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L. ¥R97 A R M HEX B — Pl R REAS 2 I 52 (W 51 ik i i e %52
R VLA-4 254 8 A, Fobt A 5 0 A I R0 B0U00 2 DAYR 7 B 58993 JL i 4 BT ik 56 —
FRFRITEIZ 2R R R IEBE ST K-, BTk VLA-4 45688 Bt 220 — K.

2. BORELSR 1 (W53, Jerp Tl ) N AS R AL HEAR T TI0E [ WK

3. BURVESR 1 77325, orp BTl Js AN R A B — k) 5 |6 1 ) S st B — ik
TR AR 52 1B PE Yo

4. BURVEESR 1 (7530, JLrp BT ads 98 PRSI XS BT 28 — PRl S 7E 2 3238038 3697 B X
N

5. BUFIEESR 1 7732, Hrp TR 38 — Atk B - T SIS HORIK /R ES R I
KA AT ) BB I | S e TR [ F A 38 VB RIS | DL A TNF F5 55

6. BRIER 1 B, Hoh P 2 i gl it ik s —Fhilf = b 6 A~ H.

7. BRI 1Rk, Horb Bk it ] VLA-4 G54 85 AN T BTk o — il 0 i 5 v
RS2 MH.

8. BANER 1 i, Hh ik i F R — i VLA g5 Az aie b 34~ H
At P 5 — Al

9. BRER 1 5, Hh ik i 7R3 — i VLA-4 856 S 2 A i 2 J5 A it
T TR S — il

10, BURESR |57, A FE 45 5238 3 1 EDSS Par it ke,

L1 BOREESR 1 1) 53, Forh ik 52 383 2 /i R 12 W S8 22 o MR 1 o i A VLA—4
SiEEH.

12. BURVEESK 1953, Hodp Brik VLA-4 Z5 & 8 A2 VLA-4 2559014,

13. BURVER 12 (7515, Horp BTid VLA-4 255 HiRH] VLA-4 5 VCAM-1 FHEA/EH] .

14, BURIESKR 13 0732, Hoh Brid VLA-4 g5 55k /D454 VLA-4 ) o .

15, BURE SR 12 (#7772, Horp Tk VLA-4 454 Bk 2 IR A 2k s i

16. BRI E Sk 12 197736, Hodp BTk VLA-4 45 &30k 5 1P1/2 s IR 2R s P 7w 5 5 &
VLA-4,

17. BUREESR 12 ()51, Hrp iTik VLA-4 45 &Pk = APuiksl Nk Hiik

18. BUFIEESR | /777, Hp Brid 2l a8 i A 2 R i AL | JR R — Wil A
(PP) 2 A MEfAk 4k & — Wik 2 22 e MEREAL BTk 52 e I 22 R A

19. AR ZESR 1 53, Hrh rid 2 i X E pEF ik 2 5 VLA-A g5 & & B, B R
200-400mg .

20. VISR F T, IR 2 iR E A MS HETHE B T 203 M HEUL T —
BRZ PR : () 2/b—E R (b) HILH MRT BEaR A3 05  F (¢) FATHERRE (EDSS) ,
BTk 77 1 B FE R Z A2 3R 3 1 A VLA-4 B PR EIL VLA-4 856 F B, S0 A = i A 1 1)
FHAE R LLRTT MS, A T35 B %2 R R L BE YT KT, B VLA-4 ST
Mt FH 22 /b — Ko
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BT B " EREL

[0001] 7 13 42 7 [ il 200580046885, 8 )43 % i, % BF & T 2005 4E 11 H 18 H LA
[ s B35 5 PCT/US2005/042052 $248, T 2007 4F 7 H 19 HiE A H E BB, A7 =%
T 5EEE SR AR

[0002]  AHOCHIIE

[0003]  AHIIEE K 2004 4F 11 H 19 H2ACH) 3L BRI H1E 60/629, 700 [FIACH], i% HiE
BILGIANRIANEN S

EEEA

[0004] £ KM F 4k (multiple sclerosis,MS) #& & % WL W F AKX #2495 TR 2
—. HEr&tAuENAET 2 500,000 AEBH NS, THE B FZMF (copaxone)
EHWESMMSHTEPT EBENENESRRITE. T B 7 vl LLEMS &
Z W B Kk B AL 32-33%(Jacobs et al.,Ann Neurol. 39:285-94, 1996; 2 & I
Neurology43:641-643, 1993) .

[0005] & BAIA

[0006] A BH I T, BRI HET, LR RIL VLA-4 PEWTF I, W1 VLA 45550k
WM ER BT (natalizumab) J7V2R] DLze 44 S 97 B ET Oy y7 il 2 & 1 40 55 58 1
P R . B ML, A AR Ath 2R B BT — 2 MS R AR K K EE , iK1 R 3 A
AR UE SE X AE 56 VR 7 V9 a0 78 25 B AR 27 5 U AR SR TR B TR A 2
(inadequate response) . FHMHE, A B —AT5 W M IRTT 2 RE WA K2R E 7,
FTik 52 R BH R (inflammatory disorder), 3 H A —HFGyT , a5 —FR 7
(agent) , B ANASLFTIRAF, Bl anTFH0E B RIMA RNA L o JITid 2 P ml LU, MS.
FRPRBHERTT R RYEM % (inflammatory bowel disease) ERARAVELLBEIRIE . Frid
JiEAHE, X2 R E A VLA-4 45468 8 (VLA-4binding protein), f5l 41 VLA-4 &5 40
& (VLA-4binding antibody) , il QiR Ak st Ho it H 2 A5t FH IR [R] 2 BL- S B0A 9T ik Pk
Fio M —FRF (BT IRE B) EZZIRE RN AR AEIRTT ACTEE, Tk VIA-4 855
B E, W VLA-4 2555tk (Ban A ZR R0 ) , W] LU 22—k, filan 2271 2, 3, 4, 5 IR Ek
BEZ K. (BRAEFIMEH, VLA-4 G5 EBU0R, LI IBAbER B BT, 2 A8 ST i P st 77
W LA-4 g5 A . FFE, BRAE S AN B, JUE R 2 Rk ML )

[0007]  TE—NSEHE 7 &, FEA A S —F G (Bln+FHesE B) s LT, VLA4
giG A, Bl VLA g A PR (W is b gk b ) FFeL 2 2 A4 B, fi & b
4,8,12,24, 8% 48 M H.,

[0008]  TE—ANSi 7 S, AEXTA SR E B — R VLA-4 g5 &8 8, i VLA-4 25551
& (B ABER S PT ) 2 J , ANt BT Il o — oy s, 0 an s — il n) (a4 B) .
PES— L7 20, i VLA-4 25 G585, W VLA-4 55 5uik (BanIRab 2R 1) , SRAUEE
JtFH 58— R (s B) .

[0009] [ JNAS W] LU, B0 SONAR T A SCHTR TUE K o SR AN A& A AT DA H 3 —
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J70 AN —FhidF) (BnHHis B8) SIRMEI RN (adverse reaction) BRANIY 52 KMV
AN 2 1 Y.

[0010]  fE—ANSEJt 7 e, Pridk 32 i 250 O — R v, ) an o8 —aalsn) (4 an+-
WE B) Wi 720 34 H, iz e, 12,18, 824 4 H.

[0011]  FE—ANSE 5 &, Pk 52 4R 3 P2 W g S50 15 T MS S50 , 1 AR it FH VLA-4
g e, Bl VLA-4 g5 G huik (A RAER BP0 )

[0012]  7E—HUsijti Jy &, ik 52 iR 7R3 — R0 VLA-4 g5 &8 A, a0 VLA-4 85550
& (BB R T ) 2 /r, A2 1A H w2, 3,4, 5,6, 12, 824 A~ H KA B
ARG (FlnTHE B) .

[0013] 7RSIty &, Bk se il F AR5 — 0 VLA-4 568 A, B0 VLA-4 85551
& (B BR 5T ) 2 AT 6 B, Bl 4, 2 801 AW, 8L 6, 5,4, 3, 2 B 1 R, it B
RG] (TR B) .

[0014]  FE—ASEJtT7 0, Prik 2 il & 7230 — X H VLA-4 455 8 A, Bl VLA-4 &5
Foik (Bl ER st ) (193 AN H A, BN 6, 12, 18, 24, 30 5 36 AN A, A il F K FT 408
(mitoxantrone) MM  FA AU TR 2 Tt MR PEE 8 B, FF R

[0015]  7E— AL 7 T, ik 52 1R & 2 AE 52 1, B A e 7 16, 18, 19, 20, 24, 5%,
30 % B K2 RE « W, PriR ik HEFW N 19-556 & o Pk 2 ik & v L s 51 .
[o016]  7E—ASEHti 7 &, rid 2 ik & B A EK (relapsing) it 5Kk (remitting)
ZRMMEAL. 155 —SEili 7 B, Frd 52 & B8k kR 2 R M fE4k (chronic
progressive multiple sclerosis), #l Ul JR & — WA (primary—progressive, PP), 4%
K-S (secondary progressive), BiHTESE KA (progressive relapsing) 2 & Mff
.

[0017]  fE— AL T S, Pk 2838 B R, 91 MS, 12505 A2 FH A — T i,
B —FGR (BlaTHeE B) WITIHEAR (refractory) SR

[0018] 7 — /N SZ i 7 £, BT iR VLA &5 & A & VLA-4 &5 & B ik, B
1gG1, 1gG2, 1gG3, B 18G4 Kbk, FrkHiikiE s £ AMAMN (effectively human),
A (human) BRAYEAL (humanized) TR, Frid VLA-4 g5 GHUMART#H] VLA-4 5 OCHE
(cognate) FELAE, U1 VCAM-1 WAHEAER o« JITiA VLA-4 g5 GHiA 2 /D454 VLA-4 1) o E,
WEE S o 4 WEERIBANX o 10, Tk VLA-4 45 AFK RS VLA-4 o 8% 03847 B (41 Bl
5 B2) . JITik VLA-4 G5 & Huikn] LU IR AR R 4T HP1/ 2 sUASC T iR 55— Fh VLA-4 45 5451
R FE g4 G VLA-4, BLRA 5 FIRPUAES N VLA-4 g5 53R A . TEIESET £, ik
VLA-4 g5 & it AR bt , BB FE IR BR BP0 FBE W] AR X AR BE ] AR X .

[0019]  BTIR S — M ids, B s — R kR mr Lo Ay CEGR)) , 9l n A 802 )74
MEE, TR AL &9, Frid s — il e iiE B, flinTi%E B -1a,
%40 AVONEX ® (THL%F B-la) B Rebif ® (T#L3 B-la), B BETASERON® ( THL %=
B —1b) o ATl s — Xt T LLE KRR 241 (undefined sequence) IR H, B WIE & 2
FER I BEALAL R D, 19 S FRHE KKK (glatiramer acetate) s

[0020]  #F—ANSEJt 77 &, Pk VLA-4 45 & B O, B an VLA-4 &5 & Btk () an 8 fih
BREPL) B A R 2, & USEIRRE H — ok Cand: Y — k) it FH 29 50-600mg ( 414
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200-400mg, 1] 41y 300mg, WL #fk (IV) w@AmEH ) FrAs i AV H RS i) 22 80% (AL
1% 90%, 95%, 100%, 110% B 5 = ) K Fo 51, Brik VLA-4 g5 & Puik e H — &k IV S id 4
50-600mg ( a2y 200-400mg, #1412y 300mg) o {F 5 — L4, VLA-4 G5 GHitA R T (SC) 15t
25-300mg ( 41 50-150mg, i 41y 75mg) , B Gt — &l —K, — PP R B Ji— Ko

[0021]  FE—LESTjt 7 S, Pk VLA-4 2568, 40 VLA-4 45550k (4 dn A3 4th 2k
PU) AT IR AR FELCL N — B 2 M e R EEH a) FRIKE &A™ EE ;b) L1 EDSS (4%
PR DR R AR ) 50T s¢) PR EDSS 4340 (lansE 2 /b 6 A H  —F ek AR TR Y
AT 131, 5.2.2. 5.8 3 BL b ) sd) DB Gd+ $ 4 AL E se) Jk/b By Gd+ 5
PRI I SR £) 9D Gd+ I AR Y K. VLA-4 455 & (B L bR 55951 ) , T LU
MZAFE (multiple doses) HFHZBETER/D 3.6.80 9 /N H, BAE 1.2.3 G W 4E R AN
R AR KB S

[0022]  7F—SES 7 R, AP A2k A B2 VLA-4 g e (Bl BBk BH ) 2
Ja R NIRRT VRO . Bk N AT DR — B2 R AS R 206 T8 97 A 20 IR R T b
s H B Fabr, 1 EDSS 43250 MRT 4 s B R IR B R BB KB 2 R L
4 IhEE (multiple sclerosis functional composite, MSFC):; £ & Mfib A iE i &I &
(multiple sclerosis quality of life inventory,MSQLI) . ATiR32i&X & W] LALESL VR TT
77 % MIE] (during a regimen) HIANIRII [R] AUREAT W45 £E—ANSEHETT S, R BTk %2
REWTIELEWPHE (B, /2 BB G )

[0023]  J3—J7 [, AW K —FiifsT A R (B 2 R ) K528 (i
NEZRE ) 5. Ik JriF s, e 5 — ke 2 Ml A 2 (i
A PAFIHMETR I MS) BIS2F, X iR 2 i 3 i VLA-4 456 & H, il 1 VLA-4 45651
P (Rl an HS AR BT ) it FH R0 it B TR) 2 O DR ik e o 88— Pon) (41
7 B) MR E AWK TRIT K, ik VLA-4 255 & A, il VLA-4 25535tk (11
WA AR AT ), W LUME A 25/ 1V, B a2, 3,4, 5 BUE £ 0K

[0024]  TE— Sl 7 SR, Frid ik B F5 1 e ik 523808 2 5 A 3 — PR (4
T B) MIARER (a2 Ml ) o 78— ANSE 7 22, 1 8 5 A2 15 HE VA AL VT
PR — P (BT B) 9T RN, B AN vEO A SRR s i, B4 T i 524
TR PTIR VG TT RIS B TIUE 1) N A P 8 Pl 52 1838 2 15 A 3 — Rk (Hin+
Pz B) MR (FanMS) .

[0025]  JI i Jy 2 ] A KR A SCREIA A AT H B St Ty R o

[0026] 571, A S0 K yT A RUESm (Bln2 ki) K2l (A
TR ) Wk Pl kAL ss , if e I id 52 38 X6 88 — P, 4 A S50 (fHAS
s VLA-4 g5 5 (BB BR RS0 ) ) G721 AR K BIPUE RN (i APk
N ) BRI, B A R I H Bl R N BN BRI 52 R Bk e 2 (5 Tk o ik T i s, 78 ik
AR X PR IETT AR BITE (1) SN 7KF BRI H 1) S R BN R I 52 1) BROGTE 352 I 5
PRI, X BTk 52 iR F i VLA-4 2588 CHan AR st ) , ot A B it H B[R] 2 LA
ORI R . ARG (BT IRE B) RS2 IR R R AL TR TT KB, ik
VLA-4 5580 (HIaRhERpsr ) , v LUt 20 1k, fling /b 2,3, 4,5 s 2 K.
[0027]  JIridk 75 V2534 W] A G AR SCREIR A TAn] FL R S 7 5%
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[0028]  Gj—J7 I, A0 Kaayr e RUEpm (Blin2 ki) K2l (ol A2k
ZARE ) W7 ik 7 R4S, XS 2 — i), A an A ST iAGR) ((HANAE VLA-4 &5
HHEE (HAIBMER RS0 )) BRI RIS BIPOE RN (AR SCHTR OV ) BI7KF, B3k
I HE R SN BAS B 52 6 s eV AR A2 B 2R . TR 7 TR, 2E TR 52 AR X B
RIGTT AIE BIIUE (1) SN 7K BRI H R SR BAS BT 52 (1) BG4 52 B85 1 I, 6F
RS2 AR VLA-4 55 5 (B AR Ahek st ) , JF it FH 8 Rt P e ) 2 DA 307 iR
Wio HH—FRAF (FTIE B) EZZIRE RN KL TIHIT AT, Frik VLA-4 454
B (B ER syt ), v DU 2/ 1, g 2, 3,4, 5 sEZ K.

[0020]  FTik 75 3 ] A48 A SCHEIR AT g st T & .

[0030] 57, A S0 KT A RN (B2 ki) K52k (i Ak
ZRE ) Wk TR ikasE, SR 2l i VLA-4 g5 650 (B hek Bt )
HL it P At P I )2 LS BRI I o TR 523838 1T LU, X 58—k, 46 an A% SOy
AR (EAR VLA-4 S5 50 (BB ER R0 ) M 7y KISR0 1 RN (A
SCHTR R ) (7K, BRI H B R S BCAS BRI 52 I Bk eV 2 s MR 2 il . 5 —
FRAF (B TH0EE B) fE %2R E RN RALT¥RT7 AT, Bk VLA-4 5680 (Fl
AR ) , v LU 2220 1R, il s> 2,3, 4, 5 BUE 2 1K

[0031]  Frik 75 13 ] A8 A SCRAIR T AT F e st 7 &6

[0032]  Gj— D70, A0 Kaadr B RUEm (Bln2 ki) K2l (A
ZRFE ) WITE Pk I iEAss, AR 5218 A 5 —Asn) (s B, HvE
BT 523838 X3 — R A (T4 E B) ¥ RN (B SCATIR RN ) o« ATk 751k
M ALEE, 8T IR 524835 %0 P 097 A IE BT 1 5 B K B B HH ) s A AN BE TR 52 1)
B VRS2 HEF TR I, X TR 32183 W ] VIA-4 454 (Bl tn IRt Bk 2t ) , L A =
it FH I 1B) 2 DU BUAIT IR o 50— M) (403 B) iz il& Am R TA
7 AT, BTk VLA-4 g5-& 80 (iR gt ) , v LU 2220 1k, wlanz /b 2, 3,4, 5
[0033]  FTIk 75 VA3 n] A4S A SCREIR AT g st T & .

[0034] Y — 7T, A SCH RATRIT 2R (B AR E ) RN (B2 kM
1) WIVRTT B AL AT VRN B v BT 7 VARG, 3B 06 58 — 5], 1 A A S AT iR il )
(HASZ VLA-4 g5 58 (BB ER B30 ) ) BIIEIT RIS BN FUE 1 RN (a0 A< SCHTIA I
R ) 7K BRI B S Y BAS BEITY 52 (1 B OCIE 8 2 B e 2183 . TR 2 i3 2,
ARG (R E B) R R AR T30 77 AT, Bl S #2532 ik VLA-4 &
GEA (BB dt ) £ 1K, BlinEb 2,3, 4,5 BCE ZIREIZIRE . b 7ikid
05, #E R VLA-4 g5 G 8 E (BT ER R0 ) I7 IR Y. (AN AR SC R IR | 3, 49 i1 5
IR BRI RN A R SE) BIKE

[0035]  FTik 75 3 ] A S A SCREIR T AT F e s T &

[0036] 55— 5 THl, A SCH6 KO BB 2 R AL 1 2R 3 BEAT WY I T, iR 52 i
CHTE B W 7 — B, & 3 A He AN H9MH B ED—4F, AL
TBEZMER (@) 20— RE K, (b) HILHK MR 358 B 83405, A1 (c) AT MR %E
(progression of disability) (EDSS) o ik /7y, X T id 52 i # i FH VLA-4 2558 1,

6
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U VLA-4 5GH0ik (A an IR Ah BR bt ), FL A = R0t FH N 1R) 2 L S BUR T2« 2458
— A (EITLER B) R E RN ARAL T KN, ik VLA-4 5688, 40
VLA-4 i G hitk (BB ek 4t ) , vl LA 20 1k, Bl 2 /b 2,3, 4, 5 BiE 2R
[0037]  JTik Jy 3 AT A8 A SCREIR B AT F e St T &

[0038] 55— 5 I, A & BH ISR AR AE TAE oo (4 an s 7 e 8O Bk 2 (Financial
decision)) WJiik. BTk 7 ikAass

[0039]  A:pliElds Sz ¢ T2 — AR (BlanTH03 B) Iy 52 ula RRm (Bl 2 kv
AL ) BN (B AAS SRR e ) 945 5L (9 g 52 ]l A SC iR 7 v AE U O R 5
FH

[0040] ARG BAEH YoE, BInTES —A1T RS (First course of action) FIZE—
AT R iHFE (second course of action) Z [AI/EH IEFE.

[0041]  FEARESLE 7 S b, ik v B4, ¥ ik 5 B 5 bR g AT Lo A, FH AR T ik 5
5 PFTAPRAER X RAEH g B, Jrd (5 5 nT O Ros RVl RetE (1ikelihood of
response) HHEEHEATE (other term), {IriR{E B E AR HA H 1L € 15 ridbr
YR RTINS 451 40 >4 P SR TE AR FOR T2 AR, EFE 58— AT AR, 2 rd 3k
FNTZHERVEN, LR AT AU . 1T AR (course of action) 7L, 7 andfit
AR LIRSS BOGTT, 140 VLA-4 255 s 8 (Flan B BR B51) , 834 (paying for) BiA
ARG BERT CHWBABR ST ) KAE a4

[0042]  FEARILSEIE T S0, Tk 28 —AT AR, B sl A 58 — AN 2y s 7 RS,
M VLA-4 g5 &0 (BIaB b ER 50 ) FATIEIT, Frid sl AT hik e B i s ue AN %2
PR iaT AR TR VR TT o

[0043]  FEYLIESEHE J7 &, 38 —AT M FR AL G Bk T BRI E L B Bt ek SO AT R R4 52 K
B IIRSS BRI, Bl VLA-4 25588 (BB AhER 5o bt ) UEAT B3R TT, 35 AT A A
FE BT BB 4 ST R R 4A 52 1R A IR SS BIRIT BN, SCAT B IR B 7 2 FH I SE R (anbs
B R (caregiver) UM SEAR BUIRES 20 w) B & SEAR ), AT DU AR S iR Ty
ERE R, kg 1N (party) , BlAnER 17 BT iR 218 8 3 DL Hofd S 35 N, 215 $R it
25 P B IO IRSS B T AT B o il 28— Fhs Ak CAnRBS A=) ), AT DAA FH AR SC Tk
TNERE R, ko 20 E N BE AP EREUCER B, Ml S &2 w5 =T (S awE
M55 BE R JEE T B R ) ISR BB RS BATT .

[0044] EX

[0045] A CH, “ RN A E (inadequate response) ” & TR, M 38 B0A &5 11k K
N RVl RIA 307 A 2 80 AR 52 1 8RR 32 s M R NV 25007 A2 W] LA
A&, ABEIE B S — ARG T P P0E B R VKo 75 MS BAE SOL A, 1 20 AS 2wl B
L IELL T —B 2 AN 5 1, ANEERILH 252 10%. 20%- 30%. 40%- 50% BY, 51 A FE B [ FRAE :—
BN TR IR R (i, AHE ThRdE T &, 0 anya 7 ari — BN R B R %) s B R E™
AL SEDDS 7325 A MRT- B s R 44 & AR BBl 4 A s BRA SO iR B 240, ANBETR
B EEPE R DL, B — i 1 3 BN B ST A R0 T SO DU A R —
(YR SN o AN BRI 52 (1) B GV 42 52 1) 35 PR 16 S 49 w] LA FE , 440 8O 2h 5 (hepatic
injury or dysfunction) ;JPEAZA W (severe allergic reaction) JEEHF (severe

7



CN 103169965 A OB B 6/21 T

depression) BXH H AX4EVE (suicidal ideation) it/ )V (anaphylaxis) « B 5 547
I o ASCITIR T ] LI DX R F g PN I R AT/ 8O R .

[0046]  7E—ANSEHt 77 2T, ik 52 i SR A — M VR VR B MS, 40, 2 Tl R Xt
LI R R AN B R P, BT IR 32 iR B2 5 — M7 iR e AR R IR I PR ] 32 I B
GRS B2 5 PP i AR IS (Bl S AN P G

[0047]  f5i] G X MIS 17 55 BF X BB — BRI FRIE 97 B e S N KPR AR LR — B Z b
a) — BRI (3 A H6 A H9O DA EL2ESFEAFES T KM ), 5 KKK
fi& 22 b 10%, 20%, 30%, 40%, 50%, 60%, ] 415 2 2 {H AH L sb) & & 1™ &= 72 & R K &2 D
10%, 20%, 30%, 40%, 50%, 60% ;c) [ 1k EDSS 433 1 ;d) F&A% EDSS 43 % ( 7Efan % /b 6 4>
H LA B S KIS R P, B A T 0. 50141, 5.2.2.5 50 3 A LA F ) se) s/ B diAn
Gd+ #5349 ) 5, 9w L B 4% 2 25 502D 22 /0 10%, 20%, 30%, 40%, 50%, 60%. #1275 41
A] DL, 480 il 52 8 3 S A8 ST R T F AR AU [R) B DL Y R B I 3 B4 25, BB TEA
s 09T B ARSI 9T B G0, Ab TR S B B AR 0 7 R R AR AL ) 2R T
(K7 25350 ) Fraidn (a0 Gd+ $i4h ) H IR ERFEAR, ) an b 4 th IR S B 2 />
10%, 20%, 30%, 40%, 50%, 60%. Fr4ii 4 HHLAE 2250 W] LU, Bl 082 7 561097 M TR 52 1
TR IR, B AE AN 52 16T B S AR ST 1R T B 0 5 AL T AH A B B s 7 R
ALY 528 & T A P 3 B s A @) kDA AR Can Gd+ i AR ) (997K, il
SRS KRS . S0 AR KK 220 0] LU, B8 2 48 55697 BT id
ZARE P Gd+ 110 AR B K, B AR AR I8 T B AR Se iR T BTG D0, Ab A
[ B Bl R P B AR FE AR AL 2 1 Tt A a8 K.

[0048]  FE—NSEHE T =, TR 2 ik # A R A 3% (breakthrough patient), B, 7EH
Mk RAR R — B (b 34 H6 A HV9 A A BER ) BE, AL
NN R EE (@) 2O E K (b) IR MRT MR B 5i4% H0 () AT
B (EDSS) .

[0049]  7E— NSl 7 S, Frid 2 il 3 A8 3 — Ry iR T I — Bend [ g ()
WAE 6D H9MN A2 34 F 8 H KR W), 8k R KA 2
40%, 30%, 25%, 20%, 15%, 10%, 5%. 7E—LE52 i 77 S, ik 5218 76 VLA-4 &5 &7 (i
i VLA-4 g5&9ith (B ERRPL )) Hah)E, 76— B P (e 6 A~ H .9 4 H.
1 AE 2 4F 3 AE A FE R KN TR Y ) » B2 R R IR 220 40%, 45%, 50%, 60%, 65%, 70% B 5 % ,
[0050]  7E—ANSEHt T Y, BTk 52 il A — A 7iia v i — BN A iy (B ande 6 4 H .
9N H T2 3 A FBCEAINTA N ), Bt (anGd+ 85 T2 5K J1id 9 8 (hypertense)
40 ) B ARELE N 7K T A E) 50%, 40%, 30%, 25%, 20%, 15%, 10%, 5%, 1FE L850l 7 %
W, TR 2 7E VLA-4 25 53577 (CAniti A VLA-4 g &30k (B fhek 240 )) o6
Ja, CE— BT (IanfE 6 N9 AN H L2 4F 3 4F 4 F s R K [R)  ) , Brdiids (4o
Gd+ BY T2 5k ik s 44 ) s AR ] CLY s 222 50%, 60%, 65%, 70%, 80% BX H £ .
[0051]  RIE “YAy7 7 LEASCHFRIATIRYY, Hig T & 3657 78 (Blan 25 & ) A/
B T B (U 5@ ) 80T LA 80035 50 s IR | B B 1 b B2 5 s ELE
RERRE R o 3X AT LLZRIR A , 9 4 B 53 sl HERE AR AT O (R 2 8 iy edead , 49 dn efeddl 31 LAy g ot 2
2 PR R B B AR S AR N 3 mT ARSI B KRR T . A Rl A AT S A X
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A LK SZ AR A R 22 Bl O, 10 T RIS Y. T 52 3808 AT I . B 15 B 82 15 3 5R
LR R A2 ¥, 16T ] DAAE U0 2 38 B 2 1) 2 38 D7 1 B 95 i Bl LR
SRS I (deterioration) .

[0052]  AiE “AEWR” RFe R T E AT AN ERIE ST b, AR 2 2 b
10, 20, 30, 40, 50 Bk 100 N FEBIEIEK

[0053]  “VLA-4 55357 /2 f 5 VLA-4 BERER AL/ T 10°M 18 Kd 454 TR 54
— ] VLA-4 545002 VLA-4 G568, Bl VLA-4 g5 &duik, Wil fh 2k fht.

[0054]  “VLA-4 $5HUH 7 &H8, 22 /D& 70 Ml VLA-4 FEIC S A g 1t T2 VIA-4 BEHK
HARSGTEESE SAEEE M (el VLA-4 A FHME S EE) ) AT &Y. )
1, VLA-4 550 0] VLA-4 5 HOCBE A (440 VCAM-1 ¢4 Rk i A ) B S 4 ok
FEPUR ST (4T3 H (fibronectin) BUEHEEH (osteopontin)) (456 . HLAYK] VLA-4 F5
BUFI T 454 VLA—4 8% VLA-4 BAk (64 VCAM-1) B 4T % 8 1 BB 8 1 25 M A 35 0 43
5 VLA-4 5451 VLA BEHIRIWT LS o 4 WIERT / 5 B 1 WAL A . VLA F5bistnl L
5EARE a4 WEMERED (M a4B7) SREAHE Bl FEKEDYE S, VLA-41
HIA A LY VLA-4 505 VLA-4 FAAR LN T 10°.107.107°,107° 5% 107"°M ) Kd 54,

[0055]  ASCRARE“HUA” 25, AR — M uEskEa AR (Flandg it EakE a
A AR X B g 2R A ] AR X A R 2 BB R4 ) R A . i, PriAv A FEERE () nAR
X (AL 4EE A VH) FUERsE (L) A2 (ARSCH4a5E A VL) o 485 — 6, JrikafEp4
EHE (H) PR AR (L) AR X ARE Pk s bR bR g5 & h B (st
Pk Fab F Bt Fab' ), WBFd B Fyv B dAD B ) LA Se Bk, il an5e 3 B
RIEAEHURA (intact) SRR, 4 TgA, 166, 1gE, 1gD, TeM 28 ( HTK ) . HpEsk
B H AR LU kappa (x ) BY lambda (M) &Y. 76— ST B0, PLE AR DLA. $i
AT CLTEDUAA — MO 4 B v AT/ BORMA N 5 B 40 BB 05 1t T R Dh e, BUE W] LAAE
IR BB R T TG T e

[0056]  VH I VL X 3& 7] LAk — 20 40 43 oA, B B2 A8 e 1 1 DX CFR “ B b o e X7,
“CDR™) , He[a] [a) B T A& AR 57 B X (FR “HEZRIX”, FR) o #54™ FR F1%&> CDR B4 5 &
2GS E (DL Kabat, E. A., et al. (1991) Sqeuences of Proteins of Immunological
Interest, Fifth Edition, US Department of Health and Human Services, NIH
Publication No.91-3242:and Chothia, C. et al. (1987) J. Mol. Biol. 196:901-917) » A
KH Kabat [F$g52 . B> VH R VL 3@ 5 =~ CDR FIPYA™ FR 28 1, ‘B AT A2 FE o R 2
s 4 W LR U+E47) (FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4.

[0057]  “HyErker X7 2R, RERRE 751l 2 X SEE X X . e Bk H Xl
BEMWAD B-rE (EMHFHA T B B F— IR ikl (W41 A F. Williams
and A.N.Barclay1988Ann. Rev Tmmunol. 6:381-405).

[0058]  AICHY, “ S BRER AW AR X P17 AR, W] T ke e R a1 W] AR X S A IRz SR R
JEA o 0, Bk e A1) n] AL AR R AR AT AR X 143 80 o 2 R IR e 41 o A5 an, Pt e 1) ] 45 s
1A 2 AN B A N- il C- I 2 R N A2 FE R, P A 46— Bl 22 4 A\ BUBIUA I FR) AR i 2
FEMR, s AT ARSI e S . AT B, S e Bk E R AR XA 2 kAT BL S
—HEIREE R X PG G, TERALE G Gk (B PURGE G AL ) il VLA-4 AH A
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TEFHEIE5H .

[0059]  HifAfy VH B VL BEid n] LA HE R 1E E X s e e DX K A8 8l 4, Lo e
R B A BB . AR NS TT S, B R B WA S BR AR R 4% A
PEEREE AV RREM VY SRR S Bk (R R ] DL T A . SEREE T X — AL
—AMEE X (CHL, CH2 I CH3. ARHEfE & X — M df CL X . EREARRER AR X A8 551
JEAHEAE 456 X o PriRta e X —B A bk 58 RAN 7 (AR 2R 2 M
H ANV ) e BAMA RSB —F sy (Cla)) B4

[0060]  HLiAM—BRZ AN AT A A AAB IS . 40, —BZ A mT AR X a] BLA AL
B AL . T, — B £ AN CDR, 5] 4 HC CDRL, HC CDR2, HC CDR3, LC CDRI1, LC CDR2, A1LC
CDR3 A LA AAK.. FF—428% CDR W LA AAK. HC CDR3 A LA AAL. —BREZMHESL X AT LLAAL,
#1401 HC B LC 1) FR1, FR2, FR3, F1FR4. 7E—ANSEHt 7 &M, Fra HESR X #2248 A4k, 191 an s
BRI GH 451 40 2 i S e R R 10 I 40 M Bl Ak i 40 i . 7 — AN S22, AL
IE LRI &R (germline) JP41), U0 AP R LR F b 1 P41 e — B AMEE X AT DA H
BB AIEAL . AE 57— St 5 Z 7, HEZRIX. (1 FR1, FR2, F1 FR3 —i2, ok FR1, FR2, FR3,
FFRA —42 ) 1% /b 70, 75, 80, 85, 90, 92, 95, B 98% BAELAHL AR LLAAL A LB
P4k, 40, FR1, FR2, A1 FR3 —#&H] LLF /b 70, 75, 80, 85, 90, 92, 95, 98, B{ 99% 5t A K
P ER T B m S 1 7 5 AR R .

[0061]  “HHNAN” RREIKE AT XIS, A LW AR M AWHER 2 IR A B R 7E
I NAR W ABUR S NE R Az BREE E AR X . “HMAN” Pidhe, 50 LB HEMA
ACHE R 2 LR A L PR T AN 1E B A IO 50 % V.2 BRI AR

[0062]  “ ANAL” ek H W] AR X 2, & i T BUS 2 X L AR 1 72 X AE N A F i
A 55 G B IR S e BR AR A AT AR X, W L 2 A A R A R I A A HE S S B R A
B PRI 2 A B 3R A 1 AT AR A IR 5 AR AR e N g . 0 NIRAL” Sz sk 8 1
AFE 25 EH EH) 6, 407, 213 F1 5, 693, 762, 7E— Lo b, AL F s Bk & (AW LA7E—
BEZMER LR BRI ANAER.

[0063]  HLAARM A E B 2 AT LA HH SR B A 11 58 R BT B it o A SR Be 3k 2 1 2 1R 49 2
# kappa, lambda, alpha (IgAl Fll TgA2), gamma (1gG1, 1gG2, 1gG3, 1gG4), delta, epsilon FH
mu H 2 R IR, DL ARZ BBk A n AR R, AR AR E E “BaE” (29 25Kd 8L
214 N FER ) 5 NH2- R (29 110 N2 FEER ) Hn] A8 X LR b, 7 COOH- K i FH kappa
8¢ lambda fH 2 X FEH 5. [FIFE, K AEBRE D “HEEE” (49 50Kd 5 446 MR ) H
A[ARX LR (29 116 NEIERR ) M Bl g E g X EEE 2 —, #a gamma ( gihi52) 330 N2
%) WS,

[0064]  ARIBAKIUAK “HURG G B &%, EKIUEN—8Z MR 5 BAsi (4
W VLA-4) Fr g AR A B BAARE S KPUAR “brRg: & 7 B Frifk o 45 &
B RS B HE - (i) Fab B, A2 B B, B VL, VH, CL R CHL Rk s (i) F(ab’ )2 Jy
B, e 2 B BRI AN i AR BORE X AH I ) Fab Jr B 5 (111) Fd B, H VH R CHI
AR s (iv) Fv B, TR S I VL I VH XA 5 (v) dAb v BE (Ward et al., (1989)
Nature341:544-546) , tH VH X2 s 10 (vi) 23 B B9 0R B DhRE BLANOE X (CDR) o IHB4T,
SR Py B VL R VH X 4350 B AS (RIS R 40, (ERT DA B 20 5 v e AT A it i
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TIER, AFE TR T R BE R 1, AT He A i) VL T VH DX BCH T B 2508 5255 Fv (scFv)
HIEBANT 7y T 2, 01 Bird et al. (1988)Science242:423-426;Huston et al. (1988)
Proc. Natl. Acad. Sci. USA85:5879-5883.

[0065] R HVFIA

[o066] £ J& Bl AL (MS) A& MK fR 22 R 48 K W, B R R 28 0E DL A B K fE B I
e SAT Bt B, TR B WY 2 R M AL S5, A0 R ik © 40 B 3R i
VLA-4 KX HE T i, Pt VLA 4 BRI T4 % B /EH T 1Al — & 12 (Calabresiet
al.,Neurology49:1111-1116, 1997) . HLLER I, XF T 53252 MS 77 (RETIEITE) .
FHAESEXHZIT 1R RNAS R G B, 80 & AIUE SEXHZIT 1A 08 1 SN S5 R S R AS A2
(R, VLA-4 g5 50 (W pdiek ) m] LR A S e AT AR O

[0067]  fEFCHIIEIT

[0068]  ASLHTIA 7R e F A G sz Ry (B MS) 697 (HAnis ) ik .
PIEAE SR R DGR, Gl E AT R B o XISAEIEYT BIAE PR Hi P S5 A4

[0069] « F #k F, 4 W1 A T 8 & B-1la( 41 AVONEX ® B Rebif ® )) LA & T L &
B ~1b (BETASERON™; ZEQE 17 HEURMI A THE B ;Berlex/Chiron) ;

[0070] - & R k& #7 K WK /R (1 #k 3% 2 4 (Copolymer) 1, Cop—1; COPAXONE™; Teva
Pharmaceutical Industries, Inc.)

[0071]  « FESHZRER, a0 — FF AR 2R IR (W1 Fumaderm ® ) ;

[0072]  « Rituxan ® (M| & HHL (rituximab)) B — Mt —CD20 Pk, F 55 5 5l &5
G ZE RPN ES R NHUE ;

[0073] < KFLEHE (mixtoxantrone) (NOVANTRONE ®, Lederle) ;

[0074] o AkJ7 ), 0 e fr A (clabribine, LEUSTATIN® ), ffiMEIEEn4 (IMURAN ® ), 1
EWEZ (CYTOXAN ® ), HAfhip 25 —A, 2 IS | 4- ZEntne, LB 4LJe € (tizanidine) ;
[0075] < J¢ JBRISIAIEE, 91t PR 2L AR . (MEDRONE ®), Pfizer) , SRIKIAA ;

[0076] 4R ERET A, B W Rituxan ® (FZHHH1) ;CTLA41g; alemtuzumab ([l HB47)
(MabCAMPATH ® ) B daclizumab ( ZXFIEREHT ) (454 CD25 [Pk ) ;

[0077] < FPFHIE ;

[0078] = HyEIKEEE G #fAk S5 (TgGIV) 5

[0079]  « T MANZERS:

[0080] < TNF F5HiH.

[0081]  LERHEHRIKIR A2 HZ IR BENLAE A I BT 1 — 2R A2 TR A 20 TR P 6 2
i (BRI RR GLATiramer) o ‘& R] LA N- FRIEZ LR T, 12 FOK 2 5 0 A 24 18 « 3 47 i 24 1R
L5 A2 R AT 1 4y s 2 BB (AT L AF1), AV P 5 o

[0082] ‘& 7E SR B4 e A Al PRl 7~ B AR K R P I AR B B, s A4 i PR 1
a4 KRl 4o TNF, LT, IL-1, IL-2, IL-6, IL-7, IL-8, IL-121L-15, IL-16, IL-18, EMAP-11,
GM-CSF, FGF, H PDGF. 5 — il i Ho & se ) 48, 1 D2, €D3, D4, CD8, D25, CD28, CD30
, CD40, CD45, CD69, CD8O, CD86, CDIO S5 4H Mo 7% [l 73+ B AR I Btk ) 4n, oR) 2R S i

11
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A LA 2 R AR BT BT —CD25 Pidk .

[0083]  HEHUAR LA AEE, P HEA ST R i35 T BT, Bl an Pt (engage) TR
7, Bl s B ALk,

[0084] It & 1E 46 iR I 5L B £ 5 :FK506, B W1 % % (rapamycin), # By M M
(mycophenolate mofetil), K&K (leflunomide), AEFS[FEEEHL R 25 (NSAID), IEER
PR D ) RSB, P AR T BGRR, AMAPIEIR, B B R AR (adrenergic) iR
), F A ST IRAE R 40 B R+ 15 5 A& A5, TL-18 F AL B dm iR (a0 vx740),
Pt —P7, PSGL, TACE # il 51), T— 40 MoAE 5 £ 3 410 il 570 4n S 40 o) 500, 6 )8 22 A (metal
loproteinase) FHIF, MIE R ZMNE (sulfasalazine),azathloprine ( At MEIEIS ) | 6- 57
FENENS | MERIKER (angiotensin) R LB IR, WV 1t 40 Mo Al 552 & S AT A, tn A
SCHTAR, B iRl F (4 TL—4, IL-10, IL-13 1 TGF) .

[0085]  7E—48SLji Uy S, ARG O TH6 97 MS I — Bl 2 MR EIE A o 1X 28
) A 5, 9 4 4 M B i (amantadine) « & 55 (baclofen) \HAMAIEAK (papaverine) |
Bl i (meclizine) . ¥ H2 (hydroxyzine) . i i FRLE M (sul famethoxazole) IR TN ¥ &
(ciprofloxacin) « £ JFE B (docusate) . VL BL#K (pemoline) . 1A # £ (dantrolene) . 2% %
& % (desmopressin) . Hi FE K44 (dexamethasone) « #6455 % 7€ (tolterodine) . 7k &
(phenytoin) « B & 45 7* (oxybutynin) . Lb¥b ] 5 (bisacodyl) i HiyE#T (venlafaxine) .
Fi] K % #K (amitriptyline) . & 3% 6 i (methenamine) « S A 74 ¥ (clonazepam) .
= M B (isoniazid) . 4% H I HE (vardenafil) . e i % [ (nitrofurantoin) . KK 22 BT
o K kG B (psyllium hydrophilic mucilloid). BT #1 #t /K (alprostadil). i & W
T (gabapentin) . 2% B ¥ Ak (nortriptyline). 1 % V¥ (paroxetine). & A f& K #
(propanthelinebromide) . % i& 4E JE& (modafinil) . # V4 V] (fluoxetine) . FE HF Atk mg
(phenazopyridine) « A 3L 3R A JE. & 5 PV (carbamazepine) . A BEEE (imipramine) «
Hi PG 2 (diazepam) « P4 Hu B 4E (sildenafil) . T 2 25 A Hi (bupropion) . FH < il Ak
(sertraline) » ZF/NyrF1ESEIAFHA 150-5000 TE /RITF) 4+ & .

[oose]  TNF 45 Ht 7l 1) 1 v & 4%, i & 09 A ¥ AL 19 A A6 19 384K 40 42 Bl 19 Bt
TNF(4n A TNFa) ft i (sl 5t J7 45 & v Bo), w8 @ D2E7T( N TNFa #7 14k, 5
+  H| 6,258, 562;BASF), CDP-571/CDP-870/BAY-10-3356 ( AN ¥ 4 PL -TNFa $g
f& :Celltech/Pharmacia), cA2( % & PHi -TNFa PH{ f& :REMICADE™, Centocor) ;
PL-TNE §t 16 | Be (41 CPD870)  INF 52 14 W] ¥ ¥ F BL, # 41 p55 5 p75 A INF % 14
ol H AT A W, B G T5kd TNFR-TgG (75kD TNF 52 & ~TgG @t & 2% 4, ENBREL™; Tmmunex;
Z W, % U1 Arthritis&Rheumatism(1994)Vol. 37,S5295;]. Invest. Med. (1996)
Vol. 44, 235A) , p55kdTNFR-1gG (55kD TNF 5214 —1gG fili 425 11 (LENERCEPT™)) ; BEHEHLFH,
il 4 INF a %% AL B (TACE) #P177) (41 o - BATE 5 2582 (alpha—sulfonyl hydroxamic
acid) fTA44,W001/55112, LA K N- 32 2L LI TACE 1157 GW3333, —005, 2 -022) ; LAK
TNF-bp/s—TNFR ( A]¥&EME TNF 4558 H ; 2 0L, U0 Arthritis&Rheumatism(1996) Vol. 39,
No. 9 (supplement), S284; Amer. J. Physiol. —-Heart and Circulatory Physiology (1995)
Vol. 268, pp. 37-42) ,

[0087]  FEXTTHLER B IR VA LR B H AT VLA-4 BAW TV Canji i VLA-4 45 &
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PUARLUBALER BHT ) 22 A R R IR, VLA-4 BRI A/ ey rid (e
W) RIVAS R T VR T R AU .

[oos8]  FLfhEk R BT S HE VIA-4 S5 & Hifk

[0089]  TRAEREEFLAE a4 BB 45 & Huis, B I E 40 M 3T A B hoix e R
o BALER BTG IEAL T 41 oA H S T MR T 1K) VLA-4 2550 W DUBIR T 40
PN 7 40 2 R PR B 5 A T 2L 2R B A% (40 s i Y 2 V1N SEJT (parenchyma) o 45 SAR4E 56
21O ES R (A N

[0090] At BR - HT AT LAYR > 52 At sk A 22 e MRS AL RN 52 e PR 4k U — Tk Y 2 e PR R AL
SR B BRI R R IR B ARSIk 45 SRR B, T 2k S b ] L2z AR i+ O %
SIS (HITILE B, 41 [FN-beta-1a) ¥QI7 102 R AL 5 . I B BH7E
ST B TR NA R B E PRI EEAR T

[0091]  JIBAth BRSPS AH G VLA-4 &5 G PiARAE ] an 56 B L0 5, 840, 299 thiik . 5 rofE
PUik 21. 6 AT HP1/2 2454 VLA-4 B9 R ST I6) 5o IR AR SR h0 2 B e B g
21. 6 M ANIEALTE A (20, 1 ansE B &R 5, 840, 299) « 3 SCHRHIA T HPL/2 B AJ5 AL
A (S0, B sE E LA 6,602, 503) o« H & FUFh 454 VLA-4 1B 58 FEBLAK, W1 HP2/1.
HP2/4. 125 Fl PAC2, 7] 2= W40 125 [E L F) 6, 602, 503 ; Sanchez—Madrid et al., 1986Eur.
J. Immunol., 16:1343-1349 ;Hemler et al., 1987].Biol. Chem. 2:11478-11485; Issekutz
and Wykretowicz, 1991, J. Immunol., 147:109 (TA-2mab) ;Pulido et al.,1991].Biol.
Chem. , 266 (16) : 10241-10245; 26 [E%H) 5, 888, 507,

[0092]  —2EVLA-4 g5 EHUAUUN o 4 W F S 54856 CHRCR (41 VCAM-1 B %R )
[FIZRAL. Z A IXFIHUARINE] VLA-4 5ORBRECAR (1 VCAM-1 FILFE R ) 4G

[0093] L& K] VLA-4 5 GHuRnT DLS 40 M (i anitk 40 i ) 3R 10 VLA-4 R AEAH HLAE
ARG R4 B A o M o) — 28 VLA-4 S5 SRl RIS RS IX SR 4L . HP1/2 AN [ 4t iy
B4E, HPL/2 BsalEdifk (Sanchez—Madrid et al., 1986) HATIR & 1I3EE, & FHWT VLA-4
5 VCAML FIETYE & AW A AR, 354 VLA-4 R4 B R R S hE . Ehifk L H
'© B KA RS (1Bl 8k B2 RAZEEA DU ;Pulido et al., 1991, HARF F) A%
TR H T AR 75T VLA-4 25550k g5 VLA-4 Z555u0k (BanTifbh ek
P ) B4sE uitsn] DU+ A STk 779

[0094]  — 5] VLA-4 & & Bk B A A SO i B AR BRI — 82 A CDR, #4142 = 4>
HC CDR F / 8R4 =4~ LC CDR, 8 HA 5XMHuik (H w2k g 50) &k bbb
80, 85, 90, 92, 94, 95, 96, 97, 98, 99% FH[F ) CDR. E— ALy &, H1 A H2 AR B
SR SCHTR AR AR I AH R L R 254 (canonical structure) o fE—ANSEHE T R,
L1 i L2 AR IR BA 5 A S IR B A4 (1) 68 A A AH ] 1y S 70 254

[0095] 7E — A~ Sl 5 & PLHCR /BLCH B X B R E R IF H 2 D
70, 80, 85, 90, 92, 95, 97, 98, 99, B 100% S5 A FrdHiis (HIABABER 51 ) [ HC H / B,
LC W AR X [ R FE R P A AHIA] » HC FI1 / B3 LC W AR X (W2 JE MR 741 m] LA & /b — N FE TR
B2 ANEEE 10.8.6.5.4.3. 8 2 MEEERA R T A ik (B ek dr ) 1AH
NP8 o A5, 3 A 22 ] DA 3= Bk A THESR X .

[0096]  HC HI LC A A [X [} 28 FE R 7 41), 1] LA HHAE P24 4 AF T 5 AR SO IR L B 7 A 2 A2 1)
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IR T 9\ b, 858 HH S A SOk 1] A7 X B8R 2 FE 18 7 9 A 18 7 9 b o A6 — AN SE 7
ZEHL HC A/ 8 LC Al AR X — B2 MHESR X (1 FR1, FR2, FR3 1 / % FR4) K IEIR 5
H %/ 70,80, 85, 90, 92, 95, 97, 98, 99, T% 100% 55 A SC AT A BRI HC FN LC A] AR X ) AH K
HESE X AH A o AE—ADSEHT R, — SN EBEaURREHER X (W1 HC FRL, FR2 M1 FR3) f
/170, 80, 85, 90, 95, 96, 97, 98, B 100% 5 AFh R BT ARIIAH NAESE X 75 AH I o

[0097] PSR4 2 R) I < Ak B« R IR — e XA ARG AEA S v] B fd A )
WUR TS X4 2 I e d EL B 1) R EAT BB, Oy 7 R T Bed B 3, v DAFE AN R
B P AN B IR T4 2 — BN TR 5NN B 5 o8 T AT Ee s, mT DL ZRGAERIR P41 ) o« sl
X GCG 3 A B, A 1) GAP 7 VF Hh 1) e £ 7 BRI 1 » 75 1% GAP F2 7+, 4 FH Blossum62 P
Sy RERE, 2R BRTT 40 A 12, BRI T 40 A 4, AR > (frameshift gap penalty) A 5.
S5 LU AR N S PR AT B B 1 IR AV B I 2 SRR B IR - 48— Mo ) — M
B 5 A T AR AT B R 2 R i 5L B T IR R I, XN FAE AL E
SEAHFEI (AT, 2 R EUZ IR “ A — M7 S5 A T2 R MR B IR “ [FIETE”) o AT
() FRY 1] — M 1 4 B S PR A e 91 P oA (R H (R A7 B )0 () R 2

[0098]  ASCHVATE AL S AF T AT 7 Te A AT PR 55 o Z2C N A 22/ Current
Protocols in Molecular Biology, John Wiley&Sons, N.Y. (1989), 6. 3. 1-6. 3. 6 3:47, H. 4
LHIAXRIANES T . Z3CHRP i T KM (agueous) FHHEK T (nonagueous) 1777, EAIT
HORT DL SR o o B TS A AT LR, 756X SSCL ) 45°C 24T, SR JETE 0. 2X SSC.0. 1%SDS.
65 CYE—8Z K, B R HZEAAMH L 4 1F

[0099]  HiiAA4 Ek (Antibody Generation)

[0100] 5 VLA-4 &5G BIHTA AT LI I 1 an s G 5 i A s, BT ik 0 vy 44 g s S5 A4 4k
TIEA R VLA-4 (8 sl—&8 7 ] LR Sz b o 040, v LA o 4 SAER B A b DX AR S g
Ji o TE—ANSEHE T S, PRI & A 7 AL S e R AR I 40 M, T e 4 i B A R AR
NGB 73 AR S e 3k aE I BE IR JRE o FE— NSl 2, i AR N sh ) HAa N f e 3k
TAEER 2 D—E 5. filan, 7T LU Tg Z2 REE IR 7 BOW B AR e B B 16 /) B &R
AT U0 o T DU 2% AT R AR M B A I TR S M 2 R A R RO 2ok B DR e e R e B
K. W, Wt XenoMouse™, Green et al.,Nature Genetics7:13-21(1994), US2003-0070
185, ZE[EEH) 5, 789, 650, LL K& W096/34096.,

[o101]  I&W] LU At VLA-4 IEHE ADUAE, B anms A S8 hifk . v LLE X R E Ak NRAL,
fi 2 W26 [H &4 6, 602, 503, EP239400, ZE[EH LH) 5,693, 761, FIZEEH L] 6, 407, 213,
[0102]  EP239400 (Winter et al.) #i & 7 @ & ¥ — A9 F 1 1 & 19 B #b o €
X (CDR) H 55 — ) B 1) CDR HUAX, AT 2022 (A8 45 52 1 7] 22 X 248 ) Bt A4 1) 7 s
CDR- HY AR B Pt 1 LU B 1 (1) ik & P A 88 2D B0k N ) % 2 I %, [ 4 CDR- BAR 2 e £
o AE N B 2 IR 2D (Riechmann et al., 1988, Nature332, 323—-327;Verhoeyen et
al., 1988, Science239, 1534-1536) 1 & HH EAHZIRE A, K BPLIA K COR BUAH AdL
RBIA R, 7 A b i T3 AR BT AR 1K 2 41 o ] DL 0L A i 75 e 2R ) AP X 3 R
B (EHE CH 1) gamma T A1 CL [] kappa) , FFAE A J5AK ) B8 RESE BRI AR BESE R /R L 30
Vyan o — AR, T AL R P AR B

[0103] Queen et al. (Proc.Natl.Acad. Sci. U.S. A. 86:10029-33, 1989) #iI W090,/07861

14



CN 103169965 A OB B 13/21 B

R T — Moy, HAEE, @k A o EAL A S RS S PTA VDCHE B2 e B
e A0 [E) YR, SR IE BNV X HEZR X, R 37 BV X = 20 45 44, T & 7R AR 7T RE 5
bl CDR AH B /E B HE Qe s SE IRk ke ARG M XS s SRR AR ZL B T R R AHEZE 2
F. % £ H L F| 5,693, 762;5,693,761:5,585,089; Fl 5,530,101, Tempest et
al., 1991, Biotechnology9:266-271 | H 73 A% [H NEWM Fll RET B HEFIFERERT V X HELL/E Ry
Pt TEA G [ AREE R G 00T, 54T CDR- BAl. FH Tempest et al. JyiEf st T NEWM
I RET B AJEAL UK — N UFAAE T, NEWM AT RET [ AT AR X ) = 445 40 i i X- 28 ik
AR B FEZE T, I a] LAETXF CDR FIV X AE SR FLHE 2 8] A S e A B A P g S A Y
[0104]  =HE ABuiAns LLZE i 6 i 0 64 AN S 2Bk 8 (177 21 (R B, 48] e L A7 B 1)
AWM NEEERRE, Hlu bl —8 24> (ks> 5,10, 12, 8088) A8« (FERFETAR
X[ FR 1) 4L, 35L, 36L, 38L, 43L, 44L, 58L, 461, 62L, 63L, 64L, 65L, 66L, 67L, 68L, 69L, 70L, 7
1L, 73L, 85L, 87L, 98L, F1 /B ({EERER]AZ X [ FR 1) 2H, 4H, 24H, 36H, 37H, 39H, 43H, 45H, 4
9H, 58H, 60H, 67H, 68H, 69H, 70H, 73H, 74H, 75H, 78H, 91H, 92H, 93H, F1 / 5L 103H ( iZ 1§ Kabat
a5 ). UL, s E LA 6, 407, 213,

[0105] 5 VLA-4 551584 BN 5§ s BEDUA R LIA G 44 JlE (invitro-primed)
HI R4l ok ) 4%, 2 0L Boerner et al., 1991, J. Immunol. , 147, 86-95, ‘EA10] L@ L fr
HUW 4y vil#E (repertoire cloning) Kt 4s, 2 I Persson et al., 1991, Proc. Nat. Acad.
Sci. USA, 88:2432-2436 = Huang and Stollar, 1991, J. Immunol. Methods141, 227-236;
DL K 35 1 &R 5, 798, 2300 K 28 A SR N Wik A4 B 7 SCZE B W] DUH T 43 B s oR ) i
4, ¥ AT R N6 97 50, X AT DA A bR AR B AR B R (22 0, # 40 Vaughan et
al, 1996 :Hoogenboom et al. (1998) Immunotechnology4:1-20;Hoogenboom et al. (2000)
Immunol Today 2:371-8;US2003-0232333) »

[0106]  FidAtil4g (Antibody Production)

[0107]  HuAkm] LALE JRURZ 40 B fI T AZ 4 M rp = A o E— NS T Z2h, Btk (Ul scFv) 1
Be R RE (Pichia) (Z 0L, W Powers et al. (2001) ] Immunol Methods. 251:123-35) .¥X
WMEERE (Hanseula) BiBEfZEE (Saccharomyces) ZEfEBE4H W R iL

[0108]  FE— NSty £, Puik, JUH R ARG, B 1gG, FEMFLBM 41 iRk, H
TEARENEILS Y E 40825 G,  E A R0 (CHO 41 ) (A48 dhfr-CHO 41 i,
DL Urlaub and Chasin(1980)Proc. Natl. Acad. Sci. USA77:4216-4220, 1§ A DHFR it £6r 10,
{41 W, Kaufman and Sharp (1982)Mol. Biol. 159:601-621) Wk E4H s 2461 40 NSO ‘- 9% 40
JHOFT SP2 41 . COS 40 il (K562 LA R EE LR B (BansE 3L FLahy ) Mg, &, By
T 40 2 LB b R A

[0109]  EEAHRIAEARRR T #5 da b0 o e 2R 8 1 X (WAL R 7 41), ik ] DL#E 7 L e i R 7
H), WP Z B A R SIS CAn R R ) FUEFEbR L IR P R B AR I g
BRI R TR T IN T Bk 804 118 =40 e (22 W, 9 an 36 [ 4] 4, 399, 216, 4, 634, 665 Al
5,179, 017) o EFEFRICTEFGUTE , A M IRIE RS (DHFR) JEPE ( HR) A 2 AR miend e e /
P14 dhfr— 5 F40M ) M neo FEBE (T G418 ik ) .

[o110]  FE—HHifk (e KPrksidLPtngs G877 ) BEARIKERG D, KL Prik ERE
MBI RE M & A R R B, WM BRSNS 4y, 51N dhfr-CHO 4. fEi%E 4]
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RKISEAET, LA EFEM RIS B 510/ 8 sh 71 ot (i 5 Sv40.CMv . i
TREESE, W40 CMV 951 /AdMLP i3 3777 Jof 8k SV40 K57 /AdMLP &3 3015 oot )
A ERAEARE , UME IR B ATl JE R () K OP 2 %o B B 41 3k 8 oA T A5 F DHFR ZE ],
LAV 2 RIS B, / 9 R g T BTl 8K 10 dhfr— 18 E 40 XT 16 HE IR A e 2 4t e
AT R R, W2 RIEHURERERRRE, I AIE TR P IR se Gtk . FFRHES T B F R
il % T i H 2H SR B, SR A G S N M, 8 AR AL, B IR A, FE M IR A Rl
k. @, —2eHpiRn] IR B A A S A 6 s MENET 5

01111 Hrads n] LIAL EAEM, 51 40248 Fe Zhae &, M 4ok 559 s B 5 Fe 52 4R F1
/805 Cla WAHEAEH . B, A 161 872 X ] LASEAR— sk 2 AN R, 49 ik 2L 234 1 237
[F)—B AN, S 5 9 W WS LR 5, 648, 260, HE S]] 2 W26 H L 5, 648, 260,
[0112]  XJ 7285 Fe X IGHLA, AT LA THPUIRHI4 R, KA M BE3EAL Fe X IHLA,
B, 1gG 4 T Fe XAE CH2 X AR AR 297 AbKEFEAL . 2R ATk A FH XU 70 5
B (biantennary—type oligosaccharide) HATIEMIKIAIE . XFIBEREN S5 Fe ZARHIER
& Clg i BRI N 28 ThEE (Burton and Woof (1992) Adv. Tmmunol. 51:1-84; Jefferis et
al. (1998) Immunol. Rev. 163:59-76) . Fc [X 1] LALEIH FLsh 31k 2 48 b 7= A, I A F
RABRE 297 [WFRIEIE ML . Fe X AT DUALS Hew 1 B0 40 28 )5 154

[0113]  Huikthn] CLE RS r=4. i, 22 B EH) 5, 849, 992 #ik T AEM FLh W HL
WP R IE DA T8 M IR, A & A LR e R R B - A i B brpifk (an A s
RHUA) BIZBRITA, LA W W5 5 7 IR AR FE R SLah 4 i 1 3 =
H LTS A 2 3L B AU, Bl A SO iR BiA . i BUA e DLAFLYT R AL
K, BAE— e FH A aifb i BT .

[o114]  Hrifadn] LA B an gk SAEAE IR C Ay (i i IR B ) o S /0788 I v o e v e AL
AR KFE MR/ s B A 204y (moiety) HEATAGM, AT id Bcdh il i 2 Bieidk & /b
1.5.2,5.10. 8% 50 fi%.

[o115]  Hi4n, VLA-4 & PR T LS R AWML &, Tk B S InEAR FIhiR kRS
W), B IR E e (polyalkylene oxide) BUERIR4E. L 4% (polyethylene oxide) . &1 3R
GV FERLLZERIR K. AT LR 73 7 2225 200- 29 35, 000 & /K1 (54 1, 000- £y
15,000, LL& 2, 000~ £ 12, 500) [KIZEEH.

[o116]  fl1, VLA-4 g5 &Huikn] DL KRS RSB BTk BBk KR 5%
G, N CIHETEEUR SR Bl . X IR SRR § 01 +F, R A S8 5
W5 & —WF (PEG) BN B B LML £ JulE (polyoxyethylenated polyols) .
AT L R PR B AL R, R Pl i B AL W de R KSR, e IR S
ALEE, A A (polyoxyalkylenes) U154 &4 (polyoxyethylene) \ 5 5L N 4
(polyoxypropylene) \ LA K ZE A0 &0 R AL N I (R Bk BE AL 289 (Pluronics) 58 &
PIHIREE (polymethacrylates) ;s NMGIRILER Y (carbomer) ;4 LT S8 1) 73 S8R 7
W D- HERE D- M L-2RILBE A BN (Fucose) VARBE. D- AME (xylose) « L- BilHzfd
i D- ] HEEEER (glucuronic acid) JMEWER (sialic acid) D-FFLHHELER (galacturonic
acid) D- HEFEELER (mannuronic acid) (WIEEH B R AR (alginic acid)) \D- %
Fi i (glucosamine) « D- K- FLBENEZ (galactosamine) « D— % 25 Bl FI A 22 2 R (neuraminic
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acid) 45 [A] 2 ¥ (homopolysaccharide) Fl1Z% £ ## (heteropolysaccharide) 1 L #E.
YHEVER (amylopectin) JEH (starch)  J& ZFEVER) EREVER (amylose) \ il R i 5% B
(dextrane sulfate) . ZEFE (dextran) JHiK5 (dextrin s) B (glycogen) . 5%/ TE kY
Z #E (acid mucopolysaccharide) )2 MW EL, WiiE M iR (hyaluronic acid) ;B EE SR
W F L BLBERE (polysorbitol) F1EEH #&#EEF (polymannitol) ; /3 (heparin) B
heparon,

[0117] W ZH A

[o118]  VLA-4 &5 150, W1 VLA-4 &5 &Hitk (WML BR S5t ) 7T LAEC il s 25 AL &4 o
A EWIE T AR AR R 25 R AL EE BT A AT R 4 B
(dispersion media) LK (coating) \HUAH AP B ) S58 FIABBGEIR 7 L LA KL
BAE A AR .

[ot19]  “HZ I £R” 248, IR ¥ A K AL &9 59 B 75 3 1 B A 51 R AT A B2
ih (2 W, 5 0 Berge, S.M., et al. (1977) J. Pharm. Sci. 66:1-19) . X #£ [ £k 4] fn 47,
BTN s R AT BR N B B e RN P R LA, F D EE R AL M O A AR AT AR £, ik
THLER W th FR AN BL W iR R AR R (sulfuric acid) & IR S ML ERZE, BT iR A YL W g
Wi — M — & (aliphatic mono—and dicarboxylic acid) .z 3= BUAC K 8% kbt R
(phenyl-substituted alkanoic acid) R FEHEFIR. 7 HF M (aromatic acid) . g%
S HEERR (aliphatic and aromatic sulfonic acid) Z&. BRI ERELRS, B+ 4
JE A B A AURAT A2 B 3, Prad sk 4 J8 an il B BE S SR, Ir R A ML W N, N -
I 4 (dibenzylethylenediamine) « N- A JE i J& A 8 i (methylglucamine) .
A & K [A (chloroprocaine) . IH#E (choline). — Z I i% (diethanolamine) . £ — Ji%
(ethylenediamine), %€ [Xl (procaine) Z¢,

[0120] IS th B 5 B B A S B 3 e 3K ) W] F bR AE 7 VA TG il 24 A0 T AT A 49 sk
IR Ak i HOR, B 2 0L Gennaro (ed. ), Remington:The Science and Practice of
Pharmacy, 20th ed., Lippincott, Williams&Wilkins (2000) (ISBN:0683306472) ;:Ansel et
al., Pharmaceutical Dosage Forms and Drug Delivery Systems, 7th Ed..,Lippincott
Williams&Wilkins Publishers(1999) (ISBN:0683305727) ;and Kibbe (ed. ), Handbook of
Pharmaceutical Excipients American Pharmaceutical Association, 3rd ed. (2000)
(ISBN:091733096X)

(01211 —NSEjt 77 22, ARA R S pi el oy — Fhoslon Can s —Frdidgk ) wI Ll SR )
Wy o — R B, PR T R p i AR LK R S 8 (sodium dibasic phosphate
heptahydrate) .8 & 41 (sodium monobasic phosphate) Ll polysorbate80, & H]
DL 9 A 22 g v 1 2 20mg/m1 IR E, AT LA AP AR 2-8°C o IBAERFRPL AT LAFZ ™ S AR
P AT Bl o

[0122]  ZGMAl G Lg 2 g e e 90 an, AR [ A4 & [ ARS8, angs i (o
TRV ) 73 iU (dispersion) BUEVE (suspension) 73 ALK 71 g B4
R YU T LB e T AR B K. 185, A SOl m 4 &9 Rk e
SV R R T K

[0123]  Jrik A9 n LR S Il Cunge i, B2 B R IE BOLNES ) « R
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AR E W E 7 AR AR SO R e, B T T 18 A R R 3R T A A BA AR 5 A A K
T8 2 vE S, AR AN PR TR DL R X B R A F R K Y (intravenous)
Wl AW W (intramuscular). 3§ Wk W (intraarterial). #§ W (intrathecal). & W
(intracapsular)  HEHE N (intraorbital).:.» N (intracardiac).Z N (intradermal) .
8 % (intraperitoneal). & X % (transtracheal). % F (subcutaneous). F* J¥
N (subcuticular). & T W (intraarticular). #% £ F (subcapsular). ¥k W & T
(subarachnoid) vEFEWN (intraspinal) J#fEAN (epidural) PLAEME N (intrasternal) .
[0124] 25420 &) 22 o B 1K, HLAE $l#8 R A7 2 R IRFF AR E » ] LAXT 2547
HAEPHATINR, LA TR &R FH 25 008 AT bR

[0125] W] DLW ZH A WL il e v T F LR 2 R I R B Bl T2 =ik BRI A 7
GE o F i B EASCITIR AN, 5 —sZ M E SO S — 82, BN TE
o, PR VERR B, AT DA R S . T, AR SO IR TR b ST A ) i R L
—, BAEHEARDEN TG LREENY) (vehicle) H, Al HIE o BUA . 768 o TESS
T PR JC RO AR B 00T 5 0k i o 2% T v B8 AR, 7 A AR SO iR iR 1 4
KRAMIAEFTR B 25028 01 i 8 Bk B AR SO 10 (1 V816 i 7 173 o VTR I AR sl
(proper fluidity) W] LA LAF J5iE4ERF, 1, R H SR G 2 S8 A A A8 75 U 1) 1
L YER T TR IORLAS (particle size) DLRRIH R AR MR ES ORI EA G P A
st i 1R 32k R B sz 2R IR TR R AL ) T S A IR AT N T o

[o1261 Hlz4

[0127]  VLA-4 &5 &Pk n] L@ Z R a2 E (B AKZ R E ) M. 2N
o, 2GR LA 22— iR e 5 sy B2 v BRI S . VLA-4 g5 & Puik (il
MER T ) nT L[] e ) i, B 4% me/ ke S E A, (BACIEFZ [ e F B . Friddt
AT LAFRIK (TV) BT (SC) it

[0128]  JiriRPifk (BIadBfhBksdr ) 185 4% 50-1000mg 1V, {541 100-600mg 1V, 4 414
300mg IV [H[d 52 S50 & (fixed unit dose) JEH . v LA%E 4 &l F— A s 50 &, 8k H
S e B A A, 9 an g 2 JR— IR ECRE ] — IR o 24 B R A I S PR oA I8 % 50-100mg
SC( 4n 75mg) 3R it A 9 n 2 /b — Fi— 3k (Cn—FWIR ) o 0] BL#% 1-10mg/kg (4 414
6.0,4.0,3.0,2.0, 1. 0mg/kg) HFE AP IHESE (bolus) FITEAWEH o« 7ELL FEHL T, 7T LA
AT S 2, BN B2 T AR AT IE S 2

[0120] o m] DLk FH /b BlE S bt VLA-4 25 &5k P aR 2L s &, DLSEIE a 4 7251
40, 50, 70, 75, % 80% LA L HLAIRE, BRSEEE a 4 I 80, 70, 60, 50, 3K 40% LA R LA , B8R
IR SEY b =epl TR

[0130]  7F— 2B SC i 77 &b, 3 PRI N AT DL S R Yz AL A W e T PR R i 21k
(carrier) — 2 FC il Qi A 5 8 I il 57 (A8 F6 A A /K (implant)) F 5 22 i 1% 4k
% (microencapsulated delivery system). 0] DLAE FIZE 4 w] K& fd /) 2 ) A 25 1 38
EY, W L LR L WE (ethylene vinyl acetate) . 2 B B (polyanhydride) 2B £ %
1% (polyglycolic acid). i J& (collagen). ¢ I & W (polyorthoester) F1 5§ F &
(polylactic acid). fill&IXISECHIFIN 2 P I7 iR LR a0 2 AT A . 22 0, 4

Sustained and Controlled Release Drug Delivery Systems, J.R. Robinson, ed. , Marcel
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Dekker, Inc., New York, 1978,

[0131] 24 -G nT AR By e AT I o 9, 2942064 m] LA ekt X8 R i
544 (needleless hypodermic injection device) #HAT IR, ik ¥ 252 st 6 H &
F) 5,399, 163, 5, 383, 851, 5, 312, 335, 5, 064, 413, 4, 941, 880, 4, 790, 824 1Y, 4, 596, 556, %X
I LSRRI AR TR (module) A -3 [E L) 4, 487, 603 22 TF T — Bl AL B S Bl — e
o T A= HIE# 273 B (dispensing) 244 36 [EEH 4, 486, 194 ATF T —Fifyr w4, M
Tk IR R 259 s SE SR 4, 447, 233 N T — P2yt 22, H T DORS i 1 Sy
RIBLAY K EER 4, 447, 224 AFF T — PPl AR N B R, TSkt 259
FHE LR 4,439,196 AF T —MBER YA AR, HEA L E A (multi-chamber
compartment) ;3 E LR 4, 475, 196 ATF T —FBIE T YNBRA R B, T X
AR 3336 A 2R RS R 2 A BB L N T o

[0132] A, ALFE (Dosage unit form) B “[HEF&E (fixed dose)” ZIeWHH =
AU, S TG A XT3 V6 SR T B R 255 (unitary dosage) ;B HRALE A TUE ZIT
T AL A R B 7 B 25 R LR, e v DR & e Wl ), ik i A& e &2 4
TSR L A BT iGN

[0133]  Z5MAH G nT DAL & VT A &R IASCITIR A BRI A zE ] e
PRI A2 (R o IR S L AR 6% MR AR, DL AOZ AL G TR A R R P I0R P 75 IO (1) 8 7 T
A AE, Frik e 390 Wk ik 22 b — A AL 9 a2 R PEREAL 2, sk azem (Al
Z MR ) 12D —RER . 9T A SRR Y] LU VTR AR x4 S A TR
RIME FH B F AR T &

[0134] 2 R PEATAL

[0135]  ZRPEAEAL (MS) J2 KA R GT s , HRP IR 2 JE DL S HE W g B I 400 2k
[0136]  MS i & W LLIE i MS Il IR 8 12 1) © A i A oK 28 50, 1% b v 1 MS 2 W i) &
BOAF 9% /N 4 (the workshop on the diagnosis of MS) # %F (Poser et al.,Ann.
Neurol. 13:227,1983) . fij 5 Z, RIRHRHIZ I MS FBE AL KIE (attack) , AT F AL
A B9 W A PR B Ak 43 40 i AR UR A % 53 3 A Ak LA 1) s — B0 B IR PRRE R o MS 38
AT DL I Ak A AR RUESE LA SR TeG B — 3£ (clonal band) SRifii2, 8l i@
I AR I AT I AR LA R ToG 88— pe i iX = F £ 5 R ifi2 . tn] LU
McDonald #r#EZHT MS (McDonald et al., 2001, Recommended diagnostic criteria for
multiple sclerosis:guidelines from the International Panel on the Diagnosis of
multiple sclerosis, Ann Neurol50:121-127) ., McDonald FRUEALEE, 76 TC 2 AbIG IR & AVE I
LT, A8 A 2 W MS 19— B ] Py ONS 3240 19 MRT EHE « 2 & MEREAL 178 3806 77 7] BA
HZ AR T ER G "L LT Z28ENIT R WD EHEPRAEES (EDSS (BRI
WMEEANE (extended disability status scale)), LA MRT (EELARAAR ) ProsinEE R
o EDSS s2X4F MS Bl R4 4% 73 R 1) —Fb TH (Kurtzke, Neurology33:1444, 1983) o %f
8 M IhEe RAIAT VRAL, A EM A K RBA BT . 52, fEIRIT 200, M B H
PAT R G AL AT VPG HEAR (pyramidal) </ (cerebella) JJixiT (brainstem) /&
(sensory) DL (bowel and bladder) «#i4 (visual) « K (cerebral) MAH: &, E 1A
b o PP OCIER ) & 10 (A MS 0k ) o PR—4%2 (A decrease of one full step)
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TARAEMIGTT (Kurtzke, Ann. Neurol. 36:573-79, 1994) ,

[0137]  JREE 2R, HELMS 51 & KFr AR, JF 1A A5 DY 18T i 22 5 (IFNBMS  Study
Group, HALIE b)) o MAh, INE L FFEES: 4 /> 24 /I H2Z fi s e soeios 2 /0 30 Ko i
5 BGRB8 AT AR 28 280 A . AR AP 2222 55 20 3F 4> (Neurological
Rating Scale) WJARLTFILLAY AR (mild) /& (moderate) B FEF (severe) (Sipe et
al., Neurology34: 1368, 1984) o 53 &Ml 52 4F & i1 75 250 G I 5 £ 3 Lu 431

[0138]  MyAyr dlfn 2@ L IR —I &R, ehnE s Bk B & la St
BBV, WVCHIRTT A R S AMERT LU &S — O E I 21 S i [8] (duration)
DL P AR T o FEIX— J5 [0, Y657 A O e, 67 AL — YOI EE I I 2] B3R I ) DL A ™ B
LA MARS I R EEER. CNESCCE RN BOED 1418 M H 8 20 1 H
JEHAEAFER

[0130]  Iffe PRI & E0 4% < [RIRG | AF B 2 FFE I B k38 UL J EDSS AR, Jio & A 46 N FF4L 6
A~ H I EDSS 47K 1.0 AN ALEE RN 7], 7E Kaplan-Meier fi&erh, Frazifb AT ok
IRIEIRR A Mo HEPRMERSRE, MRT T2 BUfG A FAFR 2240, DL A d AL 55 78 i f%
(gadolinium enhanced image) JTill g B4R AN AAFR AR AL o

[0140]  MRT W] BAH] T+, A A 4L -DTPA- 1 5 21 B 45 I 505 sh PE 4 477 (active lesion)
(McDonald et al.,Ann. Neurol. 36:14, 1994) , st F|H T,~weighted £ AR M & 145 147 &
FIVEH (extent) . i 5 2, RIFIELL WRT. B —5 5 G 70K H [l — A% 10 (imaging
plane) FlEEE AL (patient position). W] PAIEHEE AL FI 4 NF (positioning and
imaging sequence) , MM H KFEEF MG (maximize lesion detection) JF{EHEX 4%
f 53 (lesion tracing) o JaZEWFFTR] LKA — @ AL AT G o MS IAEAE AL BTG
PRI AT DA HH O 2 Tl N S e o mT LKA 453 477 T B R 46 B, 5 25380 2 vk, RIS 40 S i
o ATLLHT =050 87 BB e E sl s IR B T AR 1 23 L2 4 (Paty et
al., Neurology43:665, 1993) . fH 3 AMAAHX T IR AP BRI HARXN T2 RIFIAA Lt
22 0 B PR, T D e VR S B

[0141] S5 Z KM ¢ 7] L AR ST IR 767 W IEA B WA AR 58 (optic
neuritis) EM (diplopia) JAEEREEN (nystagmus) FEHIEA R (ocular dysmetria) 1%
[f) PEIR LRERE (internuclear ophthalmoplegia) Bl ZF4)4% (movement and sound
phosphenes) HAAE AN R FLEERS (afferent pupillary defect) #Jf (paresis)  FJi¥
R (monoparesis) P ME (paraparesis) &/ (hemiparesis) .quadraparesis. fk
1 (plegia) « N & R (paraplegia) & AiF (hemiplegia) VUL BRI (tetraplegia)
quadraplegia 3R E (spasticity) & B (dysarthria) JWLAZESE (muscle atrophy) .
Jz= 28 (spasms) - ¥ 7 % 28 (cramps) . 3 J) i f (hypotonia) . B 28 (clonus) . NIl B 28
(myoclonus) LT 4EEIFE (myokymia) \JiE Z5h4E-S9E (restless leg syndrome) . /& |3
(footdrop) «IhEEA B & (dysfunctional reflexes). F B HE (paraesthesia) .
A (anaesthesia) « M1Z2E (neuralgia) « #1455 M IR A4 JR 98 (neuropathic and
neurogenic pain). 1’ hermitte’ s.AKEZEN (proprioceptive dysfunction).—
Y A2 (trigeminal neuralgia)  3LE52KH (ataxia) E [ EE (intention tremor) .
HEPE PR M (dysmetria) « BT EEMEIL PR (vestibular ataxia) BZ % (vertigo). speech
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ataxia. 7k J) 2% (dystonia) . # % iz ) [& 15 (dysdiadochokinesia) . J& #il (frequent
micturation). JiZ Bt 7= 28 (bladder spasticity). & Bt oth 2% (flaccid bladder). i&
WLRE 25 WLt [ 3h /E B B (detrusor—sphincter dyssynergia). &) 2 & 15 (erectile
dysfunction) . 7 /& Bk 2% (anorgasmy) « T ¥4 ¥ (frigidity) . ¥ # (constipation) . {#
2 (fecal urgency). K %k 2% (fecal incontinence). #Jl fif (depression) . TA % [&
5 (cognitive dysfunction). i & (dementia) . i 2% W ) (mood swings) . & %5 A~ fa
€ (emotional lability). ik ¢ (euphoria). W % %% & 4E (bipolar syndrome). £E [E
(anxiety)KiE (aphasia) « SENME (dysphasia) JJE 57 (fatigue) suhthoff ZE5E B &
B IR (gastroesophageal reflux) . DL HEAR RS

[0142]  HF—HIMS B~ BRI LG40 FE (presentation and subsequent course) K%
RS B — Rl 5 W, MS B BRI — RV KAE, Bl G 5880170 5, R SEAR b
Pl D NAE— B E MG AR . KRR ER - ik A (RRIMS. Jk — Wity (PP)MS FI%F
fIEAZ, BT IR R I IR , Jo B B VH BR B 5, AHE IR F 8 -1 6 W Bns A 22 if . 4k ok — Wk
A (SPYMS 2 LA Kk - sk it B4 Bl S5 A2 bRk — Bkt B . AER D fh, R E W R
Wik - 2k (PR) R, HPBRRE R R IF AT il Stk RAEAT W . PP SP A PR 754 28555171
A TR R I, BRI M Y MS.

[0143]  /DEUEZ HIUEMEMS, FRE 2 e 2B (swift and relentless decline),
S BB R AR AR A RIET . ARSI B AIT ] DABH R B g i i
SE

[0144] B T XF N BB 90, 8 7860 N AT BF 53 22 /1, w1 L 30 4 168 R PF A v 97 4%
Ho Z RYEMEALS Y BB A, S50 A0 B B G i M ik 8 (EAE) /) BB, 441 4 2
0L Tuohy et al. (J. Immunol. (1988)141:1126-1130), Sobel et al. (J. Immunol.
(1984) 132:2393-2401), and Traugott(Cell Immunol. (1989)119:114-129, ®] LL{EiH S
EAE 2 1 » X /) Bt FH AR ST 38551 o 2R 5 PR/ BRUBRTREAE P AR vAE , DA e 70 12455 280 v e FH
PR & IR

[0145] H'JE fijﬁ

[0146]  ASCHTR 7 EAR T UL TiR97 RIS TR E RN A R G P e
RMEFETG RIZPENG B E B e o X RS, PR RARAE (WR T 2K
PEREAL LASR, 2 (meningitis) HLMZHHE R (neuromyelitis optica) LS AFESRE
(neurosarcoidosis)« CNS k& % (vasculitis).fisi# (encephalitis) . FIAE T HE 5 &
(transverse myelitis)) ;42 i3 BB MY AT B W BTG E50m 2 ONS #5347, 41
mip X (stroke) B HEHR1G (spinal cord injury) ;12E'E%# (chronic renal disease) ;
BERN (allergy) , BlUnE3s R NV HERERG (allergic asthma) ;T BUBEPRI 5 R VEM 0,
5 41 Crohn i« Wtz E 1 48 (ulcerative colitis) ;EEIFEALTE JJ (myasthenia gravis) ;
WA 469 (fibromyalgia) ;37 B IEEEH (arthritic disorder), 18] {12 RV TE ST & .
BRI KAT R (psoriatic arthritis) ;&M / SPe kB K, I W 8% (psoriasis)
H R (vitiligo) s 28 (dermatitis) . i 1> & ## (lichen planus) ; & 4 % ZL BT R G
(systemic lupus erythematosus) ; T 4 45 & %E (Sjogren’ sSyndrome) ; Ifil ¥ % J& %iE
(hematological cancers), 1% KM HER (multiple myeloma) . A M5 (leukemia) «
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W9 (lymphoma) ;S5 448, 9] 41 A J8 (sarcomas) X iRJE (carcinoma) , 4 fiti LR A7
) Ji LA B Jigi 0 1 e 5 4T 4E AL (Fibrotic) <9, )t fili 2T 4E 4k (pulmonary fibrosis) .
W4T 4 4k (myelofibrosis)  JFf# 4L (1iver cirrhosis) . B /> BR & 38 4= 4 5 /N Bk B 4
(mesangial proliferative glomerulonephritis).# A& M 'S /NEK'E % (crescentic
glomerulonephritis) KRG '"E 5 (diabetic nephropathy) « UL B 18] i 4T 4E4L (renal
interstitial fibrosis).

[0147] 52, W] DLE R VLA-4 45 53855) (an VLA-4 S5 550k (BaniBhek s )) , KiGsr
1K By HL T 58 P TS B B S, 9 R ) — B ER 2 R R, an A SCETIA — Bk
Z PR R NAS 2 IR o

[o148]  AFE kit)

[o149] W] LIRS B R4 VLA-4 2556050 CamiBfhBR Pt ) o 7E— 3L &£,
ik A& () HAAEWNELS, TRAEWEA VLA-4 45453050 (Wb 2k
P ), WA LLEA (b) [F R (informational material) . FTRfs B 5] Lk ok
Jit (descriptive) EEW MR (instructional)fidn) &R (marketing) sCH &M R
W, AN S AR SR TiER /BT B R G T m A k.

[o150]  HFIE P IE B HEAAR. £y Zd, ik Bt & 8T
B EDRIHIS ZEE = IR A SO S B U B EEREE. £
AN St =, BT s B Ao VIA-4 2563850 1 7 vk, 49 A4 ) & i 7 =X
(manner) VERELZ (mode) (AIASCHTIRF & (dose) JHIHY (dosage form) Bl HEIZ) o fr
R T7E ] LR VR IT 2 R HEREAL 1) 07V, e 2 TR B T R iR 2 kK
TEAL I T i

[o151] 5 & 1 E B L XA . £ 2 Mo, ik B, vl B 45
(instructions), K ENRI/A (printed matter), TIEF I L (text) & (drawing) il /
B (photograph) , B UIFRZE (1abel) BUENRIKIAEHE (printed sheet) . {HFTIAE B
FimT DU A, E 3¢ Braille) i EHLAT S AWML BUS B A . 7657 — 35
J7 &, WS I B TR A S S B sk (physical address)  HL {4
HE L B TE 505, AR S i P AT DL 3R1G 96 T AT BT i il 51/ BUA ST iR i
AN RS E B e 4988, k(s B st n] LUE 2 MBI E4LE .

[0152] B EW, B T & A VLA-4 255350, )& 7] LLE A H e sy, i ekiss
MR FEE ) BURAE A (preservative) o BT &id vl LIA & Hg i), 4 fn 28— F sk
L v | T B A= 7w

[0153]  SX2FRI AT LA 3, B Wi i 8 A Bia T K. IR ik 5R 2 2 A
aff (HEAI LIRS TE— eI ik ) M/ BOEw . QiR e %58
AT A B 7KV, U TR 3 KIS o A BT IR il 0 oA T s, — RO N 38 R 51k
B P, B o w KB G L, T PR A A S .

[0154]  Prik i & m] LA G — s 2 s, K g — s 2 M & ik 0 4 &
Yo AE—25SLjtE 77 Zrp, Pl B0 & RS AH B4 BRI A28 7 B Ak (divider) BY)FE =
(compartment) , Hl T4 A GG B . Ban, v L2 & W%EAE K (bottle) /)
e (vial) B4 4 (syringe) 7, /5 B TR B Eal A8 . R e SEii 7 =, #%
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WAV E AR RIS — DA PRI AR o B0, B LA W AE R M BT 5 5,
T BT IR I /N sk S 28 E WA RS TE X 05 B . E—2esii oy b, R S afs—
M (n—24 ) e, Wb —AaEA — sl 2 AR CRARSCITRFIAL ) (1 ikt
Fo FTRE ST LIAFE— AL (unit dosage) , W UT— N8 VLA-4 2545 (1 SR 47
a1, TR IR ) B AR — 4V 5 28 2280 (ampules) V948 (foil packet) A<M A5 4%
(blister pack) EkPEIT3EE (medical devices), Bl UnfE—NERAIN— A7 5. W&
H X e R BT LU BR85S (air tight) BH/KIK (waterproof) (UIVRE k78K 51
[WARLER TEVEERL ) R/ BOBEER (Tight—tight) .

[0155] Pk sl G i w] DLIE B & AT 18 Tt FH AT ik 4 G IR B, )y S A sl i
IR E o Pk B n] LAYk VLA-4 G550, 6 A~ A7 511 s o ml LU 2 (L

TR
[0156]  ASCH H B BT A SCRRATH AR AR S I AR SCAE S 25 o LU S JE R2EA T AT BR
il o

el

[0157]  Sgjfiifsi] 1 - AFFTRM Fi SENTINEL A5

[0158]  AFFIRM i SENTINEL if5% (Rudick et al., 2003, Neurology60Supp. 1:A479) {E4S
13 AN H B R 2 s o ) WA% 1 2,

[0159] 1
[0160]
AR 3R 324 2R (Placebo)
N=627 N=315
FEIAE 0.25 0.74
FEAF IR 66%
PRI B E 6 &4 08 ik 76% 53%
[o161] %K 2
[0162]
bk # F+Avonex | 4-FEA+Avonex
N=589 N=582
FEIRE 0.36 0.78
AT T 54%
BRIF R IR0 &4 F b 67% 46%

[0163] L& St 73 S ARV AE T B AR 23K RN A o
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