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a3 Z IR BE AR EL) , BTG AR B 470 1K 43 2 ] 2T CAS U J2 HH CAS#331731-18~1, B 1A A B
oM AT ME A144190.3%/BR (B3N 1+8), Kb o +RE A
Ce428H9912N169401987S 16 o [K] I, , 5 50mg/mLI] 1K A B $70 IR AR 25 W 20 A9 m] BLAA 720, 347mM
(B34 M) FIBAT IA A BBV o 3% - E AR DA ART 5 5B ] R A B 1) 0 ) i ek 2 140 T 5
AR BB AEART A= W47 1) 243 10 P o B A W A K S P (R — 34 AT S A S B 43 & SR, 7
W R Z S AN FE 'R, FIRSE S8 RCYE Y T VM IR Y0 6 2
FT 1 P AE AU B A P BT 8 O AFART JBE 7R 08 SCRITE R o BT A, R o 1 AR I B 1Y, B2
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F_E IR FEHE R 2 S 5 BT 16 2 0 5 2 AR 0407 0 24 16 BE R B

[0076]  ARSCHT IR ATE “G2 b A1) 8 il e 18 B 5 e CE R 359I, Bl 418 , s
1% , dH 2 ER DK e S5 T 50 S SLILHEA (0 & BREUT AR IR &1, I, 2L BN, AT R M B &
FR) BV A, B A AR GEH A2 9906, 1 a2l &) AN LB Y (i AL L =R £h) 19
TR B T 8 KV o AE TN /D S B R B 2 i, “% v I pHAE 23 FH T B “Z2 PR I 7
TP E R i R AR

[0077] X, “Gpbh RA” AFE— A B A G FIA/ BR /T ILEEY) , A S R AR AT
() — A2 AP FIAER /B AL 50, I Hof A i@ S — Rh g o 77 S R/ B AL 504
BRAE S A VL, AR SCHIUE A R “Erp R TR (BRI 1) T 4 Hh ¥ 1 & 22 nf
FUFL/ R/ TSI I A AR S 30 5 2, SRR IUE (KA 9% “GE b R G0 (M S5 3E M b ¥
(1) 2 BT B I AR Z A S A 5k . (BP BT ) S5t 5 0 — W Ak T 34 ~F 4 , 461 S A A
/R o R, K78 R Eh 98 ph L R 0 0 45 8 WK O W IO IR Bk B MR R L
0T A5 R ) AT AR B T 2L 5 VK 5 BB A DR 2% b R G 26 W01 A A pHId 5 s i B A
FHORGE PP R P R B (R, G A 5 L/ R L 34~ 4 o

[0078]  ASCH , ARTE “G ph " A2 18 22 P ER R 1P VR T BR BRI AR A (S A2 55 PR B 55 TR0 o
2% PPN A AR FR 2 m TS W pHE AL T B IR T A, I B b 8 H & FEoA b iz il
Ho A AEH e R — &Y, B AT ENZMEN, LR YR Z | 5 1E Y &
(BT Fir 75 (9 T pHAED 19 HAH LR “BR /B AL 5047 TR & CFIid Y b Re 8 5 H 12 #)
B WP TR SN AH RN “BR /TR AL HOA” SR AT T R —iX AT I S AN B R B e L B 1A B T R 1
I ER/SS SR

[0079] o FFAEER “GE PP IE USSR/ AL FE AT R RIS VR A TR R 2, 9 A
T PR o IX R (1) 2% b 22 S mT I ] B b VR 5 4 8 ST AT AR R B RN 25 8 B AT I R SR TE Bl
HBCE , IXFE) G2 R P I AR 045 e IR, A o s il (s L) AT IR ELE
1L BB pHIE (B SR I B 75 RO AT BR A / AT A IR 148D o AE UL, B AR A A S ud B, A3 AT 1
PR & 2 VR BT A6 TR 2 2 P 7)) A ART A 8305 2 Tl 48 140 A 2 9 591 (491 Ju e A R ) /B
1 /B ILEEA) (9 WIFT AR IR (AR P o AU RN R BR 8 25 5y v H S RE IR IR B o 3 o
WP T DL 23 8 2 b 70 RN R / B R ) 4L Rt B, o b 2 b R g il T B b VR
AP FIFIE / Bl AL 5O M T R - B TR 1P R G0 1k VR A 2 P BRR / B L B4 S pH
FEFR) (g, SR ERECSR A DA AR S TR SR B & Rk T DLl i B
&2 ph B R / B R A U /IR SR S, S C AR K E AT BRI L S
pH I 77 (481 G AU AR A0 TR 6 L B0 B i 75 pHR JE LR 1l RGERT , BT IR 2% b R I ]
PLE T S E WG SR AT BT 5.

[0080]  ACHb, “BR/BRALEEAMN Fa i 2w “G PR AL B RR B HI CE R AN S
(1) pHAH IS =A% i Y i 38 A L HIIR) o A IR £ 22 1h 73] (9 AT A R BY) T R / B AL 3436 4
AT R -

[0081]  ARSCH , RIE “GR ) IR 2 Fa ¢h i G2 P RGN R A OB FE AT AR AH D% (1) o
1+ (counteranion) BiHifi fH B+ (countercation) —BP ZME AT AR BRAN /KT IR F2 48 1 41
B AV GF R A28 a0, Fri BRAR B B8 AT AR B — A A 1
B T R I “Frig iR Eh & v i .
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[0082] [RAMELAZHE &R E &M ARSI Coibdan i) s (B T S E SRR IAET
T 52 pH{EL , 3% 15 RS M AZ AR I BT 55 T (counterion) &) , 70 M3 T 5 & 1 50 E 7T B4 C
TE S5 FHOC R “Gpp P I R B SR B D TR AT AE TR 45 2 1) “G2 v ) Jon”
M AR BB 228 pHE R #E) » B B A RN 452 (8ENFAELINZESR) .
BRIk, R T AT EE T EMSE, T AR B/, A TR 45 5 1 “G i i I B &
SE N HETAN —Fh BT IR G2 b o, RO 22 ) Joa 1) s B PR (R AEAT AR 25 72 i pHIS B o - AL 1)
B0 MEILEE 4R G i E s R Y E R E & 5| R G, /27
BE SR G2 P R G AT AR IR Eh 22 1) 5 PT R AT AR IR 91 15+ (LB il FH S ) AT AR B A A
DAL, “G2 W B I L Bt BN IR BT R S G T R G AR AE B ME— W BT (B AT AR IR £
TAREREATIRIR) o Rtk W A R IR Eh a2 v ) i ) L E B E L AT 2 S S AR 1
M AGNIIFFER Y ENE R ES . F L, YU AWl w mpHiE T (BlamE At
) 2 [ 5 S AT R T T RS, A AR R 1) D B T AR R B I T AN
LpHE. B, WIS ph RGN E (RIEE /RIS T AN, X ] PA s xt 2 REAH OG22 ph ) Ji 1)
wIRMETE I (AT TR 1 70 ST e e il G2 ) i 1) &, I 2 AT I R T S A7 A
(R F5E

[0083]  BRIESAMEH, FEASCH 51 I “EER , TR 2N R IR , HEZ ) 35—
(B A 2L TR) , £ HAFAEBAE A G O e 48 & B B 2500 UAR -5 1), 38 B Al
LI B AL IR e H RS A/ BER L BN T — 3, SR E YihEid &%
T S R AR A B M T 5 o L AT DU Yt A 48 R AR AN/ BN I ) 2 R L PR AR A S UL, X
(15 A& 12 B e & G AR T R E ) (A R A 2 LGP AL G40 15 51
RAIETRYRAS , WIIKECE B GL P B S R IR e i d o JIR B 420 IRtk , B AR BT R Bt (fE
NEEE D S A AR R AR AN FEAEAT U S LR s, 5 SO A EREE
B M A S AT B A AR A & U] fe O FE A 5 B SR R — s 2 A
g SPGBy NI LK I

[0084]  [RAE Sy Ul B , AR SCHR AT — AN B 2 A R R, bR e B, Aid i
[PV L— AR SR AR B AT AR , B0l B N L - TR

[0085]  7E R HT-H AN Bl i, R “SEARNE” (I, WA SRR R
TRER) Rfa R AABINTAH S HEY 0 EFrR , XS E SR R R R E A
JREEMPAZIETE R Y EY) AR T b w5, Frid H A5 W& A FE A L0, 001
=% Pkl 5 A G ASEETE0. 0001 H & % [ Bk 24 75« A & AN B 130 00001 & % , &
EHLEE A TE0. 000001 & % i), A @& ABEIE0. 0000001 H & % , i A& 12 A 88T
0.000147 (BAE =) -

[0086] 7N FHTHAEMIRI 45 H 5 I, ARvE e AE” Wl “WiEAMAEM oA T
AR R ATIRHASAE 0 FIE , X R 2% 55 AR R AR & A 4
FAETLK .

[0087]  ZEARUEAHH A, “BRER” A3 M AL pKa -1 . OBK SE AR Y R , 11 “95 MR A i H /& pKa
2. 0BT B BR o ZEA UE IR v, “DRB” 538 Hh 2 FL L R ER I pKa oy 1 285 B () (A i 1485 B
fan) FRIRC, T S5 A it e AL B IR 1 pKa A LOB AR Bk

[0088] A, “FaiE A SRR BEYE R A M2 i ) G5 4 SE BE PRI AL 3, e A ARV R A/

11
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BV R TR/ B i) OO0 A 2 2 5e TR AT o M e A SR AT REFH & Bl SR 51 4, B
SR IX PR SE AT DA N A 1 BUR PRI E ) T AR A o BUBY R RS R A 2
12 (RIAS A2 BRERC E R 350 20 O 0 0 ik P — 1 o U R R A R R & R I TR
MRS E ), WOpE R (e 2B, (L A4EE) A/ B R (G A i L 2 SR HE (sucros) V222
BEILAE  REARK IR Z A &8 & Fa e 1), Horb 22 /b — o iR e 7 (RITRE BT B
TR o B I D PR E AR AR SRS PR R B ) .

[0089] A, “HEads JE PR 18 A A AT AT S 3 BOAS L A5 TR R 43 (1 B8 7 (i
I L) (R

[0090] A3, “Tk A7 A7 B K] 2 A AR AR A N I B A BT (B3E )
(R B ) S35 72 R0 5 3 153 e TR P IR o A 3, A S P FH A5 5k 10, 3 (S VA VL)
BIERAES A A A AL o

[0091]  A3CHh, X HrE B AL G YIRS E o CRr il G om) e ) A AR IR AR IS 1
BRI S5 18 G S A I i A e /KR 20 (B A 2 e KB & T AL
RIZHE9) 1 &, RIS ARE 0 2 7 AE T8 e S Pt ] LA EE TS KB 2 AR AR AR TS /KT
X W—KEW, ZKEWE WET] 5 o 8 A8 AdE ek ot B, KRR 5
A UL GRIESIES], B = SO — K-SV, 5% T 5 B0 () FE 1K 2451 B i 1)
Fo KT (BOHE AT A HE & /W B T KIS T i 540 » FLE 342, 296 3t / BE /R
(78, B, O 1 rE SR RO R 26 0 P 5 1 B — /K-S IR AR & (AT 2D
(1170 W2 I E () = 3fe LA 378 . 33/342. 296, (K 4378 . 332 Ml — /KA MK 4 F &
[0092]  AR&FUAL AR N GUIE 25 Zy 3 an AT AR 9 Fir A5 FH A 28 90 R Qe 1R VR A ARoRE 71/ K Y
=, UE1RH BARikE.

[0093] A SCHT I ATE “BiMd G007 48 1 =& 230005 A 570 25 W0 1 P S 430 Ve R
(R A WE IR TT A R AR ARG X B 7E45 T IR G B B SR B PRI AR 4
[0094] A SCHT IR AR TE “Fase” 8 2 e 7 Gl 2 Hag M s &) EORAF /it A7 3
[ () 0 A 5 MR /B Ak 2 s PR AT/ BRAE AR E TE

[0095]  [SiFEfi, $1& Az “Rb3E” B RST AL HE TR LA B E ) B 8 SE IR K e o IR A L ZE L ER
T ) “Rb B B VR IT AR (1) TRE B BRI AR AR R RIS L R ELBURRE [ I IR
AR IR, Pk AAK TR B8 8 50 5 S IR B BLBURRE(H ) R & BB R IR 3.
SLECREIE 1) I RECE G RER , (2) FHPIRAS  Z ELBURAE , RIFE 1k | s /D BUAE IR 7293 (1) K f
B (FE4EFRIGIT I 00 T) 52 R ECH: 22 /D — Rl PRECOI I ARREAR , B (3) Ik B 4% 7 g , HD
FIREPTRIRAS R ELBURARE B 2 D — Pl PREOI s AREEIR R A IR o

[0096]  FEA K I, JUAR “VBIT7 A ME” B G E” 218, it W AL s H TR
PIm B ZE B, ZE TR ANG ST U7 A XK & IF BAZPURAEIR T RIS A A

[0097] V9T H & RIS AW Fm S ™ B PR RL R B0 T U AL A B A e
B SR R AR

[0098]  ARiE “ NTNF-a” & $5 LA 1 TRD 73-WATE SXAF A 1) A1 LA 26 KD FEEAH 5 T2 20 A7 A8 AL PG 11 B
NGB -, TNF-am] AR RSN 45 A 11 1 TkD 2> F 10 = R AR W22 2. H 55 I
Pennica,D.ZE (1984) Nature 312:724-729;Davis,J.M.%Z (1987) Biochemistry 26:1322-
1326; fllJones,E.Y.ZE (1989) Nature 338:225-228,
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[0099]  RiE “HH AP SAT ARG AL 7 VA6 Rk AR B B I Bk
[0100]  ZAsCH, BrAE S UL, A MR e ) & B AR E B b, Tie AARE “07 .
ppm (BEE J3H0Y) B2 50 (%, BN & %) (B R RIB

[0101] MG EAAMNFFEHA N EBUREIRENEE RS (U EER % HE/HE)
I, B 85 & 43 bl A AR TR 4 4 1 E AR N H AR S B E I E At ARSI E AR
N BB f#E, HEY (A B e) WA A9 EE T 2 e Ak it 1005E 8 % . 428
I, 7EIFAE AT A A A8 70 (B, b A ek oR “BFE — B2 MR E ) 1 O
Hh, H T A b P T AR B R R S I R (BN FR R ) 49 K, B AR R AME A IE 1
5D #ME B 100 H &% .

[0102]  Arwp, BraAE R AMEH /R KB 2 P sisr /1o B, ARE “4” (B0 = 473, pbw)
TR0 A2 Ik 22 i i 43/ 48 43 2 TRD R ARG LU AR o RS PRAS s = ANBCE 22 20 4 1) BE VR B = b 7
AR R (nx, y Mz () BEREE 43 il g xa vyt 21, Bixa—xe i yi-ye: zi—z2 [ JE ) o BARFEVR
Z 527, WA S5 A I E R LAE R 8 % E AR ARSL i  S b AT ST
IXFER) T 2 % (AT LLEE AL A R S GO L 2R) BLsE L2 1 AW . X 2 RN FE AR K B
IR ARZG L AR 5 443 2 1) (% FEGT Dl A8 308 0 b JHL 440 ke 5 o 7 2 7R A 45 2 S 1l 43 1)
HAEM LA B E S ARERAR (R, B8 B3 AR L 28) A W30 e i 7 43+ (1)
Yl EEOR S (NSRBI 5 R AR R BH B0 A A 25 T 8 i a3 B AR R L A3 i AS 2 FL 4
X B T SR, B e s ity 2, I e A 3 A H B R E 1 a3 RN R R (41 B
7K) ZH o

[0103] L0 A4 (T DAV I ML E &) 55 2 AN H0E I BB, Frid AW ATk 4
FE5 A L e 2 AN FA 43 o SR, 7 FELEL St 77 S, A M AHE 2 A e 1o mT R sk
B I A FH B R BT A 1 R 7 2L R o

[0104]  ASCHp, M EW) “FEAH” HARM o “U R B, Brid 2] A8 Y e k5 2 D70 E
=% AR, BFEE DI ES Y%, FiEE LS ER Y%, R AENEPVESE% . &
T, “FEARH” BARL o R AV BT 3 L B T — L PR SR
[0105] AR ST A R A TE Ptk RO]” 8 “FLRST” 43 Sl A2 Fia 45 s ORE BRAL I B I RT RI K
J& o PR RS 30 ] DA SO 3 O/ B B e (4814, B T . - S8 Al e TEMBR 1
HL S0 A% SEM) R I i o ] AT FH S il 451w MR 119 5 58 i & SRAF UL B R TATEATT 45 58
JUSE) 53X S ] WLk S50k £

[0106]  WAEZGMAEY)

[0107] A HAHRALIE b 1 b BTk AR 25 A & - 20 A & M B8 AR vl fE
A 30 24 b A A TN —a i PR 704, 38 24 3 DA B 10 0E TN 324K B 24 b, MU 254
HEME GRS AR R, HA B Y i O FE HAT AT AR5 6 2 . 5008 Y SRR 1R
RGP AT IR B ZZ PR R DR A0S A SRR B R 2 B R AR (& b
T65W/m* R 7/N 5 38 24 M 42 FE KM 24 5 A 3 R I 24 BT TCH QUBFE R, 3 24 Hh Ay SCfFCPMP/
ICH/279/95) , 2044 H BT R A SRR S A AR 3 , 12 HEAE S5 i SR AR GE U AR S BT g
(1) B 4N S 3R A, BOAR ST A S0 AT 3 FL At A v S5 L 3R £ 07 20 P AR U L Uk R R S
BT IS A B B 1) “ F2 06 (R B 43 T AR &, AL AN R I 20 %6 o BT 4 A 1038 2 GEAR B 52 4)
ANE TR ER 2 ph R () R — S, TR IR AL ) , BRDA B 20 . ImMIV I A0 3 T IR Sh 2 oy
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R (R — DB N ERR SR G2 v R AN/ BON B IR /TR AEHEYD) - BT iR AW pH K T B S
ToH 5.4 HAYNE Mt CEARB TS A EHEARBCIKE R Z0. I & AR 2R . B0# 5L
BEAL 41 AW AT 2 LG AR ST IR 5 AR 25 W) 24 A A SR I AT AR — PR 2 Fh o Ath 28 43
(5] G 60, 5 3 T V5 P 7] AN RS 2R SE) , 134 DA AR SO WA & & VIR IEBUE IF A
Horp Bk 20 A5 WA 3% SR I A SC TR 5 VAR 29 VD 24 6 W SR BOATRART — PR 22 Bl 2 B e
(BltpHBEE) -

[0108]  fLifihh , A% & W $R A& AR IO (MR AR 29 W 4 &, S0 RO 5 IA H AR
FHIE B L A B AR A7 (1 R s PRI 77 AR SRR (B WS )) 5 SR IA A B0 i) o
il 771 (481 4 7 0 il 551 Humira®) A8 EE , A4 2 B I 3044 245 0 i SR A0 48 52 AN R B2 F3 4640 (i, L
BRANE) I B A 2 0 B (0 4 1 o L T BB AIE Y 5 8 52 A R B A7 K o 2 e HL iR
1l FHUAE 2 BICRE 4T o FH T 8 S 7 A A2 2 o AU i3 L s BRI A R v 2 52 [ AR BLAR
RMER R IR, EAR MR AR L SRR fam . S B MAH AN —BH T, TeLH
HAT B DRI A A K 2R 0 LT SE R AE Y R I Aa 8 PERE 4 N RIF 1 .

[0109] Bk AT

[0110]  FA[IAARE ST (7 &7 15 HUMIRA®G 7)) f&H 147722 WW097/29131 (BASF) [¥)
D2E7 VL e ARG At AL o FL LA E Z AR P FISEQ 1D NO: 3HY R RECDRIL, M AN &5 Z 2L 1R T
FISEQ TD NO:4[f EEECDRILS f s (W097/29131) o Bb4h , D2ETHUMK LA &2 R 7 FISEQ 1D
NO: 1285 AT A8 X (LCVR) A Z FE B2 J7 FIISEQ 1D NO: 2 EHE A AF[X (HCVR) -

01111 Bk A BT 5 2% 38 BORE FH Bh B8, 40 b SCIEI B o

[0112]  FEA & B “RAl Sk A B B0 A K8 AR W05 1l 2 WIAR SCZ /i 5E S, FF HARSUSE AN
UK 25 Gy B i A U B o AR “BATIA R BB (R VE T

[0113]  fE—Asuila 7y xU b AR ZGM A & W) 85 (I RTIA A B4 9 295 2 £ 150mg /mLIF i
FE 38 1l 2925 2 2 75mg /mL o B 40 , BT I8 A B30 A] A 2925, 2930, 2935, £)40, 2745, 2150
255 2160 2165 £1 708 2] 75mg/m1 IR FEAFAE T BT ik il 575 o £E— AN 52t 77 X, BTk oA
AL LA £945 2 2155mg/ mLIK IR BEATAE o £E— 1 S 77 2 5 BT I8 AR B BT A £950mg /mL ¥R B
1A

[0114] 22 ik 22 i 7 A pH

[0115] & Y4ty , VAR ZG WL & 1) & G s WL, p L FH & 1 1 5 2% P SR D 1R/ B AL R 4.
AP B MR RS KA 8 R Z AR A A P0iE M i AR SO LI
2% R AT, Z AR ZG WA A R B R /AL, Horp FriA IR /B AL B B T ik 9%
PR LB BR B U, 1% B TG AR B 43 T A2 s A& B G v 1) RN L IR / B 3 A v
PAGERK “R PR R G0 o DK B, AR 25 40 A 03 RS " R Gy (G Y b5 G 7 Rl
R/ TRSEFEAE) » H LA T 28 P R G0 M BIATATT IR 5 — b S 2 1 3R RH AT ART 1 R/ Tk
ILHRYAR L AR S TR G2 R0 & M A RS 55 R F1 95858 (3 W L0 ) -

[0116] & Yt , BTk 2 P& AT A BR R 0% i 7 o & TG AT AR BR ER 22 PP SRR AT AR R 26, 1 ™Y
A B AT R AR B & Rl — P B 2 R 252 BT B 2 B B 8 F o B & I AP R Sh m] L 45
& JBATAZIR (B A0 & JR AT 45 IR sh B £ & B AT S IR £h) , B AR & JRAT IR IR £h (W dnT
BIREE , FTIE IR = %) AR — D EARKYSLHE Ty 20, 22 PR CRIATAR R 28) AT BB o
(01171 3& 4ty AR ZGW A A W08 5 G2 I R /B L e » B > b AT AR BRAE AT

14



CN 106535935 A w Bg B 12/49 T

15 R ER 1) FLHUIR o 22 PR VRN FL IR /T L U I 2 A M R T R R G0 o 38 2 M 2R 2 A
AL G PSRN DL R /B 04, 3 2 b 15 IR 2 b A LR /B A — i A
B DUBRAE A P BT 75 1 pHIK ZKCF (RI 40 S B0 ) FIAEA & (B0 %) /775 &P R4 n] i
Tt 17 B b VR A BT R % v RS R / R AL 0 A R T R T R B 2 PR RO R/ B L B
TR BRI B, AT A7 T 1) G 7R FH R / Bl A B A0 1) i 5 1R S 4« 91 1, 2 b 3 vl e
i8] B M VR A AT AR IR £h 22 v ) (B AT AR R AN) 5 FL 1R/ WAL B4 (RIAT IR IR) SR B, 3 2 b
PLIE A TR 75 (M pHIK b 2RTR A o B, G20 R G m I ) A7 A IR 5k 22 1 5711 1) TR / W AL 0
Yy (BRATARIR) R N AU A AL A) ST B, NI 203 2 3@ A 3R AL BT 75 pHEA S 22 77
(1o Ty A58 B ) 5 0] L Y R / B 04 (RIATAR BR) BT - B3 » T AR TR BT i 2 o
RGN T—J77k, IF HpME P DOE LT s in A B2 GF b A58 R , WHC1) B A A GF 4 Hh
SNEET, WA ALY SR I VR R

[0118] il Y, IZZE M RS RATE IR EL L% I R G0, & A L B FEFTR IR S AT I IR
[0119] &Y, AR MA SIS B L2 —FhZE .

[0120]  J& b, ZRAZA YA S pH A T BT 5.0, BHIE Y K TESE TpH 5.4.08
Mt IR AR pH N T B T-6.7, SEE M H/NT-6.5,

[0121]  7E—ABARK S 75 20, e e AR 2% ph AR AT B SR 22 ph AR i AR 2 2
AV EAS5.2-6. 2(KpH, B & 4 B A5 . 4-6. O pH o 78— BAR RS2 7 20, Ak 25 4
AMEAS.7-5. 9 pHo £ — N BARR St 77 b, A 2 S IR 21586

[0122] 3@ M4l , AR ZG WL A A5 E 2028 Z950mMIK e &R G G 4 Hh & i R &
GRG0, BFEATIE R R ) o AE— ST b, G2 RS LA -1 AmMII IR BEAFAE , B i
24 25 10mM o 75— AN St 7 20, 28 b 2R 40 DL 1 OmMIK iR S A7 AE o 78— N SE 5 b WA 2
YIAH & WA 5 R 9 1 OmMIPI AT AR BR BN / AT AR TR 22 v R 430 o IR G He v “G2 b 0] (4, A7
RN I AE G2 P R LR ER (AT AR IR) Hh ISR (9] a0 S AL AN SR

[0123] 3@ M4, iZBAR 29 A A A & B 290 . 38mg /mL 22 219 . 6mg /mLIT) 28 P 5 (G 24
MR BR L G2 v 50D o 72— AN SEi 75 3P, 2P s L0 . 96mg /mL-2 . 69mg/mL I K EAF
15, BT L 29 1. 9mg /mL o 3R A HE HHp “G2 phFRI” (40, A7 A5 B ) e 1ok AE % ol ) LT R
(BIIFFE R I BEAR (B S E AL ) SR R

[0124] @244, iZ AR 2 A A VIVL G PP RS S5 IA AR B BRI BE R EL N5 : 1R £)145: 145
TR ARG GE MM AR M RG) AL ADLFETT P, ZE T RGN RS S
BAJIE A BB BE IR B N 2914 : 1 R 24940 : LIATAE , il o 2929 1 AE— AL T A, 22
MRGLL29: IR EATAE X ARG H A “G PR (a0, Fra B Ah) 8 1 78 22 o 7R ) L 0
(BIFFE R I BRI (B S E AL 8 ST

[0125] e SEHEAIEE 5 o » A R W A B AT AR R 2k 2% b R G K0 AR 25 0 2L 5 D AT I8 77
DA R I BT, 45 0 2 2k R B A BUL AT ER (A AT B, 1X & A8 5 T A 25007 s 7
(1) 5 BEFR AR o LLAL , TR IR $h 2% 1D R LERF A28 HIpH 5. SHITRAAZ W A DR IS A i
[0126] ke 5

[0127] 3@ b, ZIBARZG YDA G WA & R e 7, e 0@ 1 b W AR e 7 o 0 2 b, %A% 8 7
SE AR R BELE R AR D 25 T (1) 45 1 SE BE VR R A 43, e i ARV TR AN/ B0VA R T R A/ B i P
OUHAE Y5 TR .
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[0128]  ZWARZIWH G W RTAE— PhEL 2 PRSI, BARAEP e St 77 =0 R —
WEARE FIAFAE

[0129] ¥ 4, Frid # A5 0E 712 W 2 ol (sugar polyol) (BLHEMERE (sugar alcohols))
F/BL R

[0130] AR s AR 2 b 0 15 A e W L R I R L A L 3 2R L L AR B B 4
PEEE R EERERE IR | 22 ZF R AV .

(01311  7E B A&l 7 X b, WS e SR ) Vg e W L B 8 B TR L 22 20 LA AW I ey
PEAAAREEE | R S LA EE | 2 2R A A ULRE

[0132]  fE—AN B ARy SLita 77 20, B A e S ARl JEU YRR , AT 3% A8 SCATAT L 7 51 HE R
I R

[0133]  7E—ANEARK) Lty 20 , RS 08 7k B e M H I

[0134]  fE—ANBARR) STt 77 U, BEA O SR e S0 o W i 2 — PRI a5 O B A
F s 5 WA AT S A B e 1 79 R PR A 4G B R % 1 79/ G o R — AT

[0135] & Ui, IXMAEZMAEAAME S B2 —FlERE N, & Uth 2 2 — Pl 2 JolEfi/
B O Y Hh A 2 A A B S MR R — R RS E R

[0136] & Mk, F-T-T¥ BBAR 25 W4 & W0 (V) S A A2 W R KA, R & o T
Y AR ATART R & (SR AR S Ul I — a0 s e 0 Bt 7iR) 5 B 21K Te /K i R o IR A 1K & T
DL3d I i A3 2 e i 4 1k g B KA MR E LA, N T YRR 4 B LT R TR A
FRART A SC & H ) R M S 1) 7 SIS 2 Y W R R K S ) & ] AR 5 Ml 1ot ia 1%
B [7) otz 480 P AL I 7K e W A A B B (FH A5 B R B0 & 1A D UL FH TR AT A Ao 74
A o A5 BN R IR BT, W SR A R I, TE iR AR B R K A IRAS

[0137]  3& 43, iZ AR ZG M A ) A 2950 52 2940 0mM AR R AT, 2 Wi AR 5 771 (i e 3t A
) 5 B3 2 Hh 2100 %2 £ 300mM, B > #0929 150 52 £ 250mM 7E— AN St 77 20, AR
SE LA 1902 1OmMIF) K B A7 AE , B3 24 249 200mM o 75— N5 it 7 20, 5 386 08 A 200mM ) ¥4
JEAELE

[0138]  J& 4, IXMBAE LML A V) LA £)15mg /mL 42 2] 140mg /mL )R A0 25 B AR 8 77 (i
BB , T IE 2 N £ 35mg /mL A2 £ 100mg /mL , B 3E 4 S £)45mg /mL A2 £)80mg /mL .
FE— AL 77 20, B 2 71 LA 65mg /mL—7 2mg/mL IV I BEAFAE , B il 2 b £)68mg /mL o /£ — 1
FAR ) SE 77 7, H B DL 296 8mg /mL (FH >4 T 2975 Tmg/mL IR MG EERE — /K510 WK A7
£

[0139] & Yt , iZBAA 25 4 A W DA BE Fa o 1) 5 BT 1A AR BB I BE IR L 29145 : 1 B 4
1150 1A R 8 A7) (e id B A SRR, S E M b N 29290 : 1 249860 1, B IE i A £
430: 1E L9720 : 1o AE— A5 77 A L AR o 771 DA A2 e 75 5 Bl 18 R SR B i) R R B A4
550: 1 21605 1/E1E , Bl G N 2576 1o AE— NSt 7 2, U S A0 DL g 988 18 5 B 35 A
PP BEIR L R ZI576: LAFAE .

[0140]  4nfE SEHEBIEE 5 B » Ak B R A6 3 Rl s 770 0 WU 299 41 & WA B 3 0
H R IR 4T, 0 A2 2% R B v B 8 1 B S0 L X O A PE RN 294 7 i 71
LEFRFR o WAL, A0 HE BN A RS 7R B U 25 WD 2 A WD R IR A B

[0141]  HBEHA

16



CN 106535935 A w Bg B 14/49 T

[0142] A BH R MR ZG MDA & W0 P AL B AT 4] — Fh B 22 P 245 2 | m] 452 52 1) i B 71 B L
TREY IR, B S HBUA 25 M S W) 5 KPR Z5 WA 5V o i A M e 7] 2 7K, o 2 b
K o KSR 3E 24 M E B F 7K (WRT) S

[0143] 3@ M hh , 5 B8 550 AT DA AT ART A Z5 W 285 40 v R A V0SP48, 497 2 WA T B B
EE ST 100 %6 o3& 2 1l I TR 250 20 A W AT ART 26 49 1) AR SC 45 5 (AT AT IR P32 3R 7 ik
2H 3 AF ORI >4 H A T) #0541 HAth 4 2 TR B IR

[0144] R B VRAKR Z3 0 4 A 0 38 2 Hb A2 P, 138 2t GE AR 58 40) A& RoRL BT
Vo

[0145]  AEFAKAK PRI 5

[0146]  fik/TCHEAIR

[0147] & UMl , XA ZG M AP LA CREARBE 4 AN SR AR (& S ALK &R 5L
LEZ0. ImMAIRE AR, HiE S E £0.01mM, BiE 42 2£0.001mM.

[0148]  I& i, AR WA G W) CEART T4 A EREERBUNE AR S Z 0k RSN BE /R
b i % 1: 150 (RPXS AR 150 BE /RZE vl R & /DT B T 1E/RBER) KRS ARER, Bik
M A 2 1:1500, Hid i E £ 1:15000,

[0149]  J& Yt , AR W 1) CGEART 5E4) A F b IR B LA E 2R 5 R 3 A BR e i JBE
IREE B 22103000 (RPXHEE3000 F S A0 I FTE AR BN 5 /N T B T 1LHE EMIEER K&
HNEE S, BIE G HE £ 1:30000, HdE 24 H % £21: 300000,

[0150]  I& Yyt , AR LW &) GEARE 56 4%) A 5k Z IR B LIS 2R 5 R 3 A B e 1 JBE
IREC A 221 :3. 75 (RIXAE3. 75 EE /R IR IA AR F AT & /D T B T 1L EE /R RS 28 K& A kS
AR, HE YA £ 1:37.5, BiE Y £ £ 1: 375,

[0151] A SRR , 78 HAZAE R BRI BUAZAE TR 2 A AV R I K2R 1 51
JORH I () Ui B S B R 1T AN AR R KA A1) (B i IR ER [ 50) 1338 43 1 AN g N )
L2

[0152] G SR o350 43 B s » A R B I CREAR B 58 4%) A &k 2 BRI WU 25 WD 2 5 D AE . 7
A R IR A, JCHR W SR v B A A & .

[0153]  fik/TC& R

[0154]  J& b, VAR ZG A GV P UL GEARBES) AT BRI, £ 20, InME) (244
W ARG —FhE 2 P AR, IS Y E £0.01mM, HIE 9 HZE £0.001mM,

[0155]  J& M, AR ZG I A ) GEART E4) A H AR RB UL AL RS Z i KRG (&
1) BEIREE Bt % 1: 150 (DX AR 150 BE REE M RGu 1M & /D T B T 1 EBE/RA LR K5 H —Ff
Bl % R LS, B E G 212 1500, dE 24 i E £ 1: 15000,

[0156]  J& b, ARZGW A A1) G ART5E A4) A &L IR B DA Z 5 1 5 Bl IA K B i
() BRI A £ 1:3000 (RIXS&E3000 & A3 FIA AR BRI 5 /N T B T 1 EE A AR
REAH —FECE MR IR, S IE 1 2 22 1: 30000, il 241 2 £ 1:300000.

[0157]  J& b, AR ZG WA G4 GEART5E A4 A &L IR B DA 25 1 5 BT A R BB i
(R fA) BE R B 21 :3. 75 (RIS &E3. TH R RFA A A B pu 1] 5 /D TESE T 1B R AR Sk &
H—RhEk 2 PR, HIE A £ 1:37.5, piE e £1: 375,

[0158]  GAR SR , 78 HAZAE R BRI HH BUAZAE TR ZI A A I LR 1 51
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JRH N PR i B8 B R T AN A MR N BCRAL A ) (1 a0 IR B 11 J50) 1350 40 i 4 N () 2
PR AR o

[0159] & ik, AR B K 28 LR OF VA B EARAE) 7T B & R IR HI /BN it
RAIEER , BN IOLIE R IR T LR « AR, MR &) CREAREE4) AN Erik 3 AW
FEAT R I < K R R R A R AN 2 R 5 B DA TR A o0 “E IR T iR I = VIR
FERICBLE 25— P EA FRE R .

[0160] QIS ts) R 43 Fr s » AN K B G0 b pirids GEACER 58 4%) AN 2 5 R B0 8 S 2 TR I WAL
PRI A PAE LI AR R IR U, SR SRR Bk e A g4 20 -
[0161] A%/ Jo 3 v 74 5]

[0162] &b, AR M &) CREAR B SE 42) A S R v 1 7 Ce il 2 FH B+ B s+
P PEEAE S 2, AEAE 46 71 5811 B R 80 (R 4 M (20) K (L AL RS By BR 1) L B A (i
A4 W 22 22 | mMASL 5 — Fh B 22 P BT idR 3R 1H0 v% PE 77 (FEe AN T B3R L AL EERO) , BH & Mt 22 &2
0. 1mM, F&E 4 E £20.01mM, EiE 4N E 20,00 1mM, HO&E 43 A F £0.0001mM, 7E3X fil
TGOUT BRI GV PTG & AR S8 SR SR 1L AL BRSO,

[0163] &Y, AR M G CEARBSE 4 A SR w7 Ceit 2 HE . Bl s+
PRTEECAE B )  (HAR IR 140 5 1L AL RS0 CRAA £ M (20) M 7K 1L 4B B i BRI , BRLA SR [
MRS 2P RGN (aAE) BERIE B £ 1108 55— Rhok 2 P RTiA R H i PR (LIEA T 5
FIALEES0) , G i = 2 1:100, HIE 4 E 2 1: 1000, FHIE 4N E £ 1:10000, 518 Y
N2 2 1: 100000 o FEX PG LR R BAR WA GV PTAE LA B A S R 5L AL
80,

[0164] &4, AR B CREARBSE 42) A& R v 77 Gt 2 FHE -+ B s+
P PEBEE S A AT 71 5 1L AL BRSO CRAA 4 (20) MK L ALEE Syl BRER) , B LA R 1
U5 R ) 55 B R BRI (A EE B R & 401050 (EP X 4E50 H B il 1A K B T & /N T B
T 1 H S 3R 14 ) ARG — PP ER 2 P BT IR R PR R (R A THE SR (LA EES0) |, B Y
HA 2 1:500, HIE YA £ 1:5000, & A2 21 :50000, H0E M H N E £ 1:5000000
TEXFMEOLS BRI AW AT AT IR B 5 AR S0 S L BLEES0

[0165]  J& 4t , ARG G W] LA CREAREL5E4%) AN & 3R 1035 1455 Rt 2 FHE
F P PEEAE B A HAT A A5 (L BLEE R0 (R4 2. 0F (20) M /K (L AL sy PR ) Bk LA
TV T2 70 5 BT IA A BE BT (hAdk) FE IR L & %2 3 1 1A 4% — PER 22 Pl BT R R 100 0 14k 749 (FE & AS
RSN ALEES0) , HIE %2 £0.3: 1, HiE £ £0.003: 1, HiE 84 £0.0003: 1,
BE M HUAZE 20.00003: 1 FEXFEOL T 2R Z5 A S Y TS A SO L
AL EE80.,

[0166] & 4 , A 43 ik 22 1 v MR 55 GF A A FECMEEAZ /D) AT UL HE 5
P MEEEE S R VS PR & M, AR ER 2 Bk 2R 0 PR G A AN B B LR E A7 AE)
AJ DA PH S 1 B S AT PR R 1 P 57, A T A e BBk HE B 3R v MR AR (5 B4 S
o F A B E D AT IR BERR 2 (I AL RS0 [ Ib AR M S GEART E4) A EFHE
I BP9 3 10 3 A TR B DA AR /N R IR B I A 1 B — e SR I TR R BRI 1
22N KB BER LG BRCE S U AL S — FhEk 2 PR IR 2R I T A

[0167]  [Ath, ZBAEZMA G Y CEARBSEA) A B HE &S 73R 3G M7, A% 51 458 1L
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FARES0 , B LA A /N Hi A B Vg Frad () 35— SRS MR el e 10 2 2 10 & VK JE R
bl BYCH S bl AL H5 — PPk 22 i o 2 1 v 1 5

[0168] [ Ik, AR ZG WA A ) AR 58 4%) A 7 5 1L AR 2 1 Vi 459, AR 38 461 A1 B
th AL BRSO , B LA A /N7 HI A B i 1) B — FBCHR) 3R i MR 7 BT e 1) 22 22 ) 2 TR B2 L JBE
IR EL B S b AR — Rk 2 A T IR SR I P R A IR A LR S i BUAR 25 A A e AT
AL AR E U SR L ALEES0.

[0169]  [H Ik, ZIBARZG W W) CGEARTL5E4) A E R ILFLEG20 GEFR NI 20~ 5 A 2.4
(20) M 7K Ll AU B H R R I 2% 13 12 7] » B DA AR /N1 B B i o 149 B — M 1) 3 1 v 2k
AP BTl 2 2 08 RS BE/R L BCE & L AR — FE 2 TR R g M.

[0170]  ZARZ YL G P IE il GEAREE4) A5 H L ALEES 0K [H % M 77 , BR LA R IA
“RETEVERD Brid i) & R FE B /R EL 3R & LA FE — Phal 2 M BT iR R e ) IR B, 1%
TARZ A A GEAREL 5840 A58 (L BLEES0 2 TG 11 7], B LA AS /N 45 Bl ik B ¥ ik () B
— M “RENETER Brle 2 2 & RS BRI E BB —ME 2 M Arid R m
TG T o

(01711 SRS 2 B s » AR R BT Brid GREAR B 5E 4 A5 R0 & M B L8 3% T 3
PEF B ZI M2 A W AERL T AR R IR AT, U Ho2 0 BB 8 L v B e 1 o e 4
B,

[0172] A/ TR Eh

[0173] & 4t X TRAR WA G Y CRRARETE A4 AN B B IR SR 4% i) (191 s e — SN , T
FRE ) , B LR 20, ImMIIK A S BEIREL 2P R4, HE U E 20.01mM, & YR 2
0.001mMs

[0174]  J& 4t , AR W G 1) CGEARBL 58 4%) AN S BERR £h 987 (1o e 12 — 505N, Tl 1
SN BT IR $h 22 v R G SATAT AR IR Sh 22 b R4 R /R L 8 22 1: 150 (B £E150 B8
IRAETE IR Eh 2% b R & /T B T L BE R Eh 8t R 40) Sk S AR SR b R4, il
MHLE 2 1: 1500, HOE Y E £ 1: 15000,

[0175]  3& 4, AR ZG WAL &) GEANER 58 4%) AS 55 Tl 2 SR 22 7R e DA 1R 3k 2% o 741) 5 ]
AR BE R S 21 :3. 75 (B XF4E3. 75 BE IR B 1A A B0 M = /N T30S T 1 BE AR 1) Tl
PR ERZE M) K& AR ERE b, G Y £ 1:37.5, BiE M B £ 1: 375,

[0176]  WIARSCHTIR , 75 HAFAE R IR 5L BT AE T AR 25 WA A W0 (1) “BR IR R 22 v 1) 1)
g S FAEATTE B RS AT B IR £, L FR IR &h , — S IR #h F1 — S IR £ . AR
M 38 2 B HERR AR R A W (s R A 1 BIORE AL 1 IR B 1 B0 B8 40 LA W NI A
AT ATART Bl 2 6 5 0 B e 2

[0177] SR JEBIHS 73 B s » A8 R W CEAR B 58 4%) AS B R £ 22 R VR AR 25 A & 1)
FERL 7 IAHR RIVEE G, U HE W R & v Bl & A B4 S

[0178]  fLakR) HARL

[0179]  ZEK )

[0180] A BH B Z5 M2 & 103 M H AL 48 “9k 7755507 (B SRk A7) Bi— FhE Z B
SRR, A M I A S E

[0181] A& S5 G A B T GG KAA MR SBERM S FBERIRE GG
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Yt , 5K I DLE AT G4 GEAR) SRR SRS EBOR EAEH GV AF/E 18 1, 555K
FICL R PUE2H A9 BAT AR SCHrR Va3 & M o F B B R IRIEN EBUR S G
Y AFALE.

[0182] W] LA FAT 5 A & B SRk 0o SR I 2 Hb , 55K 7 B - /KA PR 8 3 (B s fb
BN AL BRSNS KIE MRS SRR /R (19 0 AR TR L H R ) A/ BUL e
IKIEVEZ OB & Y o 5K RS AR GZ ph iy (B, = A AR D BB A G2 v AE D) o DRtk AT A 4 )
Eh Sl )5 24 H A S22 P

[0183]  ZARZG A AW TS — FhE 2 PRk f, R e (A7 AE 5 — “S 5k 7 (Rp
i B EAT [ A SCANR 5 — ShRE R AL 3 W T it 4 & WA 255Kk 2 50

[0184]  ffiLikhh, ZE 5k F & B EHE S E E (IR AEZE MoK ETEE B L) & i, ik &8
R B RES B LY, 18 S A TRE I 1 4 A, & G TR 4 R S A

[0185]  FE—ANEARM Sy b, S 5K F & BB FE AN 72— B st 5 Kb, 25
5k e SN SN — PR A a5 IO AR OE 77, 5 WU BT 18 R B B il 70 P T AR IR Eh 2%
MR/ G R G A

[0186] i 4, iZ AR ZG ML A W) A £0 102 £ 200mM A R A0 & 25k 57 (Bl B b A &AL
B, TEIE A Z920 2 25 100mM, B3 2 225 3 29 75mM. 78— AN SE i 7 2, 25K I DA
40-60mMIF IR BEATFAE , 00l 4 H2950mM o 75—t 77 20, S B DL SOmMIR < FE A7 1L
[0187]  3& 4l , IZ AR ZGI ML S M LA 290 . 5mg /mL & £ 1 2mg /mL A J 40, 2 S5k 741) (Bod B
HONEALE) , B GO 21 . 2mg/mL R Z)5mg /mL, BE3E 24N 201 . Smg/mLE £)4 . 4mg /mL .
E—AN szt 7 20, ZE5R AL 2 . Tmg /mL—-3 . Img/mLI) ¥k FEAF1E , B id 4 292 9mg/mL o £ —
ALt 77 2, EALEALL 292 . Omg /mLI¥I I T A7 AT

[0188]  Id& Yy, iZIBAR LW 2H A W DA S5 5K 1) 5 BT AR SR T BE AR EE N 29301 122 295801 1
A0 F 25K ) (B0E B R N &AL )  BEIE SIS 2060 1 229290 1, BE M R 2970 1 B4
2201 AE—ANSLE 7 P, ZE9k R A 55K 5 S BT IA AR B ) BE AR L N 20115 1 229175 147
TE, BOE N 29145 : 1o 7E— AN SEJE 7 20, SN DA SN 5 BT AR SR e i) B R B 2
145: 1/F1F .

[0189]  4nAE SEHEAIEE 5 Ao » AR W A A 4G L3 255k 70l (K0 R A 26 W 2 O 8 s 7 D
RINEF AGF B AR 0% R B B AR A R 3T B, 1% 2 Fom PEANZ5 4 7 i i 771 2
Fabr - oAb, S @A U0 2 DU e Y Bl 1 =) RR 234 & YR INEF A LT .

[0190] T 147

[0191] 2R BH AIVRAR 25 W0 20 5 1 mT 3 2 Mo A0 25 3R I i P 9 B — Ah Bl 22 Pl 1 36 P 57, 3
M A T

[0192] R I3 P IR DONE 4 A B TR AR B A R L.

[0193] AT DA AT 2 5388 140 3R D v T 7)o SR 1T I 22 3, 3R v M R e B 3R v MR 77
E YR R LS CRAE LI B KL B4 b AR ER) BRI (K L AL e be L ) &
TV PR 55 o

[0194]  ERSR-—PPER 2 PRI 7% MR AT DL AE A R B U 23 SN, Beid 2t R
AFAE R — R 5 P9 B 21 1 B — S 8 3R T V% 591 G >t AR SCRIT o S0

[0195]  RIVEPEANE Mkhik 1 - R FLER20 CRA LM (20) Bk L AL EE 51 HEEERTR) 2%
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AL EE40 CRA 20 (20) WK 1L BLEE SR AR AR R R) 2R 1L 24 TR60 R4 &M (20) Bk 1L AL
FABEIRTR) 5 1L B4BES0 CRAE L M (20) (LI AL Sy BRIR)  JBi /KL B A Be AR R IS L i /K
L A B A RE R T  JBE 7 1) B o e T R I B /K 1 L) B =0 g P I A/ B K L B e
TR .

[0196]  7E—/> HA&RY Sk 77 20, i v 1 703k B 50 B4R 20 L 1L AR 40 L 5 1L AL s
60 A1/BC5K 1L ALERS0.

[0197]  fE—ANBARM ST b MR 2 A S B85 1E B R (034 EE20. T 10 AL ER40 . R
(L ZLEE60 NS (L AL ES SO/ B — 2 & PE 7 o

[0198]  7E— AN B AR S 5 b, SR PR A2 5 1L BLEES0E 5 (L AL G 20 . 7E— A HAk
()5 it 7 2, 2T A 7512 261 BRSO 6

[0199] & Y, LR ARZG W4 A LA £50. 0001 % Z55mM (RIO . LuM—5mM) [ 3 B A0, 2 K 1
I VR (B0 B o 5 1L B TE80) L TS N £90. 001 2 25 2mM, B 8 £50. 01 2 4
1.0mMo 7E— S 75 A0, TS M LL0 . 72-0 . 8OmMIKI ¢ B A7-7F , i 3& 24 1 290 . 76mM . 77
— A 77 N, R AL EE80LA0 . T6mMIK IR FEAFAE o

[0200] 3@ 4 Hh , IZWAKZE WL A WL 29000 Lmg/mL 25 29 5mg /mL%I ¥R P A8, 25 2 10 % 7k 77
(& B0 .76) , B 3E 24 #9250 . 0 1mg/mL % £ 2mg /mL , B8 3 24 #1920 . 05mg/mL & £
1.5mg/mL o 7E—ANSEJiti 7 20, RV PEFILLO . 9mg/mL~1 . Img/mLIK K FEAFAE , Beidi 24 4
1.0mg/mL . 7E— 5Lt 730, 2 L ALEE80 LA 2 1 . Omg /mL T FE A7 1E

[0201] 3@ Yt , AR ZG VD 2E AW LA R T 3% M 7] S5 AT R AR BRI R R LE SR 2491 2 3500 22 4
15 18,3 3R I 14 771 (B0l B M A 58 L AL R 80) , B i A 291 : 350 8 2961 1, B IE i Ny
291:35 231 1o AE— ANt J7 T, 28 10 V% 1 771 A 28 T i 2 7915 B T8 A B B 1) JBE ZR B S 4
2.1: 1842, 3: 1/F4E, Beid 2 N 242, 2 1 AE— D2t 7 2rp , 5810 B4R 80 L 3K 11 AL G SO
L RIAAR BRI BERLE N L2, 2: 1471

[0202]  4nAE SEHEBIEE 5 BT » A R B A ARG 38 2R D 7% 1 790 PR VB4R 28 W 2845 AE I8 7 0
TP R IURR B U, B A e 20 R B F BAL AR 1 SR AT B, 3 A2 8 e PR A 7= s 731
HEARIR LA, B 5 (L ALER O & DUEUE Y Fl 1 &) R A 2 & R IVEF A LT .
[0203] Ak AR HAR S EL

[0204] BiEE

[0205]  J& Ml , Z AR WA A YR IEE T 8200-405m0sm/ kg , B3 2 H 220-390m0sm/
kg, B3& 24H230-350m0sm/ kg , 5 3 2431 240-340m0sm/ kg » 5 3d 24 H1260-320m0sm/ kg , fe ik
2 1#1280-310m0sm/ kg o 38 243, 20 A MR 55 Fh 20 43 (1) A 0 B Tk 2 ] 28 v AR =45 DL SE BT
T35, 3 HA 75 B8 2 5 i & VPR KR S B se i AR e EE S5 A&
Yy, AT DL B A V0 S R AR = AR, DA AL S - A AN, B
5 H v 4 () SE TG A7 8, AT AR SRR N SRR 8 SEBILIX — H 1, JF LI — LB AT (1)
AR AL

[0206] & Fafidh & iR E

[0207]  J& MHb 2, AR AR 25 W4 & W BT IA A SR V) 2 1 B4 B S G4 th
FH A SCATARDSF 7 R i5E) K F B T65°C, il Ui K FEZ5ET70°C . ARk WA &9+
AEAE B 53 T BT AL A AT AR T E AN T2 BB 0% ST i i 4T 2 RS, IR e PRI AR Rk
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FHB AR,

[0208] 57 B F7R K S5

[0209]  J& b, {4 S WAL AE40CHRRL 7y (BIZA S IRFFAEA0CHIRE T) FrEe28K
I, AR 20 A0 A P A7 AR TR AR AR G 2 Y5 1 BT 08 R B 90 5 I 38 2 i FH AR SC P i SE-
HPLCT7 &8 5%) (& @GR D A -4 (RIAEX TAE B G M 465 E) &Y
A I R 3, & S A RIS R 2.5, 1 Y AR I R 2. 2,

[0210]  J& b, 4 S WAL 7E40 CRRL F) (BIZA SR FFAEA0 CHIILE ) FFEL28K
I, AR ZG D2 A P W AT ARG A BE Gl 2 B TSk AR SR, 38 2 B B AR SCRTR A4 43 B
J7RINE) (& KR A R4 B TAT & R IEE 465 &) & 24 H A
R R 73, @& M AL R 2.5, @& Y AL R 2. 2,

[0211]  3&MHh, M A WAL FE40C I F7 (BIZ A SR A0 CHIILE ) FFa28 K
INf, VRAR 2520 A i Tk B G Y M AR 48 A SC Pk 77 Zead ik B sl &) 35 A i PR 52
BEAEX TAE R IGE 25 8) , & 9 AL R 1.5, @ S A B F1.2, 3 A
T b AN I

[0212]  J& 4k, HH S WAL FE40 CRHRL 7y (BIZA S IRFFEA0CHIRE ) FrEe28k
I, AR Z5 W A W pHAR A (e 18 32 a1k =2 FEAIC, B E  pHIREAIR) ANEE I 0. SpHER AT , i
L AT 0 . 2pHEL AL & G HANE L0 LpHE A7, 7 HAE 24 pHAN G I RS a8 22 /N Ja o
—f)

[0213] =2 RN TINS5

[0214]  J& X4, A A WAL 77 (RRRYE A ST IR 77 R IR ) FF 8248/ Nf I, VAR 24
MGV AT AR SEERAR (& 2 M Y5 B ] JK R BT, 38 24 b AR SC Pk SE-HPLC 7 2 7
5E) BB (B B 3G Ak DA -2 (RIAEDA T4 2 B G i 18] R 265 &) 5 3 2 AN i 1A
F1.5, W G A R 1. 2, @ G AN R L 1

[0215]  J& 4, A WAL 77 (REFRYE A SCHT IR 77 R IR) FF 248/ Nif i), Wi AR 25
WA YN AEAER A B G 24t B BTIE A BRI, FF0& 2 1 HH A SCRTiR A 43 i 7 2 &)
(1) & (B JE) 3 mAS L R 72 (BP A X TAE R GR R R 265 8) & Aok R+
1.5, @ G AN R 1. 2, @ G i AL R 1. 1,

[0216]  J& 4k, A WAL 77 (RPFRYE AR SCHT IR J7 R IR) FF 8248/ NMf i), VAR 24
YL A PR ok BE GE 2 M MR 48 AR SC i 77 S 3k Db vy i 2) 38 AN Bt I8 2 (BE AR T
R AUER T 265 5) , & A R 5 1.5, & S BRI 1. 2, & St A i A
F1. 1, 9 HaE e i A3,

[0217]  J& 44, A A WAL 77 BRRYE AR TR J7 RIRG) FF 8248/ Nf I, VAR 24
WEH AP pHAR AL (T 1R 3 Ry i A PR AR , B AR pHIRAIR) AN L0 . SpHERAY , & 2 M AN I
0. 2pHEAAT , 3 4 M AR L0 . 1pHEAAT , H HLIE 24 HpHAS G i RS = /NBUS 5 36— 10
[0218] 52 RIJ6 R FIR I S 4L

[0219]  3&MHh, MAHAWZ BEN SR RUZH A PRI SCHrdk 7 REZEAE T, B
T65W/m* R T/NIE) S AR ZG A A ) N AEAE B SR AR AR G 4 IR 1 BT IR AR B4, I3 2 M bl
ASLHTIRSE-HPLC T £ 15E) 1 & (B RE) 38 A K50 (RE A T4F 2 i UG 8] 1
SOFEE) , i YA I R 745, 18 4 B AN Ik R 35 , 3 Y A I R 7306
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[0220]  J& b, M A2 BRI (RUZ A A PIRRIE AR SCHrdk 77 R B AT, B
T65W/m2 N T/NKE) AR ZG A S AEAER v B GE Y IR B RTE AR BB, I e A
SCHTR A A 7 SN &) ()& EOR D) AN i R4 (R AEX TE 2 B FF a6 ) (1) 4
SR S & S ASEE R -3, 38 S A R 2.5, 8 Yy AR R 2.

[0221]  J&MHh, MH A2 BN S (RUZA A PIRR A SCHrdk 7 REE AT, B
T65W/m2 R 7T/NKE) L VAR 25 A A R U GRS R P5 AR SCATid T il ad Le phyk i =) 38
INASER L R F~2 (BE AR FAT R R URI R 265 2) L 3@ S AL 1.5, 38 M A i i
RIF1. 2, I HE 2 gk A3

[0222]  J& kb, [ A W2 BE R AR (RUZ A A IR A SCHrdk 7 Z&#EE AL T, B
765W/m2 N T/ AR 23 A I pHAR AL B 1R 3 i i A2 B AR , BRI pHISRAIR) ARt
0. 5pHHLAT 5 & AL 0 . 2pHILAT L & AR L 0. 1pHERAT , I HIE 4 HbpHAS 38 0 Ok 14
TS JEE—AD S

[0223]  J& b, [ A2 B R TR (RUZ A A IR A SCHrdk 7 & A6 T, B
765W/m” R T/INKE) S AR ZG WA A v BRI R B ) SR R R A R0 R 4 T A
G 4 bl g 55 L R A, 1 e TEF, 1 >4/ i CE280, 1 4R FI A 77 kN &) 21 4
FASEIY o 38 M Hh , Y6 N F7 42 i R RN 26 S 0 38 =) B AT R TCH QIBRI TR RS (A BT is M ol
I 25 7= S i S P ) AT 5 3@ 24 Hh B SCARCPMP/ TCH/279/95 T 7 o 3 24 1l , 2457 31| 5% 52 7t
GE&E 24 b 765W,/m* R 77N, 38 24 4h 22 BE WK N 26 2 B R A 24 BT TCH QIBHR B, 36 4 oAy ST
CPMP/ICH/279/95) , 2054 rh I RA] 15 AR B30 () e A AR 1 , a2 REAE S i B A Gl A AR S
FITIA 1) B A0 S5 i SR A, BUAR AT 2 S T AT e LAt s o 25 F 3R A 07 58) 7 AR 1 W Ok IS v
W BB AR BT “F 0 B AR 4 T AR &, AR AN 20 96 o 3 2 1, 24 A T SR TG R
FIF 5 LA W R BRI AR BT I S A AT G2 2 HEBD B BAT I8 R B4 0 32067 (19 AR 43 1
U A AN R I 15 %6 (AN 1 AR W TET AR 3R I B A 5 & MR AN 1096, & Y o AN
115% , & Y A I 4 % A HOR BT A AR B A AW R TSI G i R I 3% 22
(1) S5 RE) AR A 5 T 5 X AT S A5 R A R I 1 2 e AR 25 W2 5 D N TR T A B 3 % 1 3 >4
HuAF B BRI, AR B B RATIA AR SR R AR 294 A R DR A S e s ko S —
A& 1 SE2 it 77 o, AR R I IR VR AR 25 0 48 A R BT R B B B A bl AR ST A R L
HUMIRA® #5771 58 5 HI i ' Pk G 24 s Ho A A A TE 8 7, 4 9 2 15 S B3 AR B g 32
WEE P SRR AT ) o RLER A, 6o T R s A BT 1 208”2 4 AT 2 A SO Bk R AT 1 55
L SR AR DU B A3 i L vk (BB B AR a3 U T B () BT I8 A BR T 1 2 068 o 3 2 B, F K2
280nmALIRAS , 1 1 Hi TSR AR AN AR R 0] 433 1 RH6 34, i M HbAE 1500V (FUR £8) F13000V
(R H2) B R AL 38 2 i , W AR 06, 38 24 1 71 280nm Atk o 45 it [7] Fft 284 ) 43 585 345 224 Mt A
L00mMEE AN (0. 1% B LA 4k 25 ) 1R B AR WORDE 1 AT T8 OmMo— T 2 (0. 1 %6 R J&
Ao F ) VB BHARIE WK SE I o 0 2 by, X0 T~ 55 F 56 AR 00 52 9 R AR 3 AN SO B AR Ak fth Ak
5E S J7 Z 2% AR R AT DOE 8 R — DB AN BT 1) 2k i) B2 Eh
(51l 5 0, 33 244 FH LOKDalfy 8 1 A) 5 i11) FRIGFBAZ RN Z)5. Omg/mLIN & 1 & &, 1
L1 Omg/mL, Ho v # RE SR AT AT IR 0 45 FF L 4F 4 3 . Pharmalyte 5-8 (GEf@ B/ 7] (GE
Healthcare)) .Pharmalyte 8-10.5 (GEfEFEA 7)) fKpIFr107.05 (FEH FAE M A A
(Protein Simple)) «®PIFRIEI. 50 (B [ FAE A 7)) FIEEAbK s iv) —NELE AN HoAh B O
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ST (1 4110000rpm R 340, & 24 HufE 5 7000rpm T 2438, 38 X4 HU7E 1500 FFRE S ) 25
RIS M 2 BN S T A (CIER) , i 2 Ml ik 8 (A% A 748 A CE280 R AT
[0224]  FaEdudkm) 7k

[0225] & R A/INTII IR 85 A, DA R ST 1] Hh 4 (A X 0080 5 A R I I 4 A R e VRS BT 18
KEBFHA MR T7E L B/ B b R CH BIR S 80/ kb AT AT — FhE 2
Bl B4 FTE B AR SC e SRR 25040 5 W) B 5 B2 AT ART AH DR B9 4 TR BB IA AR Bt
ANTR] () 52 0 7 BT 2 b 75 B AS [R) 4 2 40 SR AT IR A T BE LA [F) i &, 3 HLAR 4
AR N AT LU S 2 AR 20 A A ) R A 7R 5 M HERT HH eSS4 A F & i
AR 2H B 1) 40 43 ] PAAEAS [R] 14 7 T A AR BT IS AR SR 9 254 - 461 4 » FH R 2 93 R
AR IE A BB R A ST 5 SRR Z A A m] DL T R O T AR S B IA AR B
[0226] 1) $2/RFTIAA BHUR & UGS S

[0227] i) #MHIZREDRITE L 5

[0228]  iii) #ll v B AU AL s

[0229] i) $hISE AT WSTR[ T Bl (S 26T0K B < 10580K) 5

[0230]  v) #fflydifk (turbidification) s

[0231]  vi) $lhlpHAE 1) AZ 4L

[0232]  vii) #IhDEE AL s AT/BR

[0233]  viii) /D AEV R/ SRR BRI AR e 1

[0234]  [RIth, AR BR AR AL T SEI— AN — 2L BT A A R T i

[0235] 1) 4RI FATIA A SR B 5 1 DA AT Bl

[0236]  ii) HIHIZE AT Bk s

(02371 i) #il Fr BEHITE R s

[0238] i) $efIl S ] LSO (1) T A (<< 25K B < 10K

[0239] ) $ffiyfL 5

[0240]  vi) #HIpHAEL A 221k 5

[0241]  vii) ¥ AL s

[0242]  viii) Jsk/DAEVS TR/ SEGRAE PR ASRR E 1 5 R0 /3K

[0243]  ix) ffi FAYATE OUHIC T ARSCHRR) “FIE”) FaE 5

[0244] %77 VA4 il A SCH 8 SUI RIS AR B3 VAR 25 2 5400

[0245] & M Hh, AR R BAE A W E A 264 ARR R, & 9= 124 H,
WM E 18 B, HIE i = 0244 A58 41, Ak B BUA Z M A WA 2-8 CIRLJE
THEBAZEDA AR F, S 4 E D12 H, G4 E I8N H, Bl E 0244 H.
[0246]  AFEAR N R IR E PETERE

[0247] A FF HT AR B AR Z W26 W () B 46 A AR U R N Bt g AR ™= (R
TE R AT I H AR R A PRI A Y R B8R PERE R 4 A4 H AR H , A% BH I
FEFRMLLE AR GURE AN 2B A 02 T HE LA SRR e T R i il TR — AN B
A FNHIRAE 7 B B AR & U  pHE T B AL B2 ML) o BBAh, 45 7 A4
AN GO T WAl SEBLX FE )AL Gl SR SO H A ), DA AR 7 o ] R &
MR FERIEHBIIES A AT N AR A GURE AN S A K B I BEAJE ) TAE, DA
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A7 R BUAR T BT BRI AL 5 WA =4 i B BE R PERE 0 %5 AR e L 54, I HaX ] A
FISE DAL 73 RS

BAREHES R

[0248]  fE—ANSLiifa s U AR LI A S B

[0249]  —A[IAAR LT

[0250]  —Fyig e #h % 91 (W9 T R BRA) (BRAT A B . 22 b R )

[0251]  —ffiF& e 71 (W a0 i) 5 0

[0252] Ry P71 (17 5 1L AL EESO) .

[0253]  fE—ANsLiifay S AR A S B

[0254]  —BA[IAAR BB

[0255]  —F7AG R Eh % i 9] (W AT AR BRA) (BT B Eh. 5% 1 R 40)

[0256]  —ffEAz e 1) (I e R

[0257] &5k 551 (B IS4 Eh) s 0

[0258]  —fF3G 1) 2 v P 7 (11 2% 1L A4 BES0) -

[0259]  fE—ASZiE g s, AR ZG M S L 4 1 1 1440 - 288—865 1) BE SR L A1 2 i i
KEBHUNTEIR L P RF AR Ao AL — AL 77 2N, AR ZI A S 43 1 14-
40:288-865: 28-576[1) BE /R LU AT & BT 1A A B0 AT AR IR $h 52 b 2 Gt L W AR AN S 5K 571 o 7E
— NS T I AR S LA 4 i 12 14-40:288-865:28-576:0. 1-3. 2/¥) BE /R EL AL
BAIIAAR BB PR IR R 22 1P R G0 AR E 7] SRk AR RN R I v MR 7)o

[0260]  7E—ANsia 7y I, ARGV AW LA 43 il 1 2 14-40: 548-605 1) B /R Lh AT 75 BT ik
KR HTHR R R G R G0 OB AR G AR AE — A2t 7 Qb MR A &) A 4 )L 14—
40:548-605: 115173 BE /R E AL S BT SE A B4 AT A IR SR 22 v R 40 L WA o AU RT A5 711) o £
— Ay b AR A AV LL 3 01 1 14-40:548-605: 115-173:2-2. 41 BE/REL A0 &5
B[ IA AR BB TR PR ER 22 P R G0 AR S 7] S Sk 70 AN 2R TS ME 7)o

[0261]  {E—ANsEil )7 s AR ZG W H AL 43 912 5. 71452 288-865[1) BE /R Lb AL 57 i
IEAR AU FT RN/ FT IR TR 5 1 R 0 UG B o 76— S8 7 X, AR 25 45 P UL 4y
Al1:5.7-145: 288-865: 28-576 [ BE /R LU AL F 1A AR B PT AT IR/ AT F IR G b R 193k
WG ACEN 7 — ST P AR A S LA 4y Al 1:5.7-145:288-865:28-576:
0.002- 11 (¥ BE /R EE AL 5 BT 1A A FR BT AT AE RN/ AT AR BR 2 1h R G - W e bl S AL RN 56 1L B4
580,

[0262]  #F— Aty s, AR 2 WA A LA 45 Rl - 14-40 : 548-605 (1) BE /R b AT 2] i
AR ATRE TR BN/ KT BR e 1P 2R G0 RN SR o A8 — AN 7 U VAR 25 4 & W LA 4 53
1:14-40:548-605: 1 15-17 31 BE /R LU AL & Rl AR B4  FrAs BR B / R4 BR 2% b ZR G 1 A7l
AN  AE— AL 77 P, AR A A P LA 43 )11 14-40:548-605:115-173:2-2. 411
JE IR A BT IA AR BP0 AT R BRAN /AT BR 2% D R G0 g B L SUAL AN AN ER 1L 4RS00
[0263]  fE—/NSEHE 720 ARG AL L 73 5 1 28. 8: 5761 BE R LE AL BT 1A K B
KT BE R AN/ KT AR IR 4 b B G A SR I o A6 — St 7 b AR 25 AL A BL 4 L
28.8:576: 1441 BE /R EL AL 25 Bl iA AR B HT TR IR BN /AT R IR 22 v R 40 U SBE R AN UAL AN« £
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— AT I AR A AL 3 ) 1:28.8:576: 1441 2. 21 BE /R LU AL & Bl 1A A B4
FrRE BN /KT BRZE b 2R 40 IR M L SR BRI 2R (L AL BRSO

[0264]  AE—/NSEj 7 0T, AR Z5 M H &Y A 43 7)25-75:0.38-9.6: 15-140) EE = b &
B AT IR A BT TG R R % ) IO R AR o AE — AN S SR AR Z AL A P A 4 i
25-75:0.38-9.6:15-140:0.5-1 21 F & LA F B IA A BT 4716 R 35 22 470 I Y S A7
SAEN AE— A2t TT R, AR S WL 43 51)256-75:0.38-9.6:15-140:0.5-12:
0. 01-2(1) F 5 bb A5 B IAAR PP AR IR SR 20 5 IR L SR BRI 2R 1L AL BRS0
[0265]  #F—ANSEiti 5 S, AR ZG A S YA 4 H145-55:0.96-2.69: 65-72[1 & 41,
B AT T A BT TG TR R % ) SR R AR o AE — NS 5 R VAR AL A A 4 )
45-55:0.96-2.69:65-72:2.7-3. 1 [{] H S LU QBT IA AR BLFT AT IR EL Z2 P4 TR - 1 3 b7l T
S AL — AL 7 P AR A L 43 45-55:0.96-2.69:65-72:2.7-3.1:
0.9-1. 1 & Lh AL ST ak A BT A R SR 2% v o e M A R R LD L RS0
[0266]  fE-—ANsLjta J7 X, AR Z M2 G WL 43150 : 1.9 : 681 T & b AT 5 BT RA AR B3
Py IR SR 52 PP S B R o A — N SE T 7 S rp R 29 AL A LA 73 il50:1.9:68: 2. 9[F)
B U AT S B IA R BB AR R £ % v R R AN AL A — AN SERE T b, WA 2
YA 5 3150:1.9:68:2.9: 1H H & EE AT SR IA A BT A7 A5 R 46 2 10 5 < Y v 9
AL ANER (L ELEES0.

[0267] 5 J2 45 28 43 1 BE JR 1/ B B & b (AT B A S 7 =0 r] DL IS 225 T IR N 752k
5B S GEARBLA ) AFAEB LMK AP AR A 2 B S 2R 2L R R VS M7 (g
1415 LI AL BESO) A1/ BURA IR Eh G )/ BRGt , WA SUATAT H T i 5 X

[0268] N3RS , ATAR] Hi A S it 77 2R Bk 22 o 7] (9 AT i FR ) BRZZ v R4t (R I £
FrEEER) v LA BN B AW, 503 P DAAE JEUAE = A, 49 4, e aok PR S5 B2, 345 >4 e 1ok
2% PRI S H R (B kAR IR S5 (A ) R o T8 18 FH AT P (L B3 A 2% v 771 3k 2%
MRS T, 1T A G W B 45 A S i AR ART R/ B L BB 1) 3 1 P-4 DA 45 )
T 5 pHo AN ST RN 505 88 06 75 2 v ST B SR 3G 1 e e il 21055 77) SR 7 FTER /
SLHRPIIAE 2 -1l , A/ SO SEHEIR LA 7= A =38 = 2% v ) I S AL B /s pH AT 7 O =2
[0269]  fE—ANsLiifa )y AU, AR A S B

[0270]  —BA[IAAR BB

[0271]  —FPIFER LG 150 (9 AT AR BRA) (BT B Eh. 8% 1 R 40)

[0272] ke sE 77 (9 g s8E ) < 0

[0273]  —ZE5K 57 (Bl WIS ALEY)

[0274]  —AF3 ) 2 & MR 57 (9l 58 (L 3L R 80) 5 Al

[0275]  —K (FH-TVESHIK) 5

[0276] PR H G

[0277] o (BEABEA) A HER: SAKREERZ0. InMI R E R ;

[0278] o GEATES) A AL H (S IKE R Z0. ImMi) — P2 P2 L5
[0279] o GEAE 5 4%) AN &Lk 511 ALBRS0.Z AN R VG PR, BUS A () IRIE S
2 ImMI)— Fhk 22 Bl 5 MR (T 5 L AL BRSO AN T SRAE ) 5 A/ Bk

[0280] o (EARE5E4AY) A EBEER Eh 22 v ) (9 ol e — &V T R & ) IS Bk IE &
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Z0. ImMI IR $h 22 i R4t

[02811  FE—AsEhti )y b, MUAZ A SIS -

[0282]  —A[IAAR HLHT G 4 H DAA ST IR )

[0283]  —5-14mMFTHE L £ 2 R Gt (B IATAR IR AN /AT A5 TR

[0284]  —100~£9300mM¥ A& 2 771 (B e 1)

[0285]  —10-%200mM=5 5K 77 (BTG AL )

[0286]  — (fF&) 0.05mg/mL—%)1 . 5mg/mL3& v PEF (7 58 1L AL EESO) 5 Al

[0287]  —7K (FHTESTHIAK)

[0288] . il A9

[0289] o pHA5.4-6.2 (FtHpH 5.8)

[0290] o GEABTEA) A ERERR: B HIRER 20, IR 2R ;

[0291] o (EAETEA) AE AL EH (B WER L0, InMi) — ML Pz 1R ;
[0292] o GEABL5E4A) A S ik kR % (L ALER80.2 A RIS TR, B & (k) IRE S
Z ImM — Fhik 2 B 76 5 ((EIE 2 1L BLEES0ANTHEAE ) 5 Fil/BX

[0293] o CGEAESEA) A F B Eh 2 P 7] (Wi e — 2V IR ) B AR R
Z0. ImMI IR $h 22 i R4t

[0294]  7E—AsEht )y b, MUAZAH S -

[0295]  —25-%)75mg/mLAl A5 A HLF 5

[0296]  —2-Z)50mMITHR BREN/ AT AR IR ZE 1P &4t 5

[0297]  —100—-%)300mMF 5 4 ;

[0298]  —10-Z)200mMEALEN ;

[0299] W[ 3%f%]0.001mg/mL.~%)5mg/mL5E (L1 BLEL80 ; A1l

[0300] 7K (FH-TVESAK)

[0301] - ik A

[0302] o pHN#J5.4-6.0;

[0303] o GEABTEA) A ERARE G AL R Z0. I FE 2R ;

[0304] o GEABTEA) A ERAEREEGA (B IRE R 20, 1mMIK) —FhEl 2 Phz ZL 1R ;
[0305] o (BEAE5EAD) A bR nl 3% 1 5 1L BLER80 2 AMW R VG M, BUS A (e Rk)E
2 2 ImM)—FPER 2 PPk S PR (PTG 210 BLEES0 AT AE ) 5 Fll/BX

[0306] o GEAESEAY) A F R Eh 2 vh 7] (B W i — VN IR ) B AR R
Z0. ImMI IR $h 22 i R4t

[0307]  FE—ASEht )y b, MUA A AH SV -

[0308]  —45% #155mg,/m1 il ik A BT ;

[0309] -5 1 AmMAT AR BN/ AT AR BR 2% I R4 5

[0310]  —190%5 21 OmM¥- 35 ,

[0311]  —40% 60mME k4

[0312] -m[i%&[0.9mg/mLE 1. Img/mLEE 1L BLEES0; Al

[0313]  —7K (FHTESTHIAK) 5

[0314]  —Hp Frif A4
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[0315]
[0316]
[0317]
[0318]

o pHA5.7-5.9;

o GEABLTEA) N E R IREL S A WAL 2 20. 00 ImMIK) R 20K 5

o GEARBTER) N E AR A (SR WEZEE 20.001mME) —FhER 2 Pz 2 1R ;
o GEA T 5E4) A SR i F 1L AL 80 2 A F2 v PR, B & A (k) iR

A220.000 ImMFr)—FhER 2 b i PR (A A 3R LD ALERSOANTHSLAE ) 5 A1/BX

[0319]

o (FEABRTE4D) A B HEIR Hh 22 ph 77 (] an e e — 28N BEIR 8 —4) BRE AR E =

20.001mMIF BE IR X2 P RSt o

[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]

FE— St g b AR A S
~50mg/m L Bl 15 A BT 5

— 1 OmMAT 5 BRAM / AT BR 2% 1 R 4t 5
—200mM 547 5

~50mME AL 5

—A &R 1. Omg/mLERE (11 BLEES0 s A1

—7K (- TESEIK) 5

~H A TR 5 -

o pHH5.8;

oM EHGEIR ;

oM AL 5

o NI A I B 1L AL TR 802 A1 2 v PE 77 5 AN
o NIRRT M RS o

Pridehth , AR ZG W A W) A T IR
—25-#]75mg,/mL] iA A B P 5
—2-Z)50mMFTAR IR AN/ FTAF PR ZE 1P R 4
~100—% 300mMF 5 5
~10-Z1200mM& L4 ;

7K (FFESRIK) |

~Hr prR H AW pHN5.4-6.0,

eideth , AR ZG W A5 W FE A HH T IR K -
~40~#60mg/mLEIA A B 5

~5-Z) 1 SmMFTHIE BB/ AT IR IR R R 5

—1 75— 225mMf 7

—25-2175mME A4 5

—7K (- TEFEIK) 5

~H A BTk H AW pHN5.7-5. 9,

Hridehth , AR ZG W A W) FEAS T IR K -
~50mg /mLBAT 15 A LT 5

—1OmMAT A5 BRAN /AT AR BR 2% 1 R 4t 5
—200mMF 547

—50mME LM 5
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[0352]  —7K (FH-TVESHIAK) 5

[0353]  Jrp BT IAZH A4 pHANS . 8.

[0354] 3@ M, ZBARZG M) AW P] B T — A IR S2 e 75 =R R, AR Z A TE T Ak
PRI 1 20 43 19 ks 2 R B TR L 3R 10 Vs PR R (AR 28 48 40 R LU AL BB 0) , AN R £ 2
H/ R4, A2t ZH IR T (R EE IR E) Sk sE ST A& 7] LA 28 4 43 AT 22 i R 0 1 +H B
JEE IR L 5 28 43 AF T AT 325 A BT P A . T 8 b 5 T2 4 AP GH AT 325 A B 5 P AP 2 JBE /R B ke s S
FR 48 A SCAH G HE 40 Bk A7 5% HLARZH 40 I I 25 ARSI RN 50K 25 5 HEWT 0T R A4 43 i
5, BEIR AN B L T RV B D] A AR SCAH 9 JBE 7 AN B B L 43 3l o L4 T ()9 B o 4 Tt
XS RIREIE DL, “E 2 N0 ImM, HHE MM A 20, 01mM, 508 MM N2 2000 ImW (AT
WPE 5 B N KE R IR 5220 RG I BE/REL “E21:150. . HIE MM E £ 1: 1500, & 4 H
F£1:15,000” s AR T “REEIR G FTIAARBIMEEIL R £1:3000. . . HE 4B £ 1.
30000, G M AE £ 1 300,0007 ; FXS BT R A IR SIS KRB ERILE £ 1:
3.75.. G LM E £ 1:37.5, i YA 1 3757 o HH A A0 B2 T 2 8 L 28 [ 0 2k 75 A
TRIRELZZ M7/ R o

[0355] iR ARZ A & JiE

[0356] A R AR LIS 1 o 1 b B il () ] &6 AR 25 W 41 A W01 5 i o BTk O 320 2 AL 6
AT AR 455 5 1R 3 24 50545 T2 S A0 A S SURT AR 25 0 & W) Bt 7 BAEAT A DR I A o TR A
TE 8 ARSI AN 7] S B T BORAR 25 1 &) Ot He A BT Il 33 3 28 v 5 1
FISAEE) P A AT 358 2 S ) S e 491 B A o AS () ) St 77 2O 3 1 1 75 A AN R 2L R 2843 (RT
Be LLANIA] 1 8 SRIATIR A o ARG E AR N S 7] DUE I 20 OB A 5 ik
NFFN TR G AT H X P & F =

[0357] 3@ 4, Bk 77V FObG AH IR 20 40 3 2 VR A A8 — i, 7R R (B 7k) w38 24
M BT A R4 3 EARBE SE4%) VAR AE R RE A

[0358] % 75 ¥Z:ml LAY B, B 26 il & AS & BTSSR (1 — LU BT A 4 4 (T3 A o B A4
TR R (TR A BLTARD) » SR S BTk A B gun] LA B ((E3% FH R RE RIS TG ¥ i
E— SRR ) SHUR A (STFE D) IR A U 2R MA 5T, B RS RIN A S
HIN B 28 40 o AR Bt B 8 I VRAR S 5 ) o 0008 kb, TIOR3 A B T BT A R B4t
PAAME BT 20 53 DA AT 3 B — SR 771 (FLm] T TV BT A AR SR ) 3 2 e H o
IR AR RPN ZE TR A ) DA $ BERAT 8 A BRI S A A 1 o 38 U it FOR TR & ) il 4 h i
AR 2 il BT 5 [ pH

[0359] 3@ M, 1% 5 iAW KIEIRGEM RSt , & b e R GG WA SC 5 I 2 P 2%
ARG E M HUAE I\ BT IE AR SR 2 BT E TR S W0 T2, (H 28 I R G m] AL IR 7R IE A B
FUAFAE T T B G2 1 22 4 m] it ] R Mt S8 1) R AR TR 1) S5 e I BR /W AL BE iR &
ST R G 24 i DA 53 AR &, AT B A BT 75 9 pH—3X AT DA B AR AT RN o i 28 i -
BB SER 5T AT R SRR RAMIE LT X BRE IR ST RN 5T R . 5X
T P R G n] IS A 2 R ) R AR BREN) RO SR ER (B WIHCL) SR IE A% » AT A7 T i
2 /B HEY) (BT AR ) (RIREE 2 H DA A 3E I AT & DURAL TS [pH) B0, 220k &
] e Ik A R /B A CAOFT AR IR A N G2 i 7] (B AT A R ) 1) Bk Cn & S AL ) ok
T B AT JEASE T i 1) ([RS8 2 M DL A 3& (R A 5, BASRAIERT 35 () pH) « B TR 25 9))

29



CN 106535935 A w Bg B 27/49 T

AP R AR pH R E L NI R A SRR IR (B 55— 5 B 22 pP 77 3R / Tk
SEHID) R AR Y

[0360]  FERCEL L7 A, i G RN/ B2 i R G TUE W O SRR TR 540 » i 2 o 2%
G0 3 2 RS e (B0, A3 FIVEDE , ELBIE BIAHOQIK FEBE & ) e % Bk 29 A &
Y wi i CLAL SRR TG I/ B R4 2 AN — SR B A7 40 43 & 4 A S BT as R
B0, IF ] B8 R A BT IA AR BLAT) o 7 /5 £, 2 5 AT AN HAR IR I 70 A i 7 A2 e 4 WA 24 ) 2
B T L7 AR B S5 R B T pH

[0361] Ry — SR B T A7 19 4L 73 7T DAAE 5 H 8 R T A < T A R 77 0 5 4 A BT T

P
= o

[0362]  FAANIMARZIWA AP G398 , T 2 bR 2 ok 4 o o 3 2t , 3ok g o RG] 4%
FEAKT Lum, & 2300 . 22um i 3 2% o3& 2 Hb , o P80 L PESUE 28 BRPVDF3E 2% , & 2 3 H]
0.22um PESJEZS.

[0363] Ak BG4 AL AT 3R B 3R A B EHSER 3 AR SOk fl& s R AR 2 mAa a4
[0364] 2yt A B

[0365] A ERIRAL T — M2t B, AR WA S SRR Z A 51 . 18 i,
G B O AL NI AYAH SR E JE Y, ARk E S E R .
[0366] 244k 2% B v A/ 2 3 S 8 Y 28 (W s BT iR e v S AR B K
55 BOE Y, Z3W) Ik I A B TR A 8 R B & M M, Y A A B TR A A S
Wt S AR Sk, & N 29G1 /27 k.

[0367] Ak BHHe Ak — i 225 W 38 028 2 B U706, T A M AR S Pl g X, T AR R
ASLHT IR BAR 254 A D AN N 24 ) 3663305 208 BB A o 3P o e 3o 0 R AR SC ik AR 254
AW IS8, & 2 Mol i [ 2 78 5 RSk ARG TR BR B B AR B T 3k
[0368] AR B ES +—Jr mi$R Ak nl 3R B 3K B B EL 123K B A SC Pk il i 75 V5 25 i 0k 4%
Ho

[0369] %

[0370] AR ERIRAL T — e, HARE AR SR LBAEZ A S . & i, iz 028,
FEANARSCHT R 25 Wik 2 B & YA 2 DR R E A el AR H T2
N— B2 A 2 IE R B TS M I 248

[0371] Ak BB AL — P& A J7 5 &I E B AR ST A AR 25 A & N
AL & Y, X 2 T A PP E 2 P2 ik B B N NN TR AR A A SR A
— AN EZ MR A YE LI BN LN BB RSLIL .

[0372] A BHIRALTIER A W3k B BLE 3R B A Uk it T A A

[0373]  Z 34 iR &

[0374]  ARREHHRME T 2l A&, BB AYEIEEE AN AmE s
WD) WA SCHT 8 R AR 23 A (I A8 5 5 SR i B 2E BUR 28 ), AR 1 16 I
H, KB RTHARE A2 (B T) Bfa 5 08 5, F AT LR 4 245 2 /i AR 254
HEW) LT e/ NEBCZ S i) Ham i)k e E .

[0375]  ZyWpiAked &M 3 FATYR T 7k

[0376] A B &S+ 07 I $R v 7 e BRI 2= LI 77 v s TR T I BIE 29 A &
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Vs AR 25 W) 40 A VD AE il 1k L T¥68 97 B T B R BL I 25 v (1) B2 5 VR 97 g 3R B TRl -
(TNF-a) AH2R B 5 S5m0 771 s T8 97 I SRR +a (TNF-a) A1 B B S )% 5 1
AR 2R G s AR 25 AH & WD AE il it B T-36 97 IMIBd SR BB R Fa (TNF-a) #1250 H & ez %
T2 B R s YT S KGR PR I 28 VER BRI o0 1Y 28 VB ELME A A 28 v B LI L
S W 7% v R A AR P R T s AN/ BRI AR R R MR OC T R B U7 v s TR T R R M G
RVRER TR GREMEEH R P BUR B M I 2 b B 2 AR PR AR B R N/ B)
AR R MR R ITBAR L M G s AR 23 2 A W AE i1 FH TR 97 8RB MR I 42
BRIB IS 28 IR EL TR A A L v B R itz MR A T % P R A R PR R e s A/ B A
R M R IR s A AR SR

[0377] AL XHIWARZ A G Y v TR )T LR B s s 2= 2 il b i AT — Fhei 2
Pt o AE— A HAR B s 75 S0 AR A S W) F T8 97 RGBT %8 o B R ATAR
I o

[0378]  YRAKZGNLH AT M H A B W o eh 2, i il i i R VRS

[0379]  SEjii 5

[0380]  HELAIIX &

[0381]  DARAARIAE T 3R S it 461 o Bk 1y it 351 it 46 A A5

[0382]

D%

Baf 15 A EE DS

ERRAS IR

KA IR

— K EHTIE IR

KA R AN

Eh IR i R

H i b

KA IR E AN

ISV U188

FLALEES0

A

FrEE RN

SEMNER30%

ERE KA

WET

[0383] 3R — R MR IR A AR AR AR T 3 S it 451 R i e S 36 Hh A A
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[0384]

H Gl BeRz

Eppendorf % (0.5 | NA Eppendorf 2 ]

mL, 1.5 mL, 2.0 mL)

Falcon 352096 (15 mL), 352070 (50 mL) | BD % A (Becton

RNk e

Dicknson)

PES fE (022 pm)

MillexGP Express PES [ REF

Millipore 23]

SLGPO33RS
PETG i 3420-1000, 3420-0500, 2019-0250, Nalgene A ]
3420-0125, 3420-0060, 2019-0030
[0385] I~ I E0, A 7 i i 1 S il 5] RN i 22k S B R S
[0386]
WE E L) HERIRE

DIN2R 1 ZUglssifn

0212060.6112 11200000A

Nuova Ompi 2 #]

1 mL £ (stopper) |S2-F451 RSV:; D 21-7S | Daikyo Seiko & ]
RB2-40
1B3mm FIFA R 12000350 MS-A 7 ]
(0387) T3 5 4 I 19 S RN 45 953 o
[0388]
T H BE il 3%
IR AX205, PG2002-S | Mettler Toledo 4 5]
G I URUT D Suntest CPS+ Atlas 2 A
N RS TR P20, P100, P200, | Gilson %]
P1000
HPLC Alliance Waters 2 5]
iCE280 Heid 1EF 2MH7{X Convergent 4 5 Bl % 4
H]
BiEE Osmomat 030/D Gonotec 2 ]
PCR 7500 PR ST AB MM R G A ]
pH 1T Seven Multi Mettler Toledo 2 H]
VKR +2-8°C Angelantoni 2 H]
g TR 7.1.5 R Stat-Ease /A ]
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[0389]
AR +25°C, +40°C Angelantoni 23]
T 2100AN IS Hach Lange 4 ]
UV 4376 Lambda 35 Perkin Elmer 2 &)

[0390) 4 bF H R AT %
(0391 th T+ e ik J5 D £ 5 S92 s (R 495 30 o 8 T 75 A LA 3B 7o
[0392]

T 5SS P IR D
1 A BT ol g

2 DSF fil AT Bl
3 1CE280 SEAAATE

4 oD EARGE
5 SE-HPLC RN E
6 S UIPFA W

7 BiEE BB E
8 pH pHIM &

9 NIRRT A AR

[0393] T R85 b i AN 7 R AR R IR 5 i 78 S e 451 R 555 34 S 38 XA 4
Wi 258 FIX L7 %

[0394] 1.4l -5 Hr i

[0395]  {f FH21004E4 93 B4« 77 22 AT LAZEAH G Ut BH A $R 21 o AT, IX 8 77 RO AR R
H—b .

[0396] VAWK :

[0397]  BER -G kbR A4 G EiE ) -

[0398]  25uL{f)230plusYeRHRAFMIIMAN R & [ Fi230p lus B L & o o [ 4T hE, 2R )5
IR 15D o 5 B B B 16 8 2% J1 2500 rpm 55 0 8 /2090 B o YR VR AT 5 NS VAR A A7 AE+5
+3CAHIL4 .

[0399] ey

[0400] W HR650uLAE i 32 S5 NN Jld HE 5 6 25 v - 2500 rpm 25 00 B2 /2503 B IR WA AT AT +5
+3CAHIL4 .

[0401]  HESAZZITI -

[0402] 404 2000 A it 22 25 23 B 250 1) 55 i RE I AR VR 5 A T %8 e —20°C
AT A T B A RN S5 23U, AN FR AR R s R (L A0 21 8 H .

[0403]  Eb St I VI Jric fih A -

[0404]  FE1mL MilliQ/KAfFE23. 4225 1Y B R BE % (0. 24M) o R 1T iR iE R - 5 H
MilliQ7K 1 : ARRBEIZVA L. (19 WI50uLfE R +150uL Mil1iQ) oM I b Sk Bk I Fide Y v 1Y) B ¢
WP N60mM . (FH T AR I AR e PRV AT A AR , 20T E RN 73 B B BB B il 45 o
[0405]  OTf—VA W :
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[0406] g 1 3 Afr R IS A BRHUAE i, A0 M DTT il 8% 38 J5UIE W, PRI G AFE Im] Mi111Q7KH
V#1540 50DTT,

[0407]  HEi& AR :

[0408] AL 22 0P A5 RE (250L) FROIN LULIKIME 11 1QZK I iR BESHD o il 4% 24 K 2 N 4
AR R

[0409] 3 J5LVAVR «

[0410] B H 22 ph A 43 lRE (251L) WM AHREDT & I 3R e 5 0 o fhill 2 24 K . N R4 A
AN

[0411] A it fil] 2% «

[0412]  « DL2.4-3mg/m] (KR BT RE M o

[0413]  « NG A ER M1 QACKEE SRR B AR .

[0414]  F2 3550 G i 7 450 FHA i R0 A JE A o 22 i VR AR R 6 4 v P S U B 3 A0 B oA
P25 1 R i o R R A FHAS[R) T 45 B 1 SE R I AR AR DA SE 3 ] 845 (1) e 45 2R . i 4l
TE A0AR i £ A AR it (K s 491

[0415] A & 1] A& VA VRO R AT FE I IR 45 1F

[0416]
T PRFH ul BB uL
3mg/ml B (L 5 3uL 6uL
AR O R BLEIR 2uL
)
Ty s e P BB 1uL
BRO R BEREFRE., BraremfsiE s 70 C i s 48
MilliQ 7K | 84ul | 90pL
BLUFIABEEPRIE, gk oL i B S FIBR

[0417]  JE1 05 TIKEEN2. 4mg/mL—3. Omg/mLET IPC, B it il 4 40 _E R o , AELRE i
INBIML 1T QZK R RRZE TH P 30 . Img/m] 1) B 2% H 1 Uk A2

[0418]  2.4-3. Omg/mLJ ¥ B i RO AE it il 26 A AR L 40 T BT s

(04191 Fof s il 24 VA VRO JEUATAE IE BR 2%

[0420]
ik A pl R ul
ﬁnm (2.6 mg/ml) 3ul 6pL
MR OfEERiE 2ul.
D
Ty AR BT R R 1ul
P D GBI RIEFR AR, P i s s s 70°Chnk 5 8
MilliQ 7K | 72uL | 78uL
RAFIRBEIERRIE, Ik 6ul FT A fhRIBR

[0421]  E2: Pra LA Nk WIR AL B B /T rl L, 2L T AR E R B A
B
[0422]  Hhil%& RGALE Fr
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[0423]  — Ry T AEAMTRTJGTEFE 240, FH60011L MilliQ/KIEFS “H ARG T as” , 5 HogN
Agilent 21004¥)3 1, 55 b FIF ik Raufs ik o i#E— D HAE,

[0424] i385 7 WIUEAE L 1D JEC AR IS B A RNy B 8 e 38 L v () 7

[0425] 1)K, %

[0426]
Rl
AR BT R S
2 G FHERLA B 1200 SRR G )
[0427]

72 ImL W B BIE SRS R WG IIE
PRI 2E B B0 Bt B ORE
St 60 IR E RIS B

Ly S IEEEB R IR R 1ml bRt ib

TS ARIRALE

M ALHRE H i

G ARICHHLE 1D MG AR IiC BT AR AL (2pL B - R &
72 DS frid LR 12uL R 5

[0428]  fiNaEAH B AL -

[0429]  —¥&GOuLAFANRE L 72 B RE it AL FE R 6 UL R BN & FIAL , H HIRR AT 5 W1 b
o

[0430] 5 AN Agilent 210040 B4, 593 BN FFAE 3 Hr
[0431] £S5 RH

[0432]

i B o =
s

s
RAFEMIER
RAFESMIEE2
RAFEM2E R
RAFEM2E 2
RAFEM3ER
RFFEM3EE2
YIS EHEMRIEEL
0 YIS HEM R E2
BR A BRI

[0433]  HARAM BT FOLE AT

=
—

H OISO k]|
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[0434] g [ERAGEE R, WATAT AT e /DA

[0435]  « fEF A BACE O, JFEE R T

[0436]  « FEAXEG R PR M- VKR 1 -2 1 230P Lus o

[0437] o AAFSTARTHIA T, 2300 BH N 5E B o

[0438] o i i il "EHE AT WR EAGEE P 2R AT I BT A S o T IO R
IR FFEFE

[0439] o MFITIRFERT SLIG 7= AR IR RG24 E Bh 4T FF o

[0440] o AR AT DLW R N — > vk B BB ORI 5

[0441]  SCT7Er YK (DAIRAS 20 2 g i AR o PR Al (s B A FE R A F b o B
di AL B R gl it 3 305 w3 3045 IR TR 2 nTAN HF B

[0442]  Z53.

[0443]  FEIRIEJFSEAF T , 45 B /R VAT 96 FILMW %6 (R A HIT U PR A1)

[0444]  FEIRJREEAE T , 4 R m Al B % , /B N B RE N BERY S F

[0445]  fE R FEAEYIT T &:

[0446]  BIAAR IR TR R T &

[0447]
S e KDa
e[ H 151
R LC 27

HC 58
[0448] 2. fF 4T & iR E-DSF

[0449]  DSF (ZE/RF1##900) Wi 24T

[0450] 2% FtSyprofe (Bt 8 A kR Gt , 9w "5 S6650 , A v B2 A 7)) T4 /K o i
JeFRBES00RT , SR J5 I B 205 F+ 25907 S PV P o IR Sypro# J5 , FHDPYE R (— 28 =13 1l
#) HFE96FLIR (MicroAmphRiEI6—W i AR 0. 1mL , 475 4346907) o R i bk AR 33 B 25
BB i croAmp Y622 B, 4 fi54311971) , SR 5 HEAT 29 0 A BR 25508 AR JE K AR 3R N 7500
BRI SET ABR F A2 ) 22 45 76 M 2535 31190100 °C [ T5L 2 F19 R SHREIE o 58 D6 5t ) i 3 56
T PR AR I A T e AR AR MR T A (T LA A SR S50 o O 1/ AN TE B2
2.

[0451] 3. FA4i£i-1CE280

[0452] 1T i CE280 cIEF Gk TE) « 44k fEAmicon Ultra—4 B O 44 Ofg £
Jii (B ALAE A 10kDa) , LAk AR B L FIAR R 225 . Omg/mL AR 15 o S8 o FL & T R i 74 vk
ITHE WML 1.0mg/ml: FIRL4E R ,Pharmalyte 5-8 (GEFE A 7)) [ .Pharmalyte 8-
10.5 GEEREL 7)) AKpIAr EWT.05 GREAFE AR , ®PIAREY9.50 (EAFEM A F) A
Al IK BRI 5 B A i B 10000 rpm S 0 3438 o SR i 7055 7% 28 3 B A4 o 1 150 T 2516
AT B LA R (BAT000rpm 24381 o AR L RE S A W 1CE280 RGBT IEF (B4
S B AE) T A 100MCK DI E A A K50nm) BAE G Fc GEAKE AR, 7P 'S
101700/101701) o - [F] A AL [ 43 B A% FH 100mME A AW (0. 1% B R LR 4E 2 Hh) AR MBS
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B H80mM SRR R (0. 1% R BELF4E 2 ) 1 9 BHARIE BOR SEIN. o DATIUR £ A 5 A} 7] 43
91 A6 43 B A1500V (TR £E) F13000V R AE) IHL He 75 280nmAb SR 15 HL K o

[0453] 4.7 it & =-0D

[0454] 0D (B2 (1 i & &) W E A /E A WL L (gravimetrical ly) #RER£E & LE4T (il
2N I RRRERD  FHIC 1) 2% i 85 B2 T 7R A 269K i 32 29 10mg /mL o 750 . 1R
i HE L e A IR B A VRUAE 280 A3 20nm MR ' &, IR, FHXUOEH 2 66 i (Perkin
ElmerZy @) Lambda35) o 1 . 35 FE R 1 A B3 1 BE R ¥4 O R B

[0455] 5. JRAEAR I & -SE-HPLC

[0456] WAL HIDPBS 1 X FRBERI0. 5mLAIH BEFFIEN QO S EFD Tosohf FETSK#EE
BSEE L SW3000 4.6mm 1D X30.0cmZ 5 18675 4E K555 45 1F (sl : 50mMFK R B9+0 . AM
A, pH 6.320. 1) UV IIFE214nmAb A0 . 35mL A FE s BEAT o BN A HTIE AT R ) 9 15
S AE D Z HifEWaters Alliance HPLCREH H shBt L gs g FE R FFE2-8C T
A

[0457] 6. fE-Lbhyk

[0458]  7E= RN HHachf92100AN TSy v i Ik b ytgs G T B RT3 28l UK ) i
B 5B B TSR PEAG T o /NS 1) SmUIE VL B T80/ MR AR 1 3 Bl A 8 R A
F— BB FRAEVETR (0. 1-T500NTU) B2 A 28 5 MR Sk R o

[0459] 7. B&ELWE-BEE

[0460] 213 & Jk TV VB UK s B AR YRR AT DI & o 1% i 3R il i FGonotechffjOsmomat
030-DESOTH T A it R 45 R HEAT o ¥2 R IR JE B TZIB RN 1238 1 (R, B T A7 7E 1K) 15 i
WA, anEh R e B AR E TR .

[0461] 8. pHII Il 5E—pH

[0462]  JEit = N HMettler Toledo Seven Multi pHit-EAT [ HEL A& ke I 58 pHAH
[0463] 9. Yk 15— AT 0 ks

[0464]  FH 2 ACKE A S 565 0 B 22 25mL 1K e AR R ki 20 B 3@ i Amins trumen ts[fJPAMAS
SVSSZ I N M5 , B AETY A ST I AT 6 85 B R 1) N~ o0 Bont &5 SR AT T340

[0465]  SEjii 5] 1 - A T~ 58 — il S5 07 46 114 il 57

[0466]  "RTHIF 55 —2H il 7] (FEASCHR A H 5] - NDoELHIF) /R T R R 1H .

[0467] K 1. T J5 L0 il 5% 1K DoE 1 il 71 31 &
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[0468]
il | &
| (NaCly | & ¥ R K B
G | | (10 mM) p | R
Z | (mM)
11|25 PR AL 54 | R KA200 mM)
12 | 25 bR S4 | BHBARER + REEEE (80 mM + 20 mM)
13|75 Frizmih 5.6 | HEE (200 mM)
14 | 50 (R d 5.6 | ShEREZE(100 mM)
15| 100 AR 5.6 | HERF(200 mM)
16 | 100 FriERE & 5.8 EhER AR BR (100 mM)
17|75 iR 5.8 | HEEBRHZE - AEZER (80 mM +20 mM)

[0469] & LIV il IR il £ AT 1l L AS 2 R 10 V% T SR DS R 46

[0470]  DSHYZE4 AL HpH 5. 209 10mMATAR BR8N/ AT R BR &% LI 08 , ELBSEIN 5 22 4
(1) = R AR RS 4 o S8 J5 0 BT 75 OO TS 0 0 B0 22 PP A B DSHA AL , I3 1 i N & A A B T
VSR 2] E ARpH. 25 Hil55)18540. 22um PESPERS L UE .

[0471]  FER2rp 1B T =% R AC HDSHAE R B} ISR RN 38 e T T 45 S

[0472]  ZR2: ZZIPBACH G DSHMEHE IR RS I T

[0473]
e |
SRR mmosw | RN | wpm | sm | 2E0 | mwok | s
W | (mL) (mg/mL) Crag) {mL) (mg/mlL} {iog) (%) (mOsm/kg)
68
§ 200 633 12660 180 652 11736 93 30
2

[0474]  FFIEFRENZE PIVREL A DL IO IR (K90%) o %1815 A0 RN 58 A8 ik 213 =
(RIFREIE , 1 ok B JEADS M) % B8 B /b o

[0475] s ds2- FH T 58 — 50005 e 1) il 771

[0476]  TRHIN S5 2 7] (FEARSCRZE 5] FNDoE25) /n T R R3% (JRH TR .
[0477] K3 HT Ja 8205 sl IR 29 Do E2 il 77 1) 58 (il 713 ) R4 B AR/ e 7 R S TR
FIR TR LL)
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[0478]
| FILFEE 80 WE (ng/mL)
s3] S
wlsR 4 GFE R 4§15 B X - -
HlF s GEEFR4HF B - X -
7 6 G E & 4§57 B) - ; %
[0479] K4 Y5 E ADoE 1§ 7 1 il 51 Jid 72
[0480]
HF | HENaCh) mM | EHPERR(10 mM) |pH el
B 100 FrERER E: 58| BEEAKEY (200 mM)
[0481]  DoE2#ll51) (K3) 1) il & M FUEC ] « AS 55 2 G PEARIFIDSA KL 46 .
[0482]  DSHI=ANES L1508, BB SEI = A5 ARARAZ 0 o SR J5 1 B =35 B9 IR 7708 i 21 22

ACHDSHPRL, I8 1 N AL B R B VR 7 B E ARpH o 2 il FFIE L0 22um PESHERR L
I

[0483]  fERSH, I T L2 MBS HDSHRHE S 1 I ANk S 7 TR 25

[0484] %2 & LAH (< 40mOsm/ kg) KNG P AZ 38 B3 BRI RESEE 1M1 2K H SR ERDS I 5t
bR EE B b

[0485] &5 PR AL e DSH L 538 s AT

G
[0486] (NTU) |(mOsm/kg)
fris 52 42

[0487]  SEafs] 3- I T35 — AN 58 — e i) b Bl 77

[0488] Ty 1 ELECRIXS B B /Y, ] & BUR AR = A2 ), B ERe £ 1 (I A il Y
Humira®Z 44 ;Ref-2 G H ZEE IRVP US-Humira® #4245 ) 5 L f2Ref-3 Gk HEURY
RMP EU-Humira® f W25 5h) - i IX L6 22 671 B K6 h BRI &4

[0489]  #6:Humira DPIKIZH K
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5% AR T E(mg) R | TE(mg/mL)
FoEFH=0.8 mL)

Bl IA A LT 40 50
— K AT IR 1.04 1.3
ZIKEBIRE N 1.22 1.53

[0490) | H FERZ 9.6 12
KA B A 0.69 0.86
AL 80 0.8 1
SN 4.93 6.16
FrERWm 0.24 0.3
WEI F1 A5 qb. DL pH % 5.2 | g.b. LI pH % 5.2

[0491] ik

[0492] B85 L (DoE 1) SEILXT 1153 B2 1A ) A e T I 2% AR R (WipH A7 A A ALEA
W FRISR ) ¥ 5 5E , I e 2SI EAT 58 e (DoE2) (14 it 77 Ay e 35 , 1k 1 i 240 1 4 i 57
TPl R TS PEFR) (2R L AL ERS0) iy 2 ma i A AR e T

[0493] PN 250 B A2 e T A 18] (B2, 14> ) B9 48 FlACT- (K 28 A UORT G B 77 1
AN VS AT 22 Bl B AR, Wi Bind O AR 5 0S5 IX e iR TR e AR 2R B2
f, SRAE T NN BRI A 2, SR VAR R A 15770

(04941 PRh BTG 45 R W R gk

[0495] i e S 06 |~/ S Jte {57 S b A 1) 751 B 1 i e S e 497 1 1 51)

[0496] 2B DoE e GL B 1) 1A% & 55 5 (FH &AL BAER 1Y)  pHELATIAN A (1 A3 € 74E 2 )
F S8 PERIT AL RO RL R h o0 3 B B2

[0497] &N M ML D-Fe LG e v o %5 8 =S8

[0498]  —& 15 P (Fh LA B BB Bl 5 T AE 25mM—100mM 14 1 il v A2 4k I 52 37 A
1)

[0499] - &pHME (5. 4-6.4, HATERIR R 22 1)

[0500] g 5] /MR 7 (B4 N IR B 7KOT R I B B 3« SRR IR R B R+ R X RUR
HE R SR KRG .

[0501] AP it 5] 1 BTk i e 3k 6 611 751) , ADSHF Uk 1 3 A 5% L B4R 80 H: PR 1kt O 3R T 37 Pk

iR
[0502] " ] & TS AR i mh I 770 o B 07 3R R TR TR 2 A, PR X R e o A
TENLEEL

[0503] = Humi raff) i MAZG 407 dh “DP” (2 HE L3 S e 1] SFC 1)
[0504] < MSZGAH 5 “DS” L il e Hum i ra i) 7 MADP (F2 B 1 34 St 451 3 i)
[0505] &7 JHad N 7y 26 A (FE40°C AR RE 1) A8 B it e ) (DSF) FY fe e & U0 2
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111 i 126 (I DB 1 il 51 CE 3R 1) A K o

[0506]

AR | HNaCHI| B
2 BmM) | BaomM) | pH FSE
11 25 PR | 54 MR K-S (200 mM)

REBEE R KSE B0 mM +
12 25 PR | 54 20 mM)
13 75 PR | 56 H#ZE Q200 mM)
14 50 PRI | 56 ERFRE R FR(100 mM)
15 100 PR | 5.6 H 85200 mM)
16 100 R | 58 AR R FR(100 mM)
AR A REAZIE (80 mM

17 75 frERE | 58 +20 mM)

Ref-1 Humira &9 (H MS 2499l %) — sei@) 3

[0507]

(MS)

Ref-2

(RMP

Us) Humira R DP (USA)- SLHif] 3

Ref-3

(RMP

EU) Humira FiJW DP (EU) - SEHEf 3

[0508] il 77|92 HE e SFTAR 25 O 77 R IFEAT TN o % 840 C N F7 A 1A H AETOHE4T HIDSF
HAR (B 1EARYE 5 54T B0 1S I 52 i BRI 08) 1) v Je = Al o
[0509] K8 X HIZEDoEHIF E#HAT I A Bk 36 CEIRD 14 A40°CIvE 735 1F.
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IR AL (40°C) FaseErE (D
A& WA 0 2w |4w
OD GE X |- X
05101 \gp-ppLC | BEAE X |x X
W T A X |X X
pH pH X X X
Zigk BiEE X |- .
DSF MR x| - -

[0511] 1. 13BEETFk

[05121 MM BDSH RIS (5. 1. 1589) BB B DoELHI5IK BB [R5 T %9,

[0513] R0 L 50 H 5111555 1R 1 6 A N 250-400m0sm/ ke » T 75 By 2 Sk Al i v iy 22
B = AR

[0514] 9. 7E W} [A] 010 3R DoE L i 16 50K 1535 e (5 8 /KQ)
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[0515]
| | En
7 | (NaC1 | TR e
. pH BEn A TE] 0
& HRE | Bao
g | (mM) | mM)
PR
0.340
11| 25 i |54 TR KA P3(200 mM)
IR B ER R RS F R+ RS E R (80 mM + 20 0276
12| 25 |54 M) B
PR 022
13| 75 #1506 TR (200 mM)
PG R |
« - 0.331
14 | 30 & |56 ERERHR R (100 mM)
R 0.473
15| 100 i 156 HEEE(200 mM)
bR
~ 0.432
16 | 100 # |58 LR R (100 mM)
Friag B R AR S+ A SR (80 mM + 20
_ 0.372
17 75 |58 mM)
W E 2 (Humira 4159, Merck Serono DS) 0.374
RMP (USA) Humira NA
RMP (EU) Humira 0.310

[0516] 1.2EEH A %(OD)

[0517]  DoB1#IIH & Fi & &7E40°C R TREOF LA A & illE

[0518] &1 7RDoE 1 Hil5 (S 1) /8 A Bl &% & (mg/mL) E’J*ﬂiﬁi@ fEHZFEIl ((RE
L B HUMIRA®l)57)) , 78T AL 4h 5 (B b, I 8] =0) R4 )8 J5 (L0 A , 5712840 °C
k.

[0519] 25 ALK LFoN , 2 BN 1A) 00 i 22 A8 Ak o i A i SR 0 52 9 E FR50mg /mL .

[0520]  1.3%E4E P (SE-HPLC)

[0521] & 2% 7~ SE-HPLCHT # 5€ [ DoE 1 il 571 (S5 1) 1) 584 % WA IRIE , A ZF hrid
(RF LB HUMIRA® G5 , fEE AR L A (R EuAE, I =0) B2 (G ttE) 4 JE
(B AT i, Hil511240°C it . 40 °C T FEEAE E Pl 1 SE-HPLCWL 2% B i) SR AR LA BT 3R
TR 2 o £E i B 1 ) RO 85 B A /N B SR AR I T AR, RIS LA H S, By SR A K
KT1%.
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[0522]  1.4)7Bedk CERA BT 40

[0523]  [&]3 ¥ 7 SE-HPLCHT# € I DoE 1 il 77 (SL 1t 9 1) 1 v B % BIAE AR, 1 S % hwid
(RE LM HUMIRA® ) , 7EAT EAR LS s GREAE, B [H=0) DA S 28 Chy € kd) A4 JE
(FRERAE) Ji » Bl FIZ240°C Ik

[0524]  {E PR3, HRTE A= 40 43 BT ASCAfe o 110 B P 1) 140 1 B AR A o 76 B I P p I 1) 5B 1) T4
PSR B 2R o G AL, 70 1% pHIE ] N IR 1 A7 A0 ] 525 AL RS MR « R L TR )
BRI ASTI S AEpH 5. ABESE (HIFIL2) .

[0525]  {EpH>5. 0 FIAEAENE/ 2 JulEmS , BT A (1 677 (A5 275) B2 (40°CLIA AJGW
KF1%) .

[0526] %4 FHIANOVAREAT 41, EESE T pHE R F I Se i 2 2 14 (p{<0.001) , #4.58 FHpH
{EL>5 . ORZEF X Pk B

[0527] R B3 FE 251 00mMAK) AL A e B o PR S B DR 3%

[0528] 1.5 pHifiik

[0529]1 K107 T DoEL1I 7 (SLiEhi1) 55 F kit (KLY HUMIRA® ) 76T
EAHUG S pH () 5] = 0) A 51740 °C nFA2 i 54 8 2 5 pH.

[0530] M FK10M] LA, %A WEEI N HFrpHI W2 o

[0531]  £R10:40°CH B %&£z T I ¥ DoE 1 §ifi i il 7711 pH

[0532]
| Fo PR ]
| & & 2 A, =
#IF | (NaCl) | SHE0 BFE] O | 40° A05C
WS WE mM) pH 2R C
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[0533]
(mM)
FrisiR IR KA (200
11 25 ih 5.4 mM) 55 | 55 | 53
HEREAB-RL
PRI (80 mM + 20
12 25 il 5.4 mM) 54 | 55 | 53
Frim
13 75 i 5.6 H B E(200 mM) 56 | 56 | 55
FrEEIR
14 50 i 5.6 | EREREZER(I00mM)| 56 | 56 | 55
IR
15 100 h 5.6 HEE (200 mM) 56 | 56 | 55
PR
16 100 £k 5.8 | R EBRI00MM) | 58 | 58 | 57
” MR- R
G ZUER(80 mM + 20
17 75 i 5.8 mM) 58 | 58 | 57
N2 (Humira 21459, Merck Serono DS) 52 | 52 | 52
RMP (USA) Humira 5.3 5.3 53
RMP (EU) Humira 5.3 53 | 53

[0534] 1.6 &R (DSF)

[0535]  DSF A iyl & 7 2%, FL I ik Bt o5 e o 810 AR ot 0 50 2 G 398 -5 5 e R AT (1) AH
AR Sk e 8 8 B AT B R R S R O T AR R AT & B 2 8D B ER I K 2R VE
L W 515 IR , J5 8 VBRI B AE FES ) BN S & A B 45 A0IRAS Gl i
IKAHTELAE ) » R 3G s e (s S5 R .

[0536] M IEIEAES VTN AT BE A ST i 2R 14 Hh 551, " RIS 35 Wl UK 46 70 o o TRV 56 7% o5
T, TR 3R A7 0 B

[0537]  {EDoF 1§k fill F|_E3#EAT BIVFAS 11 45 SR 71T 14 - B4 8 7R DSF BT 52 ¥ DoE 1 i 77 (52
L) RS SRS (C) AR, A 250 (R ILE HUMIRA® 7)) .

[0538]  fifiESEIR L4510

[0539] M AEW 43 B A AIDSF A A 15 20 1) &5 SR Ji ack ANOVA RS AR 5t g 57 187 2547 20 A PFAily , A
Hf S T RE AR B AR e M R A RN S R 5

[0540]  HEFEMIAAINIF T HK 12, Haeth 5 Ar 3 (1 R 284 #1771 S Humira RMPE40°C 14 H
DA I 0 At 4 2B R B A 2 A8 U T () MR R

[0541] il 7B Ik R AR A , DR R P AL S I B e BB TR

[0542]  Lb A 3ok S 1) ) RIRMP AT A5 HE 43548 , 0k 4 Ji 784 1) 5] i I 482 F7 AT A 5 RMP A 8 )
iR

[0543] K 12:DoB15LI6 M 45 5 : Al T IRIHIEN LAY
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o U IES
gh(NaCl| |
[0544] ol M &(10 | pH Fa e
) mM) ‘
B 100 |FrEmREE| 5.8 | IR Z/KEH200 mM)

[0545]  Z/DATREH N BRI , & A WS KA WE R ME—72 08 7 i 7R BIAR R H
8, JU AR AE P B AT S 40 1 R pHAE £ 77 TH] o 3% ol 2 T 58 100 1) 70 R 3R 0 HE AR SR 4R
FIYLIE 7 T R UF () PR e o M e M e A2 0E IR 5 A 1% R 0 H B B i s A MERe IR T
BAfIA A B ] 7R3 — D K AR A 2 R PR CRR S TS A/ 8O AL B 3R F ARl 5.
b, HEERE T DL B AR SR R T L S () PR BE B U2 R A N BRI, I HoR AT
FH B /D (9 40 9 1] 86 AN R A2 2% ) #1050 T 17 T8 I - 4 4k i ek 2D 5 A P A SR IR BT TA R B0 24
7= R DR N TR R AN o DR b, 35 2t 5 T g s W 114 i 5510 P T B 360 0 e SIe 6 DK 40 3 1
il 1) o

[0546]  fifi e S 06 21 e St 491 31 b A il 7510 49 R i e SIZ e 451 2 1 551

[0547]  L— i ffg e dl5R IR Y (R 12) o H T L— DR A ARG R, 55 DR
A2 it — FR P K A VR G 5 1L AL BRSO [ vk 11 7% (FE ] : 0- 1mg/mL) , AT VA 32 15 75
TEIN IR T PR A R T8 A B A oe M.

[0548] &3 (SKhtafs2) MEHE T B L1 85 AN P ERE LU, 35 21 tHAE 58 IR i 1g AT o Uk
(%) 4115771 (DOE2#1I51]) o

[0549] LAY Bk, O W5 IR0 E PR LU AURS. 77 51 SR 4R, 9F B C &R AT T %
Yo L 700 I T VP 58 L BRSO 2] 52 A B 11 5 (1) A P N I R4 957 o

[0550]  fE N &R 1A B8, I VA% 75 SE 913 FH 03Kk (1) 2 25 2 A, M BRI 1) 7510 1 o 22
e

[0551] 7% X 4 il 771)_b HEAT (9 3 16 SE B B 3ROR T 3R 13 7R 1% 58 0 ade i, AH R il 771
T = RAS R R B A7 3 LR

[0552] K 13: 43 Ml 7EDoE2 5l 1) F 34T CPIR2) « 1A HRY40°C IR %1 (A)
200rpmifE % N F7 (B) Al B ICH QIBIK B N 17 (©) .

[0553]  A.40°CH# A
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B CAccelerated ) (40°C) | FaEBtE] (D
HiE 3, 0 2w 4w
oD e X - X
iCE280 [ o Y X X X
[0554] SE-HPLC HEY X X X
LT ali i X X X
pH pH X X X
Py YRS X X X
R SR
DSF icd X % -
[0555]  B.4R3% N S 1F
=% B 71200 rpm) BEmE OhED
Fk & 0 | 24h | 48h
[0556] oD T X . .
SE-HPLC | R&EY | x X X
YT | ZEE X X X
pH pH X X X
by L X X X
[0557]  C.765W/m>E2FE7T/MS (ICH Q1B) .
.
(0558 KEE HE
Tk S WE 0 | BB
OD e X -
iCE280 EifLit] X X
[0559] SE-HPLC KEY X X
W5 ML afi fir X X
pH pH X X
FRLIRCS R X X
[0560] K & 7 5% 388 Aok 7 4 s A R 5 AR EE R A R 5 1 500 60 A o 5 82 o O B T) Gl

WON2JEEAE /1A B) SRI#EAT
WU 77436 38 3o 17 B b A8 =2 38 T WU BA 200 pmis 35 AH 2 il 771 (19 456 ot 57 2 00
i@%%ﬁﬁv%ﬁ&wﬂfﬁﬁ¢ﬁikk

[0561]

[0562]

TG F7 i B L

$ﬂﬂh$ﬁ?§%ﬂ TR it 2
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B R A ST TR MR 257 AR E PRI TCH QIBIR 8 FE) 5 B2 T/N AT
[0563] 2.1B&)E

[0564] BT iR DoE 24 ik il 7| #1728 3% I 7n TR 14 A HEAE M 378-40 ImOsm/ kg P 1) {E 7] BE 1=
it » 3K A2 T — K S 0 A7 A5 7] ORGP — EE TN, 520 I oK i AE I
TR 3 I AR T AR I G FUREAT SRR AN, HAEIE 8 R I B FIWET S5 e, A i B
(RS - P AT X 2L B ) Sk P 238 HR <350m0sm kg o

[0565] 14 : DoB 24 16 il 77K 233 I GIITBAM AR Fi R

[0566]
Ean o RMEEHE
L ] :
HIFIGR | (NaCl) | ey v i kg MR
| G | R0 U BEN gy M
(mM) (mg/mL)
DoE2-4 | 50 | fPEERE | 5.8 | IEEHE _KE(200 mM) 0 391
DoE2-5| 50 | iR | 5.8 | MEIREE KA (200 mM) 0.5 401
DoE2-6 | 50 | FrEERE: | 5.8 | IFFRHE 7K S9(200 mM) 1 394

[0567] 2.2 F & & (OD)
[0568] i [EJO4LITT BT A DoE2 15511 &5 11 & & 5 50mg /mLIY) &5 (1 ik i B br— 2 (G815) »
[0569] K 15:DoE2§ i Hil 5 & F1 i & & (0D) QLI R )

[0570]
e i RETESE
. : S :
BIAGR | (NaCl) | Sonio | ~ 7 GRILE |
B | wkpE gi%g" pH RsEn B 80 ki
(mM) ' (mg/mlL)
DoE2-4 | 50 |FEFER | 5.8 | WEEFE_AKSY200 mM) 0 50.3
DoE2-5 | 50 | #rEREREE | 5.8 | MEEME K200 mM) | 0.5 50.4
DoE2-6 | 50 | WrBEEREL | 5.8 | EEERE /KA Y200 mM) 1 50.4

[0571] 2. 3% A1) TR A% (SE-HPLC)

[0572]  SE-HPLCHT M) i 2 e AR A0 7R T 1815 . 815 878 SE-HPLCHIT # %2 [ Do E2 il 1] (S it
%12) 15 5 % AR E, fE A S % hr il (R EHUMIRA® S , 74T SR 5 (A
ok, B ) =0) A 22 8 (GRtakt) Fl4JE g CREHD) , HlFIZ40°C k.

[0573] W& BIFTA Hil 7R £ /N AR, 40°C LA HIG SR BRI T 1% .

[0574]  DoB2fi 3% il 75 T BE 5 RMPA R P REAH 24

[0575] 2. 43R F0 v Btk RSB 40

[0576] A=W AT IR P B 224k 7R T 1816 . 16 2. /"B ioanalyzer T i i€ A DoE 2l 7
(SEREHI2) 1 F B % (I FEIRIE , #4435 bric (CREL A HUMIRA® 7)) , 7E4F B AR 4G
s GO, IR =0) BA A2 (LA M4 Ja (SrEAD) , HilRIZ40°C .

[0577]  FEA7 A5 R Ay v A 252 1) (1) 75 A4, 55 RMP o BT A0 %52 1) (1) AH 22 o = 1l 351 2 ) 0 42 1) ) 22
] ZBE AT

[0578] 2. 535 31 FAEIE (1 CE280)

[0579] = Fiif40 CHFEE1A H W F0g AR It A2 A8 A0 43 7 T T8,
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[0580] &7 5. 7% i CE280 43 B BT #ff i AU DoE 2l 1) (St f51]2) 1) 3 g e A 4 1% 1) A IR I, AEAT:
ROEUE A (BB, I =0) PR 2 (A tak) F4JE G (SRt , BlFIZ40°C k.

[0581]  [&]8.%. 7% i CE28043 H7 Bl 1 i HI DoE 2| 771) (St f51]2) 1) R M 7 S A A i ) AR I 5 78
R LA T (e, B TE) =0) DL A2 8] (L0 kE) A4 & o (GReakE) , Hil5712840°Cndk.

[0582] PP %y T (1) &5 R 5t 5 R0l W 52— 3

[0583]  2.6# N F711 pHif %

[0584] il FI7E40 °C fn#A— BRI R DoE2 il 571 (S 49112) ¥ pHAE LR T 3R 16,

[0585]  f1R6 TN , 7EDOE2-5H WL EZ 3| 1 pHI¥) FEAK o 1X 7] BB S BH T REA P [R5 42 / 41 B 3
B 1T 36 AT o

[0586] K 16:DoE24fi ik : pHIE (40°CHRL T7)

[0587]
& | & R
. A (F | 48
ﬂgﬁ (1;%%1) gﬁi pH| REH ihFLEy | BYIE 0 ( :oi) @0°C
e 80) IR T )
(mM) | mM) (mg/mL)
MR K
g EH200 58 | 58 | 5.8
DoE2-4 | 50 i |58 mM) 0
, Wi Rt ok
Freg (200 5.8 58 | 5.2
DoE2-5 | 50 Ry |58 mM) 0.5
P E200 58 5.8 5.9
DoE2-6 | 50 R |58 mM) 1

[0588] 2. 7# A7 (BLIRTE)

[0589] P& 9% 7~ L Yk v BT o2 IR Do E 211 771 (St 46112) 1 3ok FE R AR IR, FE AR R 46 o (B

okt B 1B =0) A e 2 J8 (L akE) 48 e (GRtart) , HlFIZ£40°C k.

[0590] B ) 0 4b = Fobr 1) 351) (40 ok AE 38 5 L A BBV VR JE T (6-18NTU) o 9% T B AU ik 19—

SANTUR S GRDSH R, o B i 38 J I DPE R AH 24 78 -

[0591] 2. 8HLIR A 771 TR EE A& (SE-HPLC)

[0592]  [&]10 %7~ SE-HPLCHT# 58 (I DoE 211l 77| (S f612) 15 48 %6 AR IR I, fEAE AR 46 A
(WA, IS TE) = 0) A J2 247N (A0 k) FI48/INSf I (kT |, I sh GE)
[0593]  SE-HPLCHT MM b ZR AR K B4 R T 10,

[0594]  FTAg PR SR G2 Pl 1 i A R 2 5 B /M AR 4k (+0.1%) &

[0595] 2. 9Lt A ) v Bk (R o B 40

[0596] 115 ~Bioanalyzer T E KIDoE2H! 3] (SEHEW2) B F Be Ak % I HIRIE , fEE =

RCUA A, (B (kT , B [E) = 0) A K2 24/Ne (2Lt 4T) FN48/INe) i (ZREAE) , w3 (PR

) o

[0597] A=W BT AT DU A A B A8 AL s T 11 A 22 21 e /NI AR AL, BT 10 S8 % T8
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f£T0.5%

[0598] = JEIRFHAS/INIT ST , BT AL i HIEFE0.2-0. 4% 1 Fr Bedk o IUWRAR S Ja 3 R
R B

[0599] 2. 10ALIkS 77 5 pHif 1%

[0600] I HUMESD FR%) — B I DoE 25 (S2HEH12) (IpHAB R T R1T%H
MEERN 1L

[0601] R 17:DoE2#iii% : pH (WLARHES)

[0602]
s | By | SO A R gy 24 98
me | WE - T4, |PH e Bmso) | U7 b
my) W o B
_ (mg/mlL.)
DoE PR I —KEaY < el 2a
2.4 50 |58 (200 mM) 0 38 158 58
DoE frER B AKEY W e g
2-5 50 o158 (200 mM) 0.5 58 15858
Dok " 58 | 5.9 | 5.9
2-6 50 R | 5.8 | IR KA 1 R TR T
[0603]
] & [ [ eoomMy | I

[0604] 2. 11HLBRSL A3 (bE )

[0605] & 12 7 b ks Fir s o (¥ Do E 2 il 551 (S i 51 2) (1) ok B2 ) AR IS, AEAT iR 2R o (.
o, I A =0) BA S 24/NmF (L0 AE) FH48/NI Ji5 (SRt , dil RN 3h JR%) - %A W
LR

[0606]  2.12)1M F7H) B8 HE4A (SE-HPLC)

[0607] & 13 557~ SE-HPLCHT# 7 [ DoE 2l 57| (S 15112) (1) 5 48 %6 AR, - 2% hrl
(BB HUMIRA® IR , 7E ke 2 B Gkt I 7] =0) FILLT65W/m™ 2l e 7/
2 Ja (A F) .

[0608]  i& FHAEAH RIS A1 T b FE i Humi ra i iy Ok B USHIEU) SR #EAT L BR - ZERMPHY , Ol
2 G RN 2149-15% (FERT MO EARMK T 1%) o I DoE 2 i 7|2 I H B AR A BUA 24 (1)
0, W B b / A i A2 HAR A7 o T B

[0609] o FTERERERGZ MBI 5T 4. 26 1 % LB EE R B R

[06101  2.13J6R8 73 v Bedk CE i B0

[0611] 14 RIRAW 43 B A B i 12 IR Do E2 1 571 (SE G 912) 19 Fr BEAk %6 (R AR IR I, i 5
i (RE LR HUMIRA® G5 , £ A6 2 5T (7 ks, I 8] =0) ATLA765W/m* 2 fit
FET/INB 2 i (AT o

[0612] S ER T HE/EN(EEEHEZ10.3%) /NN REGTEFBEEEET1%
(E14) .

[0613] 2. 14J6R A7) SR (iCE280)
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[0614]  [&]15 571 CE280 43 B4 T 7 (¥ DoE 2 il 71| (St 191 2) (1) 32 06 S5 ) 4 3 (1) AR T
fH S Ebric ((RE B HUMIRA®G ) , 728l 2 /T (Bt , i) (7] =0) FIEL765W/
m LAY T NI 2 S (L)

[0615]  [&]16 57~ i CE28043 A4S T 1 52 FRIDOE 21| 771) (S Jita 4511 2) Fit) 1 Tk A7 e A A 3t 6] A R
K, A S % bR (R LB HUMIRA®$5) , 76 822 ido's 2 /i GE A, i e =0) AL
T65W/mABEM G T /NS 2 (AL o

[0616]  7EHumira RMPH, %5 55 P 52 Wi 25 10 50 R « A oG b, 8% 31 5 Y6 A AR BB A ORI
Fe = FEREAR (Z9-9%) FF LRIk B P2 e o 38 (Ria8+15%) o

[0617]  F7 46 & #h 2% 13 (1) 1l 35 40 25 3 v 2R 1 R M P B A L 42 = 20 == S0 /b K 40—
3.5% B AR, BRI 0 3 e =i +4 %

[0618] 2. 1578 F3f 3 B (B2

[0619] 17 s bh vk T a6 52 (FIDoE 21l 71) (SE e 91 2) 1 il i AR I, R B fiole 2w (B
b, B IE) =0) FILL765W/m* Bt 7/INKE 2 i (L0 kE) o FEABEAT M BB AL

[0620] 2. 165K A1 pHIfi i

[0621] 7T 765W/m* Yt F& 55 7/ (K DoB 2 77 (SLiE112) (I pHAR L R TR 18, A W 52
EN R A

[0622]  £18:DoE27ii% : pH O 22 5E)

[0623]

h N REE
HIG | (Nacy  EOT | M O 2
e | RE@0 | pH FarER WEiEy AR O | 2R

5 W ‘

mpy | ™M) 80D WE G

(mg/mL)
DoE2-4 | 50 | krEgdh | 5.8 | IiRHE K & 4(200 mM) 0 58 |58
DoE2-5| 50 | FrEEERER | 5.8 | BN KGR0 mM) | 0.5 58 |58
DoE2-6 | 50 | FBERLL | 5.8 | R K S M(200 mM) 1 58 |59

[0624]  fifiideSEIR 201 4518

[0625]  JTF-2% T3 HUMURI G R A BrUSc B2 O B0 d mT 43 B 0 R 458

[0626]  pH 5. 81 10mMFT A BRAM/ Frfs BR 2% v 1) 1l 371) (DoE2-4,DoE2-5,DoE2-6) :

[0627]  —2 I A7), R BN SHumiraf PEBE A Y

[0628]  -HUbkAR 5 R HEAH D=3,

[0629] Y2t i 4k (T/NF) BREFTES , AHX Humi rad SE 4T T RE

[0630]  E:T-7EGZ 57/ pH AR e A1) SR ok R (AN &R0 3 14 77 CR L AL EES0) AKSFJ7
THI AR AL PR AN [R] i1l 700 R ) e A %8 58 BRI AEAS IR B 7386 A% GRG ALK S 6) B 2 7R S Humira
A S B R R A AN
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[0631]

[0632]
[0633]
[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]
[0641]
[0642]
[0643]
[0644]
[0645]
[0646]
[0647]
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