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L. —FHEY, 5

Iy B 2k, HoNR & BN TeGLIFe X I A\ p75 M Ji SR HE IR 1 52 44 1) Jf A1 B 4k 45 5 408
935 Al

£h, FoE 2 VBT 1R Pk 4 B 1) 2 IR 46, NI A ik &0 0E

Horp ik 40 -A WA S WA T LM L - RS 2R

2 ARIEACRE R LR A &4, Hoh ik 40 AP0 & W PR 170 ImMAIL - FE 2R

3 ARIEAUR E R 2Pk A &4, Horh ik 240 A P80 B W FEAIR 170 . O 1mMI) L - A 2R

4 ARYEBCRNESR 3PN )54, Hod Bk 2H & 40 &5 R FE AR 170 . 00 ImMIF) L - A 2R

5. RABE R E S RAFTIR I B, b iR HE A SL-F =R -

6. MRIEAHNZR 1 -54F — W IR I ZH G, A5 2910mg/m1 22 27 100mg/m1 (1) Fridk 73 & 2
Jiko

T ARIEACR] R 1-64F — TR A &4, o Birid 73 2 1) 2 IR AR IR 78 3%

8. MRAB AR ER LR 2054, Forh BT i 2H & Wk 0 25 /K 1 22 1)

9. AR HE R LR 8P IR I 454 , o BT ik 7K P 22 ph DR I BN  2H =R W R B L A
FRANEAT R IR A1 L ok IR . QIR EE . = R ) JAEH T (tris) « OMRER . = A WENZE EATH
HAE

10 AR AR R8BI T IR (R ZH -4, Ho v Birad 7K P 52 7] LA 249 TmM 28 24 1 5mM ) R 2 AF
1.
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TARERERAITNFR FC-RA & ZIAEE MR ER A

[0001]  ACHEiE 2 HIiE H 2012426 H29H g5 8 “201280032584 . X7 &K B &4 758 “T6
FE BRI TNFR : FC- @& 2 IR &9 B i 32 i vp [ & R I 1) 2 S RO, Ji R i 2 [
B B35 PCT/US2012,/044988 1) o [ [F S B B H i o

[0002]  FHICHITE

[0003]  AHITEERIEYE3S U.S.C.8119 (e) ERT20114E7 A1 H &A1 3 [H Il i & Fi| B
T H1'561/504, 110MIAL AR , I I HR K IR 9 2 0 b AR DL 51 7 9F N

BRARGUE
[0004] AR R T IV K2k TR T PE 2 IR 51

BEREA

[0005] 637 11k 22 JoA Hl) 71308 4 A Y A o SR 7 20 SR DA KA 1 3 e — BB B I )
EH AR WS AR IR E T ILT » 2 OR ARG E o AT 7K VE AU — A
AT 9% 22 IR RT3 SR, K T 2 IR R VIl & S BUR S A 1k

RAAE

[0006] & — 2Lt )y S, Rt T B EIRI Z IR & S i€ 1 A% T KA
SE B TCHS SR 1 22 IR VE MR B T« IX S IE O AN T RS R IR RS € R A 5 TS, L ds
B ARG PR B AR AN B AR 55 A7 AE RS R AH DS I B AR 2B 30 o N AR A A2 5 2K P 22 ik 551
368 TS PR vt 18 6 A P T LE AN AE A R B A A 1 B IR (91 i 2 P o H R
B A A 2 PR IR , 49 G B AT IE L T AR R 1B DL AR E

[0007] & — 2Lt Jy S, A SCIR BE 2 6055 BN P B (s DL P B2 A B A
LA PR AL 0 B S92 B i 22 ik (9040, 67 Pk 22 ik, 0 a0 60 35 S Bk R 1 45 3D VA
JrEZ K s ANk, Hoa R UARIT 1 2 BRI 4R , NI AR AL & ke e (91, £E AN A0S 2R B
AN IR AR DL T) o A — L8 St 7 S, A SCHR B AL S W02 K PEH &9 (Bilhn ., oK
VWD oAE—LESEN T SR, K 2 IR ERAEA S ZZ PRI K iR it AE — LSSty Kb, A A
WA 5 R b 70 B A A 1) (B, AT LI D) o B SRi s SRp  A8— Ahs 2 AhE
7

[0008] & — LSty S, AR HIN 2 AT I LR EIRK 2 IR &1, Z4H &5 MR
EEAHNRBEERE R (B0, TeG1) IFcX A7 B 22 ik o £ — L8 St 7 S, AR BT 24>
T R ICHE BRI 2 IR &Y 2 A SV B & &7 NpT5 IR SE 5 (TNF) i SR 44
25 HR I3 R 20 B 1R 2 K o A2 — BB U5 S, AR W) 27 T KR R BRI 2 IRdL &
Y, iz e S S ARG BTG X i) Np 75 A S 1~ (TNF) 1 B S AL A 45 5

NPV EZI

[0009]  fE— L8751, ASCHR ML 2 A & L NP Bt (sl BA R 0 R4 sl kA el DL 4
JRELRO HIAL AP 73 B 2 Ik, FONRR & 2 A TeGLHIFCIX #9 A p75 IR SR FE Al 1~ 32 K 1 i
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HMBCAR L A o s ik, B R LR 1k 2 IR, Wi 4 & ke e (B an, FEAAEERG IR
AR B BRI BN o — LS 5 e, AR SCHR AL H A = KPR A W (1
U, KVETR) o — LB St 7 Zevh , e 2 1 R AR AEAS & 22 ph AR K rp $ 40 o 7E — BB S it 7 3
A WS KM 2 7 B L v ) (0, A WLV ) o AE — BB St R, L — Ak
Z FRIE A

[0010] 7R Ath 7 [T, AR SCHEHERT 2 772, B UL N E 9 o B 2 0K, HOoNal & 3
NTgGLIIFC X [ N p75 e KR FE IR 1 52 A 1) I A BC AR &5 B30 40 5 K R 22 b 51 s A, L2 e
PABH 1F 2 RS 4E , i e dilFe e 1 H &9 -

[0011]  7F B AMHAh T3 T , A SCEEAL A & 7 vk, ARG m ANt 2L &9, Frid 21 & a5
Iy B2 B, HONRR A B N TeG LI FC X ) A p75 s PR B R 1 32 44 1) i AN EC A4 45 5 358 43 5 7K
PEGE PP s AL, o 2 LA 1E 2> B 1) 2 KSR 4R, Tl 21 & A e

[0012]  7F sy b, 2L AW &K T 1omMA 7 B35 S B ()4, b U2 i TR A/
BCHER) o fE— LS 7 R, A A YA ST ImM I 25 2 24 1R o 7 — Le STt 7 =+, 4
A EICT ImMP RS &R - £ — st 7 B rp, AW K T-0. SmMA RS &R - 7 — LE s
it 77 =, A A ST 0. ImMAE T-0. 05mML A T-0.. 0 LmM A T-0 . 005mMER A T-0 . 00 LmMFJ
W AR - AE— L85t 7 R, A AN i B U R IR o A — S8 St 7 b A AR B
TR EIR A ORI S WHIAT— Bl 70 55 2 KT VR R H S B R 7 H1 i — 3 7 L A R &
R S FE IR R 5 o 5 H A S L IR TR — T BB 1 I B R R T A RS B IR R AR Ui
RIERR I, A SRR WA RN SIS AR A T UL &6 AR ER a5 R
BRIEAE NIRRT — 501 B 2 KA &)

[0013]  FREHELLSTf 7 A, ASCHTIR I A6 £910mg/ml 2 2100mg/m1 ¥ 73 &5 2 ik
FE— LSt 77 R, 2 B 2 ORI P .

[0014] 7 —SEsjia Fy ZeHH , KPR 2 77 A R B ARG T 10OmM IS T 50mMER A T 25mM .« 7F HE £
S5 &, KM G2 PR A U B D 20 TmMZE £ 15mM o £E — B8 S it 7 ZEHR , K I 2 e ) K R
LI ImM o 7E — SE S i 77 S H, KPR 22 b 7 B VR BEAR T 1M AR T-0.. 5mM I F-0 . 25mM K T
0. ImM\ I T°0. 05mMER A T-0. 01mMo 75— L& 5l 5 22, K PEGE i 771 o e R 4 2 =B ol
B AT RN ST IR AT TR R L LR = (R L) & e (tris) LR EE . A WENE
eI A SR, AT DA A 22 b ) (9, AR &) R AS R BRI 24N 7 TH
AR F ) o 7E—SE st R, A SCRTIR R A AN S K Rl AL SRS i 7 b, 4
E W R N E SR, BN, & BRI A A T DL S (D, FEAS S A g e
FIRIZK ) -

[0015]  7F—es ity 22rh, 25 DL T-50mMER 5 T~ 100mM K W BE A48 o 7E — S8 Se i 7 2
£hLL120mM 22 249 1 50mM ) i 5 A7 7E o 7E — L8 STt 77 2, Sh DA T 150mM) ik FE A7 7E , B AR
RF AR TR K PRI & — Rk, SRR M I B AR A PP BRI, T
£ (B, NaCl) 38, AE CREF2H & W1 72 32 TR AN AR 1 o 80 4, o SR /K 1k % e 71 DA
KT 15mMEIR EAEE T A, 2R 0T DL T 150mMIr iR FE A7 E T4 G 4 o 76— Le S it
J7 R, BN EA N H SR SR S R AR R T ARAE TR iR R B R A R

[0016] 75 HoAth it 7 v, AR ST A i 1) 2H & AT — Fob a5 TR 551 IR 31 T A R JRE
B LB I AR | L B L R 2 A LS R R AT AR IE A A
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(BSA) « N\ SABY H ZHHA 78] 58 B \PVAFR TR S FH R 4T 4 31 (HPMO) 3R 40 T B B i 58 L Hmite
% Le i (PVP) JFE 23T 4E R (HEC) (R 2 —FE . 2 I H i - H LT AK (DMSO)  — F L
P fiic (DMF) 28 B8 \L- 22 2 R S IR AN N &R H 2R B A IR ER R 2R LA R - v - =2
T Tween®-20. Tween®-80.SDS. 5 L ZLEE e B R 2 ML B W) B RR B L 2 B2 B0 R
R F IR PR EE VORI . = W IRN- A B e B S T i T S E T VR TV BEE T
CHAPS . JiE K . AEPR IRV 2-0-B- H S Wi H v BR B 2l e AT T 45 o AT LASE A AR IR I 751, RN
A ) 22 AN T7 T AN BR T 1 o FERR 58 STt T S, R A R b o 72 b 2R St 77 28 v, e b
IR EETT LR Z0.5% 22491 .5% o FEREEE St 7 S8, AR K2 SV HAE—Fh o] BB
WP NY) 1 B % I RERE .

[0017]  fE—uEsjfa 7 R, A SCHTR A S YT — Pl B A 215 .52 297 . 81 pH. /£ —
BE STt 7 2, ASCRTIR B H A WA — BT B 295 . 88 296 . 51 pHo ££ —LE 5Lt 7 =
AR A ] A5 .8%6. 5/ pH. 78— sijiti 7 =rh , -S4 m] B A55.8.5.9.6.0.
6.1.6.2.6.3.6.43%6. 5/ pH,

[0018]  FE— ALt 7 v, HEWA S L T (FH BL R 2 B4 sl A B DU )5
ZH )+ 50mg,/m1 A9 I 76 3 L 27 10mMF) B R 04 « £ 140mMAR) S AL BN AT 291 %6 1) e, b 41 &
Y pH N ZIpH 6.0F Z)pH 7.0,

[0019]  FEASCATIRISLit 7 RHIEE— D, HEVAE BIMIL-FBERR CCRHER) . W
AU, TEASCHTR A VAT — R, DR INL- R R R ES 2 KA A 58, ZIKE &
A B A RS R R T SRR R , WA S At H 7 BTk

[0020]  ARSCHTR A EWIAE— Mol B 20244 ARl Err A7 1 i e R -

[0021]  ARSCHTIRMIH A PIRIAT—FPIL mT L& T 52 T il H (1, e85 0 2640 1« K TR 1
A/ BUE MBI S

[0022]  pbAk, FEA SCHTR A A YT —Fhdr, a] 523 85 0 2 ikt AT 2hi4k

[0023]  fRHELLsij f SEH, I A ST IR I H S AT K

[0024]  ARSCHTIRM A G YIAT— Fal F 3657 8RR ME T 28 V4R B2 e e 17 & s B
BAE R TRV (WM 5w 2 R @4 1 W790) 18 1 B ZE M il (COPD) TN AT T8 N
FEL S5 7 R Wty ST O 2 Bl e I 1 B2 % B At 98 B 1 B R 8 A S 5 < IE B
MR H AT CLE LLRTT (CRAAREIR A5 - B s gz 4 Be) o RE I 2 (140, 1697 A 230 &) M H

= JENSL) S

[0025] il £ B F e 45 #3819 TNF 52 44 (TNFR: Fe) (717 85 0] ¥ T 3QRR 9 40 08 76 35 o 4 T8 7 3
(i i 44 ENBREL® ) 38 1 TNF 0 ) 75 B g SR8 K 7 (TNF) o H 343 8 N TG1fIFe
7 BN T5 T8 /R (p75) BRI JE ] 732 4 (TNFR) F4 B AN ECAKR 25 6 38 70 A8 A 12 — SR it
& 2 I ANE L - R =R H1 AT 1E 2 Bk EE (S UL 51 D5 SO A SCAR K S E B A1) 55,
447,851 H17,648,702) o

[0026] A IR IR K Z BN 32 (E 2 T A — 22 A rp S 0™ B B A o A9 i B0RE (1Y)
7 EEL S S N T AETE S A R i A A S DA S B AN, B4 0 B PR AR I R B R
B4 2% o A TR AR 1 B AR P B 355 U L R IR 22 P 2 ) Jo B F A o R AR A, 1 v
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SR B RR £ 5 IR 3R BN S LT 7K o FE BRI b FS 2R o] 35 00 B ot XU - v 1
BE7K - 3 =y KT 5 AT B AT IR 40 AR s D RE DR A o [R 1k , ZA HF I B 5 R 0 ) A B
A5 P I 7] () AR e N LT TEAE FAS 2R -

[0027]  Gn3EE L H|56,748, 702 BT i1t , L& & A Fe 4 M) 2 BRI /K V2 & a5 A
T LA ImM A 2 100mMIR BE L - #5 R A7 1k 2 KR . S ARG, W JE X LK 14
HEWK A (a0, FFEsEK) .

[0028] & NARiFmI &2, Al il & A EASL-FER (Flu, A& REL- AR Miagm
IKIEH G (BN, 254610 45 E AR E P A BCE KIS . i N ORI, @it 38 &
R EE DL S dd i PR AR & 0 22 i Re 0, AT e i vl 48 J 71 i FH 25 AR R AR e 1 22 1K
HAEW o AR T BAGE R ARE “Fae 1” SRR N B3R 20 A S0 iE 1 2 IR X T I 4G
fit T T 1) 20 & W3 P AN R g PR i 20 %6 I 15 % it 10 %6 Bl IE5 % »

[0029]  fE—RBsjti 7 R, AR R B E LU NI A &Y : o m i 2 0K, HouR G
F| N TgGCLHIFcIX B N p75 i YR TE R ¥ 52 A4 (1) B AL AR 45 6 3853 5 K A 22 ) s Ak, &
JELABIT 1k 2 KRR, N2 & te e, K H G &R T ImMIIL-FE 2R - 7£ FE L
HABSLTT e, T Fcl Z2 KA EMA G BEAR EASL-FEEIR - A ST ) “BeA A
FRIEAE MO R B RS R R R AW N R, 2 K E & rT DAE A
THARERIE AR A ST B HEM AR TSRS AR A R -

[0030]  4nATSC R, 408 “HAH07 nl fa & 2 BRI 7, i) £ 07 U045 HOE TR g9 A/
Bl it 25 0 HoA 77 B AR UG 180T CLRRON “CHAH G AR TR LS 7 R, AL
AL H -G N EEAR EI W I A S 85238 HA A G i s G AR T 25 7). 3
Ab, IASCRT L R EOK A ST E R A — Ml 2 Fhia 15 1& i A1) (9o, K0/ 55
HABEF, B an-E WL ) BER SR TR A IR & P 4 2 B Ak GRS w171
[0031] Ak, WnAR ST F, ARIE “407 BT R A8 72 AT IR 416 W 1) 41 73 W B T AR AE R 25 e 1A
[115% < 10% 15 % 8 & £ JF B F620 % A4k il an , an SR 20 &4 B A 2910mg /m1 1] & Fe g 74
W 2 MK, Wz AT RE 83 12mg/ml [ BT ik 2 Ik . R RLLe s R, H &2
10mg/m1 2= £J100mg/m1 ) 2 ik . FEAH R Lt 7 & o, HE YA 5 60me/m] B4 50mg /m1 ) %
JIK o 4H -G AT A B 22 B /DI 2 K, PR AR R B 2 7 T AN R T 1t

[0032]  FEAFRESLHt T 2, P Fe A M 2 Ik 2 il & BIF e 45 1381 TNF 32 44 (TNFR:Fe)
AL . T EETNFR : Fe MoK A P i (Enbrel®, Tmmunex Corporation) , HoNHEREE] A
TgGLHIFcHB A I N 75T 38 /K (p75) I SR SE R 52 44 (TNFR) [ B &1L A7 45 G 350 70 4 s 11
TEREE 2 K AN P I F e dH 4B A e e B2 (CH2) &5 43k  1H e HE 4 3 (CH3) &5 a3 1
BHEX HAE NIgGLI)H E HAEL (CHL) Gt 7 — LSt /7 S8, Fe S5 i e ik
SEM I — T AR H At S Tt 7 S b, Fe g M aT A 2 b I BT A 45 A8 45 o AR 7 5 i i E4H.
DNAFZ AR ALEH [ 4 B 5P 5 (CHO) Wi AL B A Rk R 77 4 B HH 934 R L R 4 il FF A
H L1150 FE /R R W 4r & (Physicians’ Desk Reference,2002,Medical Economics
Company Inc.) .

[0033] P AE FH T A SCHT IR I 4 e 4 A W) A 7 v ) Hodth 22 IR B FE (HANBR T 6L & P kP e 45
P 2 /> — 4 Rl 22 K. il & BIF e 45 /3809 T 5 DA N 2 ik — FHIA B EE A B AR 2
WIS AT AR BB A9 £1t3BCAAR L CDAORE A « (/e 21 41 B A= B 2= 12 I /B 2B GRS P 4

6
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7 FasPi A \NF- kB2 A0 7 BC A4 (RANKL) < igi PR AE Rl - (TNF) AH G B oA T2 5 il ik
(TRATL) /i i 25 o 05 U4 L8 400 B A Bl 2 A 20 I £ v TR T80 KT 1 A 4 - 5 e 24 i 4 v 7R 35 X
T ER A A 7 4 AR PR 7 R A KR 7 JRANTES AE BRI B 2 (2
VR ERFEAKE T HRSIREER IR A KE T RS LR B AR 1218,
EEVEFPRIR 7 R B3 25 - B IR IR BE IR 7 (TNF)  F L9985 400 1) ] 7~ 90988 2% - MUA B2 20 P 3R T
53 FELKMIHek ¥ & FhECAAR (7 e ph AH OC IR B LERKS I L A4) -

[0034]  FERELESTHE Ty S, 2 IRELFHEAR T8 & IR F e 45 M 380 EARAT_FIR 2 Ik
ZAREGEA b5 IS AR AR 2 IR0 B LA 2 K X e S AR B FR AN PR T TNFRI
P (BRp55HIpT5) AN FR - 1324k (U FI2RY) B & -4k AN R -15% k. a0
- LTRAR B ER - 183244 KL A I - 5 Wk 4 B 9 R R 1 32 A L 4 A v IR 1 52
A2 1988 25 - MO 955 90 1) T P 32 4K ONF - k BAZ A4S0 771 (RANK) W TRATLIF) 3244 (TRATLAZ {4
1.2.38014) DL S AL FET- S5 03K 3244 , 1 tiFas BRI IH 1215 3 52 44 (AIR) »

[0035] £ HAt Skt 77 S, 2 IR ALFEAHANIR T+l -5 2 BRI F e 45 M 380 7 A ht J| (R Dy
CDZ fik) B Ml B R A b 5 BA AT — & AL 2 ik . L8 i JR fELeukocyte Typing VI
(Proceedings of the VI'™ International Workshop and Conference,Kishimoto,
Kikutani et al.,eds.,Kobe,Japan,1996) #E1T T A . FHLFICDZ AL TE S5 L2 HF 1+ 2 vh gk
AT T AFF - BEZEPUE B 52 ) A 45CD27 .CD30, CD39 CD40 e L it i (CD27 Rt A . CD30FL A %) .
CDHTL i H 1) 22 At & TNF 32 A4 SR T IR A B 12 2K i 340 B, 975 4 1 BBISC A4 FH10X40 o T 4438 H 9 TNF 2K
TG BRI 5541 BBRC A FHOX40RC AR — A% o DRtk , TNF ANTNFR 25 R I R 53 AT A A BT 3k 47 i /i«
[0036]  FERELGSL it Ty S, B 1 22 IRk Bl MC AR P T A SO T IR 1) 206 W) A v o S 451
BFEEAR T RS E ZICL T 2 e A A E SRS 2 ke — N 2 ke —1
A ER A — 7 B UAAF e 25 A el ) B A0 it & 22 K- <5 R o 3 g - A 6 B 1 R BRI L A TR
Pt 3 2 W o Il o A P B A A SV A el R O R L R VT IX G B R
HEBIREBA-TBRE R JIL- 295500 a- LR L A B TNF - a2 A0 g AT A7 b3 g 0 P A4
A I 2 b oA il S LA

[0037]  FE—LBSLi 7 Serh, AR SCHTIR A S A7V T 8 B0 & Pk N SRR N
HHR kG PuaR (Fan, JA R 3] — A2 A R T AR HUR S % BR R B 45 A B E Bt
PG e Bk 45 R U HAA) AN/ BEE N SRHUiR s i BRI H S & FH T A KA &)
() B A4 1) B AR 52 ] 0 5 (RN PR T 1T S 44, 5 W 5< 2 1470 - CD3 (Or thoclone OKT-3®),
Ortho Biotech) \FiJ & #47 (REOPRO®,Lilly) \FI % i i (RITUXAN®, IDEC) ik #
#y (ZENAPAX®,Roche Laboratories) & & # 1 (SIMULECT®, Novartis) . gt
KA g (REMICADE®, Centocor) M FEk #41 (SYNAGIS®, Med Immune) . Hi 22k
i3 (HERCEPTIN®, Genentech) . 7 % Zk B B K 2 (MYLOTARG™, Wyeth-Ayerst) A
g7 & 4 (CAMPATH®, Berlex) o 4Rl , Hif i B — F 355 AT A D9 76 it FH Al 75 22 2K B0 T
oy BT ER R IR i V3R AT A R W) 2H 5 W) A P 7 A T FH R AT AR AT R, 51 4 52 K
ECRRVRE , 1T E A SR S0 18] DR A0 P B 23 (R A E 12

[0038]  FFFE LTt T Z2 M, A SCHTIR I 2H 6 W FH T s B, 2 AR DG 281 40 B 25 14k Bl 6 o
PRI 22 K o 2R BB FAHANIR T« SE B R AT GE DML W Ee 3 (i 403 &1 BR 1A 1

7
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B JFEIA R GEWl-125) VERFAL R GEWITc-99m) e 2% ek} (I WnCy5.5.18) Al
FZREAR S 75 2 ik (# Wbouganin, A B R B BB HK -S6) »

[0039] W AR AR AR ST s FH R HTAAR B B4/ 40 o 55 2R B4/ e s AR B A2 14 < 49 B, 4B AELAS
BEL TR S LA R 47 S5 o ) — Feh B 22 i IR . CD2.CD3.CD4.CD8.CD11a.CD14.CD18.CD20.
CD22.CD23.CD25.CD33.CD40.CD44.CD52.CD80 (B7.1) .CD86 (B7.2) .CD147.IL-4.IL-5.IL-
8. IL-10.IL-25244& . IL-452 /& . IL-652 44 . IL- 1352 4& .PDGF-B.VEGF . TGF . TGF - B2.TGF-B1 .
EGFAZ 44 \VEGF 324 .C54MA (T« IR BT R CA125 R BT JEMUCT L PEMPT JE L LCG (o 5 fii e
FHIRM ZRAK 1) = R 7= ) JHER- 2. JMogd A OCHE 85 1 TAG- 72 SK- 1oL LR /KPR AE T A
G5 17 0/ B e 100 A A P L7 o (0 J R A DGR A 7 LR 5 1 S DR 240 P 1T B0 TR
It R/ B i 4 B R/ B A B I R B AR 2 RE A MR A . b SRR R A DG SR AT B 2
FETRATLAZAR1 .2 3014 IR SRTEAZ O VBEA R adBT VBE A F VLA -4 B2 5 & L TNF -a i}
53 FVAP- 1. b B2 4H B KGF 235 (EpCAM) « 2 B [HD R B 20 F-- 3 (TCAM-3) « 1 44T i 8 5 25 il B 4>
T /MRFEE Hep TTb/T1Ta OVULERE 3 HEE . H RS MRBER S oNAPe2 LA FVITa-
IR TR HIFR) MHC TR (CEA) W FHIREE E (AFP) MRS LA -F (TNF) (CTLA-4
(HE S 200 0 25 12 TObk 2 40 M A S5 B0 J5) WFe- v - 15244 JHLA-DR10BHLA-DRFTJH \L-iE#E 2 .
IFN- v (PRI JE A 9% 75 - N 2R R BB % 7 (HIV) L 2 BP9 58 (HBV) VA8 S BEER B A4 3 (1
AT ER A o

[0040]  7F— L5 5 R, A SCAT IR B 2H AW T PO B B Ak sl 6 AR AR 2 Bk
ALFEEAPR F 155 LR 20 53 S vRE B B « S8 1w IR B IR g p 7 210 HUAA 5 & X fp s 15 4 ig
GD3FIPLIAR 5 A S #h 22 15 F IR GD2 I B

[0041]  7EHAhSZiE T R, FF A SCRTIR R4 A Y08 & Fe 45 M) 2 kil it R 15 2 B 1)
TG TE LM G QBRI 1 225008 BU Rl 2 IR BB 7 2480 B DR TR el DA 7
A2 22 IR P A 32 40 B = A o 0 AT Bt AT 28 (R TR s DA P A 22 IR 5 V2 AR Sk A i . &
WA nAusube 128 A\ 4wk (1990) ,Current Protocols in Molecular Biology (Wiley,New
York) o W27 A AR gD 2 K 5F o1 2 IKRIA AR 5N VE T8 = 41 MY « 3x L6 15 F- 4i g mf
DL AEANBIR 75 55 77 v A2 K 1 20 B 20T M 3 1 4T B S ) 240 D« 200 1 i 4T B0 i EUAS TR
TR AT B 4B o« 538 1 K AT B B AR (1) SE 451 A0 5 (E AN PR T-HB101 . DH5a . GM2929  JM109.
KW251 NM538 \NM539FH A i S 41 >R DNAFR AR ART K A Bl T ok o T LA ASE FH %) 0 i 2 T
FEAHANRR T~ R 1 B | 2 S0 4 B iR 1 B oty 55 B A0 . T DAASE R sh A 40 B & 1) LA S 451
CHO.VERO.BHK .HeLaCos MDCK. 293 3T3MIW138., AJ LA fdi FH A 4T AN G 201 5 1 2 7
B sh P am e 2 (5 e il 5 Ak 995 B IR YL A/ Bl %) o T 3de 3, 22 O AT 3R A 32 40 By T
FREFREE A

[0042]  7ERELEsS 7 SR, K R IA N B Fe 45 M) 22 B i An e 7 ik gl o M & Fe 45 1
S 1) 22 IR AE T B P 7= AR T 48] Qe et 2500 B0 0 T R ok R o 24 22 IR o W B i 77
I, )7 S AR 2 RIR 4R L JE A 6 15 B LSRR IE RGN LIS AT IR 4R . BT B A
B H RN CAS ) £ 1 KA B n] DB BT AR R AL 7R DABH 1B AR AR K

[0043]  7E—2eSTji S H B A F e 25 M 22 IR A P 491 Gy i R A € REAR R VK L2
AT A AR RN/ B EL AR B A5 R IR 2EAL R AT AT 4 & 347 24k . 9 o, 2R AT
FaitbET ALy I vy 28y 4HEFER FFc MM Z MK (Lindmark% A, 1983,
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J.Immunol .Meth.62:1-13) A HGE AT A /NRUFEFELLL LT A v 3 GussFEN,
1986,EMBO J.5:1567-1575) .

[0044]  FIT 2 K41k 1) Fo A B AR 1 Q78 B8 7 S At BRI 20 3 S BEDTIEVE L RAH
HPLC. — S AVKE b (1 € 3%y | FF 25 SEPHAROSET ™ I [t 2,33 v | ) B8 -5 P 8 742 e b g1 114
B8 GE IR R E LKD) JEHT 8 2 SDS-PAGE LA J B I e v U 6t vl WA 75 B . v
DAAE P 22 Bk Aifb B AR/ J7i

[0045]  FEAF & S Ht 77 S, AN SR A G WiE i b 7 iR Alifk 2 Bk AN K 2% ph ) 2R
(il , NaC1) 1 575 AT 771 (51, ) 2H 45 1 1) 4% o 78— SR St 7 v, AR WA 4 &
P EAR T 1M L - K &R » 1 75 AR St 7 B, AR SO iR I H S A S B A EAEH
AR (WL - FE L) - ARSI @ AR N O S BRI 2 AP B S e S () &
Y 5y 2 A O FAT AT A3 B U 64T, B, AT DL SR S 78 AR 8] B S I N2 i 71, H EL& mT A
B3 2 A HP TE) B VR VB2 T 1A 1 771 o AR 30 7 B RN O R AR 1Y) A2, IX B4 52
JFRH ) — S ] BE AE LS A SRS, SRR L, 25 5 Ml B AR AU E AR A TR S R
A AR =D TR B

[0046]  TEAEFNHIFIFFR L IRAEAR LR SOR R E ) = es VU e B &R 4 A S . A A
VFR R, ARHANC RI, AEAS P Z KA -EYH @it 32 & Shik B DL S i ik B A
GEMRE ), AT LRI B AR (B0, R R IR VAR H AR LR R AH &Y+
(1) 22 BRAT DR R 1 CFF 200 I AT i 3 28 2244 o AE R St 7 v, SRV B 1y 1+ 100mM , 110
7 FAM SE it 7 22, SRR O 29 140mM Bl B &y o a0 AR ST FH ) 36 AT B 35 H AN IR T S A6 A
(NaCl) G ALHH (KC1) g4l (Na,CH 0, * 2H,0) JERFREE (MGSO,) VRS (CaCl) KR
By (NaC10) FHEREN (NaNO,) Bk 7k (HgS) AR BREN (Na,Cr0,) F1 448k (Mg0,) - #hfil lnfEAs
AR EIR (B, L-FEEIR) IS0 N EE4ERr 4l S M3 g ke Fa e e

[0047] 2% ph 354 pHYEFp 70 B 75 (VG L Y, 3 L& T AR SCHTR 240 6 010 2 Fh g el B
AR THAR BB A TR IR BUT IE R B 5ok IR QR e . — R ) J L It
(tris) & FIEAM L BRER AN = O BERZ AE RSt 77 SRvh, SR A B IR , (R R L 2% v
REJITEPH 6. 2K BRPH 3T o 7 —HE STt 5 S H , e AILE LA 1) I B DR 2 25mMER FE A » 76
— LGSt 5 G, SR A VR FE R 25mM o FEARE A8 St T R, G R AR B D £ 1 0mMER B
1% o 7 — e St 7 22, 22 P75 (40 3 5 59 1 OmM o 25 1 751 2 A A48 8 6 1) 3885 2 0 4 7 v ol
el RPN IVEHEIRE

[0048] 4 2H AW pH s e 75 AR B K P Ab BB I I, 75 e FH B AN A ) 467 3 P 15 B e K AR JE
P AR LS 7 R, pHN L5 . 888 . 4, fE HAth 5L it /7 b, pHoN 6. 287 . 4, v 24 3
fif , pHAT 75 0 B AT 715 DA S KRR BESE im0 5 08 4H -5 W vh 22 IR A e P AV A 1, 5 R ot
1M & 75 AR 2R 0 ] 2 AMEANAAT) T i 52 1R pH AR 7E AR 5 BH (1) 5 L 7Y

[0049]  FEIEEESTE T S, A Ab TV E 20 (AL T A TR 0 1 2 AR e 1R
TEF (HFR AL =8 05 L a3 ia 7)) Ins 4 &9 o sSe il FEE AR T8/ £ ol ,
VLD REARE LB H I AR BERE L ALRERE L H FR R 2 S UL R R AT R A
Wi MiEAEE GMEEEA BSA)  ASALEAIHA) 5 5 PVA L FR P 5L FF L4 4k 3%
(HPMC) 58 245 W0 iz « B JiE < BB 2 I e Bl (PVP) 2 2L BE 47 4 5 (HEC) ; AR /K MEIE ), i 4o -
% JUIE (140, PEG £ B ATH ) = FF AR (DMSO) A1 BE FE L i (DMF) 5 SRR , 1
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PR L- 2 5 R S E RN N E R H &R R B ShBR 2k IV RR AN y - &3 T R, K1
SEPEFR], W N TWEEN-80™ (3 111 AL TS 80) L TWEEN-20™ (38 11 B4 LS 20) SDS « 5% 11 AL R i . 5%
A CIRILTN) s UL S IARTRTE A, 18 40 - BERR B0 L LR AN At FR e DR 86 LR — PP JIgN -
A BN &R T (G, A VR B R RIER) CHAPS . 5 AR IR . 2-0-B- H B pE 1
HIREEE UL LT E A S .

[0050]  FREFEEESLtE Ty SR, — Fhal 22 R Y FIFE AR ST b B 2H & Wb B FE SN £90..001
HE % BOHE Y%, MAAEHARSL T R, —Mel 2 MR AIFKEE 8290 1 B8 % 225
%6 o BT 712 A A3 20 R0 14 S J et 8 e v )3 L o] AR M AR B R R A o AE — L S i
T3 WRIE 9 R o A2 ARSI 77 S, B L2491 % KR EAFE T H A .

[0051]  FE—/MpEE St /7 b, A SCHTIR A A8 & ZipH 6.02 Z)pH 7.00 LA R4k
(8% i LN R 2 R B E AR - DL R 2L ) « 2925 8 Z150mg [ TNFR : Fe (54, 44 5 7
) Z710mM 4 £50mMEK R A (171 , B R — AN AN/ BB PR Sl — ) L £90.75% 2 2471.25%
) FEE K L £150mM % £7150mMftINaCl .

[0052]  7E 75— /NSEHt oy B, A SCHTIR A G A5 ZpH 6. 200 BL R4 (BiH LA T4
R RS ELIEAS b DL R 2 ER) : £750mg/m1 [ TNFR : Fe « £110mMIEI B R 4 « 29 140mMir) & 4k
BNFNZI1 % I RERRE

[0053] 7R e s & H , AR SCHRHE I A2 VA TT AR v B HE R AN e B VR 9T A AR
WA ST IR &9, bz Nk B @t 20 A 078 s S Fe 45 /3 22 R A 2 thia
I7 (P53 B IE o 75— SE St 7 S, S Fe 45 M3k T 22 IRATT 28 B F AL 6 3R T7 I AN 1R A
[) 10 40 b o 0 3R 2 St 7 SR, MR R BLRIT N M AW S F e S5 ik 2 ikl
TNFR: Fes , B YA T7 95 993 BRI A 114 SE 9160 45 AE AN PR T 288 RGEAE 570 98 2 Bz 8 5 4 98 L it
BB R TR (P2 50 2 U (8058 1% i) 18 14 FH ZE 14 75 (COPD) « A i ¥
B IR 7 B i S SO A R IR IR M R 98 o PTIEL TNFR - Fe a7 1 3 AR 95 9 Bl e
FLFELEWO 00/62790.WO 01/62272H13% [H % HH11552001/0021380H ATk i) Lt

[0054]  #F At J7 T , A SCHE A () A2 A B KSR 6 5800 2 KA -S40, A 1505 1 i 23 (161
W, EFe g Mk 2 1K) 78 LLRAR (BAR) RS Ak ik F2 Hr A e i A SCRT 0 <K
W AR AR AL A AT s = A H B S H B K B —4F L B A R K K S e
W N AR N SR A AR AR TE2 -8 C g B (191 ) 75 - 20 °C B BE AR S 3 R - 7
LSy R, T S W) R Rk 2 TR o AR T B A R RE R i M EE R N FR AL
AW T 22 IR AN 2 LTS M A 20 96 1015 % B EE 2810 % o 76 47 58 SL it 7 o, 2SI
T M 22 IR T U i ek i (1) 2H A 0 1 A2l 2k FLVE PR B 5 % o 2H A W i A e 1 T 2
TR VI AR FE S pHAN AT VP AT, AT A FAF) gt 7K AH ELAR €3 (HIC) B 40E LUk -
T R R AR ER A (CE-SDS)  imkh B (HIAC) W Ak 71 s A/ B S5l AR A At BR B e
P V0 5 Y AN AR L N ) 9 AT R T A S

[0055]  ZH-&W1 & F el M3k i 2 IR A 18 S BUA TT A B B TR 697 IR
DR IP) 7 E A 2 FT T V5 DA RN I R S AR Y T 7 8 s B o T B 7 B T AR 32 YR IR
Az 1 I T R R A4 L T — Ik PR i FH 28 MR ENE — R A F o 4 A mT AR A R AR o
— IR IT B S RAMA TR A T i

[0056] 7 FuesizjiJy Z2rh , BN AR N R0 B F e 45 IS 22 ik B AE 291 -500me /m Bk £
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1-200mg/m* 8% 271 - 40mg /m°BL. 215 - 25mg /m” (K16 [ 1N o 15 g 53 4 — Fhade 5, Al it P I 2 7 &
HAE A 7E2-500mg/ 71 2- 100mg/ 7582110 -80mg /7)) 36 Bl 4« fn 5 5751 5 g 4 1 it A 1 F—
TR W73 A5 44 7] B ) -5 s 7)o ) A ) B BRI, I EL AR 32 1 DA 25 - 100mg / 741 4 751030
A it FE A YR BT 22 VR o A LA STt S v, Bt 3 5 T e R ) T 92 52 57 B L 580 - 100mg /
7, 5L FE8Omg /771 o 751 B 1T 7 ) e FH — Yk A A — O, R B A T R (B, 2 28 8 ) o fE—A
5 8 St T b, 3B B YRR R (SC) Y 5t FH25mg (I TNFR : Fe (K AR PG 3) o A8 1 HoAth it )
B

[0057]  {EVFZAEBL R, AMARRE R s @ R > = F RS —E =R E LY
100mg (Y 2 AP35 45 , SR i S A A B Y697 1 g A2 0 B LA 51 S BT 75 B SGEFE B X T AR
& PEIIE , 77 ZE T TR W RR SR T LR (FES4-179) , &i&E 1 7 R 0. 4mg/kg &
5mg/ kg & A R W) 22 Bk, 53 s FH — IR B0 2 IR

[0058]  7EHAth S /5 S, A SCRTIR A& P LA B L 77 4 I IR T & S &1
oy HEAT RRE AU A9 O L il FH BT 7 140 5 R S P RS A AR R

[0059]  {F RS 7 b, K AR SCRTIR 205 e B 18 ANt A ol B2 R S LPS BRIk P
S DAY < A B8 P DT P I P R/ 1 o P B A P AT 3 v B S E AT 0
Ut FH AL n] LA ST 5 RS (R T 2R AT AE , B e 2l 2 A B 5 28 v, S B AN B e 771« Uk
Gh, EFFR T 2R ECH 233836 7k, 3F HLA R BH F 41603 F 16 FH I 838 v it A
Bl Inject-ease " GENJECT™. 1% WnGENPEN""# ¥ &f 28 UL &% 1% WiIMEDT JECTOR ™ An
BTOJECTOR™f) TC 1255 B o A< 2% B 4 4 & W B v o ) T 445 % B it FH 77 3 - 53 W Langerr
1990,Science,249:1527-1533,

[0060]  7F— bz it 7 22 v , W5 A S BT 0 2E & D G A1) RS A 26 B ok 751 o I 2 KR BT
EISAEN (0, Bz BVLPA) BIE UL P 3 S e A - BRI O, 8, H A T s A s 3R
B KA R (140, A/ ] 252 () b 1 FLIRD) 5128 38 B AR oot sl st A s
HIRTEEDD , B AN A B 2L

[0061]  {EHAhSLE 7 Kb, AR SCATR AL S T ] BN S B IR 1 — A
BRI /N BL B e 26 B P o 7R — RSt g SR, 40 e 26 B AR B T B R T
TR A YIRS 8% VST a8 v A e FH B0 H

[0062]  7EH A 7 THT , AR SCHEAL IR A2 28 9N A WA R 7K PR 4H & P 1k 75 6 B 78 8 - 2 IRTE K
PEZH G W R T 75 5 Y5 Rl Y AR A o 78 SR e Sy e, Y R R 2490052 4920, 0002
SeAEETF (ug/ml) KPR A R0 &Ik AT DA AEAT A A

[0063] N Sz i A BR il 1k S 453k — B HR A A

[0064] Sy

[0065] sl 1 - e 1 22 BRZH & ) — AN St 5 5% -

[0066] K1 AKAFEIH A
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RA g HEIF R GF FR
ARAR G- B R 50 mg N/A
FERR R — : 3 -
ﬁf; e g 0.67 mg * B 25 #2(USP)
— 10 mM
EEBR — S 4k 3 . :
HEAIE L orn 1,04 mg FEET
[0067] = -
L i % B 24 /R 2
4 2 3
FAAH(NaCl) | a2 8.18 mg 140 mM #(Ph.Eur)
e B R4 F%E (NF
A A& A 0.01 mg 1% ) B 2
28 e &g X B 25 $1/WCH 2
G4 A ) = = E3
[0068]  Sjituf5)2 : 2 BKAH & WAL -70°C R A5 e U -
[0069] 2 4K ARVEEAE-70°C Ao e MEEE .
i (A )
MK F ik | FLERLLE ks 1 3 6
FE<Y3, 7B
e JE<8ONTU, & | Y7-Y6 Y7-Y6 | Y7-Y6 | Y7-Y6
4(FIO)TT JL#: | 3-6NTU | 0-3NTU | 3-6NTU | 3-6NTU
[0070] aJ
ZEOIREE | 450 £55.0
ey mg/mL 48.2 49 4 51.5 51.0
R-THer & | 345% HMW,
1% (SEC) | Fi#4 R<5.0% 1.3 1.1 1.1 1.2
HMW
(00711 sjitaf5)3 : 22 Bk ZH & W01ES &= 3 C A A e T A -
[0072] /3 ARIBVE L AES = 3°C A F2 58 B4
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s (A)
WX Tk FREA L R /56 H 4k 1 3 6
. . Y7-Y6
FE<Y3, EEBf W-Y7 Y7-Y6 Y7-Y6 LI
S, E<80NTU, 4% | 3-6NTU | W-3NTU | 6-18NTU -
4 (FIO) ¥ WAs-F *iF ¥iF *iF e
EGREHE 450 %550
2 YAV &
[0073] SPAEM%E | mg/mL ol e 3ot S0
% HMW,
+ He L
iiﬁéf A4k £ <5.0% 1.2 1.3 1.3 1.6
e HMW
vk
igi(‘)’ m% 460 435 135 180
4. =10 n
Bsh BEHER
110 25 55 25
>25 um

[0074] 2524 AN F

[0075] ARSI FAN FURF DN AR B B AE i AL FH RIS 56 07 5 AR 3P it (1 L A4 S it s
RV 2 AR NS FEDF AR R B BR 3R AR s 5 207, i 2 B B BOR 25K
RERNIRT

[0076]  FERUANZR A5 rh, BRARAR S F H s B SR S 1 By DL, 75 DU dan =4/ e A
W%/ BT IR” ) ek R ) A A/ AN IR AR B AR AR St B TR SCrR R S
5 JUILE — R ZH rP A — A B2 A RS 53 2 T 35 B AU S SR T i 3 e A0 A AR AE 45 3
PEEOTEPARAE R — A A IR AN B R R AL A 5, B — A A IR A e AR
J B35 45 RE T BT VR AT R o AR B AR AE 25 5E P WD BT I R A AE R R A3 — R
SABE IR — R 53 5 28 0 P B VR SR I St T SR o AR W B A AR 45 TE T ) B
TIEAAFAE R A 1 — A A A L B AN 1 — AN B R AL 72 5 45 5 P Pk
JIER RIS 5 WEAh , L T i, AR WA K — > A Bl U BOR BRI — A i %
ANBRA S BEE AR IR AR SE SN 53— BRI SR I 1 BT A2 A VL& ATHES 4
FEAT B T 53— AU 2 SR T ) SR 22 SR I ] 28 A8 5 DAL i T ) — AR AS M) 2 SR I3 1)
AT AR ZE SR I i WA — AN B2 PR o

[0077]  4LLF%ETE R, B ALl B AT 2 (Markush group) JERIEHLE RIS, B T A
TR i ZR BB, IF HLal AR A B AR 25K N 1 — IBORBE, 2R A R ]
B A W A 5 T R DR B R S A R AL S I, AR A B BIAR A T ) T ) RE R Sy SR
HT B SR B R A5 2 R A b S 3R VR IR S A i o o T BES L, AR SO R B AR R
IR ST I T T ) S e ST T SR o 3 B R R BB WO TG B v R 3 A 2
ENE R B

[0078] 445tV N, i i tHALIRAE N o U Ah, B 1 i BR AR 55 AR B B BN SO/ BA
A IR N G 7 A S i By DL 5 U DA A 2 B ) ) SR EBUCAS I ) A [ S5 i
7 S8 R A R AR R R (B BT Vi B BR AR S S A L » 15 A v R PR A+

42—
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[0079]  RAE “%y” B R L7 ] B 75 A Sl 15 AR N 7 o ) R 0 ML) AT 4252 1R 225
P 1230 B 45 50 4 b L e T 0 ) %) 7 =X, a0 2R 45 %) B k) o A1) 2, e R A 4
HSE B, “207 AR FRTE LN BN IR IAARHEZE N AN S A — Rl £, “407 il = 4a 48 e (A 1)
220% I 2 10% I 2 5% i 2 1 % MVu F AE N A A— g s, ZARE T IR EER
F—HERA , FIUNAESRE N BAE 205 P o A 7E A H U FIACR ZE 3R 4 1R 4 e (A I, B Al
FAME , 75 W NAR BEARE “L)7 705 R AT 52 R 2T N .

[0080]  S4b, B TR, B AE A BTG A IR AR 5 B B AT AT 4R 5 S it 7 28 mT BH AT
—ANECE AR B SR T HERR o T LGS S it 7 S A A AR S RN e A
AT 1ht R AR ST A BH A6 32 BH HERR 72 41 a8 e AT THERR o A8 2 BH 5 V2 0 AT AT R 5 S it 7 &8 v]
ERATA] Ji AT WA AR — AN B AR B R T R, AR R B SR BA HARAM K.
[0081]  AXHHIFILYS J LA St /7 48 «

[0082] 1.—FPeH AW, L7 -

[0083] 43 ESf £ ik, HoMRk & B N TgGLRIFCIX [ N p75 88 SR HE [K] -1~ 52 44 1 B 70 e 4 25
Ay s A

[0084]  #h, Hiim /& LAR IR BT 7 B 1) 2 IR SR 4R, T8 BTk 4H & %5 2

[o085]  JLrp ATk 4H &L IR FEAR T ImMIKI L - RS 2R

[o086] 2. R4 STt 7 R1FTR A G, Ho frid 20 & WA & IR FEAR T-0 . ImMA L - R &

2o
[0087] 3 AR¥ESKH T 2R A &Y, Horb Frid L 5B &R AR T0. 0 ImMIK L - K5 2
2o
[0088] 4 ARHESL Mt EIPTIA KL G, Horb iR 1 &) 5K AR T0. 00 1mMITL - K5 2
2o

[0089] 5. AR#ESLHE T RAFTIRRIA AW, Kb T EMAETL- F &R -

[0090] 6. 4R 4k STt /7 2 1-5E—TAT IR ZH G, B 5 £110mg/m1 £ £)100mg/m1 (1] Frik 7
EED

[0091] 7 AR#ESLHE ST S 1-64T— TUATR I 2 A 40, b Brid 43 85 0 22 BCOR AR AR e 3
[0092] 8. RS 7 RIFTIRRIH AV, Horb Brid 41 G- Wik 6 F K g ) o

[0093] . AR ST it 7y S8 FTIR B AL G4 , oA B iR 7K P G e 70 A TR A 2L 2B B TR
FrE RN BT I TR AT oK IR LR EE . — (R ) HAEH it (tris) W LTREL . — ABEfZ e
(NENE R

[0094] 10 MR St /5 R8BI AT IR I &4, FHp BT ik 7K 14 2% 1 751 DA 24 1 mM A 241 5mM I 4
FEAELE

[0095]  11.AR¥FESLHE T &1 -10E—TFTiR I H &Y, b prid o8 &AL

[0096] 12 ARHFESLHE T R 1-1UE— AT AR &9, b BTk 25 DL 27 120mM % £150mM )
WAL

[0097] 13 MR¥ESLHE T 1 - 12— BRI H 5V, A5 T F

[0098] 14 MR4ESLHETT S - 13— TR 2H A4, I rb BT iR W 70 2 RE 0 L L0 Hr i
AHEEE L ALHERE R A L 22 25 0 LS g S0 R 8 L A I vE AR 1 (BSA) W ASABRE
ZHHA H FERE PVAFE P 3L 1 FE 2T 4k 2 (HPMC) 3R 25 W e s B B < 38 20 e B (PVP) 3%
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CHELT iR (HEC) VIR & ZBF & B H il — F B EAK (DMSO0)  — WY EE Ik Jiz (DMF) . i 2
M2 L- 2808 A H IR N AR  H &R B IR Eh R 28 VAR« v -5 T R\ Tween-20.
Tween-80.SDS. K I BLEE . R A LI R Y BER B0 . L RBN IR IR B AR R B IR ER B9 . =
FRGN - S Bl S B 1 A B B B VB T BEES LCHAPS L BEBE 5 HRE R IEE
2-0-B- H &b H il IR EEE e AT A A

[0099] 15 MRHESLIE /7 %1 - 144E —TUATR (2 &4 , o A B i T 741 JRE AR

[0100] 16 MR4E L7 S 1 - 16— TATR A9, Horb BT A2 W N £90.5% &
£91.5% K RERE .

[0101] 17 AR#ESLht 7 R 1-164F— TR A G, H iR &Y pH 21552 2
7.8,

[0102]  18. ARFESL /7 R 1FTIA I AW, £ 5 50mg /m1 (1) 4K B PG 5 | 29 1 OmMPF) il BR 44« £
140mMPF AL ENFNZ1 % 1 RERE , Forb BT iR 20 A I pHA ZpH 6. 08 ZpH 7.0,

[0103] 19 ARIESLH T R 1 - 18T —TATIR A &9, b prid & B A Z /0244 Al
Fr W AT AT iR R

[0104] 20 FRAESZ 7 21 - 1OAF— T ik A9 2 & » Ha v B iR 4 45 038 T B2 - i
[0105] 21 . AR¥ESLit /7 S 1- 20— TRk AL A4 , Forp oo B ik 73 35 1) 22 IR g1 T 44k
[0106] 22 AR¥ESLHtTT S 1- 24— BT IR VAL 54, A3 Brid 4L 6 Wt AT K0

[0107]  23.—MAEY), 75 -

[0108] 43 BT £ K, HoMRl & B AN TeGLIIFClX (1 N p75 Ies $K 5E [K -1~ 52 44 1) g &1 B A 2
BB

[0109] ¥k JE A% T-25mMK) K 12k 22 551 s 1

[0110] ¥/ K T-100mMfI 5,

[0111]  Jrp priR &8 & R FEAR T ImMI L - R 2R

[0112] 24 MRSt 7 R23FrR &), Hodbh Frid H &0 SR FEART-0. ImM L - K5 &
M2 -

[0113] 25 AR ¥ it 7 24 iR (LG4, Forb BT i 20 6 ) 60, B VR AR 170 . O LmMFI L - K
AR

[0114] 26 fR 4 St /7 25 TR 4L &4, Hodh ik G980 B R FE AR T-0. 00 ImMIF) L- ¥
AR

[0115] 27 AR¥ESLjit /7 R26FTRIH AW, A FridH 5 EL-BERIR .

[0116]  28.—FhZH AW, FEA L DL R4 2 ik -

[0117] 4 BSf 2k, HoRh & 2 N TgGLIIFClX [/ N\ p75 MHgs SR BE R - 52 445 11 B &1 iC 4k 25
BB

[0118] IR & N ZI10mMAY 7K 14 2% #h 1] 5

[0119]  ¥REEAZI140mMi¥ £h 5 FI

[0120]  pEpE,

[0121] 29 MR HE it /7 ZE 28 BTk I 2H &40 , o A BT ik 73 B 1) 22 K LA 50mg /mLI¥T IR FEAFAE
[0122]  30. MR HEsiti 5 2228829 T iR I AL &, Horb ATk 22 I A AR AR it 3%

[0123]  31.—Fh5k, BLAE A AL &4, Frid 41 &AL

N
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[0124] 3Bk, HoARh& B AN TgGLIIFC X (1 N p75 g 5K B8 Bl 1~ 52 44 (1) B 41 i 44k 45
B

[0125] K42z 5] s il

[0126]  #h, HE LB IEATIA Z KR4, Wi Frid 4 & Wk 0E

[0127]  H A AT A &Y SR ERT ImML - M &R .

[0128] 32 #R#E=LHE T RILFTIAH J7 vk, b Frid 2 & & FEART0. ImMA L - K5 &
g .

[0129]  33. MR HEsL it /5 R32FT IR 7 vk, Forp AT iR 4H & 8L S IR FEAR 10 0 1mMAY L - F5 &
g .

[0130] 34 AR5t 7 R33FTIR A vk, Hrp Frid 4l &0 8 & i FE AR T°0 . 00 ImMA L- ¥5 &
g .

[0131] 35 AR¥ESLHE 7 Z34FTIA R vk, Kb Frid H WA SL- BRI -

[0132]  36.RFESLHE /7 R31-35/F—Ti Tk A vk, b rid dH &6 & 2110mg/m1 £ 4
100mg/m1 ] BTk 73 25 1 22 Bk

[0133] 37 . AR¥ESLjiti /7 S231-364L— TRk I v, o pirid 2 O AR AR 3 .

[0134]  38.MRFESLHE T R31-3T/E—TFTIA I &y, Horp BT ik /K M 28 ph 77 N Bk FR BN . 41
SR BERR B BB AN AT FR BT L TR R L TR . = (R 3L EIE L (tris) W AR .

T OERESEAIR A .
[0135] 39 MR ¥E st /7 31 - 384L — Wi AT ik 11 77 v , Fvh BT i 7K 14 2% 1 751 DA £ T mM &2 4
15mMA) IR FE A7 1

[0136] 40 MR HHELH 7 31 - 39T —TRTIR M ik, Forb Frid #h 0 &AL

[0137] 41 . AR STt 77 5831 - 404 — T Frads (1) 77 v , oo B 3 DL 241 20mM 22 £ 150mM ) i
FEAELE

[0138] 42 MRHEH /7 FE31 -4 UE—TFTIR B i, FHorb Ik 4 & 40 0 3 U 771
[0139] 43 ARHs St /7 SR A2 I 1) 77325 , Fo o BT il W W 770 0 e« LB  H il AR B L 1L
AUPEBE H T B RE 22 200 UL Vb R 20 AR IS B SR e (BSC)  ASCEN EE4HHC i 2%
BE PVC. F2 A 2 FH IR 21 4k 28 (HPMC) 3R 20 WL A% BRI S B 2 ML s e B (PVP) 2 £ 3 41 4
# (HEC) R4 Ol H b = FE BRI (DMSO)  — HH 25 H it Jie (DMF) B &8 W L - 22 %
LA E IR R HZE R R R 2 WE R . v -& 3 T L . Tween-20.Tween-80.
SDS B 1L L i R AR G LR BB A L 2 FR AN BRI A R R BE L BRI = W RN - Ak
V) SRR R T VBB T A T VB S T BRI T LCHCPS | BERE B AR IR . 2-0-B- H &
PEH R EEEC AT A A

[0140] 44 ARPESLHE 7 RA2BLA3 TR 7%, Forb BTl W 71 A BB o

[0141] 45 AR¥E L 77 ZRAAP IR B 7795, o BTl TR 751 2 4 B2 9 290 .5 % 2491 .5% (1]
RERE .

[0142] 46 . M43 it /7 Z231 - 4BAE — IR R (1) 771, A iR H &Y I pH N 215 . 52 4
7.8,

[0143] 47 MR H 5 it 77 R 31 Frik 1) 7532, oA Bk 20 & )80 %5 50mg /m 1 (1) 48 A0 7 7 L 24
LOmMP) 5% 2 4 - 29 140mM AT S AL BTN 291 96 1 B, b BT ik 7 v pHoA Z0pH 6. 02 ZpH
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CN 113244374 A W OB P 15/15 7

7.0,

[0144] 48 MRHESL Iy S 31 -4THE— IR 17 i, b Frid A &V BAT 20244 AT
b B AT AT PR R SIRR o

[0145] 49 ARYESL It /7 5831 - 484 — PRI 5 vk, b Frid L & 0& + B M it o
[0146] 50 MRSt 7 5831 -494E— TP ¥ U532k, Ferb X Fivid 73 &5 14 22 R 2B AT 4L
[0147] 51 ARYESL M7 5831 - 504 — TP I U5 72, He b Frid 4 & AT K0

[0148] 52 MRHESL Iy F231 -5 E— IR 107 i , Horh BT M2 i S i B 2R X
PRI R AR BT A om B AL 28 R s (A 250 ) L 5e 2 RO (B0 % i) 18tk
BEL ZE VM55 (COPD) AR« 55 P RS S e Wi 0 Jod 21 S « B L A28 B2 28 ) 9 B
iE o

(01491 53 ARE St T S 52 FT ik 1 73k » Fh v e i i 21 & W LU LR T7 P i 15 07 5500
) Bt FH 25 BT A4
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Abstract

The present invention relates to arginine-free TNFR:Fc-fusion polypeptide compositions and
methods of use. Aspects of the invention are directed to arginine-free polypeptide-containing
compositions and methods for treating disorders associated with inflammation or the autoimmune

response.
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