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CN 120053638 A W F ZE Kk B U1

L —Rayy 2 K MR (MS) 1575, R d

a) AE SR T SRR B AR s T = A TR AR s LU

b) FLJR A AER ) B SEYIRI A2 B 2 25 F B OR B

2 RIACH R Uk i 575, B A2 5 A5 BT S TR A2 2 77 et S Y R]
WREN (s.c) TENE T RIEARRTT.

3 ARIACH Z R LR i 575, Her , A2 S5 BT S TR 265 7 i) B AR PR e 7
Jy#)15mg 52 25mg 2 [ BEE AR HLAT

A FRPEARIESR LA 5 75, Horn, Fe e A2 4R Ty S TR] 45T A B AR PR T 5
Jy#)15mg 52 25mg 2 [ BEE AR HigT

5 ARIACH ZR LR i 575, Her A2 S A5 B S TR 65 7 i) B R PR e 7
Jy#)18mg 52 22mg 2 [ BEE AR HiAT

6 ARIACH R Uik i 575, B, B R iz 4R SR 45 7 1O B AR PR G 71 i
J9#)18mg 52 22mg 2 [FIHI BEE AR HLHT

T ARIACR R AR 575, B A2 S5 B SR 25 7 i) B AR PR e 71
92 20mg ) BEE AR HLATT .

8 ARIAH Z R Uik i) 57k, Her, B R iz 4 SR 25 7 1O B AR PR G 71l
92 20mg ) BEE AR HLHTT .

9 RPN EERT ATk ) 5 ik, Horn,

a) AEIZ I T SEIIRIEE T A B R B D) 291 5mg 55 29 25me 2 R B R
g EH

b) H R Rz 4E R 7 SIRIEE T A B R U D) 291 5mg 55 29 25me 2 R B R
LEE/e

10 ARFEAN ZER LFfrik 57, Horr,

a) LEIZ I T S IRNEE T A B R B DD 29 18mg 55 2 22me 2 TR BT R
g IEH

b) HJrEiZ4E R 7 SIRIEE T RO B R B R DD 29 18mg 55 29 22me 2 R BLIE R
LEE/e
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ERBEARBHUATT Z A MBILI ARG A

[0001]  ZKHIE 2 H1IE S 5201780049932 .7 Hiiig H 201 74E8 11 H « & By “f ]
BRI RBPURST 2 R MER I T 26075 17 P FR DA B & R FRaE R 4 265, I s
b3 FH %5 W PCT/1B2017/054909 1 FE 5K 97 B HA 1 , 14l B FR il sk HH 1 H oh20164F:8 H 15
H , 55 062/374, 9861 FEEI I % ) H i A SeA

B G

[0002] IS M ACD20 L se TR B AR FAGTIIES 2575 S AIRTTY 2 A MEREAE (MS) oA
L Je i 8 R A BT CD20 58 e PSRV ), 1225 24 5 S0 AR & 28 25 T 5 R
VPR N4 T BUE AR T 1245 2075 S I g 7T T 58 AR IE R e Rl T 5

BEEEAR

[0003]  Z G HEAEAL (MS) j&—Fh e - SR M AR AR oo, HARRIE 2 RAE i
PSS/ PR TR, e & T B R

[0004]  —£R JrERF Y PEARAE U RG FLAT 10 B D38 R A e A PR E AN A i S22 TR L A
S (P2 -BRICTRMHIE ) « IR P MSHY B AT 38U 25 2 BB Bk FR e AR
Bapm Atk SR B TS E N IRE 40 e 4385 A0 BB DT (mAb) |, H HLEL A 7ERMS SR 2
Hh i B (Polman® A (2006) ;Rudick®E A (2006)) < SR1, HTAAAE S AL PR
(BRFEA T 22905 1 i 1 I sl PML) (1 AU, AR B b= PR T~ FE 297 ik I R S
HRSIPAZ AR 574, HAE S RMSHB EL Bos DR, FF HLgtb o —£& (Flanus) yrikek —
2% (BIANED) 77k S&RFIMEH BN —2&S7 k2 — T EB-la INFAHLL, 2 LR R R
H 38 (Kappos®E A (2010) ;Cohen®E A (2010)) o 45K fis A1 S 1PAH I 1 224 P X%
(B, T2 g R M e G T T AR ARS8 YR DA ) BB/ o T AT A%
TR .

[0005] % F 7R 7 MS Y e 380 25 AT AHOC AU , 10— 2897 P AT 18 B R D03, PRIk
T RN PERE LS 2575 2, % 2GRN S 2577 SEbe i s DDA M 5 — 2R 7 1A 2 Bk
EbH B G R 2o AR

REAAE

[0006] AR ISR B T — e Ay 2 A PERIAY (MS) AR R TIHICD20 0 (AR B AR sk,
HUR S5 & v Bayy JFHIEBCHbs 2 L VR (US) 15 12 20 ittt i 4 7 20—
FRRZ PR BREAR R Ta H puA  Be

(00071 RS TIRTTMSIN T i, HoAu s a) 78 Dy 77 it 5 SR A7 7 28 s 4a T
SR BTl HLT A & B, iz e 7 T S04 T 20— 4RI R BT ) (B2
/D —IRET TR BIE AR LK) HS AR 75 S MR i 45 1 B R i
s HAURES G R B, Hriz 4Ry SEusire sh 4 1 B S AU A B 45 1 20 3mg £ £)60mg
F BRI PR Z5 5 B
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[0008]  AKSCHEEE T IRITMSINT i, A4 : a) A8 00 it 7 SR TR 2 A 45 T
B AR R Tl HT A & B, Foiiz e T St 4y T o0 — 4RI R i ) (B2
FED—IRET HUFI R I BIEAR AT LKD) FS AR5 S IRl 2 4 T R B
s H USSR B, Feiz i s S A A 4 B HLE SRR DY JA 1R R 45T £ 3mg 1 0mg
20mg » 30mg B 60mg 1y BLEE A FR T it 85 A Fr BL

(00091 RSCHERE TIRITMSIN T i, A4 : a) A8 00 it 7 SR TR 0 A 45 T
SRR Tl HT A & B, Feiiz e T S48 — 4R R i ) (B2
D= IRET U R I BIEAR AT LKD) S AE4ERE T3 S R 24 T R B
s H USSR B, Heiiz i s S A A 4 A HLE SRR DY JA R R 45T £ 3mg 1 0mg
20mg » 30mg B 60mgy L AR FR T it 85 A Fr BL

[0010]  ASCHEE: T IRITMSHUT 5, AU

(00111 &) A S Ay 5 S AIRN A A 5 e B 4 T B AR R i L U &5 5 B, o
U B T SRR A2 T O — HERr I L T AE BB O EB TR ANEE 14K A R 4513 -
60mg 2k £ 3mg 52 10mg 5 £)20mg + 5%, £ 30mg « 5 29 60mg [ B 1E A BT L1 , 12 67 1y 1
9 20mg Y BLEE AT ; LA

[0012]  b) FLrEdfly o SR A (2 20 T B R PR el Lt Bl i v B, Bz e s
SO SR AT LR B A 545 T2 3mg B2 10mg B £J20mg 5.2 30mg « 2 £)60mg
(W BTEAR BT LT A & Fr B AR A2 4R 77 ity 20me 1 BTE AR R T

[0013]  JRICHER T IR YMSIN T, HAuthia) 78 00l it Uy S IRl A A 75 28 iB 45 T 2
EAR U UR ES 15y B, Az s B 5 58 B AR 45 T 58— e B 2 A 2R 0K
SRTRFNZE LKA A 45T 20mg i1 BLEE AR LT DA Keb) LR ae ity sUlInl Ay (5 45 7 R
AR U B U & B iz S O S4 M H L R B M A & 4 T4
20mg R BLE AR PRI H U E5 5 Bl

B &35 R

[0014]  E1BoR T 2824 51113 R BUHTGAER A AR S 2RI GAE s AR Z A 4 - 20 1 1
SEYACD19 BN TS

[0015]  [F2/B 7~ T F34CD19 BANf 14, HATR AR T 0t CENERED (ITTHHA) .
[0016]  [E3IE x 1 FMICD 194 RE M 5 0 Ams 771 i 5 ZE AR 7T 45 2R

[0017] 4o~ 7 FMICD 1940 U RE I 5 EFRE A e 1 AT 7T 45

[o018] &[5\ R T IGTT AU GAERR A A [ [A]

BAIiELR

(00191 ZAVEREIL (MS) S2—Rh R/ AR YE X 2 A G5 (ONS) B, HAFHEZ RAE |
TGRS/ A S TTHEL , e S 80" HAIR .

[0020]  Ay3BOAGE S (R UEHE A IAMS H G R/ SO A LD K TR B =, £EMSHh
BAHLN G2 /- S A SR BRI Tk Y 5 I ] (Archelos A 2000; Frohman®s A 20065
McFarland 2008) O 42213 SO AE BN A I 5 S e v FAT ER S hRE, it B 2
FUR 3 FE 9 CDA+ TARIBIR AL HOAR 7] (Bouaz iz A, 2007) Filid 5 T4 LhAERN
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SN AR RAE (Lund 2008) (55774 H SY TR SN) MBI AR AL . BANM A7 T
MS B IS MBI B B D A i (Klaus®E AL, 2013) .

[0021] Sk | AZE bt (Hauser®: A, 2008) FIEEGER HLHT (Kappos A, 2011) FR23HF5T
I PRUESE s 13X 2 2455750 i B O BAR M RE I 3 35002 8 ZRUMS SR 2 PRMR T ) S TG 14
FEFAR o BT, FERMS SR 5 1 2 HA3 K6 Fh b 5 1 B ER BR L TR D (Hauser % A, 2015;
HauserSF A, 2017) o ixX B0 70 i T REGER TR 2 A T8 &3 A T MRS 5 1
FRUER T BFRBOEAC RO 7] (5 TPt & Bla, L2405 FEFLORMAALL)

[0022]  {i FH$7UCD20 B v S0 (A B R 22 5 FR TR B B B B 075 S MS AT BEAFAE [P F
Je, I Z B Bhueia o, B G PuiREb A5 b GREGER B0 Foe 4 A8 BRI
PO X BB G B IV o A, S R (S A 2 U B R ER f e R
) FE 2 X E HHBAN I H R . S T AR A BRSO EL RT3 X BAN R FE I Pt
CD20 B v AT R 1 5 SEAREL , X b 1 AT S5 50O i R A A A 2R DA M BRI R8N A 380
BRI IR 405 o REAN, R i 7 et O R 22 8 PR A B B B PR DU E N BRI 145 Y, X A2 R
DI7 RN N 2 it T80T, 9 B Al S 80 SO 195 &k 2B % (Hauser % A 2008
Hauser® A, 20154F) o 21+ ] “Mnadie 100” mr F E BAN A IO S LATR T MSI R L, 3R 2 —
T (G R B 241 T 5 DA T ELA AR R] sl B 0 Dt i CD20 B v R HuiA B T MS R A 4
e

[0023]  [AIE, T AZS AUV E AT LA R BT s BRI i R 7 R AE AT R 7 3K, 74
BT B S D38 TR 1 e MERFIE AN F R4S 29 R 1

[0024]  BAJE AR RS — M ZEHTICD20 FR e [ TR (mAb) |, Bt e 7677 12 PR 2 40 i
15 (Arzerra®) H45 o BRI HU BN O /E FH 2R TR 25 B oA R Bk s g B
AR BBTR BN T-CD20+ 43[R 24U NG Ag el A 4RI R U R AR 07, BPELCD20 H2
SEFEDTR (mAb) ) 225 BAPTI SR A7 [N Sy o PR R PR CD20 45 5 = Sl ik # MAR AR 4T
Ho 514 (CDC) FIpfAfic it E 4n i S A 4i i 2514 (ADCC) 53BN YA, AN & am a4 I
T (SR Z PR 5 SBANI YR A —Fhoe 4 APk (Ab) , TN B IR sy 5 Ay
BRI T BRI 7, 1E QORI RAT 70 S 21 1 1T BRI AR SR e B 25 Wb ik (ADA)
AR A AR R UE S (s A5 <1 9% 1 R 3 s Arzerra®USAL 515 L, 2016) o

[0025]  BAJLRFHUHEAICD2047 - E I i (AT 2 B (RTX) - B A $H1CD20
MAb) o RTXHHFT R ik A (TV) 71 GRHBR 14K 2K 1000mg 751 T35 B b B4 i
SR, SRRSO A T IV BT EIEE (CS) AT 2y 55— Tid S A AR Rt
L/ THIRH I LA AR 28 R PE ST 98 (RA) Hl AR 52 1 (SC) BRL AR Rl 71 (FE
WACSIEOL N4 T) T RETRHELERTXW 7T FH AT R4 2 (1 B 22 1) 32 ¥ BN ARE I £ ZEH 1
SEMFTEITE ST % (RA) KR AR S5t 250 (MTX) | PR IR SCH e R B AF P
LA PRI 21 o K H PRSI 70 SCI AR RSN I BAT AR I 1) e/ N S 25380570 & - I
57 T ZRATBAN I Pk & £% o A AR EMTX SRR IRA A T X WU 7T H , 30mg  60mg 5k 100mg 1 SC
BRI S B0 ARSI AN BAT AR . 7T LA 52 =2k 6 0mg 1) FR 551, I L AT DA
PE RS BAN A IR 0 JC RS BN CSAHIT 2510 7 7 A FEIE 1 SN BARIAFE IR R4
5 [A] B A P CD20 T4 BRI AR FRAT (ofatumumab) A7 & I 3G 1.

[0026] b L AMSIBE TRRIFST 1 BEE AR AT L AERRMS FEA B 2BH2IR IFFTFh A 1 B

5
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BT (OMS115102F10MS 112831 /MIRRORIFFT) - OMS 115102057 & — 148 (24 52 X) AW
LRI BT 5T, ST PR T 38 BIRRMS AR 2 Hh i ik P 28 1 B ik R B 0 1 30 R
(Soerensen®i A ,2014) o 1ZMF5E 135 B 4H (100mg . 300mg 700mg) ZH jik , i 1244 5
ERFA TR R PAZ : 11 LB IR P 22 B R R FR sl B« 24 J5 I, B BRI R PR R
PN 2RI TR 2R R S o AT TR AL B R s s i, RS E 724 5 (5524~
A8 1) IR TAEPINRTT I VA IR RO 1 ik N 45 T SRR 2 8
JEIABAN I 250 H PR AR AIMR T 22 75 P 3] (55 B FARLL , o9 221 P R 1896 %)
(Teeling® A (2004) ,Blood [[fifi]104 (6) : 1793-800) .

[0027]  OMS112831/MIRRORS&:—ii2b3lf] 48 I AIF9T (24 RS 1437 I, AR s 24 FEIBE T ) |
TS T R LEARIN 2 R YERTAY (RRMS) R 72 S5 A A B2 N B AR B h I SR 4
41 (Bar-0r,2016) o« fEX TR MMIRRORIM 5T (FERRMS FH MR LAFF T : oY BRIE AR SR 30 )7
%), 1204 (q12w) 3557 3mg . 30mg ik 60mg [ B LE A BT, kA4 ] (qdw) $55760mg 1 B
ARG N TP &1 AT LAE IS 25 T RAA R AT U89 1A 751 g B e AR PR R IRGE X S
B B R R e (30mg A160mg) 1T 3214 (BEIE I T BBAN R 5 243 7] RE kD 41
[ PRI TR R, #530mg q12w.60mg q12wAl60mg qdwislE 4l i) i Bad LAY (1:1) DLAE
S0 JE B2 Rt R sl I ) R Y B R B 3mg o

[0028] = L SR A S50 - 12 IR IR 19 (MRT) b [P el ois A2 1) RS o
BRI A2 T

[0029] (i) FCA TR] SURTGA B B A2 1) R A AR 5

[0030]  (ii) (ii)a) HIGAIEEEIFAL, b) Hr/HrP KINT2AL , Fle) TURAS S AL 1 58 12 5 A1
SE24 AR R AR

[0031]  (iii) AR EIIEELLA;

[0032]  (iv) ¥ RELLARNLE S (EDSS) 1347

[0033]  (v) Z A MEREAV DhEELE & (MSFC) M FL2H if557 5

[0034]  (vi) R AP TY sl s & (MFIS) 5 LA K

[0035]  (vii) PRAYRIAATR I PR B AR SRR O T

[0036]  7F BRI BTE AR A& = 30mg (p<0.001) [ 5 A, 7EE80- 1231 H], ¢
REFARLL , BEEAR g s LG mis 221~V ) 2R /D65 % (p<0.001) , - H E54-12
IR, SR AARLL , B R PR e L G oatis A2 -1 3 SRR D =90 % AEZE0- 12
WAL, 52 AR B R B PuD T BRHT/ Y K BIT2H4E (60% -72% ;p<
0.002) , H IR PERFERCDL9 BT . /R 550~ 12 YAl 5 Eesr 2l 9/6 74
(13%) AHEL , Bz BRTE AR BETIN17/164 4 555 (10%) 2 K MBS SIS, 45T 3mg
MR AL SR S, X B R TR T B AR PTSCR] PLLAEAR T 2 BT AEMS B
PP R RAF 1 70 B AT I IRMR T 4% o« 55 SRR A T BARM TS ks ) 751 B RN R AR
R, 3mg q1275 EAURCRAS KR 8 A4 2550 T 7045 2510) TR 3% A B i 2
HIIE SR - 30mg A160mg q12 F 34 /R T AE T4 252 i X 55 Hh 2995 % HIBA Il . — 2
R4 25, S A i KN BTCD20 5T AAHLL , BT 76 7 AE60 FE BE s h 4 B o 1 AR e
(BT AT - 577 4N CD19+BAE I Al LR R o B HER 25 87K T AE45 25 2 R 1 1H]
B IUITR] A AT BN IR SR I 5, 1 30A160mg q12 5 —F 3557~ T AE B4R 25 2 T 4975 % 1B
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A AN B REE b, — H e F RS T, IrA 7697 550 S I B4R FE IS5 22, 4
TR AR FTUEB N (1) A S BURRINEBANFER I T, AR TR i
GBS T2 42 5 AR HTCD20 mAbPTUERH IR —2L (von Budingen®: A2012;
Bleeker®: A 2008) .

[0037] RIS , BLEEAR B HUN T-RRMS FR A5 2o 4 LT 32 14k R4 o B R R PUf 2e e s
IE S Z BT EHE—8G AR HIES .

[0038] ¥ N B AR BATIOMS 112831 /MIRRORIF ST HA , B A B 1) 20 b e i AR5 11
AESETFE ARSI, (BLEEARHTNE2% , LTI 15 %) o F S S SON = & A=A 1 G
g, BEIE 4 20k O B BRI/ HR R (97 % [ R) o 10T AR IR AR CAE (FY
FEPRIE AT IR & RY) IR & A 207 AT {035 22 e RS 1T B AN R S5 (SAE) 1D
X0 2 SR A B UAHOCON. (374 1838 | B A A A 515 1 R AN6 0mg BRLIE AR BRI B 4H o A
| CI SRy IR eI OISE SR

[0039]  AR4E“fU$h (comprising) ” s “B025 (including) " VA K “4H A% (consisting)” , 44l
W “BFE XGPS XA B, sl AT LA AN A , A5 anX+Y

[0040] R “Z5” AN THELx , BAR+/-10% BRAE b N ST AMIE

[0041] AT AR “Gufie Bk aE 7 2 45— S PN 2 IE « — X2 (L) A7 - T R A
— W (H) B S A AR D AR 1, B DY B i AR FaE 4 - R F I 45
M EAF ARG FRAE 2 WL, 140, Fundamental Immunology Ch.7 (Paul ,W.%, 55 2/ilxRaven
Press,N.Y. (1989)) . {1 & 2 , T 4% H Ak T HE A1) AR X (FEAR A6 S ) VH) A A E
DX ) i o F 5 T T DX CHAlE e =/ 45 Ak, BIICHL CH2 DL N CH3 A ik o B S5 A4t 1 e FH R e 1]
X (FEAR SRS VL) RPN E XA A 525 28 DXl — > 25 M3 CLAG Y« VHATIVL
XAV — 2B A oy s AR P DX (ks 220X, T AR 8540 F e SCRPAI 3 A A/ sl e =X
HOE R A1) WHROD B ANIE X (CDR) |, HAlcr A B AR ST I X, FOMHEZRIX (FR) o B3>VH
FIVLIE 3 H1 A S AR 2 FE A #2 A IBUFFHES I =S CDRAIPUNFRAL B : FR1 L CDRI
FR2.CDR2.FR3.CDR3.FR4 (it Z W.ChothiafiLesk J.Mol.Biol. 4> A#p2¢4edi]196,901-
917 (1987)) o 1 , X Ik Fh B L FR FR B (M) g 5t il 41 B PR R 7 1 EA T : Kabat 56 A,
Sequences of Proteins of Immunological Interest[f7H e e X IEE T, %5
JkPublic Health Servicel[ 23t TUA:ARSS] ,National Institutes of Health[[E~r 4
W5ele] ,Bethesda [ DIZEHT K], B B2 1 (1991) (RiE, dnKabat ok ASC iR HiEKabat [ 7]
A ERIR IR L G5 R 1 8 BB A AR At sl R Bk VT AR AR YR S AR G S R
5 TR ISR e SRR P P £ B b SN R el D ek M SRR B T
R AR SE R I I FRECCORI 4 ko sl N o B, F gl nT AR 254938 nT /EVH CDR2(195% 3522 J
FHEAA S LA AP (B 2R PEKabat )57k 3E52a) FIME EAEFRILELS2 2 J B 4EH N Fk AL (51
Wik fEKabat[1)5k182a . 82b 182 5F) o il h K HUA T A 55 “Frifk” Kabat g 5 5 41 (A [R5
DXIEL AT, AT ARAIE 25 E TR ER L Kabat 44 5

[0042]  GnACSCRT FBUAGE “Biik” B F8 e BREE 1120 1 e BBk 1 0 1 Fr Bl T —
TR 2 R B A SR g AR AR N S Hu R R e PR S5 A Y K TR AR ), 1IN TR
wmE L2305 50 2D L4550 Pl B DA/ NI = D AR NS L D 29U /N D 258708
I 2 /D21 2/ N 2924/ N BB KL 2948/ NI BB VA3 R VAR VB R VB RV TREEZ R

7
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55, AT AR DB E SIS (2 PAVS S ek B A/ sl =y bR s Shuid
AR AE PR SR P TRIAN/ B e DA HUARZE SR e/ S IO I PRI TR]) o QASCRI FHI
ARIEGUARI “BURSEAE 07 B Fe R B R b 45 A B (B1ANCD20) g TP B -
O 2 WoR BRI PR S5 G Dhae il LA K HUARN A BT o I s AR ARTEDUAR T “Dili 25 &
ay” WINES & B LB ihFab BB, — MV, WV, CLAICHL Z5 A3 20 Bl IH) R A B s F
(ab) 25 B, — P S A BE X il i BN Fab B B 4 BB lHV AICHL 4544
SR R IIEd B s FRPUIARIE B VRNV S5 0 i B B s FRV Z5 A 20 i dAb
Bt Ward®: A, 1989 Nature [ H4X1341:544-546) ; F153 Z51JCDR

[0043]  GuREEKER 1100 I EBEANER B P AZ X A5 5 AR AR N &5 & g5 A ik
HTERE X AT AT 0 BEBK AR 11 57 AUk - (RURG TR RE AR Gel1 25 AP Cansso i £-4m
) FIFMAR R e 43 WiCLa,, BB MATE (L iR 1 6 —4100) TN EE &

[0044] 41 ATl BRAE DA B H S S N SCIH RS, 3 MASCAT RS “BuR” t4%
I ATAT L HIBOR (W e 27 IS AN OR B R S R b S S R I EE A EOR) 24t
PR B D2 PR SR 855 D0 ae n] DL 24 GE38) HUin v BT « i AR
PR NIHUR 855 A B SR R AN T+ (1) Fab BB, —FRHI VL L VHL CLFICH1 6544
A SR B s (1) F (ab) 2F0F (ab”) 25 B, B S AE A BEIX F — ik 821 Fab
FE B (111) B F I VHRICH 1E5A3a A s iR d B s (iv) ZEAK I pl i s/
MIVLANVHES #3840 sl O Fv B, (v) dAb T BE (Ward®: A, Nature[ [14X1341,544-546
(1989)) , HELR |- pVHES A I AL Bk, thAR A Z5 A9tk (Holt55E A (20034F11 H) Trends
Biotechnol . [ZEWH Ra#A]21 (11) :484-90) ; (vi) BT HUAR A KB TIA (Revet s A
(20054F1 H) Expert Opin Biol Ther.[E¥p7 ik L@ N 15(1) 1111-24)) , (vii) 53 BN
H N2 X (CDR) , 4VH CDR3, (viii) UniBody ', 4IW0 2007/059782 i &5 [ M Hifk,
(ix) FeEhiiRek 5y (scFv) , 2 B QBird%: A, Science [F12#:1242,423-426 (1988) F11
Huston®: A, PNAS USA[ZE[H E 5 BBk 1185, 5879-5883 (1988) ) , (x) AUAD A (scFv
SRR ARSI U RS, OB T DU SR e P 1 sloOBURR S PRI (Z WA QHPNAS
USA [ZE[E [E 5 BB F1190 (14) ,6444-6448 (1993) JEP 4040975kW0 93/1116 IR
RGP o R X8y Bl i B A DU E XN AR E AT R AT HL 2% F T 2 AL BT
SRRFRFIE , SIS F AE W R AN 58 IR o At —20 e TACR I I M Sy ax s
At A SRR B

[0045] N Y ERAZ T RIEDTAR I B R e R BT DL K 2 ve TR ik T DU A S
PR IR R A DU BT IR LR BT T LA AT R R

[0046]  GASCRT T, ARIE N RBPUAR” B AR BT A A ISP R e Bk Ay 2 Az
DXFIEE X ST AR B A R BT T LEAE AN A SR R R BR R T A1 A 2
SERREREE (BN, 18 5 AE AR SNHEATL S A B o7 e e M AR Bl i AR PN Rl 848 Sk 5N
SEAE) o BRI, QASCAIT I, RAE “ AN EPUR” A 5 AE e FEH A I B 5 — P L s i
(407N 3R [ CDR 41 A AR 21\ HEZR e S B

[0047] QA HT IR, AR pu Ao i A BR & 7 A N AR ek 4311, ) Qs o £
5T N ae Bk 1 B DR R 2L DR/ N B e i el oo 7 2 A\ S s BR AR 1 B PR SO, I 26
PR A FE M AT H1, I B, Brds B A P UAR I IR 7 41 S5 M AR T Bk

8
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SRR 2 SR A2 2090 % W E /D95 % AN 2096 % Uz /D97 % AN E /098 %
BN D99 % — B I H , I FURRE AR T A ST R A 10 SR
25, WS PR R ERER 1 B R s ) S R 7 A1 A AN 1 54 (B A ik 4.3, 2814
SRR o W TVHG U 51, VH CORSESAEAS (O A SX R 5 o

[0048]  RiE “BR T HUA” EHa 2 A K A — PR — ek AN DIFAE H— ok 2 i
PRI — DB AP ARE TR HUA” SRR ek 2 MUk . B St
PO i R SR G LB RE RN I S HERE A 28 4k (HL) « A Piiioe il &
DR E RPN HL R ATE R A PU 2 A (H2L2) oA an, i m] DA o 5 F 21 266 i FL
A2+855 6 UM HICHIX. (IS H TeM HEkskul) = 2 M ik S Pui . i , Ikt
PO FRIXAE BT T —350 00 B REAN /el 2B SR B R e ek JE T e oA 2l I 2
AT R AR P AR SRR, i — AN s 2 A RE R SR E O —Yiiek)E 153
— PRI ARSI 2T Bo AR R e ZIAR TR sl [F s, e IR
AR VE (S WAATANSEE % M 54,816,567 2 lMorrisonSE A, PNAS USA[SE[E|[H %K
FREEei 181 ,6851-6855 (1984) ) o fiR 5 HipAi ok AU 23 RN EL2H 5 747 A (S LA
Cabilly% A ,PNAS USA[SE[EER A5 HI181,3273-3277 (1984) ,Morrisoni A, PNAS
USA [ZEEEZ R Bebe 111181 ,6851-6855 (1984) ,Boulianne®E A\ ,Nature[ [H4k]312,643-
646 (1984) ,EP125023,Neuberger®: A ,Nature[ F#k]314,268-270 (1985) ,EP171496,
EP173494,W0 86/01533,EP184187,Sahagan®: A, J. Immunol . [fr 2% 1137,1066-1074
(1986) ,WO 87/02671,Liu%: A ,PNAS USA[ZE[EEZ B Febi 71184 ,3439-3443 (1987) , Sun
“5 N\, PNAS USA [SE[HE R B# Bl 111184,214-218 (1987) ,Better®: A ,Science [F}%]
240,1041-1043 (1988) FllHarlow®: A\ ,Antibodies:ALaboratory Manual [$H/A : 5555 =
fft],Cold Spring Harbor Laboratory Press[#¥ RS04 % HHRkft],Cold Spring
Harbor [{4 3R] , 414, (1988)) .

[0049]  RGE“ NP HUA” a2 A IR B AR A TR e/ N A AR BTAR 5, AR
PR NSRBI E B ARG | Hoh sk B 2R m 2 X I F ARk BHEA 8 ()
QN FR S SRR AR R K28 i A B ds e e e R A s s A2 X (At
1) IR .

[0050] kAN, AT T (0 & AE S ARk bt o R R IR FR AL A TIX B2 1
DAt BGE DR TERE 1l , AR PTACK E5 5 A 4 M I: 2 /D—A GEE AN
AR AE R, FA BT B AR F BT A S AR PR R TR S R B RS = 4R 3R, HL AT
AR FRATAFRXOE A 2R 11 7 2 I BBEEFRIX o NI E e o e 8 A 26
TREERE FMEE X I E D8B83 o 2P N4 2 Dl Jones ™ A, Nature [ F{ #41321,522-
525(1986) ,Riechmann® A\ ,Nature[[H#k1332,323-329(1988) fllPresta,
Curr.Op.Struct.Biol. [X4RTEEHG My M ki1 2,593-596 (1992)

[0051]  R4E “CD19” S 4EBHRE 4HJiu i CD19 (CD19="3 ¥ 35:19) , /& A 25 FCD193E [ 4
15 HLAEBAHI (— 22U i) 2% 0 A2 1 5T RO “BA” 2 Fi5— 2R 41 it . B4H
Nt AR B L 40 , & A T o 53 PP AR A A B s AR G AR S e £ 40 W R T U
Ah, BN B PT CETRsE o 2N LB 2 b 41 (APC) ) F43 b4 N -1« JASCRT
FHR, “CD194 M A1 “BAnf” S 4 AH IR 2 4 »

9
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[0052] RGBT RIE AR .

[0053]  JACSCHT IO ARGE “BR va DA ok “ B e BEPUAR AL S0 48— T4 am
PRSI o B vE R DU SR N R B 2 1 B — 25 S R VRN AN T AT
RIE NN S TR R B — 25 SR R bUAR v A IR A AR R %
BRER 7 A T AR DCRME E X o AR Sa DT RT LA FH 2398 77 A, 122 AR R il MR AL
Rl sl Gl e A B A 28 Bl (B an 3R BRI/ INERD) FRAS 1 S5 ok ZE (e 4l sl 1 BT , 1B
A8 N\ e dE s SRR e A B DR 1 SR AT 4

[0054]  GrASCRT IR, AR “EE A\ 28 HuiRk” G4t Ja 4 5 T 2 Rk e AR B Y
BT N2, 1 (a) MBI A 26 e e BR A 1 1 PR BE DR el s e e AR 2 (/N
ke LI 28 1 2309 40 B RO Bk CRSCHAth 5 dE— 224 | (b) WAL DA HUiA i 4
T4t A EEGYED) 2 BRI, (o) W A A& NPT SOFE B PR, F (D) i858
BB N\ s B Bk AR 1 L R e 4 5 28 A DNA T 4 AT AT A T BRI 4% 360 T ARk 40
TR e H A0 AR A I A SR R o B BREE 1 e A1 IR AT AR DX E X SR, £
FEESTEI , AT DO I S E A P UARIA TR INAAE (B, 00 S A 2K g fr o1l
ISR, EAT RN ARG AR , WA IR A A M AR VERIVL 741 B A5 HAESE  (HE
FAH PRI VHAIVLIX [ 3R 7 218 A REANE KSR TR AR R E N I 741
[0055]  CD2043 - (AR g A ZSBIRES 4l il 1443 A pre i 5 Bp35) S o2 T Fir Bk EE 4 it A1l
BRIt 110 20 f- 5 29 35kDIM B /K S A 11 (Valentine®: A (1989) J.Biol.Chem.
[ 7251264 (19) 1 11282-11287; fIEinfield®: A (1988)EMBO J. [EMBOZ% 17 (3) :
T11-717) o CD208 & BRAL T2k H SN I sk L 7% B 192190 % B4R ., HAE R
WIHTBAN A A& 7 WA 8t Rk H— B RrE 228 4l 7311 - CD20 4741 - 1E H BN LA K % EB
Al — 3 bR, AE R T90 % BN R AR A Sk B9 (NHL) |- 5%5CD20 (Anderson®s A
(1984) Blood [ 7163 (6) : 1424-1433) {HA 1k 1M T 40 « FHBAHN  1E 5 K 4l sl At
LHAT R L IRCD20 (TedderE A (1985) J. Immunol . [ 2=E1135(2) :973-979) .

[0056]  CD20ZE [ B85/ S FEFR 12 2 A iy DX 3a 2 1 it BT N o 1z X3 V) i 5 HAAB B
YR 2R T S5 A A B (914N T g TgDANT oG i ol 4 S UAH A R Ui T T 2o ek BRI
B, B B A 3,328 15 A6 S SR FR AR R R ST N X 380 TE oS b (Komar omy %5
A (1983)NAR 11:6775-6785) o (F i ii6 1 MR E AR AR T, 214N S Bk 2R 5L, 1 a2
SERRIE L , I Z X A 54 11 L A7 - GenBank B34S ANP_690605.

[0057]  F]PAAEAT S R4 T AL B HTICD20 T A BLIE R FRAT, AT i S s s AT
NSNS IR RS (G DR B BAE N) E - BHIE R/ 28 B AMNEE A —
S SRR (s.c) BT AN A S A — A S0, (] H
S AR SO EL B B R SR G A S BL T (SC) 45T o 1 ErARSEAS A A I F 3
TR R ARBR 1 52451 )& Sensoready™ 2 .

[0058] A HT FHIRHEE “Bo H AN 77 F Il AN 4G T B3R 0 T IaE A fRisas 1 LA
NI T 2, B B ST, 9T EARER B SERK P LI PN < Sk P S5 P 2 PN IR P
TN AN N A R K =N =3 NN S s NN ) I <y S NN
PN VRS IRHES A K e PR 9 S AR

[0059]  AEAG A — AT HE G, BLE AR SR Al A W e HURE Py e 1) s FH - 286
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WK T I 29l & 0, Tk N4 T IO A S e T S8 KRR R TR A
WIIGHL T 2SR v DA RESSE R RSB RIE7) (An ) 22 L) LAZR A S5 g
o T, B0 43 TR Bl DA 7~ i PR 75 (R B 1 B A7 R R G A — i (R, A E R U
H vy Bk NGEE) W TR TR R e Kk 46«

[0060] bk fias 4G, ATUATTE A o 25 oK ek /K I A TiC 24
[0061] iRl 4 TALEY, Al DA B —Zefuf e i v S oK ek b K, DUEAE S T
AR

[0062]  FE—/ s fdlh, rf DAARAEW0,/2009,/009407 Hsk & i ill 7RI c il FH T B AR PR
il

[0063] AT, DAHTAHIFIACL I BT AR BT, Horh B AR AP 2920 -
300mg/mL+50-300mg/mL+100-300mg/mL+150-300mg/mL.200-300mg/mL.2k250-300mg/mL, {f
196 A50mg/m1 »

[0064] AT fFIH , DASTAARH A ) SR B e, AR A B 25 102 100mM G FR B
257 100mMEUHA. 0. 5% 25 % K52 BRI ES iR 0. 02220, 2mM EDTAL0.01% Z£0.2% B 111 54K
fESO, I T pHAS . 0 7. 0. Lty , BATE A R AT HI T € 5 50mM B E 5 LmMSE AL B L 1 9% 8
SR ESH%.0.05mM EDTA.0.02% 58111 AL E80, I pH %S5 . 5,

[0065]  fr-—SEfiIH, PAUCIE 7 (7 S et B AR B il 511

[0066]  fr—ASJE I, T2 UL T —MGTT 2 AV (US) (1975 1, Ho B 4ha) 78 0 farfl
J5 SR A A 75 B B 46T B R T LA Kb) LS AE4ERr 7 2Rl A JR A 45 T BATOR
L7

[0067]  AE—ASHE B, $2 0t T —Fh T2 R ok iR 22 & R A AE R 2 F 1 7 i,
fihia) 75 6 1n7 7 2] A) A T B2 R 4G T SR Rt DA Keb) LR AR gkRE 7y 22 11R] )
BEE T BRI AR,

[0068]  fE—A~SE Bt SRt T — MR e & R MR gt R g 1k At a) AR g
FE T SR A 7R 2 A AT B R IR DA b)) SR 4ER s SR i 45 1 B
R NEE T

[0069]  £F—ANSfEfir , D347 & 20 15mg 552 26mg 2[RI BLE AR T, Bk £ 18mg
2322mg 2[RI BLIE AR SR, e Uit 29 20mg (1 BLEE AR BT o A2 — > S il HERRFI 5D 2
15mg 55 2)25mg 2 [AIY B IE AR BT, e 2918mg 15 2 22mg 2[RI BRTE R BT, I HLAL g2
20mg (1 BLIE R IR o AE— DS, 621y 71 B AN ZER ) B 35 %) 2 15mg 5 £ 25mg 2 [A]
BT BT, 249 18mg 152 22mg 2[RI BT AR BHT, B fide 29 20me 1) LA AR
[0070]  fE— NGB, 23 T —Fiia T 2 A EREIE (MS) (157, HAAE LA M5 ) 11
A& SRR A T2 R 45 T B R AT,

[0071]  Z D 7 28 B4R AR A T ZE MU EE 0 R EE T RS 14K P4 20mg BT A
PU; DA M b) A4 51 w5 SRR B R R B b 2h 1 2 T B B 2 R B
TEER 2577 S EEVY T A6 B2 N S 20mg BT AR B, DA R AEIR9T 5 SEFF SN TR B
PUSRIARSEEZ S 20mg BTE AR

[0072]  fr— A, FEL T — MR AR ol AR £ Ak VAL (MS) SER e R 5 1, |
FEUA N5 5 ca) AR DU R T SR SR b4 T 2 A T2 B 2 A f T 5
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TSR 2507 SR OR SR TRANEE 14K S R TEST 20mg LR FLAT; DL K b) AEAERF TS
SRR BE A BAPUan T A T 2 B IZHE R BT SRR 2575 S0 2B DU R THiG
B LS 20mg B AN 7T, DAL IS AR 167 7 SR 2R TR N AU AR ER R LS 20mg B
R

[0073]  fE—/Shiirh, $2 0t T —Rhisite 22 A E A (MS) BERE T L, HLAHRUL R 5
a) AL DU BT SRR, SR A s T = A TR B R S U R S e 4a 200
SERIEBOR TR AR SE LS 20mg BUIE R BT ; LA Keb) A AR5 B S T TR B ik
RNEPUES T BT RN A 7 O 2005 RSBV AR T 34 20mg
BRI, AN LSRR 7 7 SRR A TRIN DU 4R S5 TS 20mg BREE AR i
[0074]  fE—/acfafirh, B2t 7 HTAEIRTT 2 A VERELL (MS) 05 72 it F A SRR
P, 23 TR B ha) £ DB 5 SR 4 e R B 4 T B R s I HLb) HL R e 4k
Ry SRl BB T BIE AR AT

[0075]  fE—/acfdirh, B2t 7 HTAEIRTT 2 A VERELL (MS) 05 72 it F A SRR
DU, 2S5 A B a) A5 5 B SRR B R s 7 2 T WA i a7 By
SN L 2575 SRR OR VB TRMEE 14K B R 5T20mg BIEARFT; I Hb) 4R &
T3 SRR BIEAR B as T A T BN 2Ry S 45 245 S sB U R T
YRR ML 20mg BUEE AR, AN L AR T T3 SRR SN TR A DU I 4R 8 57 P T  20mg
BRI

[0076]  fE—A Sttt B 1A AR T 22 A VEREAL (MS) U5 i rh B FH R 25 rr il
i R B R B T, FLrhiz s ik B ) A S e s S IR A A = R R 45 T B
P I Hb) F R4S 5 S IR A B 257 BEE AR

[0077] AR BR R LL M ARBRAIME S B

[o078] Sl —RhiaTr 22 A PR (MS) T 1, B4

[0079] &) AE AT LT SRR SR AR 2 T B A TR B ALK

[0080]  b) HL /e fEfEdy s B 5 SR Ay iz B 240 T BRI AR

[oo81]  Stafi2 . s S e Bl L TR T 725 , Hern AR 2 S g5 B 5 S IR A AR 5 8 5
SIANERL R T (s c) TEFE TEIEAR SRS

[0082]  Sita {3 . Adm S e Bl LTk AT 725 , Hern  AE 2 S g B 5 S IR 2 3 ) BREE AN
PO E A2)15mg 55 £ 25mg 2 [AI ) B R B

(00831 Sifitafi4 . Adm S e B L TR AT 725, Hordn, LS AR 2 4 5 S IRNZE T B
PR 2] 15mg 55 £ 25mg 2 [AI ) B R B

(00841 Sitafh5 . ARAE S e Bl L TR AT 725 , Her  AE 2 S g B 5 S IR 2 3 ) BRI AN
PO A2 18mg 55 2 22mg 2 A B AR

[0085]  Sitaf6 . Ads S e Bl TR T 725, Horn, LS AR 2 4 5 S IRNZE T B R
PO A2 18mg 5 2 22mg 2 A B AR

[oo86] St {7 . AAE S e B L TR AT 725 , Her AR 2 S g B 5 S IR 2 3 ) BREE AN
PR 29 20mg ) BIE AR BT

[0087]  Sta {8 . s S e Bl L TR T 725, Horn, FL S AR 2 4 5 S IRIZE T B
PR 29 20mg ) BT AR BT

12
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[0088]  SJEAI9 . ARE S AL AT 1) 5 ik, o,

[0089] &) 7% 03 11 i 5 SR Z5 T IR BRI AR SR 771 i 29 15mg 55 £ 25mg 2 ][ B
A NCEEG RS HE

[0090]  b) FJafEiz4ERr s S MR 25T I BT AR SR 1 i 2 15mg 55 £ 25mg 2 [A] 1) B
RV NEE T

[0091]  SCJEAI10 . ARSE SLTE B L FTIR M T3 74, Forh,

[0092] &) ££ 1% 0 11 i 5 SR 25 T IR BRI AR SR 771 i 29 18mg 55 29 22mg 2 [ B
R NCEE RS R

[0093]  b) HJafEiz4ERr s S MR 25T I BT AR SR 1 i 2 18mg 55 £ 22mg 2 [H][1) B
Y NEE T

[0094]  SCJEAILL . ARSE STE BRI T3 7k, Forh,

[0095] &) £EiZ b A 5 7 SR 26T I BT AR BT 77 o 29 20mg (1 BLE AR B O F L
[0096]  b) H S A1z4ERs 7 SR 4G T I BT AR BT 71 500 20 20mg [ BLTE AR B g
[0097]  SCJEd12 ARSI S L iR (1) 75 7, Forp,

[0098] &) & B 4mrsf T ZE AR BT R IR Puan T 28 T2 S 2 Ut B E BT
TEER 2575 SO R BB TR M ZE 14 R4, T 20mg BLIE AR HF HL

[0099]  b) FE4ERFTIE T WK B R IR Puan T 28 T2 S 2 4ERT B K a1
TE45 2575 BBV R T 4R 4h T 20mg BRI AR Ry, DA S AETR YT 77 SEMIFRFEN Th] PN A5 Y 5
R T 20mg BT AR BT

[0100]  SCJEAI1 3. ARSI S L TR (1) 75 7, Forp,

[0101] &) 75 B 4mrsf 5 ZE NP R BT R IR Puan T 28 T2 B 2 U f B E BT
TEER 2577 RN EEO0R VS TRANER 14K BE I S 20mg BV AR 1 - H.

[0102]  b) FE4ERFFIE T Z WK B R IR Puas T 28 T2 B 2 4E R BT K a1
TEER 2577 SN EEVY T A6 B2 A S 20mg BRI AR B, DA R AEIR9T T SEFF S TRl B
USRI ARSEEZ T S 20mg BATE AR

[0103]  SCJiEff14 ARPE ST BI L3RR 7 7, Forh AR 45 2575 SR AMZAERs 7 S W1 R ik
ot TR 3T 25 W S 50mg /m [ BT AR BB 7110 I 2hid S v T 20mg BLVE AR
[0104]  SCJEf15 ARPE S BI L3RR W) 77, Forh AR 45 2575 SR AMZ ARy 7 S W1 R ik
i1 T 7647 2 A A 2 50mg /m L ¥ B IR AR TR il 770 (1 T Fe i S e 4h T 20mg BT A B
Pio

[0105]  SCJEf5116 . ARIE SSHEBIL AT R 1) Ty ik, Forp % 2 R PEREAL S B R 7 R 2 A il
¥ (RRMS) »

[0106]  SCEfFI17 ARSE SLHEBIL AR W) T3 7k, Forp i 2 PR 2 U R R A 2 A 1k
fiift, (PPMS) .

[0107]  SZJEf5118 ARG S E B ATk (R 75 78, Forp i 2 VR 2 dh ok M R 2 A 1k
F{, (SPMS) -

[0108] A 11—k A S AN FRak T F SRR B o « i AR 5 ATk
[ BB T I AR A Bl S5 [RT FAT  J5 TE AR T L T A3 s 1) S e sl I, {HE IR A
FARPCLE T AR AR O P BARPEACR ERAS , A 5 ) AR - EARAI A
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BRI T BRAE R INE S, 753 MIASCAT I 4 S B ARFNIR 2 AR TE B A 5 A = it 8 4
(R IR N G185 By PRAR AR R 198OS AEAS I A5 S U AT & R LA S A TS
BN BRI DA S DASE 5 78 5 b ibd B A 25 (1) 0 08 S B 151) « 122 Sk A I A A e
ARSI G i T B ASUR 2 R 5B PR I e 1 J A TRl Y

[0109] S LL B B A PR H S Ry SN (B 12 B M 20 B MR G SR O ThasRn 22 4
PERIBEAL USRS AT T

[0110] 5T TR T 88 i SR 5 A Tz it 7 DABR B AE 5 R 1 22 e it
b (MS) shh 5 D RARF A7 S i (Aubagio®) AHEB B BLEE AR BB Tl 24 i 52
EXACiTR

01111 AR 70 32 58 H 12 UE B AE AR AN &2 & B U5 1, 54 (q4) F— KRB R
(s.c.) BEEARRPT20mg T4 H — R D IRFFZ I 14mg , 212 12 & SIRIE T &2 & EMS
BEF R &2 (ARR) P

[0112]  REHEAE () Wy AR O (EDSS) B34~ HH AL (3mCDW) Skl
FIFPOGAL I TR (1) 85 EDSSI64 H A NA{Y, (6mCDW) 3 il B WA b I A1) 5
(iii) HLEDSSIK6A HAfIAMGE (6mCDI) KR B b (O 1R] 5 (iv) FERRMRTFEHE T
GAIM IR AR ;s (v) FEAEMRT_E ek i RO T2 AR B 0E (REET2RAR) ;5 (vi) JE T4
AT IR I AR A 1 0 EE VA, I AR U4k (BVL) K.

[0113] IR T 54 H — R DUIRFF L A 1 Amg AHEL I g4 5 B2 T B R PR 4120mg 1) 40 42
PERNI 214 o

[0114]  FSTLT

[0115] X —TiiE L MEMS I AA T B AT ARET T RS T BEATL AU BB I 14 L
BN IR S TAL ZHU DT S5 E A1 B B A L 0 e B 2 a4 A B2 N 5 B A 4
20mg (FEHRAN AR PN AE I =R 20mg FIR IR IA 0 o7 5 2 5) B H— R E IR 6z 14mg o
Ry T AN )79 52 0, R P BB A o < 1 R BRVE A TR T LR M H — Ik
R 2 R AR e 2 5 15 M R T S VR 7 AL R K A9 a4 A P2 2 R TR R N 5 71 (P A
RTAR AR R =R E SRR 77 5 5) -

[0116]  4ECEDSSIF4r 055 SIS k122 Kk MRl L (MS) 19 835 (FLAT B TE E [T RRMS
B SPMS, @iLubl in® A 2014F7 8 ) o3& T It A B IC AT — sk B AR PN &2 & sk AEBER LI T —
AEIOMRI_ ) — R 2N GA B A2, p e B I VPRI 8 ST HA T VR S AE 0 1 7
Ao B SRR A U 2 K TEEMS

[0117]  ffmisl Ry SERNAERE T &

[0118]  ZRAIF 7T H B A PR TR 77 5 SR AR A LR BB TR SR 14K 1 T20mg ) 17 4y 771 1
T35 RGN EBA T TT R R4 45T 20mg [ RE H 4ERs 71 5 5 o R e BRI IR MR, B
TREEL 20 2 B2 O AR R Thask ) O G MR TR S ), 3 FLI 52 B AT I IS B4 it 1)
T RERTER T 0 A — AR & 5 IARBANIE T HEUE HEUR S A 5E M R R
AR, A Tk BT R IR, R e 2425 1F -

[0119] @ I TIRELRENR I FAT SR B = R AP I B Aoy 1 75 58, R

[0120]  @F] BN REIK T AREFEAT R ME. 2 N RS4RI

(01211 FE5 G PEMS A TR B2 T BRLEE AR FT R 23T 7T (OMS112831/MIRRORHFFY) Hiftt 1%
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TAEEMRT G5 s 22 00 5 1 410 BT RE RN D8t 2[RI 5% 28 1 B B84 B o ARt
FUH, i A AE VAR R (quasi-Poisson regression model) 60 &1 BH AT 7Y & - S MV
KA, AT GA B s A2 (A  BL R R HOR ANTGR T AR o 7 5 SN 524 FHCD 19+ 4
F T8 54 PO PR S R o AP R W AR CD 19+ 4 7K S S B8 i b s s A8 AR, I
LB G 7ESEANIAFT DA N (R 25 7K S [ CD 19+ 4R HUEE I, (BN < 8ANT/ul) DAE R (AT
TR

[0122] RIS

[0123]  HIEEAE AT REIR IGO0 T SE i AMRT D8R T840/ uL It BRI FE Ik
(A1) £ T0MS112831/MIRRORM 7T 2 I R 2 M U B AN T B2 B A
20mg A~ & DUBBANM /K S AR 22 <8N 4iifif /ul (B WIE2) o« NEISFNE 4R ] DLA H ,
WFFETIN T 2 LA AN A A R 45 T SR R B0 20mg FT DAGR A BE R SRR RE DR, I LI =
(R LEREF 1 (2 20mg) Ry ERE sl B8 D dn eIk » BE BRI, FRATTAE T 752307 1)
20mg 7 & (G0 A2 JH) [ 62 4 71 5 7 S LALE > 95 % (1) 1B 5 Fh 36T AR A HEARFE IRk (<84
/L) |, IT HAERT A LR 60mg D1 BEAT 38 PALE , R B 0 e AU R T 56

[0124]  YEOMS112831/MIRRORHZTHY, 5T 1 AE12 4 3mg «EF 12 f30mg £ 12 5 60mg Fl14E:4 i
60m gl BLEARRETES T o RV 3mg FAA I ITIMR ISR, - LA 125 30mg AP Bl e K
MRIZJZE, AH 2 RS T 512 J560mg DA PR i MR D380 ELIE R A0 Ao 2 A FBRP I i K
I RZER - 5512 J5160mgAHEL , Fe i AL 7KV (R34 )5 60mg) 1543 39 I ] Dizk (K5) - 2R,
MEEBANE R G, T R BIES T N — L2 e 2 AT A I BN Y 2 a5
AEE 25 R RIIR] , a4 JH 45 2560mg 1) B 5 VAT (i RBAT IR 2 IR 5, FRoA T E AERrF 465
Z5IRIRR AR (54 (ad) JH—R) o EHRERFTUAN T T AT T R4S 25 (1 B4R Ik &2 2% . M
MIRRORMHFFTEL I T TMS I E BN 2 3 o @Rt 72 2B 1R TMSI 21 00, A h 3mg
HEF5 5 LALERFBANRE R4 M ] (B R4, B SR, ARIFI RS o o9 T AR
T R A R O T MMIRRORM ZE WA (19 43 2.95) [ AR, BIAE “Be 3B &0 i, 3mg Al
10mg4ERFHBAS JE LALERFZEA T [ BRI BAN I FENK , 177 20mg Bl B8 = A K 4R L B IR (B
WE4, NED AL, BT RS AL, B B S IS =1 B, 20mg B R BT
T2 PAHERR 3t — 2 BRI T O 280 BRI 1> 95 % [1) FR 35 Fh B4 . ERL L, o T i 44
IAERFIIL, A D A IMIRROR S v /5 %€ (R 12)#60mg) 43 HDAEAEA S5 Ik 1120mg -

[0125]  {-OMS112831/MIRRORIFTH , T2 A PRI 3214 , 55 q12 ] 3mg ik 30mg [¥) AR
U SAEE , q12 55 a4 J560mg 1 7 5 56 5 B 2 AN R B2 (AE) ARG Rl , ARS8 1R
5 N SAEITE B 4 B R AN A6 0mg 1] et 5 58 R 21 A 55— IR 465 25 A EBAT I I 1
SUT I H YBANE T A G I, 4 B I SR TIIOAE , 3 ELe A IR S vl 5E 2 5
FIBARNE TSR -

[0126]  HF12 B PEMS R —FPEAA UK IATT IS , DRI AR e B 15 i 2h
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