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WITH XYLITOL
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ABRARBBAANKPHERT ®E L (etanercept) 2 & =
CRABLEREBE R DoY) LB Endbhz ik 8
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The invention provides stabilized aqueous pharmaceutical etanercept
compositions suitable for long-term storage of etanercept, methods of
manufacture of these compositions, methods of administration, and kits

containing same.
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-
/N

~ B3R BR3RAR ¢
[ %8R A7 B 2 35 T AR 3]

AERAHLMARARABER I LURERYBERAE L
(etanercept)Z KM B # w44 - T2 E@abhzH
ECEREFEFRALAAEZEE  RABROABEATERK
BMABEZZKRANABEAEY -

[ 737 497 ]
SRAABRZNAELAKAE - FEMBAET .
PR BZR T % AKX Z % (Manning 2 A > 1989 Pharm.
Res. 6:903-918) - A kAR HH R BB H HL &K=
TR ok floR - KM REZBE @S
AREHRMER -

BRIPRBEHZAEAVETBRTH I XS BRI ZALE
RERE ST RY B ALY AEDRAE(LRH
2B &A% 5580856 %k R # 6,171,586 3% ) - &K M » 1 A
A B TEALARBTHRSK - B354 EREHFEALT &
Ke T B TH b wRERENMMES KA EI(Hora
% A > 1992 Pharm. Res. » 9:33-36 ; Liu £ A > 1991
Biotechnol. Bioeng. » 37:177-184) - % gk % & A T 2] & %,
BREM®AERLSE EH (Cleland % A > 1993 5 Crit. Rev.
Therapeutic Drug Carrier Systems :10:307-377 ;& Robbins
% A » 1987 > Diabetes » 36:838-845) -

ARIRBERZE —~FTXABRABEZEEZ L-# K



201325611

(AR & H ¥ 7,648,702 %) -
—#HEERARABRAE S ERFZTSIRAKRKATEE
(Enbrel® > Immunex 2~ 8 ) £ A & A# 75 F & F 5 (p75)
ol 2 2
E A 1861 2 Fcatraamey — Kb k- Ld 934
B Ak #aiBLEERBYS> T EAH 150 F & F 4

BE B O B F % B (TNFR)Z 4a fg 9b fe 4 88 4

(Physicians Desk Reference » 2002 » Medical Economics
Company > 3] ) KPR B L 2 Fca & 4F A# IgGl 2 &
ZE4 2 (CH2) ~ B R &4 3 (CH3)RAKMHE » 2 F
A AN 18G1 2 £ E 4 1 (CH1)EK  Fc B T 4 A — 8 %
A LH S - RABLBFHE S ELONAHGELETRA
2 67 ¥ (Chinese hamster ovary ; CHO)"H 3L & % 4= fo %k 3
XS R |

ARARBAFKRAE L %%%ﬁmm%@ z # R
RERBARY

[#AnE]

AERA - HBIALANRELBSY  HEsKRAE

TRHHRABLZRAEEMN - 7 & B ¥ (misfolding) R

FR/ZHEAZR/ITH AP HZBIH S Bf 2% K #E

B2 & £ % 8 (meglumine)z @& 4 -
UTFRHABPHAAZEERBMEETHELANT XRAA

FZ & 2 EH R AT REEREL T -
ABERALEILKTABLFAERDARENLLRELEER
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BRI UBBRERNANTEY 2 ROBER/IH
(1) M3 R TR T, 2 A FT 2 SECHH @ AN #H 90%FE &
TESCANRHSIEETNRRERLECRIANHN S EERH
B34 F 'R(2) Ma R T, 8 To2 HIC 4 " & & HIC
RATBEZE 1 X708 RZEINY 3 EEF%: & HIC

R E X% 2EAFHERZEIAN 80 EFEF%: B & HIC
RTBZE3SRATHERZEINNH 20EE% -

EREZCARDZBELEHRT > BAEDI B HHAERN
RTFTZhPBERLEINRE £ MyR T, & Ta 2 HIC 54 >
EFPd HCEHBZE 2 A7 EARZEANRERY
SS EE%:BEAY XA HCRENWNELEAE 3 Al g ¥
3R TXHEMZENINRENY I EETS -

W EBMEIBELECKRABLAEDAFT ARG LR A
mRE o A KRNLE SR KB -

Ww#d A SCTHAE—MEA - —EBAX=1A % &7
Z SEC(R+HHMEMNE)RHIC(BRAXZEIHERBEWNE)Y
MRAZE  AERLAGRHEAERBENE - L E HBHEY
HEBRBEARTASZITERAEBLE BEY M E KL
ER4 Bk AW E-FHHINAL LB R4S
HREBRIAALER KRB I A TR G L EEY > B
EFPZBbMWE MsR T, R T, FHB3 EHL— %S @
UTRRAZRAEFRIHN (AR TE: ()a
eHMTRER BEBRRAEA3IZEY SECHH (W ARHA
EYHER)VR(INEEN HICR B 2% 1 % 2 & & 3
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ZREMFPHEZEHHCHM(WARBAETIMESR):
MM UHZ Enbrel®f) £ 2 F B XA B L 48 % KLk
244 RMB)HICEHB » A F()E3RFLELEAARE
FAHAEBL(I)VE 24 80H2H 95 FEETSUNLE EARLER
THEMRERZEY SECRME s REHASENS 85
M EDVH IS EEFRY SECEMNEB -

E-BRERBKTY  ABBHZ@EEY ELH Y 25 mg/ml
EH TIS5mg/m KA BLE RIgH KA B L RELTMH -
RER/RAAZGRH AP RAGRH A RBEE > LA
MEXZEEBRZESGMZTESLAHI0EET% LT Ha
M HBMAERN £ MsR T3 TaZ2 B0 F 2 SEC o047 ¢
ANHY BOEERER A E  ANNIETERRERS E
BAhn#eEggErh k328 LAEF X pHEA 6.0%
6.6 HALWENPHERNZIARD A EENHHHBRABLE
EA - BAEERB T BIALKRTFBLREDZ HE L
HAMAEN C(a)E M3 R T, % To X AT X SEC 5 # @ AH
H 90 EEREHMALE RNNY 3 EETRRERS E
B(b)E My T, Tax HICH 4 » A+ & HCRER H B =
FIRATHERZIEINNH 4EE% 8 HCEHE 2%
2 A THBRZEANH 80 FE%; Bd HCEWHEX
E3EATHBRARZENNY 208 FE% - A LEHHE
R Z AR A EEMBEBERARBR
ABRAIRAFABL LS hE-—FTHFBARBLAETHR
A F 2 5 TR MM (subvisible particle)Z B 8 s H o
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B AHERHE-—FTHHARETLKAE L HEY &
A MR T.RT,EABEETHARAALBFH Y 10,000 18 R
AW S5 um 55 R Mk e

ABEPBLRBILRFBLES 2 LA (3)
2 Ma &R ToR To XA T X SECHA ¢t AN 90 EERE
BAEE AN 3 FEXRERLE . R(D)AE M3 &
T, R TaZ HICH 4 » H P HCEHBEZE 1ERTF64a
RZENAHIEES R HICE KB % 2 27648 mR
ZEAMNB0EE%: Bd HICEBH B X% 3 k788K
ZENRNH20EE% LETHAEDEFERILEARL
BN BB o

PRI ZHEALABEHMTEARARFTAEXXEALS
HERBZEASMAE Ma Rk Tox TJ8 7 HIC 4 » A ¥ &
HICEH B 2% 157 EaRZTENNH 1% & HICE
MEXZE 2RATHERZEARANDY 95 FF%: A d HIC
BHEBEZE3IEATHARZIENNY I EES -

ARzt esR AL La b Bz RELILAS
MBRAE M3k Tok TaZ2 HIC 547 » £ ¥ & HICE ¥ B
ZHE 1LATHERZIENNH 2% B AR H 1% &
HICE B X% 2 A 7THERIEANY 95 FE%ER
AN 97%; A HICRHE X% 3 X798 RXE
R E 1 EE% BBRMEA 0E 1% F 4% 54 E R
ZHEBERNAEEFBERRBE

RECKRABLARD T E2AEBRABEEIILLRE
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RERZAY  WEBERA - EMARAH - Bk A%
iG-S MAEALSUTZ840% 4 25 mg/ml 24
75 mg/ml kA ®E L 5 4 1-10 EE%AREE S 41 mME
H30mMBLEE S AR NERXIZEZSHAHSEEREEHR
AEALERZLESH S5 mMNaCl; RAENERAZE %
#Y 5 EFREME
WEHNANANESEHERZIARD Y ARMBLZT E KR
BE o FBABRAAEFHR O RBELER R AN Z
7,648,702 3% » A X A E R B TR E L 2 HE Y T
BIREERBRERBEEHNBE 2L RFNTH oK
£  c R ASBHRBEELI LKA B L HED ZENK
AFHER AL ZTRBELIR A8 RABERAR
BERVUATENBEHRRAES T Z BN H ERI &L HE
# (7% BP Enbrel®)f8 tb T @ 1 F U B KR A THHKRAFE L
ZHRBAERY RER -
o AX A 0 #E T RAEEMN ) RN B LT RIR
TERAMBHBMELSIHEHARBILZMEY - LWER
CHEHBARERWRASTERER(TXHA "R &
B APEAARALERE 2R BLERYSBEHEALS
P HRIELBRIN (BB EIXLER)ELFRT WKL
A BEHPHMZIARBALFATEREKRA B L EHRBRR
BRINABR/ZTMHE - BRM KAELZHARH
BUABEATREZEES AR AR FTHHNEIRY AKAE
L2RER - WEREAYEZEAYE EEREBA/REBEZXIHEY
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HEERDN dRABAFITHNEZEZRER XA EZIRNE
AHEZEIRABHZTRFBER/RERFE KD -
AR RLERABERBEDAFTARABREEFBRE LA
AL Hme - w2 T AALERKER RREFRK
BB HEANTNAEFSIN AR FERELARINE BB
RHMERABEFALAABEAFAN AL ETOREZKRAE
tEREE

R ERAEAEBERBERATHAELFTEMH 2 EAFX
MBABTALINEBALIFHAKREYHE N TTERL
%1 B 15 e

Fegm s T —RRARAEAT [FFX] BH4E 5 H
FHERARGYE AR o ERZAHEHA -

[FxwH K]

R EATRAZEBE®RG - A RHETREME
PHEHNEBTAAA  BRFELTXAZSABRE 0 BRI
" —(a/an) , R " #H(the) ;)22 R oA HBE2EH - X
PERLAERELEBYHEHNEBDTAARA  BRIELTXS
AR FAT A F(in), 28 R8T £...F (in),
B VA& ...E(on) e B4 ARAETTHAZ— i3
TXHEBHEEEZR -

AR

ARLRAETHAZIMNE-—HKRBEALALBEREP - £
AEALTXAREEREWNBLIHEIFER P54
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2 ATXEARAEZPTHNASHARAAE RAFH 2 &b
3 AR EZHMANETRTARHALALE SR - R4EX
BHEZR AN  HE - REBERAAFARHBER LR
REE  AEAARATEMIERTH(EHERAHHB
FEMEEOETRIMER AR RAMRL  BRFARH AH AR
T FAHBLEERSAR " AEHAARAPARLAEZ ¢ &
Bz & 18 K & e
BRIEBIIEER P FRAXAAZHAE RN HERMS
WEHEARA -—BRELEALTEBTHERBRZIASE - £
BRBZHEALT  #BHRAXH(EHEZTR)A E -

T # (around) ; ~7 # (about) ; &% 7 X # (approximately) |
-~ HREFLARELAIBKELHELE X 208 ~ 10%A ~ 5%

b zHBEEALMY  EHEE

AERRR R MET & (around) ;~" & (about); K T X

4% ~ 3% ~ 2% &% 1%A -

# (approximately) , T & 3 #f -

#E TR EE R TRAABLEEY R TE® oA
Enbrel®A B £33 - A 45— RS K HEAH A 75 F
i HE(p75)E /8 8 B F % 28 (TNFR)Z % 6 o B 1 #8 &
A R BEEAME IBGGLZ Fcifp Rt R abd %K -
Ed B4R ABERELAB> FEAKH 150 FEF

N AP FEZBY 0 ME TRAEE , TR EK

BMEREALACHRERERABLEZIHME - HELIR
ShzBIER(OESE K - FoR/ERRKKES®R) K
MEBLE - HTTRAEYE | B E Enbrel®2 A A H X R 5
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Bady > AR (ERARDN)BRERAEY ~ TEHEFRARY
AA-BR/IZAECR>ERIARY > R AR -

wE TR, ARER —RARSE - RZIAHEHE(E
FRAH)VE®R -~ BEE - ERBRELWL -

wET A% A R AH IS KX H;NHCH,(CHOH),CH,0H
ZAb oM RS 1-FR-1-FABA L REE  N-T
E-d-ZBRABEE A L-F8-1-FARLA-D-5 5 B

wE T E A hERE - THERALERE T H
Emidmaeg, R " _HhHEE, AKBERE A
Reo Bl AR ELRABEXIZIER  UTLHFXBRAEXHE
2 E L ¥ e o W b F i S5 o Faria % A
Carbohydrate Res. 2008 » 343 : 3025-3033 ; Borges % A >
Extremophiles 2002 »6 :209-216 ;Faria % A 'ChemBioChem
2003 : 4 :734-741 ;Sawangwan % A ' Biotechnol. J. 2010 -
5:187-191 ;& Pais % A 'J. Mol. Biol. 2009 5394 :237-250 -
AYFRIAZFTAMARLETLEXRTAASHLEL
2 B

wE TS A hELE S EEAE - P ABEZXE
Blaoie xXARAPEE#EE - LEABBERILWL-

warE T R E O ERARFER AL THEZ
BAX=M@AURLE - XNEAKNMEAUELE  B&AMETH
Fo—FR—FRLE TR EREEEAALETERE RS
MR B XL 2-8C FTHF » R4 £-20C K-20TC 1

11
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TAR NDdE2BEHWTARRBR - RULE-

M REIBAE BilE THREE ) R TREL, ERA
EH AU A I abhiENL RR2ablh ¥
SZRABEREGE AN 20% X E M4 15% £ E
B 10% 0 R B SHEEMH

wE T HEAL Y ARERARDAR -

wE TRESTTRESIRA GAEETE R 2
EHFER - FTEHRIRBALR - HER - EHHH -
AE BB IABRBE - - BEETITHELSZRBLENA A

ARRETHELSZEF LA ZIELAY B E

wE e GERBTAARB (B ELETH
ZZEB)XABRBESG LAY  HRB B E B LER
WP EBoBABANRAELTHK T REREER - SHREAY
B - AT aokwepRehyh EYL2HRABBEHRSEL
NP REHAF  BRplmtT LuouRfzadbhT
HmiB®R~RBREFER KB -~ AL  BE -HEBEARAR
# -~ #o KR KB -

#WE TR BRmb, B TR, TELRER -

WE TR, HEHEFAL SRR N E D2

RS ERABLARH ER - MEERER - KRB ER
(Bl B ERAFR) AR BEHEBLAY KEHRA
BB RAREEHBRE - BHBORBEIFAE
ERZ2H6AR/ZAAELER REHEHAGW P RESR
RKEBEZILEMER - SRR DR TAH K E R

-kﬁ
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EEHKMETITEABRGBR/ZARAB TR DERKE
BIXRSBREMBRIFAMNBEM T T EAGELE KR
(MAETRHZEREELEHDABERIIKXZFEAD RE S
REEE S (Q)rHmE > oMbt EHER S )3 LRE
LR EXREVEBMER UEBERAARIBYUEE
REER  HWEFRFREREERFLR  HloFEHER
REHERB RO AT FHEBO YR P HIER K
BAERER RMA)RE - SR AL ERE XA LAY
ZERK BEFREHBURBRERAB LB (F o XE - K
FBR/ZEBRT)EMEE D R -

wETER,AHETEZEENABALTEZESZNA
ZEMBR BRE - REXEBEH - WLWEEZHAATLE

B DB R/TEAR -

WETERAABE  GBEREFTLRNEFTFHIFTR
REERAMEAABZE - B
BRALIRLAREARADAR/IRERESLE avB3 N 8
HFHmZE HRUWEFREBEBEBSME B d iR
B EERAC RN THEL - W BRHF S 4 0 T
L EHHLIBRERE AN YRRE - £ 8 HE -
BREREFEL N - BEE BRERE - EHRIHERR
RARBERBTAE X IBRTRHLBAHRBER TR
B 7] RE R

Ey
o}
3
-
o
M
B
B
N
P

#3E T T, BRI BLEEEY CTH 40C T F & —
Bz oF R B e
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WETT,,, kAT BEREDTLN AOCTHRAHR
Bz ey R g o

W T, BIBXADBBLARHCN 40C THFAD
Bz BF R B e

WE T My, G EME . AT hEY
Nl SCHRARBRETHAEH—MEBA - AHAREA RN =M
Az # BB MR BLARDATAREINZI > HNE
R -Bplmzt BHEEAXTRAEE MsEFZIOHMHER
BEB LI AAKRTFEL AR OB FEE H — @
A -_M@BAXH=ZBAZHEHHYHMB T - B
b FAEHRBERES AU THEHE S TMEZFREIBR
R mEME &£ SCTHRERAN—MBA - KR&AHEKHMEA R
A#H=MEA BMAAXPRABL AR E M35 8 £ —
SHEXRERBEZERFEBHE -

H3E T 1, T2, RT® 3, FARXT AR HICE
MERZHHMBERTAIE 2R EH 7,294,481 F A7
HwmzAMEE 1% 2 K4 3-

28 RH 2 KW H

TEORKRABEZANRREABR DG S HF KRB L

(Enbrel®)2 R & a &) KM FHF > KA ELFHETHE
KA BLERECHRER/ACEEERB(AEHR A KR
FRM)ZRBEEMA K KR o B KB HRERK
MELE KM ARDZETFEREY  BAFKRPELERE
R BAEF RERFAEBLARFTBRAETUARBRE RS
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RPFEERET FMREBZIAERDOE(ERARD)IRA S F WK
BB R BB TR (B BEKAS)ZHEBEY -

FTXRFMBLEET KB -
iRk Bf 7 L

FiAEABERZEESHMHELKRABEL (Enbrel®) o 4o K
FTHELFZEDTHABRE KRABLABAR TS T8
HFH(p75)EBHE AR F X B(INFR)Z % o sh B i 88 & &
Ry EAMN IgGGL 2 Fc N ARt =R akd %K -
KA BLED B4 EHBEABER KABLEZ Fcatht A
A$E 1gGl 2 8 & & 42 2 (CH2)3% ~ 12 & & 48 3 (CH3)3% &
RME -FCRTAEA—MBRAE LERK-

AN ENARALTRAIBE ALY PIRAEBELE T &
ARERABLZEZRE@B(ERBERALT #Hh&e
B) RCARIRAERNAL SRZIE T B (LD S
REIARBLEATIAL LEHRBT PR LPLARD T R
Bl A E A S RRZ H ik o £ R 4o Ausubel ¥ A%
(1990) » Current Protocols in Molecular Biology (Wiley
New York) - b ¥ F 2 O B HBIREAAFSIREARZ
BEBIANFTEXT B - LEB X0l TAHEHE i
Bl AIREAHAEZBEDTLERZIG @R - & H
BEXw LB (ERBRA)RBG R B 2 i (Escherichia coli
cell)e B4 ARG EEBH®RZXEH €45 ¢ HB101 -~ DHS. a

GM2929 ~» JM109 ~ KW251 ~ NM538 - NM539 & &K 4t & m
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SR DONAZEMABREDAHKR - TEAXABE X0
B3 ({2 A RN )% &8 & B (Saccharomyces cerevisiae) »
¥ B 8 & (Pichia pastoris)R 40 & %= B (Aspergillus cell) o
TRz HephzS%EBEHA CHO -~ VERO ~ BHK »
Hela + Cos ~ MDCK + 293~ 3T3 & W138 - i & & = o
HRTERARELAR R o2 T B EbBl R
FRER/ZEZ)EY KA BEAFATEE LK
ik ERAERAT

BERBRKABBL 2L TEOEMREREY ERIT - F
WA BE LA B NELAN  BloddEoRBERBR
WHRER  ERBBESREREETE S EATHEA
RESLRRAREBREERAABRLERRA K LFR - T
ThmwEZasirH B s ZaRBALT EERE T
A e A7/ B A -

RANE L THERAG o AT R BBERB R M E
BBEX - -BEMHBEARPAENH:  RUAPXAHFHERZ
ibBMmETEAs  aF(BEFTRA)ETEET AR E -
BFRBAETHE  TEHLK - EME HPLC — &1L ® B K
% ~ FF % SEPHAROSET®RE #f ik ~ 2 8 F & 5 & F X # 4
R M (B RABBEER) B R E - SDS-PAGE

un}‘

BB BR &R LR e
AABEREAALZIKAHE

ARARMB BRI AMNERALSY Rt

16
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B E R ¥R KA B L ZK% R ER/ABEAZERE

BOoRETHBTEE 7!‘\7}% FRARBEBEREEHAZI AL -

Ifﬁﬁ‘fﬁﬁﬁ/’iﬁéﬁéﬁi B e KRB R DRI B
LU RZBIOBRBAI MM GAS2th 0 LA K®
BIMNEKABLZERE BB T ABELAEHBER
Bo#gmBRARPEBEREZES - RERERNDF R
—RkEFR R FRARFUALE c KRBEE X I
BRABRPBRYEEHR  BITIHSRABEALCKRTAEL 2 H 6
AR -

HARABBERBIALIBABEIAAKRT B L BAE Y AR

PRI GESABERESH 284 RBE2HEER

7/
AERAXBRa oy T etz kA BELEAK
MEXRELEEA LS I ABELHE - W TEERTH
MR CRAEHBRS -BAUBAARAREECTRAEER
By ARMERAL EHMALARNBEFREELERLTH -
~—MBEATREHER o Nasb WPz Emyr2za
IR IEEBEIESFEIT B MT o BEBTE L
EFYREAREAW BRAGHETTE L - £ F M &%
HE A —RBEEALTTRGER — RIS HE T
Ai bbby AHEE B BHEBEHBUBREEL
HMMREECYTHREZRARICE N T REA -
ABRAZABERILKRPBELAEDY TELLHYH 25
mg/ml £ 4 75 mg/ml KA ®EL ; & 1-10 € & %A 4 B

17
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H1mMESH30mMMEIEEM s RIERERZIE S H S5 E
E%REEA CABFAERAZTE S Y 5mMNaCl; BRE R
BRZESHSEEREME -

AR E2EA > RIALM R EHE X KEERLTILKRR
BEREHYTLERAEE 264 1-100 mM NacCl ; &
12 5SEERME REAZ LAY ZH 1-5FF% £
& B e

AREBA REANTREERAHERKH b BB -
"THEmALS®E HERA T EMER -G h R

EA—FTRF P ARBERBRILKABLARD T A
A 25 mg/ml 2 %4 75 mg/ml R IR & &, BRI 4K &E
L2z RAMEEMN  RER/ZBAZHEHE  H T H4ELH
BABRE BABBILEEARZABLESHIESZH 10 F
% LR PZESMIHEHMAER £ T,ZUT X SEC 7

=
L2

: #HB8OEEREHNISEENREHASE ) £ T.ZXZUT
Z SECH M ‘NN 4 EERRBERE NN I EETRZLR
EHLSE RE T, ZURTXSECHoH P IRAHY B EE
Bk N 6 %2 hk 34 Ev%asmx
pPH & %4 6.0 24 7.0 R4+ #%4 6.0Z2 % 6.6> A &1t
4 6.3 24 6.5-

AR P A ABBEIRBELEEA LS I ARABEHR
$HEEHIBICLRTEBLHERY  ZEARDHBFR
B4 AR

(a) £ ToZ ARNH 90 EE% 91 EE%92 FEF%

18
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93 EE%-94 F§ 8% 95 F 8% 96 FEEF%RK 97 FE%
BEE L RNPHHY I EE% -2 ETF%R 1 EEU9RE

4S8 2 SEC ¥ 5 R

(b) &£ To 2 HIC o4 "E ¥ & HICR W B 2% 1 %57
BMERZEPINRHDIEES - 2FTESR 1EE%; & HIC

BHBEZ%E2XTFTHARZLERNBOEE% 81EFEEY:
82 EE% 83 £ &%-84 FB%R 85 F % B HIC
BV EZE3EATHHARZEINNRH 20 EE% 19 FF
% 18 FE% 17T EF% 16 EE% 15 F 8% 14 & &
%% 13 FEE%; &

(¢) £ Tax HICH A4 " H P d HICE W E & 145
BMERZENINHIEETS - 2FTE%R 1EE%; & HIC

RV B 2% 2AT7THEARZEANBOEEY 81 EFE%
82 FE% 83 £ 8% 84 EFF%R 85FE%: A& HIC

RABZE3IATHEARZENIN20FEET% 19 FEF %

bl

18 £ &% 17 FE%-16 E2%~ 15 & &
® 13 EF %

TXEB PEEHETSEC,~TT,,~TT,,~THIC,~TE
Be®g "R EHR AT A K3, TE L T2, BTSE

3_]°

%~ 14 & 8%

CHAABBERREL R UL ZABE Y AL BRGEHER
MZBBENE T, R T, A5 R T HICH# » £ % & HIC
BB X% 1EATFTHERZENNLYH 1% & HIC R H B
ZHE2RTHEARZEANADISEETSL B4 AN H 99
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EE% BB HICEMBXIE3IRATHERZIE NN 1
EER - HaTHPREFETZIABERTILABRY -
BEAT AR ELARKR  ERERAEHAZE

ABERB T IR BL AR ESEARNL & MBS -
MREZEH g5 htiban

AERZ BT T OB bW BEHB -~ %KD
BHE - RBE R BELErTELZZIHEBRAARLTAZ
BEMERY  ABRBERRL EHAALATHETFTEH R E®
% -

EEHB K pHERFAMEREN BEe&HH AT A

£ BiEL AT BB RFRERSY BT H -8 T
Bk - 2-(BRFPRA)BEATR(Z2)- EHEMAXLBRER
LB AR TEHBZREBAELYS 1 MM 2 Y
IM 2P » BEE4AH 10mM E 4 200 mM o 3k 38 3 #F F
BB B LA b EELEALTHRERAEH EH#E

k)

E—BETEB P BB ABBKN -

—BREFTHRG P BEBLSHZ pHAR N RBEAL N
£ EREE B AREXIBLHYG pHEBKEL£H 5.8
1% 84 zH , AEEZEMHAEYH 62HY 7420 - —#K&

B
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BEALTEBR L2 THE pHAURKR RILH X HE
B PARARE L 2R REENE Bt ARNAEEELEE
e B AT k2 pHAB KA B EWEH T AEAR T
Z HENA -
TACHBAADNBEREERZYST - BAEHAG B
B2 BERURTALELFRERSZIBIRER/RE
PR ERFZ EEAEN - —BRBAEHRE BEmdY
BbFER THFEAAABDRBEMLER > A5
AL B R E R -

E-—BAETRHAT AREZERMHBER B Y 180
mOsM 2 # 420mOsM - K i " B M BB T %452
B BRTR &SRB -
WANEHRBLERIRAGEHBZEREHE(EZRAR
W)BRAB(R I HEE) (Bl F B ikdt kB RH B
B) > B (#l o RAbd ~ RIS RERBN)R/RE(F 2
BRME--BDEBATEBE)-
BERNGHBAH RS - A% - A1 - A1ty
R ELBE N e
E-BETRB P ARHFTRISCHBZEER A
£H 1 mMEYH IMZRE BREM4EAY 10 MM E 4 200
MM LB EMBEFROFRIEHBEAEEE
THRABHEHRER -

TITHREEZBZRBA(FELBHEA KL R X)X E
RFREICSERZTHBFLE R mE - £ EXRL258 2
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MAEBANZRERB a4 - LARKF PR LORY B B
i%é@a%aﬁ,ua BETREHEBER -
BERMBBZIEGOHEERAMRMNE/S LE > B B
W~ HME - Hb - KM LA e B EEE S
W BLEE - B RE - HEAR R4 B AFEaEK
B (4 &k G % g (BSA) - A%E SA & & 4 HA) - & % # & -

R(T M B2) PVA~ 8 &/ A8 4% £ (HPMC) ~ R (49 T &
2R ) “R T M owows o2 B8R (PVP) #E T A MK 4 & (HEC) |

KM ER > B FAE (S PECG RHH)R-F A
¥ BE A (DMF) o B 3R BE » 4o @ BHBEBL ~ L-4K BRBR ~ & &
BR AN ~ MR EE - B AR ER c BERBERRER AL B R v - A
TE  R@EMHB - #i ! Tween®-80 (F L # &2 8 80) -
Tween®-20 (R L # &2 &5 20) ~ SDS~ R L H B & ~ B %D
% (poloxamer) ; R BB M A > o : BB - T B
BBk 4k - BLER4 - BABE4N - = F B N-RLibd - M E e -
BB T (Fl bt 454 ) CHAPS -E A ®MHB -2-0-5 -
HEHBEBERLAEASHFZEMEE -

BAERM B A KBS - LB b KEEE - LR
HEEE S AERE - NE - BEE DA -FhFE
Ea((BSA) A F XA (HSA)-Fwakba 5%
BF ~ PVA~ 8 A A F A B4 % (HPMC)» R (P X & #%) >
A R M w ko @ (PVP) - 8 L & M % & (HEC) s B 2

B~ LB Hh - B OBRBR - H OBRBE - BB OB BEOBR BR
L Bk B -~ s B AL AR A 20 RO AL ESAE 80~ B % b
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¥ 188~ = ¥ Bz N-A b4y ~ 3 £ &k ~ 4% 8 F ~ 458 F -

B+ -CHAPS - E A BB EH R 2-0-B-H E H B LB -

AR RAZAERD YT —REERY B X REERMLE LS
0.0l EE%ZE S EE%ZH "FHAYH 01 EFEE%E 2 &

% -

R A E

A —FRB T ABLARBE -—HLEFILGHZF
E o R Al 9V RELBRIREIALF AR &

8o ETHAALOHEATARAEL AAGEZ
f—BETRBT KA BLRAALAZELS Y LR
ZRILG M ERRZHA G H D& -

- BRET®RE P HEALBM A AR -
TRHARBZAESCMERAOERRAKE LHE(EZFRR
W)VBRBEMEM G X - FRBMEMG X - BAMNFHEX

¥ ¥ # % (Wegener's disease) (A ¥ B %) £ % K &
(Crohn's disease) (R # XM HERK) - B MHMEEN®ENB
(COPD)~C A X ~ FTEMNHEEM -2 - BHY -~ 4
RBREMELEER - TRAERzAa Wt HA i
B R KB E 3 WO 00/62790 ~ WO 01/62272 ~ £ B & #)
¥ 3% £ % 2001/0021380 3% & £ H & #] 7,648,702 B2 ¢ ff
HMZHEBRIRRE HEFERFZBMBE LRI A F X6
ANEXF o
FIRH|EILBEOEMTRATEZEG S G E G (F
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b B S) R A b RS R A N A B A (F %
EFHFTRES > B dAEEN RALKANF
), REBAHHERAREGEZTSRE -
E—MEAERG P AREARME —HLER/XTEWHER
BRUEMB R 2FTE RO A TR AP/ HL
BHAE 2 — AR R S
FTRBEZ285MFTPRIARBEZEHRA LR ENRSF S
RZHBAK - RREREE AT ARERAEHLZIBER LAY
EHRBZIREME - TREXLSEHIHERALBE
B EABAEAT —RBRXBE—AFRERBRAEE -
E—BEREB T RAZEBAZKAEL E LY

M A e

1-500 mg/m?» &K &4 1-200 mg/m?» K &4 1-40 mg/m? & #
5-25 mg/m?

KA THREY—BET > L ETAHH 2-500 % 5 /8 -
2-100 & %, /B & # 10-80 £ AL /A 2 B A -
EBBLABE KR L N THBERBBH
HHERBDAR BN AEREHEE > B4R 25-100
ERA/BZEHRHEBRSFBHXARRIAMRUALE -
EH—FHRB Y BHZEHBKEBEAA 80-100
AIB 0 RE A H 80 F /B -
|2 THB - ERBRMREFEMBw 2 2 8 #F)R

hic:

£5'3

B

E—EBEESE T - BdERELT(SCES RZ A 25
mg/ml £ 75 mg/ml &K A & &
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E-%2HFERAT BAEV-_BzHMEERE—Z

I
ey
4

G

b
e

BRHEESLHY 100 mg BRBUESHZBERAS
KER - THELEFEREBREBEAUAFTENETRR
HARXTERZBREK  TERBEZFTE - HN R
FEZH(MARE 17TR) BCFRTELHEKA 0.4 mg/kg
ZESmg/kg A BBEZHE > HB—-RFX

EA—FHRH T AFHZLBEBERY TUAHRLE AR
WA ESE AU BBEasbhzanrBegbhsdniigE
Ezar BARBZAABAEHRE -

BRAL Y TURE R BEAVAREXRTEZEHFAL
R EEASKRR R E-—BEETRH T » AARB/ X
BRIXRTEA A 2 HERAELEREAREZLF —FHBA
R AR FHBTARAAEAIBRR AL WX AT >
AT HEE - F—FHBTHEARB DS Z
— o REFABHN AR RERA

BARBEZIBREALSYTREREIAER &8I
BB ~8D S BHEFT -8R -B8EHB-BEBER K
N~ 8k KT ~ KRN >~ FBBKAR > A > EN
(intraventricular) ~ BE /MW ~ A E MW ~ H R Z & -~ LA WX
HoRBERNIFRAHEIEA -

AEAZBE DOV ALBANFERRE THE
T oM AAN > FRA - BERN - BEEHERN - BN F
BN BB BENR/ZAPEARE - FEHRATH R
AHRRERERER  ANEIHZBERaLHTUE

25



201325611

BHBHER Bl EXRTRESBEES T AnE
ARE - B CHERFSRMBYERE T AL ARHR
Rz R EabhWBRANERARLENEAF ERZA  #l ko
Inject-ease® ~ Genject® ~ ;x & % (#% 4 GenPen®) s R & 4t
# B (# 4 Medilector®& BioJector®) o K 8 2 & & 4
YN TANEFERZKLE Tk - F 4% A Langer>
1990 » Science » 249:1527-1533 o

Rz B Easbh R THARAEFA E A - LE K
BEERBARYD TEBEAA(B LR TXMAAR)XE S
LA MES R\ - B RelmT P ARMHTHUT
B BAZRARBRANEDYE (B 2T HELZH T I

zZHRK)REEFREBE  REIMRBEHEDH KX Flw
ZHBERY K -

BRE oML ERTATLAE —REBLEEFTHERSY
zZEmBAGIR - CERITBREEFER - £ AR
Y TREETLAEAFPANEIHZERBER
BERYZEIHE EHBETHARERAZ

EF—FHwblY ABFRGHAZTAREZE BS54
ABFRALANBEE LAY  AHNBEBLADL T SRR
ETEREB & f2—KEH 005 BWA/EHESH
20,000 . L/ E A (ug/m)KkEHEHZHEN - &4
THAEEZBRAZE |

AHRAEF B ENRTESNY  BAREFSHEX
BB RHR G LARBMERMH L ATRLE T H 2
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REREARAM -
K

AABERZIALZKAAS

BREBFRERBROAAREEBEALZIRABLHEY T
BEYERTXHEXREAREH R B R -
HMELERARY A ZRI R AR EHRAE
ZE - BUFASLSAMNEDERREN AR EHR
ZREABBEIBRMAEE Y BHHBENARLIB BB R
FERDEHGERLEIBTFARANERKRY  BEEAMIE
By oA 1IMAGALMHMR/R LM AL &M & %K pH
BERAGEBRARY pHE B Z L FmE8TFRER
KARMBEHERBBELAZEERBS  BEAATABLEEZS
B R OE N E M MO SR (% & Thermo Scientific
Slide-A-Lyzer MINI i # & 7 10,000 MWCO)¥ » # % # &
EHAACTAEMSARYEHRERS 12 )65 - BHEHY
GEEHARABRAZTOTERBH T E R RN 1000:1 -
EREAWINIBREAMAIEALEARENE B E BN
FBEDEERT L ACTHRRANS 1208 - BEHMHH
hRT BB EREE AR BBERAEG A E R
G B RE - 4 A 8 (#4 Amicon Ultra 10,000 MWCO
BORGERIR/AAAERDEERFABR T T EE A
BEPRERE

T A B e R B d R M E Ak (SEC) # 4 SEC
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(dSEC) ~ R KB X A4 R B # & (HIC)~ + =% XK

s

BR 4M
L AMBBERBEBE K(SDS-PAGE)R e bz kB8R
Mo AR RAELEARAEAYFN A HWFENRTE G N SR
fo 4 R E A - '

Rl E > RTHME B2 HAMHEN Hawe & A >
Pharm. Res. 2011 »28 :2302 & /& van Marrschalkerweerd
% A » Eur.J. Pharm. Biopharm. 2011 » 78 : 213 % o #§ f
W — BB AL TR R SRR THRBEMN K BHAX
THRARBRMHERT R EARBEN-RAKEBEREE T X
Z HHroe

RfE@atshBRRERFRMERNEZIME - F XA R

ZHEFEnoMW RS KR -

(38 &4 1:17)
R’ RE
RARTEL(EERS) 50 mg/ml
B4y 0 pH6.3 (&5 MH) 25 mM
KRB (& 75 1) 10 % (w/v)
(B &Y% 2:10)
R R
R BR P (5 MRS 50 mg/ml
BBk 4y 0 pH6.31 (875 1) 25 mM
KM BE (& 75 IE) 6 % (wW/v)

(A B4 2:11)
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R R
AR "L (FMHERD) 50 mg/mli
Gieh4n o pH 6.3 (& % 1) 25 mM
RNiEER (&G M) 2.5 % (w/v)
BAE(RIZFMERD) 5% (w/v)

(A B 2:18)

B 5" BE
KA E L (FEMERS) 50 mg/ml
HiEgdn 0 pH6.4 (BIEM) 25 mM
N B BE (T MH) 2.5 % (w/v)
£%B(ETMH) 2.5 % (w/v)

(38 B 4 2:19)

B RE
WAL (FMERD) 50 mg/ml
BB 4y 0 pH 6.24 (&5 %) 10 mM
A EE(8 B M) 2.5 % (w/v)
£&R(RTFMN) 2.5 % (w/v)
NaCl (& 7 %) 2.5% (w/v)
ERE (8T H) 1% (w/v)
T # 2
Bk EE

B 1l ik o —FAELBEBRN O ST E
YA RHBB R UARERLEEAMDRESHLE Z alp
WAL R ERRIFBLEHRASZT G2 CHO i i 9 4b 2 &

AT R RABEXLEANM(KEZ @B ER)E L EEN
BZRABEUARRAERTBR/XTEE KT E L U
REBEZRAY Hosr T aETRAMZIUEZ

29




201325611

B ERETFREBEERFA -

TB2 MbhAEHX UKo FZXERELEEE A
RPOETREHLESTHR 1 PHEEFOAKREZIT DR REEY
BITMRPDONREN - BEHEREHRKRY 8% FTIFEYH A
CEEHRBRIRAEBE FEHEKBZRABEL » &/
REHRBR/BAEH B 2RI BLEZRER KGO Y
hEEAREOETRAEH  HEALZTET ARMER
it SRR EMANE pH 3.5 BERTRHRERFTALS
B AmHEARAFTIZE  HAEHAGE pH 5.5 H F U
B FTAEATEBRREBE S & —F F1i -

S B 3A REMAGETIBEMNE R 31.8L (45
cm B & x20cm /R &5 )3 # K GE Healthcare Capto MMC &
WEHEAGICLEX SR 2 PHRFXEH - £4E A XA
EHEAHR 2CV2SmM L 8 B (pHS5.5)F#H B A 2CVO0.1N
NaOH 1 M NaCl 5§ % H X 2CV 25 mM Z & % -0.7 M NaCl
(pH 5.5)% fo o 4 2% (% % 4 & 8-10 CV 25 mM Z & % (pH
SS5)F#HMAEMRERA pHS5.5 & 3.5mS/cm A ik A WFI
HEXTH22EF8E ALHBES6mMS/cm> B £ & /&
BERAMNERES 1S5g/L A A XF R £ 200cm/h 2
B ETHEEHEUNGFE 6 28598 - 8 K%
L2 CV 25 mM 2 & B (pH 5.5)k #& % 4 - # 2% A 8.5 CV
15% % 85%# B % 25 mM Z &  (pH 5.5)% 25 mM C &
% ~0.7 M NaCl (pH 5.5)5 8 4 - & 0.15 0D (A280 1.0

cm BERE)HBKRKEED  BA S50%% F AEAFLE R
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WE cEBREBEARYSCYVe A 2CV1I0mMMTris~ 1M
NaCl (pH8.0)8a T HARZBL AN R T EH B FFE KA
Millipore Opticap XL10 > 0.22 u m Durapore B & & & %
(069 M )BE B A RSB TR EY - B AKS BZ
EVWERESTRLABZIFZAE AHEH 70%2 8 K %
P 3B RABEKAELBFIKARANE ER 27.0L (45
cm B 48 x17 cm K % )3 % K GE Healthcare Capto Adhere
B A E AR L i — */F—*Mt_i—_sc*ﬁ%.mﬂrﬁﬁ Z A4 ok
AZ A &4 44HE 2CV25mM Tris(pH 8.0)F # B M 2CV
0.1 N NaOH ~1 M NaCl 34 % "B ®4 2 CV 25 mM Tris (pH 8.0)
PARHREPE c EAMBEBRZA  FAHR 3CY 10 mM Tris
(pH 8.0)F # - & A B % 0.045 kg 1 M Tris (pH 8.3)
% E X % B 3A 2 Capto MMC & 3 % £ pH 8.1 B WFI»
N 138K NABLEXTBIAZEAHUBLEEZAG S
120 mS/cm R pHB8.0 - # ¥ WA B MWEELEANERES
15g/L3s A A28 - £ 170cm/h 28 % ETHMEE &
AT E 654 FEEM - AR 2% 0 X 2CV 25 mM Tris
(PH8.0)sk # & 4 -8 2 A 10CV # E (20% % 90%) 25 mM
Tris (pH 8.0)% 10 mM Tris~ 1 M NaCl (pH 8.0);x & &% 4 -
#£ 0.150D(A280 1. 0cmBERE)HMBEKEAEY B A&
25% % R AR R RKE - BHREHES 4-6CV-FE AT
ERRBESBRELZBEAY BHBEURNCLFKXNEFTRHE
BERMAORBESH - BFH 3B (OHRLKBEFARAW
MRBESR)ZEED TR E A KRY 68% - £iBIE S K
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ZHERMNZEHDOREALHY 75%

A BRLETH TR ZIRLBEE DS HIC
Bl ERAEARNY 0O FEESEHRBLIRABELE  wiEd
HICR £ BA NN SEEBREH B2 RABLEYY
#dh HICOWMEAFAIRY 3 EESTEHE (R AHKRR
BERKEHPH TNFR FH A E) Riofhd RT3

R EREELAERND OIS EE%T LS RIEHIEZ
KA E L esE
WA EEFEDZ NN

A. B R T HBEE

BN RRBREZH &i%% & (bio safety cabinet)
L REHZHEA RS
RERERBEREBHYRE R BRABLAGRD X
HABBEIARZLAZRREZBY 1mL REDK T - H
MHEEEEBTEARFALAGBESRS - B ERHF DK
MHEBERBIETY HYAELETHRBARARBILES F
(1) 40C TFwmB AL 25C FTw#l - £ EMBMARAE
Yo hRMBEREIESNERS "T, B TTagc
B. R 3mE # %k (SEC)

PR BBE LXBRTZIKRAE

A R+ HmBHE(SEC) SR BRME WK H(H F o4
MmR T BRI AXIBTZIRIPE L A

& 4% ( % R Rogner > M. (2000). Size Exclusion

Chromatography. Protein Liquid Chromatography. M.
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Kastner. Amsterdam » Elsevier. 61 : 89-145.) - % # & L .

MR B LR AR AR RERTFT XSS SECF
kM B % % 4 K ¢ (van Maarschalkerweerd » A. » G. J.
Wolbink % A :» (2011). T Comparison of analytical
methods to detect instability of etanercept during

thermal stress testing. | European Journal of

Pharmaceutics and Biopharmaceutics 78(2) : 213-221) -
BHEGRHEHREABEAHAESA SOMME RSB -G MR
150 mM # Bk B -4 A 1MHCI 3% pHE B £ 6.5 F1 A

S &34 A Tosoh TSK-Gel SWxI 6 mmx4 cm guard # 4
(B 5% 3% 8543)4% 1t i 3 » Tosoh TSK-Gel G4000 SWx! 7.8
mmx30 cm (B $k 3% 8542)i 4T - AR IT o 8 B ETHEAB
FEHRQ3C)E B A HH R EH 0.5 mL/min 2 % & 48 F % o
R B SR EHSHUHSOmg/mLIRI & L A &M EH
VgL  BE 30 g4k 05 EH/pEZIANGRET
ER e - AP MA 280 nm 2k ETFTERE TR
B

C. RI#HMBEMNERMBZIHS

FiF A % 2 ¥ 14 B Chromeleon #: 5 (Dionex)i# 47 - £ #
XA BAARMBHRBRERAEGRAEBELZIRERZ
SEC R #HE - MAEM A 12 o4 8 26 5 48 % G 5 R
Z T BETLEAUNZERE - FAABZEN R
@ A X A 0.05 mAu * min - AR ER R 2 = 4 BUR MK
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BREO0O0LI MAUR TS H - R FHEH ST EF & A o
BR-@mIS TOHRGAMAEBRRMEZE - F — » &Kk (&
ZEHER)AGAHAAKF - F = HEAR2TEMER
HARMEBAGKZIEFAME RBRHABAKLEGIRARX
BETHDBEZER AHFEIMDHFZRERGCERA

£ 12 54 n gtz Bk E (mAu) o
D. KA & £ W 2 SEC & 3 4

A LMK B E BB SECH P |3 B =% SEC
RV EBMELNUARR - Aot Edmik i SECEFREKE
BzZXAEAH (WRATHESZERTEBES> TP 23k
£ BEHERIIBEZAERAEBL TNFRIFCBA X B X
REBOBZ ) TELAEAG(TXAE " RE4H A RERS
E) RQRAXTEKRA®LE TNFRRFCRAEAZERS E
(Fx#H#E "E84F, 2 "TE#8 ) 3)7T R &K
BESsFXT—BREIREHFBAOEENL BT TNFR:
Tt bEaAI oo g /e ERER BAAEST
B8 ExMASEAEZ Fabip 2z —F i d SEC A
BREARZRABRALTG D EH AR K 3 £ &I SEC &
W BRBRENRER AR BEEREE B
h#& 388 -

LT RETH B LAz SECHHRAETZREH -
EBRRAK3IZHHEE -

k1
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B 3 > SEC 4 #f

EE A ICANERRNREZELEETT N1
To= BEmMUHLESCTLAERLL 24 MR H#H -

T,o= 2 A40CTHAE-—BZHARY
T,= A A40CTFTHERBZHERD

W EL 5% to t: t,

# 3 Enbrel (tb2) 98.81 92.58 87.64
[1:2]
1:17 98.02 93.90 87.53
2:10 98.09 -- 87.56
2:11 98.10 .- 88.03
2:18 98.10 .- 89.19
2:19 98.19 .- 89.63

& N

R E Mz SEC o #F

P B S5k to ty t,
7 ¥ Enbrel (tL3%) 0.09 0.59 1.02
1:17 0.31 0.70 2.17
2:10 0.29 -- 2.57
2:11 0.31 -- 1.68
2:18 0.29 -- 1.53
2:19 0.26 -- 1.24

* NI
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A& 3z4#
%Qa%%% to ty t,
 Enbrel (Lt

W X En ( 0.00 3.30 6.29
2 )
1:17 0.00 2.33 4.10
2:10 0.00 5.10
2:11 0.00 .- 5.68
2:18 0.00 4.24
2:19 0.00 4.34

RAF B L HE Y X HIC o 0

TG AHH LR ER KA 7,294,481 (X3 A& H
XBARXP )P —BBEZF KB HICEH & to(&
5CTFHMB 24 Mo R)RXAL 25C FHARBH(L)RA
25C F#f 4 BHPEHA - AFAEHAZAE Y X HIC
R¥BF AfEHCEMHBEFZELI1AT &3, REH
"THRE3 AL BER EXAESECEHIHBIFARR
Z SECRMAIREE % 2 A4 bt X £ SECEHE M R
PREZKAEEEHR B4 3 634 X £ SECEFH
zHHTREAZ"TRER  -BRE-FHER - o AT A
Ao N1, -T2, RTE3, FHEAHEEREA
7,294,481 (A3l A FABARXT)IZH 4B T RAR
BRZ HICH 1~ % 2R %38 H#K -

BHAAZZLZERBAXHABTZIAFTANT H
RELERTERBER AL RAZIALTHES - 8K
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BRATERAVAAEBEAFN TH  KAEHAXEEES
RA#EHEAT I HEARBEF -
(B XM ERA]

')

(€T AN D

TN
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+ -~ P EF S

1. — # B XTI AMREBE Rty HosRFBEL
(etanercept) R ¥ H LKA B L 2 XA/ T M ~ 2 EF
(misfolding) R & B/ MR 2R E A PHZRBEH S
A ¥ B R A BB R £ 5 8B (meglumine)z @& 4 -

2. WY HEHNERE 2820 sH HE—F 04— &

FRHEALEEHER KA EHBARBEZIEbAy -
3. WY HEANKBAE 2Bz 4 EABFAREREAR
L aEbE B BEIINBEBBRENRANTEY —F2ZRHAHM
1F AN

B My R T, % TaZ A TF 2 SEC 44 @ KRN 90%E 2
TECIDRAIEERRERLSE RAINHYSEERA
H3%E AR

£ M3 T, R T2 HIC 44 » £ P d HCRBHE X%
l&Z T~ RZENNH I EES B HCE B X%
2 A THEREARZIBEAY 80 FE % A &% HIC B #H
Bx®3XFHBBARIZENINH20EETS -
4, R FEANERE 2FEZHEY EABFTAEXEAR
LE BB MPEEDESH 25 mg/ml £ 44 75 mg/mi
KA BE S RHHNBERTBLEZ AN RER/ZHK
BZEXE BT HBIBARER  ZABEHEIEH
RZBEEMZTESH I0EE% LA FHZ ALY ZHK
FEH B My &R TR T4 Z T2 SEC 447 0 AN #E 80
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EEREMRLE NNNIEERRERLSE R P Y
6EE%XR KIS E BAEAFZpHMEA 6.0ZF 6.6

5. WY B EAAMNER R 4Rz mAY B3 H B AEND R
TR FRLETH

(a)f2 M3 & Ty ToaZ X F 2 SEC 5 4F ¢ AR #H 90 &
EXRERLE RNINNYSIEERRERLSE R

(b)#£ M3 & To & Tax HIC 54 - H & & 3 HIC B 4 B
2% 1 RATHZEARZIBZEINY 4 EE8%: &% HIC
B BZE 22 THHRERIZEANHNBOEEYS: B
BEHCENHEBZEIATHZARZIHRENNY 20F
E%; A
6. W FFEANKEBDE 3Rz LAY HEAFALE MsR T,
R T4 Z HICH# » AP dX HICEB A B 2% 1 %7 & %
MR ZBEINANY 1EE% BE HCR KB 2% 2 %5
BMEERZITEARNY 95 F % B i HICRE B 2
B3R THZEARITEINNYHY I EETS -

7. WP F RANKLEE 3 RzabH HO4LH: #H 25
mg/ml 2 & 75 mg/ml & A &d L ; 4 1-10 £ & %A 4 B2 ;
H1mMZEH3OmMMBEES S A A ERZES 4 S5 E
EREEH CABEAERZE S 4 100 mM NaCl; B #AH
NERZESHSEETREME -
8. W HEHMNEBRE 7THzasY L4 4 1-100
mM NaCl; ¥ 1 EE%ZEZ 5 EE%E 4 LHP%IELTH

E-S L2 EARBMEMZIH LIS EERGEER -
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9. W ¥ BH EHNELEYE 7 HzxabWh Has 4 50
mg/ml KA BL 4 10 EF E%ARHEE R 10mM 2 # 30
mM B84 EY AR IBHRAEN £ M3 T, &
T2 ZMUTFTZSECHM  ANHYBSEESEMRSE -

10, ¥ S &AM HRBE 7 Bz bHh a4 4 50
mg/mli&K A @ L ; &4 10mM E 30mM Ei B 48 5 & 1-3 &
EU%ARMEE  RH 13 EETRELEEH  EF R ABHZH
AR £ M3 R TR TaZ T X SECH 4 ¢ KA # 85
EENERLSE -

11. W FF EHNEBE 7 a2z b6m Hees o 4 50
mg/ml 4k 8 & & ; £ 10-30 mM B Bk 48 5 & 1-3 & %K
WM RH 1-3FF%EEH L4 1-100 mM &b A
B 1-A EF%ER AP RBARBDIBFBREN £ M3 R
TR Ta XU TFTXSECHA + ANH BSEZRERESE -
12. w9 F EHBEEE 7 Bzabddh Rast 4 50
mg/ml kM EBE & 6FEFTRARBEE, LY 10-30 mM &
B AP R ARDIFHAERNR £ M3R T3 To2 M
TXZSECH# ' ANH B EE%ERSLE -

13. w P H EHEBFE 7B E4H H 844 50mg/ml
AL E L 5 4 10-30 mM B BE 4N 5 4 2-3 & B %K B

BE SRERE  EFTZHARDZIHBREN £ M3 R T, &
T4 ZMATFTZSECH#  ARYH B ETFEREHRLE -

14 ¥ HF FAHREE 3HZE6H H3] &84 8ENU
TXRMHEFRIMNE £ M3 T8 Tax HIC 547 0 K

3

L3
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THEHICENHMBZIE 2 AT BARIBEARNRE
¥ 95S EE% BAFT X AR HICER W E LG A% 3
A E3IRATZHEARZIZENNXRENYHY 1EES-
15. w FHF EH BB E 3Bz 4H ) HE M3 & T, %
T.EABEFRAABBFIYH 10,000M@MR AN S5 umz
& 9 AR A (subvisible particle) °

16. w FH EHREE 7 Axad¥h HYEZHAEER
B RAGEHERAG RS  HEBANLKESE - &
EME A GRS R bR R

17. w ¥ F EA KBRS 1B284% AR H KK R
EALEWHE  HRYyZadtdhiE MaR T, T3l 8 H
A-xm AT EA R FREN:

A X FTEMN (et PREH  EBRRA
H3ZEN SECHH(ARAETTHAEZR)R(IINZE &
WP H BN HICBHE 2% 18 2 % 3 24%2
4 HC oW (oARNAEFmMmER) BEHAEAHAZ
Enbrel®4f € 2 % E R A B L 8 F% Rt EMH R

(BYHICER A HE » £ F()E 3 X HFAEARARLELRF L
B(i)E 246384 h2# 95 FEF%ALE ARERASH
B R ERZI S SECRWE  RZERSEZESES
W2 B #H 95 F %W SECE W B -



O

L o (|
%;& BA -% ;F,J 29 B g

TXRAERRR(102 £ 01 A7)

(AVNAFTHKX - MA BHEEEH XERE>EIRAE BCHFPHERLBERALE)
X W IHEIR 1 101138567
HKTFHBH: (o) 10/8 XIPC 48 : A61K 38/19 (2006.01)
< ' P61 49/10 (2006.01)
— ~ AR (Px/EX) ALIKI/ /o8 (2005 01

A R A5 EF45 T AL 2 AR AR 7 & 35 B4 /ETANERCEPT FORMULATIONS STABILIZED
WITH XYLITOL

Z P BRI
AEARBLABAAN KNS FKRIT BB L (etanercept) 2 & &
b RABEARMEB RS- R EadbhzHhE %
B HFERAE2zZE@H -

= RXERMBE

The invention provides stabilized aqueous pharmaceutical etanercept
compositions suitable for long-term storage of etanercept, methods of
manufacture of these compositions, methods of administration, and kits

containing same.
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