN B AL T R S B W AL 4

(00921 {51 du1, W42 B 6 T3 FH bm o v R 8 4804k 26 1F (SR 5 28 SR = Bk Ak i1l % 1 4% &
Wy, L RIREIRAE25°C LA 1 SRIIHH Ji 5 22 W 1 38 IR0 4 S B AR R AR T TR IR IR
PR T NS AR SR I A2 T 802 P 28 BE KT R 42 6 L A2 I AL 1 2F) (AR 0E Tk
SR R R, isEiE L =T BB VR R E A2, 2,6,6- D0 - 1R
g S 3L (TEMPO) SN-SARBEHIEE W % (NCS) I ZH A Rt A L T & 24 12F L 10A 3FI33F [
HFRIE, INITTRE T AT A0 8% S it R e 1tk IRV A HILVA I A /N 9 F B HLAL 22
82 1) 4 T 2 AIE B 3 FH TEMPO/NCSH A i 3% #8 PE S AL % (2 W tEinhorn%E A,
J.0rg.Chem.61,pp.7452-7454 (1996) ) , HA K BFR AL T 5 & 30, B, TEMPO/NCSH] FifE
A R AT A E P IR PR EAL T & 20 W= R E N 2 R E AR5 .

[0093]  [RI ik, fE— NSt 7y b, AR R TR R AT SR EA RGBS S
WYt 7 i, S RE DL R A I8 ) 100 558 52 (0 R BRI AL A W AN AL 7 SO RE A= AR 5 AL AR A 5
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PABb) i iS A BE 5 A& — DB DA E AR O R

[0094]  {E—TJ5 M, fE S8R B A A 2 i, 75 I 20 B vh 3 IS AL R RO I 7 2
AR , B AR AE P B S8 Ak e B Jim () 286 A i 20 BRI 8] i Rl R A A 1 B /M

[0095]  {E—T7 1, R LR 2D BRa) FEKMEIE I AT 78 3 —J7 1, P BRa) 7EAE 14 71+
BT AE—J7 1, 20 Ba) 7EDMSO (- FF PR « - FF L Z BER% (DMA) R T B N- R - 2L s ¢
A (NMP) 7S B S I e (HMPA) HP BR/EDME (2 FF 2 FF ) ik T7 o

[0096]  7E—T7 i , Fridk A2 B E Bt 10 & W VR BE -N- S B B g b -N-E L &4 - 1
b, BT A ) B AT AR AR AEAE T e B PR A AT B DL A Rl 256 i A 52 e p e 2L 1 B
770 BN Y, Bk A6 G W0 B AT 7E S AT A7 AE T e 56 P S A AT T DA A e 22 i AN o B4
R FE I BE 77 AE— D SEHlE 7T B, Brid A e I E B 20 &40 /2 5 A3 TEMPOE PROXYL (2,
2,5,5- U B B -1 - ML g e 25 L) A (1 93 F AR, Fridk o B A 7R AL R A2 7R Tk $5
PR AR EE DA AR R 5L AN 52 e R R 1 B T SRR b, BT iR 7 B R E AR A7 AR
IR PR S A DA AR R R 1 AN AR A ORI BE 7 o 7E — U7 I, BT AR T ) A I A
1B & TEMPOB H AT M) o 7E — AN SE T T 22, Frid A8 5E B E B 24K Wik 1 TEMPO. 2, 2,
6,6- VU FF -4 (FF JE A IR A ) — 1 -WR e A 2 L 4 - B 9 28 2 - TEMPO L 4- AR -TEMPO. 4- B 44
HE-TEMPO . 4— 5 UL 2 -TEMPO 4— (2—fill 2, Bt Z ) —TEMPO 5 HH 2 . 4-F2 B -TEMPO , 4 - Ak -
TEMPO. 4348 3 -TEMPO. 4- (2-JR 7, B 28 Jit) ~TEMPO. 4-%8 S -TEMPO . 4- 7, Bt & 3:-2, 2,6, 6-4
PR LR I 148035 o A0 e, P i A M L Ak A 8 TEMPO L £E S — S it 7 2 v, BTk 4 52 i R Bk
FeAb A 3% B 38-DOXYL-5a- I § 4% . 5-DOXYL-A# IS 1% . 16-DOXYL-A# IS 1% . 5-DOXYL A IS 1%
FI G L 3— (& JE F JE) -PROXYL . 3— % FF Bk L -PROXYL . 3- 2 R Bt -2, 2,5, 5-JY B JE -3 -1 ng
Wbk —1 -4 3 L 3-FRIE-PROXYL . 3-FFE-PROXYL o /£ —NSE i 2 v, I S8 A 75 2 17 A N- i 4%
I Ui b, BTk 7+ B A R B AL S 07 AR Nk B S A BRI B8 7 o fE—
NSt T7 e, BTk A R 1 N- AR T I 0 i N— AR T I W i  N— R 3 3 5k I
. —ERERE.1,3,5-=5-1,3,5-=8-2,4,6-=F. IR BEIREE.1,3,5-=1R-1,3,
5-=WE-2,4,6- =M. “HUREREELL M 1,3,5-=M-1,3,5-=1E-2 4, 6- = . L, T
AT AN-SAR TR HTBE T iz o

[0097]  #E—7J5 1, FriAHE50. 1 2210 B8 /R 4 21 A A I BL. PLiz b, Brid #5025,
0.5%2.5800.5% 1 . 5 R Y E M AL 75— J7 T, Frid 2 5£90.2.0.4.0.6.0.8,
1.1.2.1.4.1.6.1.8.2.2.2.2.4.2.6,2.8.3.3.2.3.4.3.6.3.8.4.4.2.4.4.4.6.4 .85 E
IR B IR RS

[0098]  fE—TJ5 1, Frid fe e M AE B A A W) LML B A7 AE AE—J7 1, FTid i 50 T4
0. 3B /R & R T A BESE A A O o 72— 5 T, BT IR 5 /0T 250 . 005 BE /R 1 & [ Fa
SE I AH IR S AL AW ISR o 75— 5 T > BT IR A 5240, 005,0. 01,0 05810 . 1 BE/R M & (1 F 52 1K
TH A 51 L o

[0099]  FE—NSEjt )y R, AR SR T Bl A S SEAEEA RGN EE SN T
%, HAFU T PR ) i 52,2,6,6- VY FF -1 -WRIE S ZE (TEMPO) MIN-SUACHE HI B 1 1%
(NCS) 7EAK PRV 7 H s B2 A 7= A i AR R R 5 A Keb) [ T id v Ab i 5 B 5 — B2 =
(AR B ) ML

[0100] e HAhSLHE Ty Brh , BTk Jy v ARG s it g si L i AR A0 P IR
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[0101]  fERE—15O0 T, Fradk BE ik B 2200 SRR

[0102]  7ERE-—1HOLT , BTk BE ] AR B 5= 2L a4k, 8] & Rlts 21

[0103] 7% WK SEE /7 2, 3R B (1 /2 CRMug7 o £E— AN SEJE 7 2=, i 2 B i I 2
SR F W 2 BERREE I 5 2 08 7 ) — AR I STt 7 S8 b, ol 41 T 2 s 22 W 2 U 1
RS BIRBRE N 2 B

[0104]  FE—LHETT B, AR K HBBER SWN TEBREAER- SR EA R Em™
A E R S R AR ISR T 2, Il @I S R R S

[0105] 7SRy S, T 77 AR 43 B ) i 8 e PR B i 2 B ik SR A & A W 77
ER AR B A B FECRMier o 7E— D SEHE T S, FT 7 AL 40 B I i I 78 2% A K BR TR 2 22
Wi BURTE A RA I 7 AR AR B HECRMigr

[0106]  fE—ANSLitE )T 2, CRMior A2 1 : 1 B B LE 5 Frid v AL i 2 Bl L

[0107]  FE—NSEHETT S, 7 A o B I i 8 BEBR TR R 2 0 sl ie A AW %A
Fint 2 - BR O AV IR BLIR A INME DA 22 65 R s B A S T 1 22 B8R

[0108]  FE—ANsEj 5 Rorp , 7577 A SR 22 W - CRMuor 8% A5 W11 77 2270 I CRMuer A 250 . 42 11
CRMig7: Sl 2 4 F I B B LU i I o 72 HAR SC e 77 2, CRMugr: ZEJEE 2 M (1) H1 & b A 4
0.5:1.290.6:1.290.7:1.290.8: 1. 290.9: 1. 291 : 121 1 1 21, 2: 1. 2491, 3: 1. 401 .4: 1,
B 41.5:1,

[0109]  fE—AsEht &b, TR R R WSS YR 7k i BT 45 10kDa £ 22,
000kDalf] 4 ¥ & o £ HARSE i 7 2, Bk o0 & N 2950kDa$ 21, 000kDa  £150kDa %2 £
20,000kDa . £)200kDaF £]10,000kDa.£)1,000kDa % £)3,000kDa

[0110]  7E 53— 71 , AR Bt 1 A i A SOk R AR ART 7 v AL I BB 48 6 1) S )%

JAEH S
01111 AE 55— T3 i, AR W St 1 A& Al I8 I AR SCHTA AEAT J7 iR 3RS R 21 A M0
G JE LA .

[o112] Sz B A 5

[0113] Rl " R R &7 A2 18 & A DUR R AE Y B A 7 AR A 51, 41
AR T AEE TR N o

(0114 fuuA SC P PR G 2 S PR TR 4 L il (B0 S I 2R A5 01 A 4 T e ik 2 i e 5
R R SR S B e 5 SR PR A AR R T (B ANt FLBh ) vh T A AR R AN M A 5 ) S
B NEB BT

(01151 PRI, WA SO A FHIY “RE SR 50 B "SR 50 AR B 5 ] LT R S B L& 1Y)
BRI 122 A I A0 T SN 2 W ) 0 S BB B ok S 1 (B RAT) (KA R 540 o

[0116] P #ff £5 £5 Wm] e 3k A6 A0 2 1 2 {3 5 MHC 73 5 AH G (0 7 i it {8 7 = e
A, T AR BT SRR S T A B A DV A S i R R SRAR 3 A, BE R S T
DRY1E £ G T R 2 B G TR G R R BRER , BURT R 71 3 9 T IR 5 e i 22 M A 2R
T R G PIT U P8 L o 3 ] A PR SR S ok A 1 mT IR I e 3 S B 1Y) 25 T B 0 4R B
BP0 ALK o B T HE A 0ok AR R DD RE PR R LA, anid i AE S A R 7 R o G e
B R oA R S e A TR (14 3% P U 1

[0117]  “GUik” 2 RE WS IE I A7 T e BR 8 1 73 51X T AR IX o (18 28 A — AP IR A7 5 8
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SRS G BIEEAR (B KA S 2 %R VIR BT 2 IREE) B S 3k 8T 8 o AR ST
fEHLBREAE BN STO A U, 5 BT IR AR B AN 25 58 B2 1K) 22 vl B B o B AL, T L
s TREPUE (B, ik a  NIEALRT/ BT AR A LA BSOS D e e e PR oAl A= s
P S H R B (il inFab Fab’ \F (ab’) 2.Fv) B (ScFv) FIg ik (B 55 MR TE4i44) Al
G TEE ARG B2 A 20 iU 28 PR (a0, XU g, RE BRI H
HHEE ) AL PR R RT) AN AS STk B A v B, BA SR B i B R Ay R S Bkt B 4y
THIAFAT oA ZAZ G ) A B o JU AR A5 AR ART S A A 044 19 1 T G L T ABR T g (B HEZR) L I
H e i A 0 Ji T FEATT BAR S ) o B e T H: B 1) o S8 ) A s L R 31, P
BREE I JE T A FE D AF S K RIEIRE A : TgA TgD TgE . IgGHI IgM, Jf H.IX e b {5
TR BB A R 2R (R AAL g, ASEP A TeGl 1g62.1gG3.1gG4 . TgA1 Al
TgA2 o0 BT AN [R] 2 9] () S J2 BR 5 9 ) BB 7 Sl 20 AR PR Ty a6 v ey Allw o AN ] S 11 4
P BRI BT 25 A8 AN = ZE A AL 2 R o

[0118]  “$iik fy B AL & e BE UK ) — BB o, Ho iz il AE A7 AE T 58 B P Ag b i vk Ok
B 51 AHIR R 28 D — P L KR BT A ThBE .

[0119]  RIE “BrJi” 1 245 0% JE AL & Wb i Y 0, 0 g A B Ik 2 e
GV B AR R P A U BT M S B B 2 ) S SR ) o, L R S B A
BN LG P o PR R EEAS T BB R TR 1 S (A, R A B R AR
R AT N S AZARTE AT T4 SRS 7 1 B R R R PR R T R o R E A TR Az
A SR AR 5 A YR S 1 R/ B % P ) At R 20 R o B R I LR BT A A S
JR AT o 45 78 PR IR A R A FH AR S A 84 S R AT AR i B ) B 08 A AR SRk 22 301 25 L 451
WEpitope Mapping Protocols in Methods in Molecular Biology,566% (Glenn
E.Morrisgmi, 1996) Humana Press,Totowa,N. Jo 80, 26247 v 5 nidack A R 5 ok i
SE « FEW AR SZHEY) BRI A BSOS IR, Bk o BT 8 3 91 10 &858, IF BAE g ik 4
SRIE T B P Ik ST R 0T AL PR Ik 5 544 S B o MR HOAR Ny AiEk i & BLid T
ansE E £ R 554,708,871 ;Geysen®E A (1984) Proc.Natl.Acad.Sci.USA 81:3998-
4002 ;GeysenZE A (1986) Molec. Immunol . 23:709-7 15 ; iX 26 ik 2% B DA L BAREE 51 m N
AR o FALM, Ay G R Ar T O A A5 B xSt R i A 2 R R AR AL IR T 5 B TR I A A A ok
YR« 2 WA WNEpitope Mapping Protocols, W, 3,

[0120]  gbAk, T AR BRI B 1, “Bu)sl” e m] T 480450 R AR 7 BT AR A2 (5] an ik
e FRAIRELA) GEES B  AELE T R AR 1) 1O 2 1 R, W BT 26 1 R
R G P NI BE 7T B AT o 3K S4B AT DA e AN, Gt 58 s A2 L BOE S R E B A
B IE 8 AL TR 7, BORT A R PR ), 48 e a7 AR B SR ) A 3 R AR L A, B AT
A (Bt AT 74 RIS B &, BURT A AA St , ik 8 S i AL 45 24
ANAZ TR G 95 B H vh 8 470 SR ) S5 AL IR B 2 I IR o 5 R 5 AR 451l T 22 R A L M 3%
fir (flanking epitope) M H Al A B & AT A S JR (Bergmann®E A (1993)
Eur.J.Immunol.23:2777 2781 ;Bergmann®® A (1996) J.Immunol.157:3242-3249;Suhrbier
(1997) Tmmuno1l.Cell Biol.75:402408;Gardner A (1998) 5512 JEth F L4 £ (12th
World AIDS Conference) , %t H A TL, 199846 H28H -7 H3H) .

[0121]  “fRAPME” G s B 2 8 e 58 SR VR4 & W5 R T AR 3 A4 o T % ) A4 v B 4
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MRS T B B 9% 2 BRI 38 1R BE 7T o ISR LAY CRAPAS SR 40 (1), BT, A 04 56 4B 1R BRORR R ek
o, HEAIR T 0 BRAMETEAR (191 T AR 25 24 9% P B 0 0% S MR S WD ) 52 L ) AEAE S it
2 B RO R A] o R A] R T 2 A G RE R 1™ B R BOR AR BRI M G, IR PR
JeE N S A REAE B /50 % IR A 5 ot s B B R LA R R PR I A KT 36, L R
PR T IS T R A S B — B AP 3N AR B AT, R PR g N AT
ALHEAE 2250 % B AME 15 5 0 s PR B R S PR R A AT G N TR £ BB AR K P
T4, A3 HE XT3 40 S5 11 7T U & Th B8 PR BuAd SR I — S8 RSP B 3G 0 o 78 2 S 7 e, 1
AW PUE S ORI PR S g% R A O o TR, AR 47 M S 9% S22 AT T8 A8 T B 7 I s (o
TR 5E) oI 40 B B0 D T b TS L e e, 4R TR B B 10% . 25% . 50%
65%75% 80% +85% 90% 95 % B DL b AEA AW ) BAR G AW “Goz R TR 8
T ZEB AN B2 EREREERER) REZ ., f£100megFE=H , B 20% I 5 £
W2 R 2 5 W) B A 2980meg M 21 A 1 2 A 20 20meg AR A I 2 08 4T H S
PSR, A% B E A BTSSR , B ES 0. Incg £ 100meg , 45 7
#20. Imcg 22 10meg , HHREA A& Imecg 43 1 0meg ) 2 1

[0122] AR BRI —ASCit 7 £ 458 7 o A Ay, Ha ST LR as 58ikEn
ZA I i 28 BE SR S L 2 WA

[0123] AU B I % B PR ZH A1) mT FE T 1 B Tl 4 B 1tk L R R BIORY IS 12 25 245 BT ikt 4
P2 PR A W RAR I BIRIT 5 52 F 9 0 i 98 B 3ok VT B 6 8 4% A8 TR BR T 51 S 1 40 T Jek
N, BORT T AR B mT TR T 9 — A4 3 S 5 1) 22 o B0 o B oA 1) 5] o X e 4
2y A FEIELE LA BRI N L B2 P BRI AR O s B I R IR 25 24 2 11 i /T AL IE (R B
B A PR A RS o S W] A P e 9% SR PR 2 A R AR I B BE PRI Bro A, i ik AE B s F R v
BT I VR A R R N o A B ) R R I = Y

[0124]  F T4 S0 S R 2 A 0 I 2 9 1) Bk e Pl 0 S AE A v R 0 21 B 0%
Z (I BR LRI FL R 0T o FE AT WIURIE T4 P s, MR AT 4252 — IR B8 IR 78 43 0] B (1) i 58
Ga g% o

[0125]  AE—ANSKHE 7 S, AR B ) e 0% Ji 1t 4 G W0 A0 5 A 3R] G R S v R AR 3 71D
£ AT BHES AR B S BB A A0 R AR R B A ) A D B AR AR
T 77 ST S AR R BH ) G % D 1 2 A R (R Ve SRR R R R o AR — AN S T P, BT e 7 2
e IR IR R AR AU SE AL AR A8 R o AE — S T b, B A B IR R

[0126] M7 214 5 4 g i B0 SR — R 2 2 ) 39 58 S 2 N 5 (0 0 S5 o 6 AE P 22 i i BRI 1
SR EL [R5 A G 2 T VS T, DR b mT DA AR () AR AR % A B A 4 i A
F I E R FEAR T AN 1-a.1-B.2.4.5.6.7.8.10. 12 (Z WAt H L F) 555,723,
127°5) \13.14.15.16 1 7TH118 (M HRAARTE D) s THLE - BFI v s b 41— Wk 40 P 4 7
FIBE - (GM-CSF) (Z WL an & [ L H 555,078,996 5 FIATCCRE, 5 39900) 5 F IR 4H i 5 v
T3 R (M—CSF) 5 4% £ Jf S 9% )38 K (G-CSF) 5 LA B2 Rg SRFE IR F~a R B . 7 1T A S ik
(1) G 0% S5 PR 2 A P FA A A EE Bk R, HEAUERR A IR T-MCP-1 \MIP-1a MIP-1B AN
RANTES s KBt 7%, Bl Ak B2 A, L E R E A PR BFEA ME-EFEA M EAES
+, B ICD34 .G 1y CAM-1 FIMad CAM-1 s B IC 2 (1 SR 19— 51, B WILFA-1 . VLA-1 . Mac—1
p150.95; Gy Bk [ #8 SR APECAM TCAMHAR (#¥) — 7%, 1 4 TCAM—1 . TCAM—2F1TCAM-3, CD2 A1
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LFA-3; 243804+ , 1 B7-1 . B7-2.CDA0MICDAO0L ; A= K PH -, A FE I A8 AR K R 7 2 AR K
Rl A4 A K R B R AR KRl \PDGF W BL—-1 AL N B2 A KR 1+ 24K 1, B
FEFas INF&Z 44 . F1t.Apo—1.p55.WSL-1.DR3.TRAMP.Apo-3.AIR.LARD .NGRF.DR4 .DR5.
KILLER.TRAIL-R2.TRICK2HIDR6 ; LA J2 22 B 18 K & S e i (A B , (035 TCE .

[0127]  FI-T 38 5 4 28 IR 225 438 O A2 7R AT LIS AL B T ASPR T - MPL™ (3-0- B R 3 P Bt
I RA, CorixasHamilton ,MT) , HfIA TR E LR 54,912,0945 38 1E T FEL IR & &
Rl HE T A AL ) B 2 e 2 e Tl R SR AL & 4 (AGP) B LT AE M B R A, Homl T
Corixadf HFIA T IEE L HIEE6,113,918'5 . — Ptk 2RAGP & 2-[ (R) -3 PU B 2 1Y
B L] 2.3 2- i A -4-0- ik 3 -3-0- [ (R) -3 DU Bk 3 P e L] -2- [ (R) -3+ VU BE A
H 1 VY B 2 ] —b—D— Nk e ] A BT, AR R 529 (LT FRONRCH29) o X 5 2947 7)1 45
BeHA & KR (AF) Bk 2 2L (SE) .

[0128] L fth i FA 4 « L BEJIK , 91 A0IN- 2, I ok i BE IS 2 - L -0 A B - D- e B e i (thr—
MDP) \N-Z, B 22 2= FF o BE B 2 (normuramy 1) ~L-TA AR -2- (17 -2" AR B —sn—H 2 -
3-FR LR AL A L) - 4 % MTP-PE) s KAyl 7LV, 1 anMP59 GRE £ HI5E6, 299,884 °5) (fif
AL RAL 2 T L LOY R R AL Ak 2% Microfluidics,Newton ,MA) T2 il OV K R+, H 2
5% FEN0.5% 5 1L FLEE8010.5% Span 85 ((F1E & A5 AS[F & IMTP-PE) ) . FISAF (fak
AR AR LR B A JE AE R RRE B LR, e 10 % M ). 0. 4 %6 SR IL AL EES0. 5%
PluronicHFHF R AWILI2L M thr-MDP) 5 I A 5824457 (TFA) 45k (alum) , Bl InE A AL
BBVBEIR AR VIR R AR s % E 4 (Amphigen) sl SRAZE sL121/ M % I s D- T A B - SR T A B/ W
WM e v 2 JulE (pluronic polyol) s K IEAFH (Bordetella) s 2, 0
STIMULON™ QS-21 (Antigenics,Framingham,MA. , fiiR T2 E % F45,057,5405) .
ISCOMATRIX™ (CSL Limited,Parkville,Australia, & T35 M L F|55,254,3395) (LA K&
T )& R A (ISCOMS) s Z54% 73 BB (Mycobacterium tuberculosis) s IR M &
A Z 2R B A0 4 CoG Rt e I BE A% H R (32 [ %4 386,207,646'5) s 1C-31 (Intercell
AG,Vienna,Austria) , iR TRRINE R 1,296, 7135 151 ,326,6345 ; 1/ H %2 (PT)
BH AR FE AL E R BUL AR (0, S5 &R 557,285,281 %5 (557,332, 1745 (57,
361,355'5 557,384,640 s BUKMAFTF AT A EEFR (L) B AR, R A& LT-K63, LT~
R72 (21, S5 £ H556,149,9195 557,115,730 5 557,291 ,588'5) .

(01291 Prik G R R A VD P] AR e M A0 5 25 2 b T 4352 M 38044 BTl 255 1 T 43252 IR 3%
s AT K5 R AT B L N BRI ER LM B0 At B EE AL A v BB R T 3R | 2
(U.S.Pharmacopeia) B Ath AN 245 i I T304 (048 A28 S B N SR FLEhH0) 1 3044
ARIEEAETT H T e SZMA G — 45 25 I RRRER e 7 R RSN . AT R HK S 31
KWL B 55 7K B A TR W AN YV v A o 0 HE T S VORI A B4 A id 2 W Ak
IR TE.W.Martinff] “Remington’s Pharmaceutical Sciences” H1 . JITid il 571 N i
G

[0130] A HH ) H 38 JiR P 2H 5 0300 ] 0,5 — Bk 22 Bt v %) 95 1 15 71, HLR R EL B
AR 4 J5 FR G0 M T 252 BB / B A 5 ) S 1 B R BT B BT A AN ST R
W, SRR T S RS AR TR/ B A LA T B8 7T (arms) (1

(01311 gk s o 18] 41 71) 1 S 497 4, 65 451 a4 7)o 4 Jf DA) 7, B G 2 TSCOMATRTX ™ (CSL
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Limited;Parkville,Australia, A T EEF|E5,254,3395) . 7] T A& IH B H )2 5
PR AP Ve A HE PR i 1 Se 5] L FERIBIA F) &2 4 (Ribi Inc.;Hamilton ,MT) A
(alum) A4 o2 5% g S S A AR 2« ZKA vl 0V v B 7K L s R e A AN 58 A4 A2 77
R IL Y (CytRx;Atlanta,GA) \QS—21 (Cambridge Biotech Inc.;Cambridge,MA) .SAF-M
(Chiron;Emeryville,CA) \AMPHIGEN™/:7, B .Quil ABE A A4 Bk g FiA L A
JB RALTE (N N-XA J\BE N7 N = - 4 H) -1, 3- BTt N, N=X1 ) e -
N N/ =X (2-$28 2.35) TH %) Hg R e 5o v T A ke BH 1 G 3% S PR 2EL 50 v 1 7K AL b L
TR PR ) P S A5 A0, 5 i PR (1) SEAMB 2 FHSEAM. 1/ 211551 o PRt 1 SEAMG2 /20155 % (v/v) M 14
(Sigma) v 1% (v/v) SPAN™ 85i& 51 (ICI Surfactants) .0.7% (v/v) Z L FLEE807E v 71
(ICI Surfactants) 2.5% (v/v) Z.B%.200mcg/ml. Quil A.100mcg/mlfH[E EEFI0.5% (v/v)
ST AR I K LI L - DR PESEAM 1/2/240755% (v/v) fi& H (Sigma) 1% (v/v) SPAN™ 857
TE.0.7% (v/v) BILBLEES0TE TS 71.2.5% (v/v) ¥ 100meg/mL Quil AFI50meg/ml iR
P 149 A, e LR o P A A S S MR 2 A b %) At % 1 SRR 49— PP ER 2 PR A
F TR BN T A 4 R BB R o B — AN S0 5 S Hp, 2 7] DA BRI AT A2
Yz KN E RS, Bl s mAE SR E LR 56 ,165,9955 556,610, 3105 H R (K
G o N IRAE , I FH KD S 18 7 R AT/ O 7R 2 B T8 45 25 I ol S % R M A A WD A A R
5E [R93  Id A2 S iR SR B

[0132]  BRZ Pk 2 M- OB EWA , A KN E) Sz 7 R &8 vl A5 — Pk 2 fh
B7 JE5 7). FDAZESRAF T 2 57 & (multiple-dose.multi-dose) /N AW i & A B B A,
A DEAGN AE o B B R i B S R R S ORIEIY) 2- R B LB (DTaP,
HepASEUHH (Lyme) /N JLERBUE (18 418) ) K8y (fi 9% (Pneumo) /5 %E (g B 4D 4-E5%)
AR (DTaP.DT.Td HepB Hib AT MRS « JE I & Mening) i 78 IERI8) I .
Bt T3 S 2 M A g o ) 48] A T D) R Py ke i O R I R I O R R O
FRTAEG  2- R 1 R R A RS R B IR R P I ORIy S B 7R AR R 2 7K
[0133]  fuas s 25X

[0134]  ZR 5% A il 70038 A] 0, & sl L 6« AR BH S 1 A B 05 Vi 70 Y R AR 3P 7 S
DA SR B HH B RR RIE A 50 B e 2 A T I — M 2 Bl oA — 2 9 (1
B A ) G PR R] LAY e 2 5 75 2 00— 4 (BTG R R o A2 250 B i 1Y) S 4 41 5 1)
R S0 B ) R/ BRI B o AR SR AR SR AT MR A 22 P R 3R A0 B 75 B R e AR 4R 2 5%
ke R 42 56 e 3K S 2 43 o LA 2 43 ) IR o 2 5 o T A 5 AR AR R IR ) 5 7 R R % i
YEH B & e tER

[0135]  fEHLLLSjE Ty 2 rh , AR I 517 8 A4 25 A bR G5 — Ph B 2 P A B 27 m]
Bz g ppsn, ok B AR TTris &R T =19 IR EL . LR L IR EL i IR & L H
AR A BR YR IAIR £ AR FELE S T S WG R B B 296 . 0 £99. 0. fRIE 216 . 42 4
7. ARIpHIEE A

[0136]  7EFEEE Sl 77 S, AT e S EE 1A 1 AR K B 1) e 95 JEL PR 2E A MBS R pHL AT A A
AT ) B v A R 1 5 A B 1 11U FR pHLo R0 R pHAT AR 5 33 . 058 0. 78 R 2L 5L
J7 &, HIF I pHAT DUAEL AT P 23.0%6.0.4.0%26.0.8(5. 048. 0 7F HAth SEiti fr 2,
HFRI pHAT LB AT A5 2 £93. 0. 2493.5. 494, 0. 414 5. 415. 0. £15.5.415.8.£16 . 0. £
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6.5 2)7.0. 7. 580 L)8. 0. FE R LL L 77 S Hh , pHAT LA B AT 1 24,52 7.5 . 804. 5 8
6.5.5.0%5.4.5.4%5.5.5.5%5.6.5.6%5.7.5.7%5.8.5.8%5.9.5.9%6.0.6.0%6.1.
6.1%56.2.6.2%6.3.6.3%6.5.6.5%7.0.7.0%87.5.807.5%8. 0 LR E I SL it )7, il
A IpHANZ]5.8.

[0137]  fEREdbsijf s rp , AR A 51 8 S 25 AR HIR a5 —Fhs 2 M i T E
+, AFEEABR FMgCla. CaCl2AMnCl2, H3 BE 20 . ImMA £ 10mM, H183% %2 2 5mM

[0138]  fE—LLsijifi 7 rp , AR I 5 B A A ZIAHZR I Gl & — Fh 2 Fi sk, B
{EAS PR TS0 4 AL B IR BR AN AR B B, JL DAY 7 B A8 2GR 0 T AN R AR 3 2 m 252
(B 50 S ATAE , DA B iR P2 AR 1R e 1 B o JE BB & (osmo lari ty) IR ZRIE
A 25 75 Y o 1l ) B 24 8 0 R B B R /RS % R K (osmolality) 43 B 2 R4 43 (H
WK 3 — M2 S L S 8 T S A AR PP £8) SR VLE ARIE R $hNaCl DL B £ 4
250mMIF)YE A7 L, FF H IR BRIk DU R HoAth 20 4 (B0 , B fil R & Sz & s
Wi B A5 25 (B0 ST BROSE T VES) AHAS , I HL e 3 2 i 11 2E 5 W ol 39 D 38 D
2 43 A 22 P VG PN 1 A RR R TR o AN B R R 8 L — Bk 22 B 2 (178 RAR 97 77
(G 3G I DA R BB I e X B &K

[0139]  fEHLLLsijf )y 2 rp , AR I 517 8 S5 25 R 7 G5 — Ph B2 A VR IR 37
), Hoad BN PR T 0 (9 LR 22 2000 TR B ) DA I 2 e (9 op B
JiH R B AT L AL o

[0140] 7R RELLsTyir = rh, Hl5IH 12 8 8 £1200m0s /LE £1800m0s /LIFI il W , 3F H AR I%
() 3 ] 2 27 250m0s /L 45 £9500m0s / LEL 29300m0s /L4 £1400m0s /Lo A~ 25 £h [ i1l 77 7] £, 25 461
215 % B L125 % 1 BERE AR L7 % B 2915% BLLI10% 22112 % 1 BERE . B3, AN Eh 1 1
FIT AL E BN 293 % 2912 % [ 1L BLEE , PLik 294 % 7 % B 295 % 22 206 % 1 11 BLEE . 1 21
IS I G S AN SR 5 00 7R B0 L B ) AT R0 R A R D8 2D o T R FAh G S T BE R 1B
I T RS B 155 e A 52 7R ARSI H AR N R A

[0141]  fERLELeSE Ty 2, AR I 517 8 S 25 A R HR A5 — P B2 P A B2
AN RN/ BB o 2 Bl 1 LTS R RIS & A& AR L En i, I BT AR SR 1
113 K2 A8 751 o S A FE R A PR T 2,82 \EDTAWEDTA/ . BERA ) . = 2 B fke B R i 2
PR I AR N R ER LS = SR Eh L ORI R / PSR A AR & L BE AR/ BE AR £ . 5
KR/ Hy R B2 £ 228k % JEDDHAFIDTPA , BA B 1k [ Y A Bl B 22 i) 4% b2l A o 70 FE 2L S
J7 &b, AT DA A5 5 1 ST K AR R PRI BN N 22 D — R iR 1 ER RIS B A e T
DA FhH A T QAN N — FhEs 22 Bl B B B4 A 4061 70) /28 6 500, 490 i o5 70 A0 A FH S o 2%
A FIERE S Y e e 5 7 B NSRRI .

[0142]  fERLLCesjf )y R, AR I 5 8 S a2 A GRS — FhE Z MR s 3R
T3 PR 751 S ARG (AN PR TSR 48 2 0 Pt 7 L L B I O B I, % 1L AR -80 (TWEEN™ 80) % 111 A4
fi5-60 (TWEEN™ 60) 3% (L Z4EE-40 (TWEEN™ 40) A% 1L AL EE-20 (TWEEN™ 20) ; & 2. 0 ket
Tk, AL FEAEARIR TBrij 58.Brij 35; L f oA, B0 TRITON™ X-100,TRITON™ X-114.NP40
(F R4 L TR 2 R 2 1) . SPAN™ 85 FIPLURONT C™ 22 1) (1) < 155 - 784 6 1 v3% PR 77 (49 4t
PLURONIC™ 121) , 3F HARIEZH 4> N N 290,001 % B £92% (Thik 2 £ £90. 25 %) [ 5 1113
BE-80BI FE N £70.001 % 221 % (PRik 2 £ £70.5%) KR 1L ALEE-40.
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[0143]  FERLLLSTyfE 7 S, AR B ) R o — PhE 2 Pd T W B 4 5 A B e
) g & b — AN (-SH) B9IE JE ] (100, 2 IR N2 B PR kSR It
HIR IR OB IRACER B £ L AR H B R &) - B A BU R b , AR B 5
B3 T 70D Sy 5 M H 5 0 it 70 T DA A A A7 25 4 25 B e R R Tt (i, e i
i BRI I A 2% s — P fh
[0144]  Z R B 5B JR R0 16 S0 S5 PR 40 A W i ) ol A5 — P B 22 PR 2 2 RT3 52 1 %k
RECR A, HAE B 8 AT R R BIATATT R T 1) A @ B9 7B S H AR T K%
L HEE RV RAR VR OIER R A AR AR Y  ERE PaolettiZEA,
2001,Vaccine, 19:2118) g8 | FLAR A G Jon 28 A4 (09 oy v R BRUIG BUAA) o« 2R a8 A4 2
A EARN HEEN) - 25 % b AT 352 W R 77 76 % i Gennaro , 2000, Reming ton: The
Science and Practice of Pharmacy,2520/4%, ISBN:0683306472% i+t .
[0145] AR EHIH -G Wm] DA R T Babh T3 K X (B, VR B 8D o I8 Bl R ml A
) i A A 288 T8 2 B 2225 24 1 Jo 75 AR KPR A i o B2 5L, DRI T3 5 R AR (B AR B
KEFETHEM IR IR
[0146] AR B S0 S5 PR 40 & W) B4 R 15 B MR n] LUE I 7 B Ah 4 2 (WM 4524 .8
S N 25 24 B N 4R 24 B2 TN 4R 2 S DK N 25 25 B ) 2HL 2R TR) o [T BiR 45 24) s BRI TS EL 4R 24
FUR4s 25 BB 2 Rl an 2 R R 45 2 BN 45 2 (IR R 25 24 L B0 45 247 I 4 24 B HL Al
R 25 250 SE IR FEAR IR B SE 77 S8 P, W B Ao 24 2 e Ik UL oA A 55 3810490 A 1) K TR B
R SR BEAT B S AL I B (9 0 R R VD) HEAT , B RS TR RS ML AL UL A
S0, 5mL o AR I KA G AT LA 22 M il 26, 4900, AR U4 v iR Bl & m TS
FERELE S Ty S, ik 205 P ml g i & SR AR BB 55 50 FH T I 45 24, 8 an 2T
N FEH BSEHE T P, Irid -6 m] # il 2% ok R B TE A, B T 8 BRI 45 25, 91
0, il B RS 5 711 VR A S IR B0 A o F T E Sy TR R AL S I A o 1) B iR B T I
W RAEA R ST 24 4o % N2 R AR AR 0 R 08 o FEREAT T IR s e M s, MR B2
—IREA TR 78 57 [ B R TIN5 4 % o
[0147] AR B G )% JR R AH -S4 m] DL ) &8 2 s s T X (a0, 255 & AR 2 5U0E 2
FIE) A3 AT 2 FIE IR R, AN AR TE 4 . a2 A= R AAE
FEAEARR T B R 25 2- 10572, B =0 . ImL-2mL o £E 28 52 7 2o, Frid 77 &2 0. 5mlL
I 2 DL N B 5 R FHEWO 2007/127668, HAE B INAA L.
[0148] A Wyn] AT /MBI & A& B A A, BT IR T A sk 2 8
FIrid 2 B ] an m] (25 A7 S BOREF I 2070 B 22 A0 A0y S 4 o 3 S 400 ELR 06 5 A B 51
=B B AR AR B B S 5 PR LA, AR AL S TS 2 22 50 v s o (R RE , /N AT A
R & HE T aE L E.
[0149] W] ;W Hh 6 8 A RGR S A AR AE A T3 S 0 A1) ML 8 5 &0 . SmLI AR 7E
SRS T S, T )& A A N SRR A 2 o A R S Ty Z2 H , TE LR = B Al A L 2D
VEDEE G LECER L (RE AN L TERS) N AMELE 24, F HAE DL St )7 287 ml e i
SR,
[0150] Ak BH ¥R A4 G % SR PR 2 & 0 il & AT 52 SR DA R 11 s A 0 o Ath 5 988 i P
HAEW) i G IR AP0 BT SRR 5=, WA & B SR B A PR AN BCE 24/
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PN ECHE Z NEDRT 2 2510 (ready—filled) VES 8 B —F P — DB ANNE &,
TR Y P T AR S a0 R RN R W R, BUR Z TR

[0151] B3, A% & W1 f 2 S M4 A T DU 2R 01 52 R 490 o P A 404 2 e 16 Ak
2RI TTIEZ — VT AT UM B (B A3k ) 1R 00K, 45 AL BRIk 55
o EL AT AT E R o AR P T A A2 R ) A DT 9 T 3 R R Uk R P L B P R AR
JITIA G 928 T 1 A 0 AT 5 A2 ) 5 A SR T T3 b 5 SO R AR ) R R T (f9] sk
TE) BIRIURL (B AL B AEER) — R il & B B A BT IR SR PN o FE SRS 7 S v, AR W
POt T B R A A A, KA A RSN TR E R SN A —H 5, [Tkt
AL B AR W ) — R B 2 BBl 77, A BB T R R T IR S — 4 o I R B KB VRN 55—
53 AEFEELSLE T S, BT IR KIS AL & — PhE 2 FhB) A7), I B n] AR e R 5 /b —
Rt ) (Z WA IW02009,/109550 R B IIAAID))

[0152] FEE—sEii &, 2 FERRWEHE D EAR TR P —Fe 2 il — K
SIS BT A M GEE  BEAR =1 RS AE MR R 2% VP TE VB A R /NI M SR (1
W, 85 5 2 M 55 (screw on cap)) 223 VEST 8% XU B S 90 B 85 7 50 45 28 3 4 8%
FEZE MR P 56 YRR 55 VBB BE A TR — IR R 2B 25 o AR R BH 1) R 2 32 s MR R 1, 5 L
BRI IE &R (B, B AR ERER) R A9 (B0, S0 P XR34S P
BPEAR) SR AR RS b, IR A B A A T 2 ZE05mL Schott 12343
AN ARSUREEARN 724 T 18, FIRTER A & VR R B, mi AUt m] AT Ak B 1 T =X ol
RAMEARNRIIIET T AR e B 20T 75K [ L5602 1% 50N 7 A i3 7
(Flwilnited States Plastic/A®] (Lima,OH) ,VWR) A B 3.

[0153] 5 T i W 2 AR G TR () T vk

[0154] AR B I A5 AH FH A SC Rk 1 4 938 SR PR 2L A 0 090 3 o 81 5 AR R BH ) — > SE il
T RS S HUEOUR AN (9 1 2 REBRE) 10 G088 MR 1 v, HALHE [a) A 4E 245 4 9% Jit
8 () AR SCPIT IR () AR AT 9% S VR ZH 5 0 5 P B 38 D 1k 2EL 5 0, 2 A B 0 D 48] 2l 1 3
T 21 TRT 1) 41 T 08 6 22 W o AR R B 110 — 1 St 7 R BRI R B A4 T ik 9% B R TR I L 1 T
V2, BT fiti 9% B 2R T B YR 18 7 8%, BRI 5 R I 28 R BR TR 51 RS 1) JBR G A R 1) 2 /> — i
PRI PR ECRE IR 55 EH i 28 BEER TR 51 S 1 I e A DG I 28 A — PRER K R AR I 7323, BTk 77
A HE 1) A 25 24 G 088 IR PR (1) AR ST AT ART G 938 S MR 2L 5 0 5 PO B 8 S ME 4 5
P AT B Y B 2% R T R A B S 2 AR R I — A SR T R R T VR TR
TR MAE R SR E JE (Streptococcus sp.) AHRHFEBR B B GY TR BURRE I 7775, Bk
J7iE S A R AMA LS 251657 A AR BT A R AR SR ) % A A R 0 3R
A — e S T G2 R, ¥R 97 BRI SR A A R BORE (1) T VA RS A28 2R sk
MIRTT o 5 — S 7 SEERA VA TT BRI AR 1) 5 3R 1 Je8 A % 1 B 3ok T J e 2 o B0 i
(9535 5 BT 7 VA 5 F A SO I () fps e Ik 4L W A i 2 o 8 PR e o A4 L 7 O L
1 FH B A 1l 7R 7 BT 3 A4 4 30 0 935 o AR R BH ) — AN S it 7 AR BE TR (E 2 F R
EEAER A A BEBR B B G177 323 BTk 7 V5 B 70 BT T AR5 AR 2 10 1) BT ik M A 45 25 7l
A BB AR SRR 1 G 3% SR MR A A ) 2D 3R

[0155] X B Jit B e 38 S PR 2L A WD) “ G 38 L S AR v = AR AR AE T B bR S B
AP 5T B BOR /B A T 10 S B o T AR IR B I, U S B
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PR T B G B FF B R G N R DA — 58 25 A 7 R R N 45 6 4% B 1) B % i 14 20
AW B BRI U, T AN T 0 S N A FH T R AN/ B At 1 4 R ) S
IR T R R BT Rt S R EHH AR R A MHO) B TSREI T 5+
CD1 Bl HAth JF Hi R MHCHE 43— FH I 1 30 5 2R A2 171 15 A 1 o X B0 1 0 B s S PECDA+ T4 Bl 4l
J BLCDS+EH i F PE T CE 4B (“CTL”) o CTLX 3Nt 5 3t R B | i RUMHC S 65 5 HL7E 41 22
[ 2K 1 & A A I IR A 4 1 CTL TS Bligs 5 AN 130 X 40 Bt PN Al = 0 16 4 e
PR ER BSOS 52 M SIS ARl A A S ) 2 L ) 9 e o A A S 35 %) s — T TR 68 Al ot A B T4
AT B B0 R S Pk S L A BT AT g A T35 B RIE o R I S LR 1 ¢ i AR A L RMHC
A3 R IR I PR B Ath A0 5 1 40 B 1 A e e PR RS SL AT ML ) BB, IF HAE T AR AR e PR &%
N7 2 A PR 3 2 o “HH B A T ) S B R R T AL B T4 A/ BCHA 40 B (O T LY
[ CDA+FNCDS+TZH g 1) 40 i) 7= A= 110 40 B ER) 5~ B Ak IR A0 HAth 6 28 40+ 19 72 AR o R o i i
B2 A A A A T ) S % N () BE 73T 22 Bl 58 SR e L 4] e e bR e 2 2 AR
(IR 2 4 s A U058 - CTLZH 55 P 248 . 0 o, e 3k 0 o Al A A vhoxd Bir ol e J5 B A s e
[0 T— 7k O 20, BI04 o e o2 55 P i LK) 4 B R 7 A o eSS 58 Ty AR 43
1% P BT # . 2 WLFI INB i cksonZE A (1993) J. Tmmunol . 151:4189-4199; BA F2Doe%s A
(1994) Eur.J. Immunol.24:2369-2376.

[0156]  fnASC R IR Ve 97" (RFEHARE, H a0 V5T (treat) "B VRITH (treated)”) &
AL AR DA (1) PP RS B G, e gz i, (1) FEARRE IR i ™
HPEECHBRARIR , AT (111) EAR BB AR B b SR BORAE o DX, AT IR PR b (7RI
B BB ST MM (PR GY Ja) SEIVB ST  AEAR R W, B VR 7 A2 Dtk 7 Ko MR AR & B 1
W SEE T B, PR ET X R A Mg e (9, A TR B ER TR YR T CELAE TG PR AT/ BRI
H %) 18 E NI H AP T7 18 AR B B 5 v ] TR MR TR BT PR A0/ B T 1 %
A T AR 2 A0 R FH IR S8 it AR B B 0

[0157]  fnASC s FHIR) “U FLaA” S d8 N R EEAE N K80 W) . B8 Akt , i 2L 3 W) 2 48 )
N LBV AT AT B0 , A0 45 A28 ISR AN AR 3 3 W VA i 52 304 304 ik 204 < 12 5))
R W FI SN AEAR SN a0 8 B2 T A HoA KSR a0, BRI AR T4 4n 3 VS50 4
By 3 ) SR LI R PR Sh A = A AR o DLt , Fridie] L 3h 2 AN 2K o

[0158]  “Hp s k& N “Gis A" 3 AEARSCRI A H L SR R R B e % IR 4
WD BL 51 R G5 RLZ (40 (TN L) SRR (BANMU B A4 B2 B 3, il ik A S A
N R IR AR R 5 il = 1) (&= .

[0159]  HAEWHRER AN EEE ST HT B 5N 820 &5 MAEH A1)
Kt S B, 7E100meg Z FEF =, & 20 % B 2 M 2R SV 2 5 £180meg I 4 &
(1) 2 B A Z)20meg AR & 2 08 Uit E SR IR R, 18 AF B E O FUd A Y0 5T
Wk AR E PR FEBR T LIS A i AR A, T FE 250, Imcg 2 100meg , 577
720 Imcg 2 10meg , ATl /& Imeg 2 1 0me g 22 M o S 8 SR PEAL S W) h AN R 22 M 4L 701 “Se iz
JR e P AR E S, I H A H 745 Imcg » 2meg » 3meg . 4mcg » bmeg . 6meg « Tmeg  Smeg . 9meg
10meg+ 15meg. 20meg- 30meg . 40meg . 50meg . 60meg . 70meg - 80meg « 90meg B £ 100meg ) A 4r] 457
SE I Z BRI .

[0160]  Jifi 98 BEBKTE “12 22 PRI J& 48 MATAEFH IC I I PR o3 A4 AE /8 IR 1 388 5 I 1T 1) 350
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(SO G R o o B N A e el 17 N O Y A TN 0 7 AN -1 I SO = 7 B = o
AP B3 AT AR ES 45 T oo JEE B B BB AR O L) B A B ST T ) A7
AR A5 2R PR 14 ek A H i B 478 T TILE i 28 0 B3 2L R i 8 L o R A TR PR AR 5

N
L

[0161] 0 AR D Fo 72 Ji () A7 208 A T e ok 39 % N 5 20 4 B v e 0 - () e 8 e T ) e
D05 T4 i 34 At EL e S MR 4 B R B8 D) B L I = B A M AT Gk I ki 37
TR B G R R 516 IR A4 1 70T SR I BAH A 7K ) SR & o A SCRTIA L G g
] I 45 2 PR B iR 2 S 15 S B P R S PR A ) T AT A I, I LR A )
by, T I X AR T I P A SRR S 11 A0 I EE R BE JT 1K B8 R I o T g
AR AT I O 48 2910 B0 5 B0 S0 5 1 1 ok U A, SR R A R (1)
PO A AT D T ) ol s 20 T 4 S T a0 2 JE A 1 43 LU BB T 7 43 bl kel =
G 3% IR P B B PR BT S S ORI KO o AE— AN SEE T R, AR & ] I TS S A B R
FHIG ) 22 /D —FIREIR (40, 5 I DG 1) 2 340 Sk &« 290 JR 51 22 20 934 v Bk e )2 i vk
HEYH B FPUR R E 2 A TP HAh 20 530 A8 A4 , - HL n] e o AR s AN 2 /i)
TTE R E SRR T vE S ARG AT I = 5 38 D M N/ B4R P 288 J R 4R AR o A0 SR B S T 6
, RIE “4)” BARTR SR ETEE 920% A, Lk 10% i, HEEALES % N

[0162] AR B I $ ks S5 1 HL e PR M 465 25 B AR kI 1) 6 s 22 A TSR 4% 5 0 1) e A
TR AW AL —LLSLE 7 2R, 1Al AR 25 A 1 W (¥ 2 5 22 W SR 0 A5 1) e B A
FE— LS T S, AR B AR L R AR BH ) — P B 22 b R 22 WE BB 4% 5 W) 2EAL B 53
B UAR o AE— SRt Ty Z T, AR B B4R DY RE PRI , s AE SRR s A v Bl
R T3 A% I 52 5o 4 B8 1) % K BT I 4 o A5 — B8 St 5 G2, AR R B O 4B IR - A A 4
I AR ISR S g A A R BR (W B AR B B B 2 A% 1 IR 43 » LA B fd T A s
RN TSN B A= AR B H SR B AR 4 A 0 0 40 L 4 R (9 2 A2 88 4 e B A
T HEA AR H AL TR R) B R E) .

[0163] A ISR BT AR A S WmT F-T-I697 BUHBE A4 0 -5 55 3K 1 JE AH DG I B 2R 18
SR IR BURIE 1 512, BT 5 A HE 7 AR 2 v B BCER S R oAk 11U 7], I ELATE FH ik i 4
BB A1) AR > Bk A8 8 3 5095 o A8 % B B o Adads m] FH -T2 W 73, 9] s ) S5 s
Z B A VIRARAE VBN 26 2 RIS A K3 T 2 & .

[0164] DL =2t 4] LA 4517 FLAE PR i M 07 AR B 47 5 MW= 43 2 s WE T = VE 5 K
TEMPO=2,2,6,6-J 1 JE—1 -WRIE 4 [ HH 2 s NCS =N-S AR HIM W %

ST 451

[0165]  SEfifif3]1 - 4§ FI TEMPO/NCSHY Pn il 24 -1 2F () 43 &

[0166] 1 38 MLIE Y 1 2F-CRMuor i 48 S I A e T, (2, 2,6, 6- DU R Jk— 1R g e ik
9 FH & (TEMPO) FIE AL A AR RIN-SUAR BRI TV i (NCS) S A1 B A8 A i 2 , A
BB R 22 W) - GC/MS o M 3R B AL A7 s 5 R LR 3 A 5 9 AL (9 A7 sSAS ] o 7E TEMPO-
NCSHEALKIIE LT ,a-D-GlepFI2-Glep B AL , I 48 FH i LR Eh AT , a-D-GalpJg EE KA
AT 5 (B D) o A SCEE VRGBT REA 1, TEMPORIME AL & (0. 1 EE/R 4 8) {1, 9F H.
T I 25 A BT FRNCS ) S R SE W 2R (1) 46 2 (DO) B 5 , S I RAEZ NG 8 18
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2N B AT L35 A 2P B A P A, I T

[0167] 1) ¥ MLiEAY 122 HE/K fif %2 50kDa %2 500kDal] 73 + &

[0168]  2) FITEMPO/NCSJ A¥ 11375 %4 1 2F £ fi

[0169]  3) Alifkif bl 2 1

[0170]  4) ¥FiS LAY M 2 1 2F 5 CRVer B8 A 81 &

[0171]  5) Zlifk.If 75 L 1 2F-CRMZR &40

[0172]  Sjiafs] 2 - M 75 284 1 2F ) 7K i AR AL

[0173] @ 7EBR MRS A T 8 IRk #EAT 2 18 1 7K DA 3R 45 100kDa %2 350kDa 1) HH 28 15
Bl ()38 3 F & o ORI SE IO AT T SR .

[0174]  KfE

[0175]  Ja] e 22 () S S 25 2% DI J75 780 1 2F 22 VR % I, A BT S5 AR AR 490 . 30MZ, 18
A S 7K (WED) BLOREFZ90 . IMZ BRI o A% FH INNaOHBS UK 2 B 5 V4 W ) pHIR Y 223 2 &
0.3 PR AV EF R ZET0E5CAET0E5C N HFE R BIR 57907387 2212097 % o
W S SRSV HIF 23+ 2°C, Ff i AR NIM NaOHVA W A (pH 7..0) o FH30K MWCOJE,
I FXTWE TR UE /15 B8 R a4k K R 2 0 o L0 . 22umicd P8 2L P8 VA, HEE2°C E8C
MM AT, B2 %L I SEC-MALLS R 23 B K gt 1) 22 1 (1) 73+ E AR 70 &0 2 100kDa &2
350kDal) H friHE .

[0176]  F5-%Ak

[0177]  FE—ANsL38h , {F AR AL ES , AN & 20 SR AR b #2 R~ o L i5 2 1 2F 2
Wi, LUK 2 F 2 PR E 29100kDa 2 500kDa . [4] 2 N 2F 2% PA4 . Omg /mL < B I d2 IR~ 90 2%
P20, JELLL: v/ v b R SRR S 2/ IR B SR 2% ik (0. 5M NaHC03/0.05M Na2COs 22 M,
pH 8.6) J& & o M FEHE TR S0 IN<<0. 1 BE/R M &= TEMPO . Ik 8 N0 . 6 BE /R & 42 1. 08
IR M EHINCSKFF UG I L o K I MLV A WDAE 28 T B Rk 27N, b 5 18 I 3OKGER g i L Jl ik A
WE 32 DR 2B TG AR 22 0 o 45 24k 1) 22 Ml B I il 8 SN & s (I A 3-FR -2 F %
WE R (benziothiazolinone) i (MBTH) &) A2 Bl (ff A RCER I ) >k U 2 A AL (DO) »
[0178] £ 53— SRR, R I35 Y 1 2F 2 Bl KA LR 79 & P& K 29100k Da 22 500kDa [ 43
T A N PR IILIE R 1 2F 2 B JE DAL : v/ v B 2250 . 5M NaHC0s/0.05M Na2CO3%2 i
7 (pH 8.6) VR & o M BRI R B0 N0 . 6 BE IR & 5 1. 08 /R 24 & VA AR AEWE TR FINCS
I AR INZ10 . 1B R 24 B (VA SRAEWE Trh (1) TEMPO I Ji5 B35 AX, o 5 S0 VR 5 W78 25 33 S P b2
ZINESF I S A FH 3OKGER 376 L 1ok FHWE T2 38 SR 28 AL 75 AL 1 22 8 W 240 354k (1) 2 Bl 100 . 2
umid JE AR I 98, FRAEAE A AT T-4°C N 47

[0179]  JEAEPH 6.5.7.0.7.5518. OFKI T FR AN 22 Pl i St E4T T TEMPO/NCS A5 1 44,
o AE— TR AL SIS L 18 G0 E TR B AT FH T o L3R, AT 2k S B ek A4k o AE g — 2 5K
B, [ Ak K R I 22 0 B T A T A DR /1B R Al D IR

[0180]  sijifafs] 3: ML y5 2 1 2F A AL 2 W I G

[0181]  FE—ANSZIGH, (M) e BLZF 38 U8 N2 AL B AL ) L35 28 1 2F Z2 0 , AR 5 8 N0 . SMA 2
NP (pH 6.5) , ELZR0. IMP S 2 2% I P o [A1 I8 V0N T 56 BT R T 1 CRMu o7, 40 JEG TS
A5 TR AF 5 VAT A FIFRHCI BN NaOHA UG pHIE 5 426 . 8. 2 JG N N1 . 5EE R & 1)
NaCNBHs o 44 [ RVR A M/E % i (23°C) B dkE24/Me), FRAE3T CHEFE2 .5 R AR5, F1X0.9%
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R RE I BV A » 7 FH 288 IR 1 & WA A0 A S 2 () T 2 I« i s B2 (7] Ay
3/NE

[0182]  7F 5y —sL3G , [A] R BLZR 2R MR AL IR VS AL I HLyE 1L 1 2F , 48 5 VAN N0 . SMA R Bl 2%
MR (pH 6.5) , ELZ0. IMF) B 22 P T o 1R VA RS NS BT R [ CRMsr , FRATNIRTE A A
1M 3R A5 350 VA o [ A HC I B IN NaOHYE MUK pHIE 79 226 .8 Z JEIR N3 E /R [ & 11
NaCNBHs o 4 5 SR G )23 CHiFE 24/ M), FEAEST CHFEAS /NS SR f5 , FH1 X 0.9 % £h7KH
B I NLVR AW B FE » FIEE R 24 S0 E AL BINaBHLKG A S5 7 ) R L “Inme”™ o Jinig S Sz ()
HN3/NES .

[0183]  fE 5 —sL30Hh, ] R BLZS 28 IS AL VR LI L5 2L 1 2F , 7 5 CRMo i VR & o 15
TREWRT H HBR RIEAEAL0 . IMBEER BN 0 (pH 6.8) ', B % 5mg/mL I e & HE IR JE
8017 22, {3 FIRRHCT B NNaOHYA VBURFDH 17 556 . 8 o 2 S5 ¥R 3B /R 29 BENaCNBHs o 7 S ML IR 75
MITE23 CHiFE 24/ M), FFAE3T CHEFEAS/INI ARG , 1 X 0.9% $h KB RE I BLVR A4, LR
IR A A BINaBH K AR 5 (14 T 22 T o g s MBS ) 4 371N

[0184]  sEjiffl4: A2tk

[0185] i FH Sumich i€ 25 3k 8 e 1 ) BLVR A4, SR J5 18 FH 100K MWCOE B8 i 2iAt. . 15 5 A
FH1OmMBS IR £5/0.9% $h7K , pH 6. 0 PPIB IS G W) - SR G 1G4l I AW iE it 0 . 45/
0. 22umid JELR L PELLIRIG KR ER AW o

[0186]  sjifafs5: SAALSE

[0187]  fifi FITEMPO,/NCSHA Z S I 775 784 1 2F 22 1 o A1 B 1) e D A8 AL o ek T FNCS L4 A
ST &Rk K A 1 LTS 2 1 2F 2 B A AL 2 AN [F] 94840 5 (DO) 7K AR 2 7R A3 A [F 2
HERLR 2 1 A [ E RINCS X DO B2 MM Gl , 0. 5B /R M & & 2. 5 EE /R 4 & INCS H
T SEIN B ARAEA S G, AL SOSLAE 27N N SE R RN AE 2 /NI 5 AT L EE BIDORK) ik
B

[0188]  {fi FHTEMPO/NCSH I 2 WA I R AE 2 MG R 1 2F AW S5 RS TR 1.
{8 I Ath FHTEMPO,/NCSAA ZR 35 A 1) Jifi 9 K TR L3728 A1 ol Db AR j 1 — e R MR S5 A
S At 7 28 K B I 24 )44 5 T LS AL L 2F I 7 VA AH ) 5 SRR TR 4,

[0189] &1 : Jiili 8 BRIF ML 7B Y 1 2F-CRM1o7 4% 54
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[0190]
oMtk | 12F-84A | 12F-97B | 12F-147C | 12F-171D | 12F-177-6E | 12E-181F
FACI RN Y 2 2 4 2 2 2
AN (D.O) 12.0 6.0 9.6 12.0 11.5 115
’ﬁ;’fgﬁﬂg’ 80 71 70 89 86 86
# MALLS 5.3
(s Ak G 2 b 137 155 170 190 240 240
MW (kDa)

BH ik Lyo-CRM | Lyo-CRM | Lyo-CRM | Lyo-CRM | Lyo-CRM | Co-Lyo
BE s R

W R%) | 516 76.8 53.6 76.3 65.8 | 407
B/EEt 1.2 0.9 1.0 1.1 1.4 0.9
U E 24 10 17 20 23 14
gﬁ?gm; 2050 3000 3600 1500 2400 2100
[0191] 2. Jifi 28 BREA M5 78 3F-CRMuo7 2% &)
[0192]
AR Pn3-106-1 Pn3-106-4
Z HMALLS (Mw) kDa 430 430
Atk
AT A (hr) 2 2
D.0. 9.4 15
AR - 2 E T 55 65
22 SEC-MALLSTS B35 AL A HEMW (kDa) 340 360
RE
BAEMAER
B2 (%) 29.9 55.0
M-E A 0.7 1.6
Ui R () 43 b 21.0 30.0
£5SEC-MALLST3 2 f¥JMW (kDa) 2100 2600
[0193] &3 fiti 78 BRI LB 1 33F-CRMu97 2R 54
[0194]
ZE MR 33F-#55 33F-#63
ZHEMALLS (Mw) kDa 128kDa 150kDa
D.0. 20 5
i 92% 97%
W= 2 (%) 44% 68%
WAL 0.54 0.68
BRI E b <1% 1.10%
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JEEEA R <1% <1%

28 SEC-MALLS#3 21 Mw (kDa) 11160kDa 2730kDa

[0195] R4 i & BREA MLIE T 10AZE 5

[0196]

BEYHIR 10A-#77 | 10A-#78 | 10A-#85 | 10A-#88 | 10A-#89 | 10A-#103 | 10A-#104
gf,lj)g MALLS | s3gkDa | 538kDa | 538kDa | 538kDa | 538kDa | 509kDa | 509kDa
D.O. 79 24 12 6.9 10 11.3 5.7
PR 82% 90% 94% 88% 94% 94% 86%

Bl 7= 2 (%) 35 20 42 35 41 43 36
w-E A 0.53 0.33 0.73 0.7 0.95 0.6 0.45

T B R <1 20 4.6 1.6 5.7 <1 <1

TS B R <1% <1% <1% < 1% <1% <1% <1%
% SEC-MALLS , ,

S 3168 1639 4 3172 - 772

A M 1 390 117 3137 2855 4380 3772
[0197]  SEjiE 16« {8 B TEMPO/NCSAE AL 1 1 Pn— L35 784 1 2F-CRM197 2% & W) G 2 JE 1k
[0198]  ZEkR#ES&AE T [0 /0N B A I 5 I 375 Y 1 2F—CRMuo7 2% -4 W AF /1N BR HP (3% 3 78 75 I v

(OPA) Rt o fE RS 7~ AE A JE A7 R i) B A7 95 %6 B 15 X (7] (K OPARI AN (JLART P 35 28 Ay
(GMT)) ,iF B L5 L 1 2F-CRMuo7 28 4 ) LR 1 2F-97B 3 I8 2 WL R I A HZ &S M) R A 78
SRR H 2 S AR R b 5| R OPASIANY o 5 FH R LR 36 S AR I % BRZR A (171B) AL, HH
TEMPO-NCSA= ¢ 11 2% 5 ) 4 938 Do 1A B s o

[0199] &5 M5 7 1 2F-CRM197 23 A W1 4 928 Jii Pk

[0200]
AR/ & 0.001ug 0.0lug 0.lug
F LR Eh S A (171B) X HE 4 16 172
TEMPO/NCS# At (12F-97B) 40 417 880

[0201] S f3I7 - 751 WITEMPO/NCS [ 28 AL 7 A7AE T 38 FAE G 2 1) P— I35 284 1 2F ) 4 2
ML
[0202]  7EK6 7 7 H Pn— I V75 Y 1 2F G 2804k / 4% A 1 41 5 AL i o 368 3k 4 Ak & %) A G 22 2

TEMPO LA A AL AN AINCS P A AL 27 B S AL 7oK S AL 2 R AR ik o AE AL S o, SRBRTR
AT IN-EAL £ o C-6 A FR BE A S AR R L, JLBE 5 5 3 B2 11 (CRMueo) O AU IR 19
RS SR B 250 o

[0203]  sEjEf8 . Fa 8 MELL 3%
[0204] i s 6 AR A0 AR R 25510 -5 FH TEMPO/NCS AL A B 83 & Wit Fa s Tk (£ 25

C) L E (B W) 2B B Pn—1 2F 2 1 A S0 AR i 28 5 0 2 AR SEARR 2 1) I TR
X T e A R R SR A P L2 M I A P R 28 15 4 5 .25 °C T WL B T 2 R ) 3
T A 5, {8 FITEMPO,/NCS A P— 1 2F 2 888 1 fl] 46 (¥ B 28 15 P AE ALK 2 A1 AR R I HE o i
TN SR

30



1/7 3¢

BR £ M

j

Ny

CN 104870463 B

deyn

ey

&
S
B S
\\\\\\\%\\\\\\‘;

)

BE

g TR o TR
X . ok . &xm\.\m\m

o

31

K1



CN 104870463 B

i B B M

2/7 1

CS

(o) HHE

K2

32

25

1.6



3/7T 1

arn)
e

Bg B

i\

CN 104870463 B

ix&k{,ﬁw

o

oy,

i

K3

33



4/7 3

B B M

j

Ny

CN 104870463 B

s

72,
Yo
2%
i,

“r,
i,
Ry,
i, i
ke, =
(LD

4

34

K4



5/7 1

B B M

i3

CN 104870463 B

u

K5

35



6/7 L

B B M

i\

CN 104870463 B

GEH WA B Z a1 W

B

- HHEM T
WHEMEE 1.
SN &

LN 2 AT R

oV B

K6

36



/TR

M

iR

i\

CN 104870463 B

- (OdIWAL)FE AT Pt - -

K7

37



