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# 8. 25CILBIT 5, HMADKERBTRZ ST/ 4 I 7 —(biosimiar) AVASTIN(E 8
) (200 5mg/mL, pH7.0)D/KIEH DRs

JP 6463581 B2 2019.2.6

Fil [P A A D M) HEE(cP)
PB 0.25 968 £ 0.9

NaCl 0.25 121 + 8
FAF = HC 0.25 832+28
TAF = HCl 0.3 71.8+22

J i HC1 0.25 13742

BSA F RV T AR 0.25 133 +3
CSA T MU 7 A8 0.25 557+02
BSAA 0.25 753+ 04
TEEBT L= 0.15 522+05
TEEBT L= 0.25 51.4+0.5
CSAA 0.25 485+1.9
CSA ~XH A % 0.25 66.0 £ 0.7
T COSA I F Y 0.25 85.5+5.2
Y OSA A H Y 0.35 656+ 16
CSA B3z 0.15 60.5+ 0.6
CSA B3z 0.25 75.6 £3.0
CSA B =F % 0.25 724417
CSA VAFNEATL 0.25 474+13
CSA VAFNERTZ T 0.35 517409
CSAL 0.25 549+ 09
saaFF 74T AFZ 0.25 1045+ 65
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TH VAN RR— N T A= ok 0.15 77.1£0.3
TH VALK R— N T AT 0.25 105 + 4

MSA 7 ¥ =1 0.25 93.1+09
MV A VIR BE T VR 0.25 15945
h s RV D S 0.25 118 + 1

FEETE LD NaCl 3 H CSA=H > 7 7 — ARk, BSA=-31 ¥ R LR EE,
MSA=A & L Z)VR L ER, PB=Y L BBIEETR
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£ 9.25°CICHBII3, 0.1ISM OB EETAESDIHIC, ERLGLERN) T
YIS—AVASTINEZEEH ) H7.0)DAK B EORS B

A YIF—
-1l AVASTIN] HiFE(cP)
(mg/mL)
0.25M PB 220 213+ 10
0.25M PB 200 96.8+0.9
CSA-ERZTIY 212 64.5+13.1
SO A BE-tris 219 109 + 5
CSA-4-PI/EUTY 229 86.4+ 1.1
Hbay -tris 221 15145
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* 10. 25°CHLU pH7.0 ICBVVTERELE, 0.25M O CSAL 280FEEE

Faty, M2

I5—AVASTINEEBER)FLE TSV F AVASTIN(B

B)E205£5mg/mL EFTS, KBHEDIE

25} NAFAZ5— TS5V K AVASTIN(E §#
AVASTIN(Z 4§37 E1E)(cP)
2)(cP)

U BRAEE R 96.8 0.9 154+ 4

0.25 M CSAL 549+09 46.7+09

CSAL = huI77—AILic BB
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£ 11. 25°CH LU pH7.0 [CHITD. BRAGKHEEBETRESE., /MAD35—
AVASTIN(B BRBE R DK BROKSE

EVAVI- IR
Al [#ll. M M. cP
mg/ml.
PB 0.25 220 213+ 10
CSAL 0.25 210 63.0+1.8
CSAAPMI-2HCI 0.25 210 409+0.5

APMI = 1-(3-72/ 706 I)-2- A F Jb-1H-A ZHY =)l
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F* 12. 25°CHLU pH7.0 [CBITD, BEETHRESYS. 228+5mg/mL O3

AT VI5—AVASTIN(B B DK BR O E

FIDRE
#il *5FE(cP)
[M]

PB 0.25 397 +2

CSAA 0.25 116 £ 2

CSAL 0.25 113+ 0
2ILRYUFILBE S PIL XY 0.15 816+ 1.7
ZRYUFILEE YLy 0.25 73.4+ 04
CSAAPMI-2HCI 0.25 71.8+32
CSA F73I-2NaCl 0.15 83.7+£22

APMI =1-(3-73/ 7AE)-2-AF)-1H-A S5 =) CSA=hUI7— 2Lk B
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£ 13.25°CIcBH3, 0.25M OBEETHERE, )T1F V35—
ERBITUX(ZZEE)(222 = 5mg/mL., pH7.0)DK B HOKEEE

il HE(cP) ETE&E

UUBEREER 1130+ 7 1.0

CSATPIF_Y 525+ 1.0 21.5

CSAUYDY 109 + 1 10.4

BSAPIF_Y 534455 212

BSA YLy 126 + 1 9.0

NSA PIF¥Zv 69.4 £ 0.6 16.3
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& 14. 25°CICH33, 0.25M OBEETHES S, M4 V3I5—
ERBITUX (2 &FE ) (222 5mg/mL, pH7.0)DKBEDIEE

#il $EE(CP) BETfE=x
UUBEIEEE 1130+ 7 1.0
CSAA 525+41.0 215
CSA FMJS L 393 + 14 2.9
FIL¥ = HCI 453+0.5 24.9
CSAL 109 + 1 104
J,2 HCIL 128 + 2 8.8
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& 15.25°CHLU pH7.0 IB33. 0.25M O) BSAA EELFEFSFHL.

224+ 4mg/mL D) 41 VI5—ERBITUX(BEEIRF=ET5VF
ERBITUX(BEEHF) DK BADKE

# MAYI5—

HE(cP)

75 R ERBITUX (&%
ERBITUX(ZHEIE)D EIE)DFEE(CP)

1130+ 7 556+ 20

UVEREER

0.25 M BSAA 53.4+55 441+£0.5
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* 16.0.25M O CSAL FELF I EFEL, N1TVIS—ERBITUX (B R

BREEFTIKBECOWT, Y1 XERIOT NI F71—(CIDBELE.
4°CT 90 B, BE L&D, 3V E REHRT LR

al# %E/V— %8 wEEHE

Smg/mL. DINAFVZ5—
ERBITUX (& §£551Z)

99.0 1.0 0.0

0.25M @D CSAL &%, 210mg/mL
DA AI5—ERBITUX(Z 4R 98.4 0.9 0.7
)
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# 17. 25CRB L pH7.0 IZBIT 5. 0.25M O¥EETH 2 EF T 5. REMICADE (&R

DK DR

[REMICADE( L (cP)
BRI _
PB | ArgHCl | CSAA CSA BSAA | CSAL | SSADiArg
{mg/mL)
APMI
1557 486 + 53.7+ 563 + 923+ | 953 +
22246 559+18
+22 34 93 27 14 1.1
513 & 19.1 + 317 & 267+ | 274+
166 + 4 110+ 1 271403
15 0.2 03 1.2 0.2

PB=U EEEEEE  ArglICI=7 L ¥ = b HCLCSAA=H 7 7 — A NIRRT ¥ =
Vi CSA APMEED 7 7 —ZNAR A 1-G3-T 1/ 7 B2 AFAIHA I XY
— IV BSAA=R U ANVR BTN F 2 CSAL=H 7 7 — RILIR Y
8SA DiArg=ANAHRY ) FAEEY T NAF =
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#* 18. 25°CH LU pH7.0 [CBVVTHE UL, BRI GTRED CSAA DFEET
T®H, REMICADE(Z & §)(215+ Smg/mL)D KB HOKSE

40

[CSAAL M) #5E (cP)

0 1557 + 22

0.20 81.3+1.0

0.25 53.7+£93

0.35 382+0.9
oooOoOoo
0000000000000 000000000000000000000000000
0000000000000 00000000000000000000000000a0
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F+ 19. 0.25M O CSAA EHVWTHAEL, 4°CTHRELEHE,
REMICADE(# 3 4%)(227mg/mL, pHOKBRKICE . L EOEIN

EHF O LEB)EBMBEEINEL,
BH %E/N—
L34 99.9 + 0.03
0 99.7 + 0.07
30 99.7 + 0.04
100 99.9+0.1

Ooooogood
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+ 20. 0.25M O CSAA EANTHALL, 4 CTRELERD,
REMICADE(Z B #)(227mg/mL, pHNOK BHETIE . EETFTHLU

hRESHEE. EBRICERF/BShS
%iEETE
BHE $5FE (cP) -
(ELISA)
0 652+0.7 105 + 14
30 622+ 14 98 + 12
100 n.d. 101 £5
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F 21. 0.25M O CSAA EHVVTHALEL. ERTHRELEEROD,
REMICADE(# B8 (219mg/mL, pH7)DAKBRICIE, ZAEAFDOIEM
(EFEOLE)EBEINEL,

%E/V—
BHE s 0.25 M
CSAA
0 997401 999401
4 99.9 + 0.1 97940
7 100+ 0 100 £ 0
gooogod
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% 22.0.25M @) CSAA ZRAVWTHALEL, ERETHEELEERD,
REMICADE(Z28E#)(219mg/mL, pH7) DK BE TR RARBSERIE
#|MLTIS

Vil (AT L TIESR

1E)
HH
0.25 M
{
Bl CSAA
0 100 + 12 88.6+5.2
7 100 + 28 114+24
gooood
goooao

® 23, FREIENERELTRELE REMICADE(E BRI, 4°CT 75
B, fELEEICEERLTE, BLMEERIUE/T-SHREER/LT
Y

HRE LB ) FHE. P %E/Y—(SEC)
0 65.2+0.7 99.7+0.1
75 59.3+1.0 98.9+0.1
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[HERCEPTIN(Z HEE(cP)

)
(mg/mL)

PB ArgHCl CSAA

BSAA

270+ 6 400+ 4 179 + 17 96.7+4.7

254+3 172+ 5 116 £24 780+ 8.7
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* 25. 25°CH LU pl17.0 ILHITS. 0.25M OISEETHIEZEHETS.
TYSABRI(BZERK)DKE ROKE

[TYSABRI( ¥ (cP)
FREE)

PB ArgHCI CSAA BSAA
(mg/mL)
276 + 8 255+ 5 972 +57 929+26 n.d.
237+ 4 182+ 6 523+ 45 471421 n.d.
230+ 2 n.d. 37.0+£0.1 n.d. 349+£13
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& 26.25°CELU pH7.0 ICBI1D. BEETHESD. NMTUIS—RITUXANEG
BEEOKB RO E
Arg Arg SSA SSA CSA CSA CSA
PR _ _ CSAA
[RITUXA HCl1 HCl | diArg | diAPMI Na APMI DMP
N(EF §%
= 0.25 | 0.25 0.45 0.25
ﬁﬁﬁ)] 025M | 025M | 025M |025M | 025 M
(mg/mL) M M M M
636 | 999 868+ | 683+ 466+ 78.6 £
21344 211 +£2 | 1034+£0 161 £ 4
+32 | £50 1.8% (0.8%* 19 2.0
251 469+ | 44.1 + 76.1 + 784 + 387+
202412 nd. n.d. n.d.
+1 08 0.1 13 03 0.7
* [RITUXAN(B % E1E)](d 220mg/ml. THS
DMP=UAFIERT Y
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* 27.25CHLU pH7.0 [CBFS., 0.25M OREETHEEE.

VECTIBIX(BBRBEHDOKBHROWKE

[VECTIBIX(Z 4278 HEE(cP)
#)(mg/mL) PB ArgHCI CSAA
291 +3 328+ 12 n.d. 162 = 1
264 n.d n.d. 443+23
252+3 803+33 362+1.0 274+12
23344 38.7+1.8 247413 262+ 6.5
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ARZERRA(BBRER)OKBROME
[ARZERRA(Z 8} HE(cP)
I#R) ] (mg/m.) PB CSAA CSAAPMI
274 £ 10 349+ 2 125+ 7 98.9+£0.7
245+ 4 120+ 4 n.d. 53.6+06
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W HE(cP)

A 8 F AR EEEH(C&P) 62.3+0.1
Fo7 LD OO

- 53.7+9.3

FE5H(mVROC)
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F30. 2 2ORRHEEHTRE UL, 25CB IV pHT.0 BT 5, 025M @ CSAL &

DRBLIVEELWH <7 KR ORE

L (cP)
[Hr<=ina
7V
(mg/mL) A 7 <A 7 v
C& C&P
RERERT RREEER]

CSAL & CSAL &H

110 3.81+0.19 266 +0.01 n.d. n.d.

170 120+ 0.6 11.0+£0.1 103+1.0 10.6 £ 0.1

260 167 £ 1 161 +£1 935+12 35.

n
[
-+
o
%Y

310 369 £ 1 377 £2 223 +1 203 +£2
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® 31. RRGT—-VO#CENIMLUE L7 REMICADE(R SR ORMEK
BAEOEFEHARYE
[REMICADE(
#i BEBEWICCPT #Hoy—-Y  %®/7— I IIHN
DEEEE)
STUVAIL!
'IJJK_:&: 98.8+£0.0
%RU na
|
025 M O?J 220 (1,500) 27
VBRI o | MLsgE .
BTERH -
31
ik
;1] 992+ 032 na
0.25M 27 99.1+0.0 21.9
CSAApMI | 230 (90.8+84)
29 99.0+0.0 30.4
31 99.0£0.0 38.4
VU WAL
;1] 99.7+03 na
025M 27 99.5+0.1 18.4
CSAA 224 (60.9 + 1.1)
29 99.4+02 24.9
31 99.5+02 33.0
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L
(A AE5—
i AVASTIN(Z % ¥R, P
A1E)]. mg/ml
235 397 + |2
0.25M QYU ERIEE % 220 213] = |10
200 98| =+ 109
CSA-1-0-FIIEHTPZE
(tolybiguanide) 778 121 4 1
HEPES-Tns 214 95| + |18
CSA-Na-HL7F=:
a-ILFPF=Y 202 384 + |09
CSA-Na-73./0ansxd R 182 514 = |01
Wiy
B 225 692 + |37
IR 2HRR—b-3 Tris-
ZNa 219 >150
CSA-ERFY:
ENTYT 21240 645 + 131
RN
AILT772H3 E-Na 214 113 N 1
AR ER 3N
FIASUE-3Na 211 121 + |6
CSATris 206 644 + |14
197 s0 + |1
—(0.6M
rF=A ) 243 508 + |05
—(0.3M
rF=A ) 192 245 + |07
HBL7PFZY 232 7271 £ 108

10

20

30

40



gbooooan

(95)

JP 6463581 B2 2019.2.6

218 534 + |10

194 36.1| + |02
D MEF UEE-Tris 219 109 + |5

CSA-4-PI/EUIY 9 864! + |11
5502 230 147 + |4
DABRZDL5 232 172 + |4

SO0 - Tris 221 151 + |50

EAFYNa i M T L

213 607 + |06

074 HCl 188 wE = |99

222 658 + |08

YRH4 HCI 237 97.3| = |18

N-(4-EUSIhEYSZI L Cl

HCI 271 685 + |11

HLPFZUFFIY HCI - 06| + los
EURExY 297 107 + |0
YRDSEV-5-HRAT1— b 225 131 + |4
CSA MIH/ LTIV 238 144+ |1

U R4 HCL 218 1471+ |15

200 279 + |06

OO YHATI— FO.10M) 219 86| £ |16

228 71.8| + |09

ATH53 HBr 210 333+ |1
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223 640| + |08
238 878 + |15
195 31.8] + |03
LAFSE3L 192 371 + |13
215 855 + |3.7
DAF YT HCL 203 538 + (24
AMOF33R HCI 230 644 + |16
A MTRUAD Y R—b
(0.25M) 212 932 £+ |27
21=L7Yr HCL 201 108 + |1
2 F27E KT H#(0.02M) 210 121 + |2
A B4V HCI 223 129 + |3
UIBEDIIHRA DY 200 164 + |17
EAZVIUFNIDLIE 206 197 + |5
JUAFUERERIE 240 261| + |58
E2MITRYIF I LIE 198 301 + |5
2PV 229 606 + |1
168 37.9 0.6
55— Ay HCl
237 308 34

12 DDEYHIREDFE
CSA=HYI7—ANR VB
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L85 IR (210 ,
m_Ab ﬁlj *Egs CP
M H1. mg/mL
IMAYI5— PB 0.25 220 213+ 10
AVASTIN(E 195 96.8 = 0.9
SRER) F73Y 0.25 225 533+6.8
HC 0.1 190 315+1.7
TYSABRI(% PB 0.25 237 IR2 £ 6
FEE) FPIY
HCl 0.1 244 434+ 07
_ PB 0.25
HERCEPTIN( 253 172 + 4
B REIE -
*) FrIY 0.1
HCl 218 416+05
IMA T~ PB 0.25
3 370 = 3
ERBITUX(Z 235 1370
7
$REIE) Friy 0.15
HCl 245 205+ 0.9
PB 0.25
REMICADE( 176 432 + 30
HiReiE -
) F7I
0.15
Hcl 178 40.7+ 0.3
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& 34: 0.15M OISEE THIOFEETICHITS. 1A YIF—RITUXANE

RER)DKBROKE

(A YI5—
RITUXAN(E
#1 REIE)]. HE, P
mg/ml
240 1270 £ | 153
0.25M DV EESR E& 215 636 + (32
199 251 + |1
CSA-1-0- PLEHT7Z I
CSA-1-o-tolybiguanid
( o-tolybiguanide) 190 404 + 19
HEPES-Trs 191 500 + |38
CSA-Na-JLPFZ(0.3M
a=ILPF=2(0.3M) 190 333 4+ |11
CSA-Na-73./3o0AFHY
)17 107
DIV 191 613 + |25
IRV 2N A— -3 Tris-
2Na 191 03| + |16.0
CSA-ERFY:
eIV 191 575 &+ 04
TRN
ANT7PERIF-Na 181 64.1| + |16
JARUEE 3N
CSA-Tris 191 591 + 0.7
Z(0.6M
DLPFZ0.6M) 197 284 = |02
DULPF_y 203 71.8 4 0.8
= NEA B Tr
SO MEA B -Tris 211 130 + 1
CSA-4-PJIEUIY 233 665 + |08
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195 470 + |14
ATIR=A 234 11|+ |8
DARZYL 15 1 sl s s
PV Es-Tris 207 ol 1 |13
CSA-Na-FIL=HY—)b 242 630] = |33
188 407, + |05
CAFY-Nat 191 + 3 9.8 + |122
Sah4 Hel 222 462 + |1.1
195 334 + |12
AMHOF53IRHC 194 393 + | 04
AJMRI3Y HBr 197 42.3 + | 1.0
AENRHA HC 185 46.8 + | 06
UAF UL HCI 215 495 + 1.2
53—t +av HCl 204 51.2 + | 08
21=L7Y2 HCL 193 57.1 + 2.8
Hoax U RA7I— R0.10M) 210 67.1 + 1.1
RV GFRIDLIE 207 114 + 7
ERZVULF MO LIE 194 127 + 2
LAFSERL 205 130 + 2
EXS0AFY DY HCL 193 152 + 8
E7RTRVIFRIVLIE 222 198 + 17
DUBRDIIHRA 203 199 + 8
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AUAF IREELE 230 228 + 19
oIy 206 65.1 + 1.8
2005 MR EDTFEY
gooogodg
Ooo00oQgano 10

% 35: 0.15M OREE TROEE FGIBRRSBLEN)ICHITS.
TYSABRI(E S ) DKB ROKBEE

[TYSABRI(Z&
# )] M cP
mg/mL

310 715 + 106

PB 278 255 + 5

237 182 + 6

DL7FZ(0.30M) 219 408 + 18
7a74 > HCl 278 451 £ 15
EAF> Na 233 758 + 04
FFIU HCI0.10M) 244 434 + 07
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% 36: 0.15M OBEETHOELE T GIBRRSBLERN)ICHITS.
HERCEPTIN(B&BH)DKE RO B

[HERCEPTIN(Z&
i §2E51E)]. #HEE. P
mg/mL
272 400 + 4
+
- 253 172 5
239 122 + 17
218 716 + 3.9
LPF=2(0.3M
ILrF=—A ) 222 457 + 03
AA4> HCI
A 222 418 + 06
CSA-ERFIY
ERo2 236 503 + 06
CSA-Na-ZILZHJ—)
AN =5 232 601 + 06
AEN
EAFY-Na 230 699 + 23
PI HCI(0.10M
FrIUHCK ) 245 415 + 05
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* 37: 0.15M O EE T HOEFEE FTRIBRSEVLVRD)ICHTS.
ERBITUX(BSEH DK B HDIE

[ERBITUX(&§%
#il HE, P
54E)]. mg/mL
PR 235 1370 3
228 1130 7
DLPFZ(0.30M)
240 131 4
[H4 > HCl
7and 230 35.9 0.3
JRhH4 HCI
JEnd 223 33.8 0.4
ZaAFVUPIR
FUPsE 232 292 10
YRS -5-KA7T—F
(0.10M) 237 492 9
VAFL HCI 183 19.7 02
AMOOFS3 R HCI 172 23.0 02
53— Ay HCL 180 23.0 0.2
AOMRI3 HBr 173 234 0.6
A HAL> HCL 182 27.8 0.2
JBEDYIHIA Y 209 36.5 0.0
179 374 0.9
Haa¥ R AT1— R0.10M) 199 54.8 0.2
7112V HCL 183 54.1 2.9
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2008420 HCL 186 667 + |10
ERZIUUF NI LIE 182 753 + |16
RZVY GHMIOLIE 178 82.1| + |3.6
176 103 + |3
LAFIEEL
199 178 | + |2
4RI MU MO LIR 188 119 + |2
EI2NTRVUFRIDLIE 190 120 + |2
AUAFUBRERIE 203 138 + |4
TRFIFUFMIOLIE 194 166 + |8
P X MoAF L4(0.02M) 179 256 + |4
2 F24EIV K F0H(0.02M) 189 284 + |5
gooooao
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& 38: 0.15M OREE THIOFEE T GIBFRSEULENICHITS.
REMICADEZ BB ROKBROKE

[REMICADE(E
# FEE)). FEEE. cP
mg/ml.

PB 432 £ 30
23—

Lr¥=y 371 £ 05
> HCl

i 234 £ 02
PV HCI

Frs 407 £+ 03
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® 39: 0.15M O PB FEBFF 7P HCIDEETICHITS.
ENBREL(E 858D E B D #s BE

o
[ENBREL] 015Mpp O-15MF73Y

. mg/mL HCl

271+£0 1120 £26 626 + 32

250 £3 439 +11 305 +7

212+7 316 £ 11 141 £3
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+ 40. ZE3R 1% (0.3 T~/ (molal) EEE{E T 1%
REHDEE FTO. REMICADE(R & EHR)

DB RORE
[REMICADE
& (B 5REH) (D)
(mg/mL)
PB 171 432+ 30
CSAAPMI 167 41.4+0.7
PB 131 175+ 15
CSAAPMI 124 164+£12
CSAA 128 258+£0.8
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