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0oooao
T 2HBALBERICBTAM INF 77 756 BS 209 D Ty il
-4 b PHIE BABEALSOTF U I+—LT 1 2 BETM)
Fab Fel Fe2 Fec3
Tris & T B 5 71.18 64.88 73.13 81.87
Tris & T 2B 5.5 71.73 71.09 76.24 82.58
Tris & T 2B 6 71.91 70.25 74.08 83.34 v
Tris 7 T 28 7 72 71.77 73.48 83.48
Tris 7.1 72.78 72.08 77.46 83.82
) B 6.5 72.76 72.68 76.82 83.59
1) LB 7 72.59 68.28 75.58 83.26
ERFT 5.5 71.93 2
ERXRFD 6 73.03 71.28 76.28 83.3
ERFTY 6.5 73.36 71.57 74.08 83.93
B 5 70.7 65.55 74.55 81.53
IR 5.5 71.3 70.06 75.83 83.12
(35 5 72.74 69.27 75.86 83.25
{3 5.5 72.99 72.4 79.72 84.08 30
ansi 5 71.94 67.38 74.98 82.72
anstk 5.5 72.3 71.1 76.48 83.25
aNTE 6 72.68 71.41 73.59 83.47
ST OB VR 52 71.59 68.7 75.29 82.24
TuTFL 5.5 71.77 70.24 75.98 82.83
FUTFIL 6 72.08 70.45 74.26 83.41 0
9T B UB+EXS? 5.2 71.52 68.8 75.12 82.15
10mM T, *Exc.=Humira( £ &1E) 5% O i #|
oooooao
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% 3L TNF P 775 BS o T A4 hEEERDOBBRNRELRREORRKY
i E SV
S IY B 2, B D2,
s SEC DLS HIAC Ty Svy
1) B pH 6.5 6 9 2 5,666667 6
HFBE pH 5.5 1 1 3 1,666667 1
EXFUUpHS 4 2 3 3 2
Tris 2 T B pH 5.5 7 4 6 5,666667 6
Tris 7 T & pH 6 8 8 3 6,333333 8
Tris ¥ T % pH 6.5 9 7 6 7,333333 9
Tris 7 T B pH 7 10 10 6 8 666667 10
aINTEpHSB 5 3 6 4 666667 4
JTUE-) UEpHS5.2 2 6 6 4,666667 4
2 T E-Y BE+Exc.” pH 5.2 3 5 1 3 2
0mM £ 2Exc.=Humira(2 & 4E) 8% OB R H
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F4RYYVILR— FOBBRNEELORRYES O F YT
i’ SUHSEC Sv4DLS SV HAC FH Fu4
PS % L 1 1 7 3 6
PS 20 0.001% 1 1 6 2.67 4
PS5 20 0.01% 1 1 1 1 1
PS200.1% 1 7 1 3 7
PS 80 0.001% 1 1 5 2.33 5
PS 80 0.01% 1 1 1 1 1
PS 80 0.1% 1 1 1 1 1
" BB IR pH5.5 B
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SRR AT SARETOHINFZLI 7HREBSO7 2+ — VT o VT RE

B E&(pH {E) RE NacCl BRIEFAL DOT 74— NT42YT
(mM)  (mg/mL) BE(Tm)
Fab Fei Fc2 Fc3
EEEE(pH 5.5) 10 0 73.44 73.53 82.01 84.61
Tris ¥ T L& (pH 6) 10 0 71.9 69.47 74.28 83.34
EXF ¥ (pH B) 10 0 73.78 71.67 82.91 85.11
EEBE(pH 5.5) 100 0 72.34 70.11 74.82 82.53
Tris 7 T > E&(pH 6) 100 0 72.44 71.02 72.25 82.75
ERF L (pHB) 100 0 72.34 68.84 74.87 82.65
EFB%(pH 5.5) 10 2 72.61 71.94 76.11 83.17
Tris 47 T >&(pH 6) 10 2 72.15 71.42 76 83.34
EZXF P (pH6) 10 2 72.51 70.35 74.90 82.76
EFBE(pH 5.5) 10 20 71.14 67.12 73.79 82.26
Tris 7 T B&(pH 6) 10 20 71.54 68.29 74.53 82.48
EXF L (pHB) 10 20 71.46 658.28 74.2 82.13
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X6 MERTEHORES VXV T(BENS &K TEFEMN)
%#. - 3 —_ .
L] WEN LN Su0 qf’.j;
BFm AMLA
TO / 1 1 1
BEFER 2@ E 10mM 158 40°C 1 1 1 1.22
1 B5MA 200rpm 2.33 1 167
TO / 1.33 1 1.17
BB EE 10mM B LT . o
>ma/mL NaCl 158 40°C 2 1 1,5 1.22
1 B0 200rpm 1 1 1
T0 f 3.33 1 2.17
BFEL 42 1% 5mM 158 40°C 2.67 1 1.83 1.89
1B5f  200rpm 2.33 1 1.67
TO / 3 1 2
EFRSIEmE SmM B & U . o
oma/mL. Nacl 138 40°C 3.67 1 2.33 1.78
1 i 200rpm 1 1 1
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ETRELIBELURIA-ILE2ECHRBOT o IT4—INT 1+ VTRE

wmy' BRE BRE BAGEALYOF 74— NFa 2y
(BEIERYF—L) (mM) (mg/mL) RE(Tm)

Fab Fc1 Fc2 Fc3
ol 146 50 73.65 72.36 74.85 8§3.95
FL/a—2x& 148 55.24 73.76 73.77 79.52 84.2
= k=i 146 26.6 73.52 73.4 79 83.94
JILE b—IL 146 26.6 73.54 72.15 74.68 83.75
gyt 146 13.35 73.17 72.94 7715  83.52
10mM BEBRER 7 pH5.5 &
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s’ i wEK  kPEM Svs  EHSUFUY
R AMLX
2u= k= TO / 1 1 1
10mg/ml 158 40°C 1.75 1 1.375 1.375
1 B 200rpm 2.5 1 1.75
9= h—L TO / 2 1 1.5
40mg/mi 158 40°C 3.25 1 2.125 1.708
16EM 200rpm 2 1 1.5
JILE b—JL T0 ! 1.5 1 1.25
40mg/m| 138 40°C 3.25 2 2625 1.875
18R  200rpm 25 1 1.75
BLABR=Z 19 / 1 1 1
50mg/ml
138 40°C 1 3 2 1058
1B 200pm 175 4 2.875
TO / 15 1 1.25
bL/sAO—2
20mg/mi 2.208
138 40°C 1.75 3 2.375
1 B 200rpm 2 4 3
110mM ErBS#E % i pH5.5 &
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FOEEHE L TORLET7I/BICHT B INF ZPIL27HREBS D7 74 —ILT o

DURE
MRk’ RE RE BALEALVOF 7 4—ILTFa Y TRE
Fab Fc1 Fe2 Fe3
FiLEX—_ 200 42.13 70.48 68.08 74.35 81.89
Sy 200 15 73.41 72.8 78.71 84.17
L-1) 2> HCI 200 36.53 71.14 69.46 75.27 82.76
L-Z A5 ¥ 200 10 72.85 72.04 77.48 83.84
FILa s 200 28.23 73.19 72.55 78.7 84.03
FILE=ZTNLA 100/100 17.42/14.71 72.18 70.66 76.52 83.55
EIY '
"10mM BFER# T pH5.5 &
Ooo0oo0ooao
00, 0000000000000 D00000D00000ODO000O0ODO00000O00n
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Ooo000ao
£10: 72/ BEEHORES VX U7 (HENE & TIEER)
#HE® WEY E¥N F29 F¥TFLY
BS XRLA
X TO / 1.25 1 1.125
G2
7.5mg/mi 18 40°C 1 2 15 1.333
1858 200rpm  1.75 1 1.375 10
TO / 2.75 1 1.875
ZY 2 30mg/mt 1A 40°C 3.75 2 2.875 295
185 200rpm 3 1 2
) / 1 1 1
FRINGE 138 40°C 1 3 2 1.958
2mg/mf
mg 1Bf  200pm 175 4 2.875
TO ! 225 1 1.625 20
FRINGF2 158 40°C 1 3 2 2.375
Smag/mi
mg/m 1809 200pm 3 4 3.5
TO / 3.75 1 2.375
TR I 18 40°C 4 1 2.5 2.958
15mg/mi
g 188 200pm 4 4 4
TO / 3.75 1 2.375
TIE I 18 40°C 4.25 2 3.125 2.75
29.23mg/mi 30
1B5M  200pm 4.5 1 2.75
10mM BEBREEET& pH5.5
Ooo0o0o0ogad
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% 1M1:DOE M ' BL U3 DOFHWNA AIL—T v FEDOER

®HE NaCl(mg/mL) <>~=f—) #HyYys>w PSS  ypsc DSFT, By
{mg/mL) (mg/mL) Fel Ty
1 2 10 7.5 80  71.115 69.8
2 2 10 75 20  71.58 64.9
3 0 20 75 20 72615 67
4 2 20 16 80  71.48 70.4
5 0 10 15 80 73515 7.7
6 0 0 15 20 73.685 66.8  6.59
7 4 20 0 20 70.475 64
8 4 15 80  70.58 70
9 4 75 20 7054 64.3
10 2 10 75 80  70.875 69.8 3.1
11 2 10 7.5 20 7114 64.8
12 4 10 0 80  70.075 69
13 4 20 15 20 7147 648 279
14 0 20 80  71.945 707 583
15 0 20  71.59 66.2
16 2 80  70.37 69.4
17 0 7.5 80  72.705 71
18 4 20 7.5 80  70.765 69.8
19 2 10 7.5 80  71.05 69.9
20 2 10 7.5 20 7112 64.9
21 4 0 0 80  70.015 68.8  2.88

" RTOMAEMIE pH5.5 D 10mM BB R B R P IS EET 2 2PS20 DEEF 0.1mg/mI THY .

PS80 (& 1mg/ml CTH 5.
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F12FLLRAR L4207 0 M 1 THBRBOMERE

EE g i pH <>=—t—) PS #1)<  NaCl

(mM) (mg/mL) (mg/mL)  (mg/mL)

EEBE(10mM) 55 20 80(1mg/ml) 15 0

EeBS(10mM) 5.5 20 20(0.1mg/ml) 15 0

BeBS(10mM) 55 20 80(1mg/ml) 15 2

FEBE(10mM) 55 0 80(1mg/mi) 15 0
Oo00o0ooOoao
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F13ADOMTINF FIL 77k BS [CHT HIFRMWEEHEICKLD SECDET—4
g3
1 ﬁn i = . - N _ ~
AR o ot o S SvxkvT EHIUXLYT
M= gHmw 77T g Lmw
E—4
-80°C 0.6 99.3 0.10 1
IV k=) -20°C 2.4 97.5 0.10 2 10
20mg/ml, )2
C 1.2
15mg/mi. PS80 5 0.6 99.3 0.10 1
0.1%wiv 25°C 08 98.2 0.90 1
40°C 2.3 94,2 3.40 1
-80°C 0.6 99.3 0.10 1
IV k=)  -20°C 2.5 97.4 0.10 2
20mg/mt, )2 o
15mgiml. PS20 5°C 0.6 99.3 0.10 1 1.2
0.01%wiv 25°C 0.9 98.2 0.90 1 20
40°C 25 94.2 3.40 1
-80°C 0.7 99.3 0.10 1
Y= l‘_)l/ o,
20mgiml. T 33 20°C 15 98.4 0.10 1
15mg/ml, PS80 5°C 0.7 99.2 0.10 1 1
0.1%w/v. NaCl 0
2mgim 25°C 0.9 98.2 0.90 1
40°C 26 94.2 3.30 1
-80°C 0.7 99.3 0.10 1
30
20°C 3.4 96.5 0.10 4
51 L 15mgiml, o
PS20 0.01% 5C 06 99.3 0.10 1 22
25°C 1 8.1 0.90 1
40°C 4.8 91.7 3.50 4
' RT DML pHS.5 O 10mM EFBSEEIEDIZEET .
Ooo0o0o0ogadg
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sy BREE WEN 2N SLEuy q;”’.j;
-80°C 1.20 1 11
20°C 1.40 1 1.2
Y= b—JL20mg/ml, YL o
15mg/ml 4 & U PS80 0.01%wiv 5°C 1.20 1 11 1.2 "
25°C 1.20 1 1.4
40°C 1.00 2 15
-80°C 1.20 1 1.1
TV = k—J 20mgiml, ¥y  20°C 1.40 1 1.2
15mgiml £ & U PS20 0.01%wiv 5°C 1.20 1 1.1 1.2
25°C 1.20 1 1.1
40°C 1.00 2 15
-80°C 1.60 1 1.3
T = =)L 20mgiml, FU 20°C 1.80 1 1.4 20
15mgiml. PS80 0.01%wiv & & U .
Nacl 2ma/mL. 5°C 1.60 1 13 1.26
25°C 1.60 1 13
40°C 1.00 1 1
-80°C 1.20 1 1.1
20°C 3.40 1 2.2
1) 15mgiml & & U PS20 5°C 1.00 1 1 165
0.01%wliv
25°C 2.40 1 1.7
40°C 2.50 2 2.25 30
" RTOMHEMIE pHE.5 O 10mM BEBBR R TICIEET 5,
Ooo0oao
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=4
HREESLU _
H "“ﬁ’;ﬂ Svkug
. %HMW %A1 2 E—5  %LMW
V= k= TO 0.30 99.63 0.08 1
20mg/mil,
gy o
PS80 0.1%wiv 1.01 96.00 0.80 1
V== T0 0.29 99.60 0.11 1
20mg/ml.
gJUY s
PS20 0.01%wiv 1.07 96.27 0.77 1
TU= b= TO 0.34 99.58 0.08 1
20mg/mil,
gy
15mg/ml, 55°C1 8
PS80 0.1%w/v.
NaCl 2mg/ml 1.43 94.64 0.76 4
gy TO 0.33 99.61 0.06
15mg/mil, —
PS200.01%wy 90 C1iEM 1.27 95.20 0.75 3

T RTOMEMIE pH5.5 O 10mM BEEREE RIS EE T D,
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*16-FEHX FLRBORES VXV
ik BREEEE BEM B T SENS VRV
T b= 20mg/ml,  50°C/H B 1 1.33 1.165
&1) 2 2 15mgiml, 1.0825
PS80 0.1%wiv 55°C/1 B 1 1 1
Ry= b= 20mgiml.  go°cri A 2 133 1665
51) &2 15mg/mi. 1.5825
PS20 0.01%wiv 55°C/1 ERf 2 1 1.5
S 2 15mgiml., 25
PS80 0.1%wiv. '
NaCl 2mg/ml 55°C/1 :ER3 4 1 25
I 50°C/1 /A 3 1.33 2.165
d;s;; 01051'1:/ng|‘ 2.0825
oWV 55°C/1 JER 3 1 2
T4 RTOMRMIE pHE.5 D 10mM BB EEDI“HFET B,
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AT BB R kLA (200rpm, 3 BE)ATED 6 DOHRPO SEC DET—4

AFLAEH: R
kY ANLAB LU Suxvy
. %ALY,
R LMW T, 7T %HMW
EEESHE S0 (10mM, TO RS R 0.08 99.63 0.30 1
pH5.5), T v = k—J 200 ]
20mg/ml, FY "om 0.08 10049  0.34 1
15mg/ml. PS80 0.1%w/v 3 BfElik
BFES 4 M85t (10mM, TO B 0.11 99.60 0.29 1
pH5.5), Y= k—N )
20mg/ml, &Yz 200rpm "¢ 010  100.37  0.32 1
15mg/ml. PS20 0.01%wiv 3 R
BFBA 42 150 (10mM, TO B A 0.08 99.58 0.34 1
pH5.58), R = k—JL
20mg/ml, VU 200rpm ©
15mg/mi, PS80 0.1%wiv., y 0.08 10013 035 1
3 B
NaCl 2mg/ml
pHES). 7) 2= 200rpm T 0.07 9852  0.33 1
18mg/ml, PS20 0.01%wfv 3 AR . . .
ERAF T BERK(T.45mM TOBS A 0.08 99.37 0.56 1
pHB). ¥ = k—IL 12, .
PS80 0.1%wly, NaCl 200rpm 013 9940 057 1
6.165mg/mi 3 EFfI#R
EEES SR A E(10mM, TO B¥ 0.07 99.38 0.55 1
pH5.5), == k—JL 12, -
PS80 0.1%w/v, NacCl 200rpm,'C 0.08 99.08 0.53 1
6.165mg/m| 3 FrRl#k
oooooao
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18 ERMBER L RARHRD 6 2OERPD SEC DETF—4

Z b LA & LoE
Ll RAFLRELY . TvRvYT
o A4
5105 %HMW LMW
¥—4
EEES IR (10mM. pH5.5). TO B 0.30 99.63 0.08 1
T 2= b= 20mg/ml, 5V
<2 15ma/ml PS80 0.1%wiv 54458 0.32 100.96 0.09 1 10
EFEL4RE 2 (10mM, pH5.5). TO B & 0.29 99.60 0.1 1
T 2= b—JL 20mg/ml, TV
i 15mgiml, PS20 541442 1LE 0.35 101.68 0.10 1
0.01%wlv
ErERSE % (10mM, pH5.5). TO B & 0.34 99.58 0.08 1
I = b= 20mg/mi, SY)
> 156mg/ml, PS80 54448 0.38 100.95 0.09 1
0.1%wiv. NaCl 2mg/ml
EEBEE @ (10mM, pH5.5). T0 B8 0.33 99.61 0.06 1
1) 22 16mg/ml, PS20 20
0.01%wiv 54448 0.43 100.16 0.08 1
B RF D EEE(T.45mM TO BS & 0.56 99.37 0.08 1
pHB) T = k—JL 12. PS80
0.1%wiv. NaCl6.165mg/ml ~ S¥A2/B 060 10003 009 t
BEEGHZ 2 (10mM, pH5.5). TO B i 0.55 99.38 0.07 1
<= k—JL 12, PS80
0.1%w/v. NaCl6.165mg/ml S ¥ 2 LB 0.55 100.03 0.07 1
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F1GCHBMR FLABOBES VX VY

i) ARLR Hik E S &
Zux
4 Ly Sy 4
SEC DLS HIAC
BEEREE R (10mM., 100rpm  1.00 3 1 1.67 2 1.5
pH5.5). == F—JL
20mg/ml, 1)< 200rpm  1.00  2.33333 1 1.44 1 10
18mg/ml, PS80 0.1%wiv
FEER {2 R (10mM, 100rpm  1.00  4.66667 1 2222222 5 4.5

pHS5.8), T =Fk—I
20mg/ml, J1)
15mg/mt, PS20
0.01%wlv

200rpm  1.00  3.33333 1.5 1944444 4

BrEE B E (10mM., 100rpm  1.00 3 1 1.666667 2 2.5
pH5.5), T 2= k—I
20mg/mi, J'1) L

15mg/ml. PS80 200rpm  1.00 3 1.5  1.833333 3 2
0.1%wfv. NaCl 2mg/mi
FFBE (& 15 % (10mM, 100rpm  1.00 3 1.5  1.833333 4 3

pH5.5), T
15mg/mi. PS20

0.01%w/iv 200rpm  1.00  2.33333 1.5 1811111 2

ERF O RERE 100rpm  4.33 166667 2  2.666556 6 6
(7.45mM pHS), T = k
—JL 12, PS80 0.1%wiv

NaCl 6.165mg/ml 200rpm  2.67  1.66667 2 2111222 6

30

B 42 18 7 (10m M., 100rpm  1.00 166667 1.5 1.388889 1 2.5
pH5.5), T v = k—/L
12. PS80 0.1%w/v. NaCl

6.165mg/ml 200rpm  1.00  3.33333 1.5 1.944444 4
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F 20-HE/ B FLRABORES VXY
MR AMLA

Fig

S S Su5
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HIAC

EFER IR (10mM, pH5.5)
2= —J) 20mg/ml,
1) 2 2 15mgiml,

PS80 0.1%w/iv

~

544 TIFT

1.00

1.26

1.08

BEERIE T (10mM., pH5.5)
< 2= k—JL 20mg/ml,
g% L2 15mgiml.,

PS20 0.01%w/v

-

5H942IFT

1.00

1.00

BEER iR % (10mM, pH5.5)
< = b—JbL 20mg/ml,
41 22 15mg/mi,

PS80 0.1%wiv.

NaCl 2mg/ml

~

SHAUIFT

1.00

2.00

BEEL 2 @& % (10mM, pH5.5)
1) 2 15mgiml,
PS20 0.01%w/v

-

S5HALINFT

1.00

1.75

1.25

ERFOUBERK
(7.45mM pHB).

X = —J 12mg/ml.,
PS80 0.1%wiv

NaCl 6.1656mg/ml

54 ILFT

1.00

1.5

2.50

BERLEE T (10mM, pH5.5)
T2 k=)L 12mg/mi,
PS80 0.1%w/v,

NaCl 6.165mg/ml

-

S5HAILET

1.00

2.33
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E2BRAGRETINANRLE-BZOERDORENES X2 T

R IriiEE BEN M Sox2T EHI XY
-80°C 1.75 1 1.375
ﬂﬁﬁfﬁiﬁ(wml\d pH5.5). -20°C 275 1 1.875
'?./*— b —JL 20mg/ml., 5% 175 1 1375 167
1) L2 15mgiml,
PS80 0.1%w/v 25°C 1.75 1 1.375
40°C 1.67 3 23
-80°C 1.75 1 1.375
7./*_ b—JL 20mg/mi, 5% 1.75 ] 1,375 167
51 22 15mg/mi.
PS20 0.01%wlv 25°C 1.75 1 1.375
40°C 1.67 3 2.3
BFEGLR -80°C 1.75 1 1.375
{(10mM. pH5.5). 20 2.75 1 1.875
¥ = b= 20mg/mi, 5°C 1.75 1 1,375 167
1) 32 15mgimi, ]
NaCt 2mg/ml 40°C 1.67 3 2.3
-80°C 1.75 1 1.375
BB EA &(10mMpHE 5), 20C 525 1 3125
F1) 2 15mg/ml., 5°C 1.75 1 1.375 2.25
PS20 0.01%wiv 25°0 1.75 1 1.375
40°C 5 3 4
-80°C 2 1 1.5
EFEREE(10mMM. pH5.5). g 295 1 1625
< 2= k—JL 12mg/ml,
7 Jl- 12mg/m 5°C 2 1 15 1,825
PS80 0.1%wiv,
NaCl 6.165mg/m 25°C 4 1 2.5
40°C 3 1 2
-80°C 2 1 1.5
ERFUUBRER .
(7.45mM pH8). -20°C 2 1 1.5
T 2= b—JL 12mg/mi. 5°C 2 1 1.5 1.8
PS80 0.1%w/v 5% 4 1 25
NaCl 6.165mg/ml
40°C 3 1 2
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#22:7x—X3(TDONWTOH TNF 7L 7 7 Hitk BS kO R

A5 e e b0 10% .]
mg/mL

HLTNF 7 L7 7 ik BS 50.000 EMEE ade
BFEE+ b7 LEKTY 1.170 EEH uspP 10

EERg ! 0.080 EEAl usp

U= k=N 20.000 E L
guy 15.000 FEETH uspP
KUY JL— 80 1.000 FREEEH NF
BN BRER

SRR ? imLECcHR FIH use 20

"FTRTOBRHEMZ RICMHELSIE)pH AROLHICEREFERAL =,
2 Ph.Eurizf > THE L TS L= X8t FAKE USP I L TIBBIRIICRERT 5.
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#* 23:1 AR S55CICHE T HREHICHET S, BIRLU-ERBETRERDO
= d ;1]
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O Oooo

O

O 0Ooo0ooo

O oOoooo

HEW B SEC
% LMW %E Sk % HMW

o T0 0.08 99.63 0.30

158 0.81 08.15 1.03

TO 0.10 99.30 0.60
oC

1:8 4.40 88.30 7.40

WCX

TO 17 65 18
FC

138 48 34 17

TO 16 63 21
oc

1;8 46 29 25
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W B W (HIAC)
>1um >10um >25um
FC TO 280 18 3
3 B 5575 75 5
ocC TO 1846 62 2
2 B 54868 113 3
DLS
AEEED BHERAED ZE1 PDI
%HE& Y%bi &
FC T0 100 100 1.72 0.07
3 BERA 100 38.5 8.74 0.89
oC TO 100 100 13.28 0.06
2 IRyl 98.7 48.1 51.80 0.54
ogooooao
Oo0o0oao
goobooooooboooooooobo0 b o000 Do ooooDoDbooao
gooboooooob oo b oo oo ooooboooao
I I I e I I o 0 I 0 e N A B A B A B R A N N A B R B A AR A
goooooooobooooooob oo ooob oo ooooDoDbooao
gooboooooob oo b oo oo ooooDobooao
gdodoooooooboooobooooob0boo oo boooooooonoao
0
oooooao
oot bbb bbb bOboOoUooDbDbooooao
I I I e I e I o 0 o 0 I 0 e N A B A B A B R A N N R A W A AR
goobooooooboooooooob oo oo ooooDoDbooao
gooboooooob oo b oo oo ooooboooao
godoooooooboooobobooo o b0boo o b boooooooonoao
gobooooooob oo ooob oo oooob oo ooooDoDbooOoao
ooooao
oooooao
ooooooooobooooooob oo ooob oo ooooDobooao
goobooooooboooooooobo0 b o000 Do ooooDoDbooao
goooooooob oo b oo oooob oo ooooobooad
I I I e I e I o 0 o 0 I 0 e N A B A B A B R A N N R A W A AR
goooooooobooooooob oo ooob oo ooooDoDbooao
ooooooada
oooooao
goo0ofdooooobood0ooobo oo ooooboooooobOoao
gooboooooob oo b oo oooob oo ooooDoDbooao
goooooad
ogooooao

O0Ooo0oooog
O0Ooo0oooao
OOoo0oooaog
O0Ooo0oooao

O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooo
O 0Ooo0oo0ooao

O Ooogoao

O 0Ooo0ooo

O Ooogooao

O 0Ooo0ooo

10

20

30

40



(52) JP 2018-507202 A 2018.3.15

ooooao
% 25: REMABRCHE A L1-Hi CXCRS HifeD iRk
7% # & mgimL Hie HEEOBRE
1 CXCRS5 fitk 41.000 EEYE |
SAR113244
BEEE S Y 7 A=K 1.170 EEH USP
3. 0.080 BEH USP
RV h—L 20.000 2R {1
gy 15.000 SEEFI USP
R Y R— 80 1.000 FEE R NF
B BRER
SERAK® IMLETOE FRH usp

T RTOBBHEMZ - &IC(DELS S (EEEE pH ABIZER L=,
2 Ph.EURIZRE > CHER L THE L4t EKE USP (23 L CTREIMICSERT 5,
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F 26:DLS Tk > THRE L 7=, #1 CXCRS kMO ¥ > /) HERD RENE
R FrikEE  DLS

AEEED SREHRED ZEH PDI
BHRE% HEE%

T0 - 100 100 5.03 0.076
3MA +5°C 100 100 4.978 0.053
3MA +40°C 100 100 6.41 0.113
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RATAEMICE > TR L =, #1 CXCRS kMO NR Tl

RAGEF
JEEMT(HIAC)
¥ T0 1M A 6 A
RE - +5°C  +40°C  +5°C  +40°C
1.5um 530 120 197 780 200
20u4m 328 62 128 307 118
50um a5 18 38 73 40
10.0um 20 5 13 20 18
15.0um 7 2 5 10 8
250um 0 0 0 3 5
0O00O0O0o
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Intemational application No.

INTERNATIONAL SEARCH REPORT PCT/EP2016/053068

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the firat sheel)

1. With regard te any nucleotide and/or amino acid sequence disclosed in the international applieation, the international search was
carried out on the basis of a sequence listing:

a forming part of the intemationzl application as filed:
in the form of an Annex C/ST .26 text file.

D on paper or in the form of an image file.

b. fumished together with the international application under PCT Rule 13%r.1({a} for the purpeses of internaticnal search
only in the form of an Annex G/ST.25 text file.

G. D fumished subsequent to the intsrnational filing date for the purposes of intemational search enly:

D in the fonm of an Annex G/ST 25 text file (Rule 13fer.1{a)).
D on paper or in the form of an imags file (Rule 13#er.1(b) and Administrative Inetructions, Section 713}.

2. D |h ackdition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or deea not go keyond the application as filed, ae appropriate, wers fumished.

3. Additional commants:

Form PCTASA210 {continuation of first sheet [13) (January 2015)
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INTERNATIONAL SEARCH REPORT

International application Na

PCT/EP2016/053068

A. CLASSIFICATION OF SUBJECT MATTER

INV. AB61K39/395 Co7K16/24
ADD.

Aocording fo Intemnational Patent Classifioation {IPC) or ta both national classifioation and IPC
B. AELDS SEARCHED
Minimum deoumentation searched (olass¥ication oyatem followed by olaasifioation symbols)

CO7K A61K

Documentation eearched other than minimum deoumentatien to the extent that such documents are induded in the fields searshed

Electronio data bhase consulted cluring the international eearch {name of data base and, whera praoticable, saarch terme usad)

EPO-Internal

€. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ | Citation of t, with indi where appropriate, of the t paseages Relavant to claim Na.
X W0 2014/039903 A2 (COHERUS BIOSCIENCES INC 1-30

[us]) 13 March 2014 {2014-03-13)

page 17 - page 26
X WO 2006/044908 A2 (GENENTECH INC [US]; 1-30

ANDYA JAMES D [US]; GWEE SHIANG C [US]:
LIU JUN [U) 27 April 2006 (2006-04-27)
page 40 - page 42

_/__

Further cecuments are ligted inthe oentinuetion of Box C.

See patent family annex.

* 8peoial categories of oited doouments :

"A" document defining the genaral state of the art which ia not considered
1o be of particular relevance

"E" earlier application or petent but published on or after the international
filing date

"L" documentwhich may throw doubts on pricrity claim(s) orwhich is
cited to establish the publication date of another citation er ather
apacial raason (an apeckiad)

"O' dooument referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the intemational filing date but later than
the priority date slaimed

*T" later decument published after the intemational filing dete or priorilg
date and not in conflict with the application but cited to understan
the principle or theory underlying the invention

"X* document of particular relevance; the claimed invention cannot be
aonsidered novel or vannet be oensidered to involve an inventive
step when the document is taken alone

"¥" dooument of partiou lar relevance; the claimed invention cannot be
ooneidered to involve an inventive stap when the doecurnent is
oombkined with one or mere ather sueh doouments, suoh combination
being obvious to & person skilled in the art

*&" documant mambor of the came patant family

Date of the astual sompletion of the international search

19 April 2016

Date of mailing of the iMlemational search report

62/05/2016

Nara and mailing addrass of the ISAS

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijawik

Tel. {+31-70) 340-2040,

Fax: (+31-70) 340-3016

Authorized officar

Fellows, Edward

Form PCTASA210 {ascond shest) (April 2005)

page 1 of 2
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INTERNATIONAL SEARCH REPORT

International application Na

PCT/EP2016/053068
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category™ | Citation of with Ir whera approy of tha relevant pacsages Relevant to claim No.
X SAMPATHKUMAR KRISHNAN ET AL: "Formulation 1-30

and Process Development Strategies for
Manufacturing Biopharmaceuticals; Chapter
16: DEVELOPMENT OF FORMULATIONS FOR
THERAPEUTIC MONOCLONAL ARTIBODIES AND Fc
FUSION PROTEINS",

5 August 2010 (2010-08-05), FORMULATION
AND PROCESS DEVELOPMENT STRATEGIES FOR
MANUFACTURING BIOPHARMACEUTICALS, JOHN
WILEY & SONS, INC, HOBOKEN, N.J, PAGE(S)
383 - 427, Xp0p2712418,

ISBN: 978-0-470-11812-2

table 16.1

Form PCT/I8A/210 (continuation of second ahest) [April 2005}

page 2 of 2
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International application Na
Information on patent family members PCT/EP2915/053058
Patent document Publication Patent family Publication

cited in search report date membar{z) date

W0 2014039903 A2 13-03-2014 AU 2013312300 Al 16-04-2015
CA 2884182 Al 13-03-2014
CN 104768576 A 08-07-2015
DO P2015000051 A 31-05-2015
EP 2892550 A2 15-07-2015
JP 2015527402 A 17-09-2015
KR 20150047140 A 04-05-2015
PE 09642015 Al 25-07-2015
56 11201501715Q A 28-05-2015
™ 201424749 A 01-07-2014
US 2014186361 Al 03-07-2014
US 2015182626 Al 02-07-2015
Us 2615190512 Al 09-07-2015
US 2015190513 Al 09-07-2015
US 2015191538 Al 09-07-2015
US 2615191539 Al 09-07-2015
US 2016031982 Al 04-02-2016
US 2016039926 Al 11-02-2016
Wo 2014039903 A2 13-03-2014

WO 2006044908 A2 27-04-2006 AU 2005295394 Al 27-04-2006
BR P16516299 A 02-09-2008
CA 2579861 Al 27-04-2006
CN 101084015 A 05-12-2007
CN 102319430 A 18-01-2012
CR 9129 A 25-05-2009
DK 1802344 T3 08-10-2012
EC SPO77308 A 26-04-2007
EP 1802344 A2 04-07-2007
EP 2371388 A2 05-10-2011
ES 2389911 T3 02-11-2012
GT 200500298 A 08-05-2006
HK 1104483 Al 07-12-2012
HK 1108391 Al 25-05-2012
HR P20120893 T1 30-11-2012
IL 181738 A 30-04-2015
JP 5025482 B2 12-09-2012
JP 2008520551 A 19-06-2008
JP 2012176970 A 13-09-2012
JP 2014159469 A 04-09-2014
KR 20070068385 A 29-06-2007
MA 29014 Bl 01-11-2007
MY 146100 A 29-06-2012
NZ 553625 A 30-10-2009
PA 8650001 Al 17-a1-2007
PE 1le432006 Al 19-10-2006
PE 13272009 Al 03-09-2009
PT 1802344 E 15-11-2012
RU 2007118648 A 27-11-2008
RU 20811104955 A 20-08-2012
36 196859 Al 13-02-2014
s] 1802344 T1 30-11-2012
SV 2006002275 A 06-03-2006
™ 1394582 B 01-05-2013
VA 89798 C2 10-03-2010
Us 2006088523 Al 27-04-2006
US 2610015157 Al 21-01-2018
US 2013071384 Al 21-03-2013

Form PCTASA210 {patent family amnex) (April 2005)
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