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AT 12

B 100l oA, A7) AIE ik wiAel] ¢ (uridine)S EEdhe WAE O Edbeks A9 o4

AT 10 JoAA, A7 AE vl v vlavlES BRE5ske BAE 9 23ete A A

A7 14

AT 19 oA, A7) B2 A e gha e o gg-ZAg dd, 9 2]

3 A7 Q1A (Transforming Growth Factor: TGF)-wle} =3 sde] Azdgd &4, 9 §1 AA+, I-FF
s

AL 2R} =84 (tumor necrosis factor receptor: TNFR) &A|, a-
epidermal growth factor receptor 2: HER2) 3] @ TNFR:Fc®E o] Folx #oZXRE Helg A FA.

AT 15

)=

A8 19 golA, Av] = guwAEe olulumEy (abagovomab), <FAIAM (abeiximab), o}y
(adalimumab), o}dl7FF5% (adecatumumab), &#FF% (alemtuzumab), LFE% (altumomab), LFEy
ElE]o]E (altumomab pentetate), OS}YHEY (anatumomab), °oFUFEY wldH| Y52 (anatumomab mafenatox),
olZAERY (arcitumomab), °FEE]F % (atlizumab), ¥R X (basiliximab), #BFE% (bectumomab), <

i

Eﬂ

T2 (ectumomab), ] F% (belimumab), WEE]F(benralizumab), WHFAIFH (bevacizumab), HAFA|
W (brentuximab), 7F47]F% (canakinumab), 7FZEZE%  (capromab), 7}ZE% FYE]= (capromab
pendetide), ZF¥VFEY  (catumaxomab), AMEEZFY  (certolizumab), ZFEwtEF% ©HEZA
(clivatuzumab tetraxetan), TFE2]5% (daclizumab), ©:=% (denosumab), °lZ# 5% (eculizumab), o=
dF=2%  (edrecolomab), oZEF%  (efalizumab), lEl2IAF%  (etaracizumab), o=ZFrpzy
(ertumaxomab), }E#|4AY (fanolesomab), EET|F% (fontolizumab), ZFFH (gemtuzumab), 7]AEATH
(girentuximab), Z&F% (golimumab), ©|EFFEY (ibritumomab), ©]IHEY (igovomab), <SIZBAG
(infliximab), ©o]Zg%¥% (ipilimumab), =ZPHFF (labetuzumab), HWZZ)F% (mepolizumab), FEEY
(muromonab), FZ X (muromonab)-CD3, “W&&]F% (natalizumab), UWAIFF5 (necitumumab), YEFF7
= o) =

(nimotuzumab), QIFH (ofatumumab), L EHF (omalizumab), L@ X (oregovomab), Z&wv]Fwt
(palivizumab), IFUEF (panitumumab), =FYUB]F% (ranibizumab), ZJEAY (rituximab), AFFE
(satumomab), <=#A% (sulesomab), ©JHZFEY (ibritumomab), ©lBZFREY E|ZAIE (ibritumomab
tiuxetan), EAZFT (tocilizumab), EAIFE (tositumomab), EF2=FFY (trastuzumab), -Z=AEFTH
(ustekinumab), ¥ AZF% (visilizumab), HFF% (votumumab), ZFFFT (zalutumumab), HZEFT
(brodalumab), <F#Z15% (anrukinzumab), ®}d]-9-=%t (bapineuzumab), @2FF% (dalotuzumab), ®A]F
W (demcizumab), 7FUEH (ganitumab), ©]%=%FF% (inotuzumab), "B} (mavrilimumab), HEAFR2%
BEEE2A (moxetumomab pasudotox), HEFEYW  (rilotumumab), AlZYFW  (sifalimumab), ERIF9
(tanezumab), EZZ7]%% (tralokinumab), EPZ]FH (tremelimumab), $-ZF% (urelumab), o}=Z LA
ok}l (adornase alfa), #¥H]3E (Rebif), HWIZFZHEW (becaplermin), YE|ZTA] (alteplase), ZTEUYTHA
(laronidase), LA E (alefacept), °HZTHAE (aflibercept), ZFAIHFFY (Raxibacumab), CTFEH]|E
¥l 23 (darbepoetin alfa), H|Z}FZH 29 5%E (Becaplermin Concentrate), <SIEJ#|E HE} (interferon
beta)-1b, HEZHF 54 F3 (Botulinum Toxin Type) A, BF=¥-2]7}A] (rasburicase), o}2=3t&}7]UA|
(asparaginase), ol¥o8l <3} (epoetin alfa), SNEFUIEZAE (etanercept), oFZA|thA]l HlE} (agalsidase
beta), QE{HE Lu}E (interferon alfacon)-1, 1B E <3} (interferon alfa)-2a, olz12} (anakinra),
BEEZHE =2 £3 (Botulinum Toxin Type) B, #2ZBaz}~" (pegfilgrastim), SZ @AW (oprelvekin),
dagt~8 (filgrastim), Sd#971 TZEE~ (denileukin diftitox), HVEHEZHNE <3} (peginterferon
alfa)-2a, &dl2=#$71 (aldesleukin), E=2uYA] &3} (dornase alfa), AEFE #HE} (interferon beta)-la,
HElZ e 2% (becaplermin), #IEIZE}A] (reteplase), AEFE &3} (interferon alfa)-2, EHIYEHZEHA
(tenecteplase), EZRZE#H=Z7 <43 (drotrecogin alfa), HEYAE (rilonacept), =ZWZZAE
(romiplostim), WEAZgda 2= (methoxypolyethylene glycol)-o|Eo|€l €} (epoetin beta), C1 °l
2Hle}A (esterase) A&A], o|FZ%3A (idursulfase), LFFIAITHA <3}t (alglucosidase alfa), o}uf
B} E (abatacept), Z<3A] (galsulfase), ZE =29 (palifermin) @ AEHE 77} (interferon gamma)-
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oin

= [eie} [ b

TAE AT}

tE e FREUN-REG AX S A0A B aude) YAde FASAL FHAE B TS
i Eacia=

FERI-EES AE wlE wiAel A, Ao AE EE SAS s&ske £ stellA, wjgst

A7) AE i viR= 2F 20 pM WA <F 1000 pMe] dFo]EZE (hypoxanthine) ¥ <F 2 pM WA < 1000
pMe Elvd (thymidine)S ¥ 3ol 3HS A3},

A7) &o] "ZZEM (glutamine: Gln EE Q)"L olm|xAl -ZFES Wik},

A7] o] "AE wlF viA] (cell culture medium)"S 5 3 AEE wjdst=d B3 dF HAES 3
LS Ik, Ay "AE ek wix] "= "wlF ¥iA] (culture medlum)" "HiA] (medium)", HE "AE wA
( rowth medlum) I w3H o g ALg JhEsith. 7] wWiAE E MXEE aldsted olfHE st EE

7] o] "FFEI-EE3 ME ¥ viX] (glutamine-free cell culture medium)"& ZFFEMNS ¥3s}x &
A v X E with, A7) SFEN-EXE AX aY aiXE SFENS dddos ¥9shH] g Al

=
=
Wl A g

Bl o

0%
Ry
T,

71 AE wlg wXE 9F 20 pM dX < 1000 pMe] ste]E 8 (hypoxanthine) ® ¢F 2 uM WA <F 1000
Mol Eud (thymidine)S 23Hett}h. sto|2AdS FH FEAZA, E242 GHNOY g3tEo|tt. 7] shel

u
EHRE A EE AR SolEVY £ dvh. A7) Gvge send deATEesse] SRl
e HSAEuY, deARAEY, £ U dSAURAERE BU0. gude g w5 gad
gmae 4 g,

47) AE WF AL SF 50 ull A o 1000 wMe) Sl EWNE THF 5 Atk B Fol, A7) AL )
& wiA= ¢ 100 pM WX eF 1000 pM, ¢F 100 pM 3} 2 <F 1000 pM ©]3F, <F 100 uM WX <F 900 uM,
oF 100 pM WAl F 800 uM, ¢F 100 pM =] <F 700 uM, ¢F 100 pM WX <F 600 uM, < 100 puM A <F

500 pM, ©F 100 uM WA 2F 400 uM, F 100 pM A F 300 pM, < 100 puM WA <F 200 uM, °F 110 pM
WA ¢k 950 pM, ¢F 120 pM WA <F 900 pM, °F 130 uM W= 2k 850 uM, <F 140 pM =] <F 800 pM, <F
150 uM W= 2k 750 uM, <F 150 pM =] ¢F 700 pM, <F 150 uM WA < 650 uM, °F 150 pM WA F 600
M, °F 150 pM WA 2k 550 pM, <F 150 pM WX < 500 pM, <F 150 pM W= <k 450 upM, 2F 150 upM N
2] oF 350 uM, °F 150 uM WX 9F 300 uM, ¢ 150 pM WA F 250 pM, °F 175 uM WA <k 225 pM, ==
°F 200 pMe slto]lERES Egst 5= i),

A7 M ek wiA= ok 2 pM WA oF 500 Mol EwdE XFE 5 vk, dE £ol, A7) Alx wd wiA
= 26 uM WA 2500 uM, &F 9 uM WA <F 500 pM, ¢F 12 uM WA <F 500 pM, ¢F 16 uM WA <F 500
uM, ¢F 16 uM 23 2 <2F 500 uM ©]3}, oF 18 uM WA <F 450 pM, <F 18 uM WA F 400 pM, <F 18 uM
WAl ¢ 350 pM, 2F 18 uM WA <F 300 uM, & 20 pM WA 2F 300 uM, <F 20 pM WA < 250 M, <F 20
pM WA 2F 200 uM, 2F 20 uM WA <F 150 uM, <F 25 uM WA < 200 uM, <F 25 pM WA <F 150 ulM,
oF 25 uM WA 2k 100 pM, °F 25 uM WA 2 75 pM, °F 25 pM WA °F 50 pM, °F 25 pM WA °F 40 p
M, °F 30 pM WA °F 40 pM, °F 30 pM WA °F 35 uM, ®== °F 32 pMe Hvds 23 5 gt

A7) go] "wjek FAME (culturing by-product)"t BE AFEES Hjke 9 AlFo|A AAse] HiXE EH] 5
v EAS gt A7) wiYg FAbE uSgEE Axe gd Od, AE, T4, 4%, 3, BE 7]Ee @
28 93s wH 4= k. Ar] "k BAME 'S "L-dE (vaste product)"I nFH O 2 ALE 7} ElT).
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[0017]
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[0019]

[0020]

[0021]
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[0023]

[0024]

A7) 9A e W FAES dEYold & k. R Yol &2 dlolxE g
S AdAHor x3slA @v FFEN-EXE wS wiX oA B, oF 10% o] FAd .
FEo oF 15% o]/, °oF 20% o]/, °F 30% o]/, °F 40% o]/, °F 50% ©]/d, °F 60% |/,
A, ok 80% o)Ak, °F 90% oA, <k 99% o]k, <k 100%, <k 10% WA °F 60%, <k 10% WA °F 50%, °F 10% WX
ok 40%, ©F 20% WA °F 60%, °F 20% WA °F 50%, °F 20% WA °F 40%, °F 20% WA <k 30%, °F 30% WA ol
40%, °F 40% WA °F 50%, °F 50% WA °F 60%, °F 60% WA <k 70%, <k 70% WA °F 80%, °F 80% A <k
90%, = oF 90% WA °F 100% A" 4 Ut

271 $AL IfreE AEE SFE-EXT AX G iAo, Ao AE B S-S F&ske 24 o

A7 AEE dE £9], CHO (Chinese hamster ovary) A3, DG44 AX, HEK (Human embryonic kidney) A3,
NSO M3, PER.C6 A%, HeLa A¥, 2 MDCK (Madin-Darby Canine Kidney) A E& o]Fojx o 2HE A=
AlEoltd, A7) CHO Al¥+E= CHO K1 =+ CHO DUKX AlEY 4 ). 7] HEK M ¥+ HEK 293 AEL 4 Q).

&gk 20 Az TRl wel GEtd 5 k. olE Eof, AlXE Ax
Sl 22 shabi= wjA o] EAlol A Wi = Aok, A7) AEE oF 25T WA <k 42°C, oF
25C WA ¢k 40°C, °F 30T WA °F 40T, °F 30C WA ok 37T, EE oF 37TColA wgE + k. A7) Al
EE 9k 1% C0, WA 2k 10% C0,, T oF 5% €0, WA <k 10% 00,0 F719] ZAol A wiFkd 4= glrt.
7] WS A TR wE gebd 4 vk, A7) wlde e WHs ol k. Y] wige &
dolE, Zetxza TollA F3E 4 Atk V] wld2 Ve BN AY B ujgde] RHAE Ho
2 7Y 5 9ok, A7) wge A Atk A7l wigS 3w (batch

u
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rlot
ek
>
¥o,
o)
o
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e
ke
it
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o,

™
)
12
[\
1o
o

>
. -
s
w
e,
o,
ox

hl = = s T = [e] [ = [ | e} l

WA ok 1R, OF 190 WA o 3%, oF 190 WA of 2%, oF 29 A oF 27, °F 3¢ WA o

A o 9%, of 59 A oF 27, of 69 WX of 2%, Eix of 1% U4 o 27 H< M 5 v}

7] 4 2A0A FAR AEE, slEAT @ ErlE F o sht ol4e daKom EFeA %t 2T
BE-REF W Ao nh, AES TR 2uFel FHE 5 vk, AEE UALORA TEFS A}
g57) Wel, AL Eug amaol S AL AX Aol Frheh AL mE 4 itk 7]
EEY 2EFe, SolEnd L ErlE 3 on sht o4 Adxow uFSA P TEHU-BEY WY
WA EEY 2wl Hls oF 105 oF /ML 4 Atk @l Fol, Emd AEFE oF 1% oy, o

] = = -
20% 17, <F 30% o1/, °F 40% ©]X, °F 50% ©1XF, °F 60% ©1F, °F 70% ©1X, °F 80% °14, °F 90% ©]¥, °F
99% o174, °F 100%, ©F 10% WA °F 60%, °F 10% WA °F 50%, °F 10% WA °F 40%, °F 10% WA °F 30%, °F
15% WA °F 60%, <F 15% WA <F 50%, <F 15% W= °F 40%, °F 15% WA °F 30%, °F 15% WA F 20%, <F 20%
W= oF 30%, <F 30% WA <k 40%, °F 40% WA °F 50%, <F 50% WA F 60%, °F 60% WA F 70%, F 70%
A oF 80%, °F 80% WAl °F 90%, T oF 90% WA oF 100% T+ 5 Ak,

A7 B Z2AdAM A" AEE, stelxE ¢ Enjd F ok s oS AHEHoR xFeA U= 2F
EPA-E323 ujF wiH oA B}, AE AES (viability)ol Z7Fe & dth. A AESLS wjg® A E7} u)
FE= A AE, A, B SAY s S wEla, AX ST 24 diETel dibskd
Ao Al Aolgle AlES] o] ARl HER AEE 5 Ak Y] AlE AETS, stolxxd gl Erd
% ol 3 oS AAAoR xFelA e FFEN-EXF WY wiAdA e A AES HE, °F 3%
ol F718 4= gt} dE o], AE BETS o 5% o4, oF 8% o)A, °F 10% o4, °F 15% o4, °F 20%
o), oF 30% o, °F 40% oI/, °F 50% ©]XF, °F 60% ©]’F, °F 70% o]/, <F 80% °1X, °F 90% o]/, °F 3%
WA oF 50%, <F 3% WA °F 40%, <F 3% WA °F 30%, °F 3% WA F 20%, F 3% WA °F 10%, °F 3% A <F

0
5%, °F 5% WA ok 50%, °F 5% WA F 40%, °F 5% A F 30%, °F 5% WiA] oF 20%, °F 5% A <F 10%, °F
10% =] <F 15%, <F 15% WA <k 20%, <F 20% A <k 30%, ©F 30% =] <k 40%, <F 40% WA <F 50%, <F 50%

_11_



[0025]

[0026]

[0027]

S550ol 10-2893388

WA ok 60%, °F 60% WA °F 70%, °F 70% WA °F 80%, °F 80% WA °F 90%, & °F 90% WA °F 100% S}
g v

271 3R Z2AAA fFAE AEe, stelxdd 9 EHud F oo sy o] g AHAoR xFEHA FE 25
EF-E3x 3 wd uixoA B, Mxze FFE= Idd FF (titer)o] T7FE 4 k. A7) "M &
Y= e 2" A7) (titer)"9F AzudH oz x3E 4 ). AV Mxe ZIFEE Wy £E2e
27 38% FE 549 Aﬂﬁ WiE wiA] F dalAe] sk (g/L)E YERE ootk Y] AlEe EEHEHE=
T e, FolxIY B Hud F o] s oS AAAoR xFEA] e FFEWI-EXE v wiA
Al FYFE = B ol vlsl, oF 109 o SV 4 Art. oE Eo], Axe FYJPHE Il FES
oF 15% o)Ak, °F 20% o4, <F 30% o]AF, °F 40% o|AF, °F 50% o4, °F 60% o4, °F 70% o4, <F 80% o)A,
oF 90% o]AF, ok 99% o]AF, ok 100%, °F 10% WX <k 60%, °F 10% WA ok 50%, °F 10% WA °F 40%, F 15%
WA <k 60%, °F 15% WA oF 50%, °F 15% WA oF 40%, °F 15% WA oF 30%, °F 15% WA <k 20%, <k 20% W
A oF 30%, °F 30% WX ok 40%, <F 40% WA <k 50%, °F 50% WA <k 60%, <k 60% WX ok 70%, °F 70% A
oF 80%, °F 80% WA °F 90%, W= °F 90% WA °F 100% =713 4 r}.

H7) B mde AEE Ngste] dud st wmAe wevh 4] A wwde Ardy Tegus,
By EPHEs, mE paY EUESY F A ] B4 augde Axd eudy £ A 3] A=
& wuae dF S0, Al it 19 F9-2% 9, WRHA (imunoadnesin), BAAR 4F 917

e) AEAY B, Ao g A PoFY A4 A 2

H
(Transforming Growth Factor: TGF)-#le} <=3
A (tumor necrosis factor receptor: INFR) &, - 21
factor receptor 2: HER2) #A| B! INFR:Fc®Z o]Folxl o ziE Aud A 5 vk, 7] & "&A
(antibody)"& o] "WAFZEH (immunoglobulin: Ig)"¥ Azwsx oz AlgHct, 443 A= 2712 A

7

Z(full length) A4 2 2719 A FHE /IHAE Fxolvw Zhzhe] Ae F9 o33 AF(disulfide
bond: SS-bond) o2 ATt A= o= 5W, IgA, IgD, IgE, IgG, T+ IgY 4 v+ %71 A= B

28 A v ZTHEE IAYE F U A ] A= = A FA, vp2-<zF 71H= A (chimeric
antibody), <17F3} &) (humanized antibody), X <17F 3HA]

(antigen-binding fragment)"> WASZEYH ZA

x3ste ZEJE Y UFE EITh. A8 B9, 9 A o

F(ab'),, EE olE9 %A <

scFv, (scFv);, Fv, Fab, Fab', Fv

) AGHEAE BA A BUARA, B2 RRU Fo 99
=

30
°

A% gl vled =wWQl (4, $&A, = AlE-52 (cell-adhesion) w29 &3 whil A S D3},
TGF-HEl Fosjde] Asdd 22 d& 5ol TGF-#Eg 1, TGF-w¥Et 2, B TGF-#et 39 &+ ok, 7] &
N &I LZ}L g o] #Hoste QIAE 4@tk A7) Ed &1 1A dE 5o, HEYR, TREF
W, F4 EFRZelaw, AxV, <Ak VI, AR VIIL, b IX, 1A+ X, 1Ak XI, <Ak XIT, <14k XIII, <&
U HGE 011} (von Willebrand factor), Z#]Zg]3d 9l (prekallikrein), EAZ 7|ywl, IH2UE
QLHEIEEWI 111, 3ot 31} 11, @wld ¢, @ud 5, oy 7 o 7-A3 =2 okAl AafiAl, Zek=
v =7, OEUJr 2- 0}‘3 gerl, 24 Zehen ezl A, -riﬂ‘/‘rxﬂ (urokinase), Zetsnwezl GdA A @)
A-1, Eg2=ne2 94 AA-2, = o Z2FoLFHE (cancer procoagulant)e]th. “d7] E-TNFR A

TNFRol| Ho]H oz Ajlsle Al e o] 3¢ A3 ddd & vk, F-HER2 &A= HER2¢] HolAo=

o 4= Itk TNFR:Fci= TNFR3} Fe 99je] &3 whdg 2},

A7) B4 dild e olular Tt (abagovomab), $AIM]T (abciximab), oFE#]F % (adalimumab), o}dl7HFH-
(adecatumumab), <LHFFT  (alemtuzumab), LFEY  (altumomab), LFET FEHE|OJE (altumomab

=
pentetate), O }FEY  (anatumomab), COFYFEE vlHUE2~ (anatumomab mafenatox), OFEA|FEEY

(arcitumomab), ©o}EE|FH (atlizumab) v 2] A (basiliximab), ®HFEY  (bectumomab), 9FET
(ectumomab), @&]F5  (belimumab), g2 FT(benralizumab), WHIAIFH  (bevacizumab), HIAEA]T

(brentuximab), 7H47]F% (canakinumab) FFZ 2% (capromab), 7FZ 2% #HHE = (capromab pendetide),
FHEulzT (catumaxomab), AMEZEZFTH  (certolizumab), FovlEF%  HEZHAR  (clivatuzumab
tetraxetan), ©EZ5% (daclizumab), =4 (denosumab), ©NZZ]F% (eculizumab), ol=#ZF=%
(edrecolomab), ol &2 (efalizumab), olE}FEFAIFH (etaracizumab), oE2Fw}E=% (ertumaxomab), I
A% (fanolesomab), EE#F% (fontolizumab), ZHFF% (gemtuzumab), 71AEAIY (girentuximab), =%
= (golimumab), ©]E#]% 2% (ibritumomab), ©]a®% (igovomab), AZZAIY (infliximab), o|Ze¥w
(ipilimumab), =¥lFF%  (labetuzumab), ™WE2F% (mepolizumab), F=2E% (muromonab), FZEE'd
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[0028]

[0029]

[0030]

[0031]

[0032]

[0033]

[0034]

[0035]

S50l 10-2893388

(muromonab)-CD3, U&e]5% (natalizumab), YAIFF% (necitumumab), YEFF% (nimotuzumab), 2 3}F5

W (ofatumumab), . 2e]FH (omalizumab), Q@B (oregovomab), Z#H]FH (palivizumab), Y FF

(panitumumab), 2FUH]FH  (ranibizumab), BSAIH (rituximab), AFFER  (satumomab), Edi%

(sulesomab), o|B#FEY (ibritumomab), ©]H#FRE%Y E=A|g (ibritumomab tiuxetan), EAZFT
1

H
(tocilizumab), BEAIFEY (tositumomab), EZ2=FF% (trastuzumab), FEAEFH (ustekinumab), HAE]
T (visilizumab), BFF% (votumumab), ZFFF5 (zalutumumab), B2EF9 (brodalumab), FFZ1F%
(anrukinzumab), ¥FUl-$-F% (bapineuzumab), =7+ (dalotuzumab), PAIFH (demcizumab), 7}
(ganitumab), ©|%=%F% (inotuzumab), vFEZZ]FT (mavrilimumab), EAFEY 452 (moxetumomab
pasudotox), HZFFT (rilotumumab), AlZZHFH (sifalimumab), EFF% (tanezumab), EZZ7]FT
(tralokinumab), E#HWF5 (tremelimumab), -2BF% (urelumab), oF==1kAl &3t (adornase alfa), @]
32 (Rebif), #FFEHZT (becaplermin), LHIZEA (alteplase), BZYTHAl (laronidase), LHIFAE
(alefacept), oNZBIWHAE (aflibercept), ZA¥FEH  (Raxibacumab), TUTFEW|Xo|g¥l <43} (darbepoetin
alfa), ®I7}IZe12% 5% (Becaplermin Concentrate), JEJ®& ®E} (interferon beta)-1b, REZH H4
3 (Botulinum Toxin Type) A, #2714l (rasburicase), o}=3}2}7]ubAl (asparaginase), o Eoldl <Ly}
(epoetin alfa), olEFHIZAE (etanercept), oFAAIYA  ®E (agalsidase beta), <AEHIAE LI
(interferon alfacon)-1, <EIHE L3} (interferon alfa)-2a, oFUZlel (anakinra), HEZE 54 3
(Botulinum Toxin Type) B, #HZZIaz}x% (pegfilgrastim), QXZ#AwWZ  (oprelvekin), JI1z}=H®
(filgrastim), dld@l$7 TIZE]E2 (denileukin diftitox), NV EI2 & &3} (peginterferon alfa)-2a,
Ay~ -7 (aldesleukin), =2uA] &3} (dornase alfa), SIE|#H2 ®E} (interferon beta)-la, HEFE]
2w (becaplermin), = EIZ2A (reteplase), <lEJHAE <Ly}l (interferon alfa)-2, E|YEZA
(tenecteplase), EZ==ZE#ZZ L3 (drotrecogin alfa), HRZUAE (rilonacept), =ZUZZA2H
(romiplostim), WISA|Zgddd Z2]F (methoxypolyethylene glycol)-oll o€l HEl(epoetin beta), C1 ol
2E|2HA] (esterase) A&|Al, o|FE2&3A (idursulfase), SFFAATA &3 (alglucosidase alfa), ofu}
EMIE (abatacept), Z<3Al (galsulfase), ZE¥E2% (palifermin) 2 e E 7wl (interferon gamma)-
bz o]Folxl Fo2HE MEsEE AY + Urt.

=
47 EREE B4 andd 5 o

£ e FREM-REY AL NG WA BH wud AN A 94X e Y BARS GaAsE @
A g g,
EHER ALE TTHU-BEG AL G AlA, ALY AE EE 4L Hgshe 2 SelA, o)
= wlE g,

271 AE E wiA= oF 150 pM WA ¢k 300 pMe] SfolExd 9 ok 25 pM WA °oF 150 uMe] EHwd

oxl o rr
o,
2L ofN

A7) B 20NN FAR AXE, SolEA % Eu F o= sht o4 MdHoR A wE 2F
BR-REG wjoF iAol meh, 97 gt F RAREA gEel Fo| gk, AEY EEY and F
AT AESS 37D AEY EeREE BE £E9 37 F ol st ol4e v £ du. 8 E
of, 7] GEucl ol Fat o 106 oY Ak, A7) ALY ExRG AR Fhe oF 108 % 37, 4
) AT AES FhE R oY F7h, ) AT BeMEE #H 539 b o 108 oY Fh, EE
ool 2FY & Avh.

A7) 9 el wE 34 R ke el mE BRAA, A FHe A7 AL Mg wAd el
(wridine)$ BFSE @A U £FF & vk, 7] felue ey wEAeA sl SgEel. fed
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[0036]

[0037]

[0038]

[0039]

[0040]

[0041]

[0042]

[0043]

2 Ad e A" +Edd 5 QU
0.05 mM WA 2F 95 mM, 2F 0.1 mM WA 2F 90 mM,
mM WA 2F 80 mM, F 1 mM WA 2F 75 mM,
60 mM, 2F 1 mM WA <2k 55 mM, 2F 1 mM WA <F 50
mM WA F 35 mM, °F 1 mM WA 2F 30 mM,
F 20 mM, °F 2 mM WA] F 20 mM, °F 2 mM WA oF
°F 2.5 mM WAl 2F 9 mM, 2F 2.5 mM WA F 8 mM,
WA 2k 7mM, F 3.5 mM WA oF 6 mM, ¢ 3.5 mM
Z7] e wWF T AE S uiHel] HrtEe AY

71 D el wmE ¥

[e] —

! te g

rowd
X
Ll
fin)
5|
o
i)
o

Oxé
(Magnesium: Mg)<= HZ3l=
ATk, A7 AE wiE aA] w2 of
0.01 mM WAl <F 90 mM, <F
0.05 mM WA <F 80 mM, <F
0.1 mM WA ¢F 65 mM, ¢F 0.1 mM HA] <F 60 mM,
mM WX <k 50 mM, <F 0.2 mM WX <F 45 ml,
WA oF 35 mM, °F 0.4 mM WA <F 30 mM,
A 2F 25 mM 2F 0.6 mM WA F 20 mM, ©F 0.6 mM
SF 9 mM, °F 0.6 mM WA ¢F 8 mM,
mM, ¢F 0.8 mM WA ¢F 5 mM, F 0.8 mM WA <F 4
0.8 mM lﬂxl oF 1.5 mM, F 0.8 mM WA <F 1.2 mM,
& F AE v wiRe] HtHe= Ad 7 ATt

ooo{)l

1 mM WA 2F 80 mM,

0

4] A A A F SR e of

oF 1 mM WA 2F 70 mM,

°F 1 mM WA °F 25 mM,

.01 mM WA <k 85 mM,
°F 0.1 mM WA 2F 55 mM,
2 mM WA ek 40 mM,
°F 0.4 mM WA °F 25 ml,

°F 0.6 mM WA <F 7 mM,

S55S0ol 10-2893388

0.01 mM WA <F 100 mM, ©F
¢k 0.5 mM WA <F 80 mM,
SF 1 mM WA SF 65 mM, °F 1 mM WA <F
mM, F 1 mM WA F 45 mM, <F 1 mM WA 2F 40 mM,
oF 1 mM WA eF 20 mM, °F 1.5 mM WA
15 mM, 2F 2 mM WA <2k 10 mM, ©F 2.5 mM WA 2F 10 mM,
F 3 mM WA F 8mM, oF 3 mM WA F 7 mM, ¢F 3.5 mM
WA o 5 mM, =& oF 4 mMY 5 ATk A7) BES |

2= oh;}

AN, 7

°F 0.1 mM W] °F 85 ml, °F 1

oF 1

AL A7) AE wiE wiAel vkadle
ES

SAck, A7) mhlge Bl o & E waug 99

0.01 mM WAl ¢F 100 mM, <F 0.01 mM Wx] °F 95 mM, ©F
¢F 0.01 mM WA <F 50 mM,<F 0.05 mM W= <F 85 mM, <F
SF 0.1 mM WA 2k 75 mM, ¢F 0.1 mM WA ¢k 70 mM, <F
F 0.1 mM WA <F 50 mM, ©F 0.2
k0.2 mM WA <F 35 mM, ¢F 0.4 mM
k0.4 mM WA <F 20 mM, F 0.5 mM W
WA oF 15 mM, ¢F 0.6 mM WX F 10 mM, <F 0.6 mM WA
°F 0.6 mM WA <F 6 mM, <F 0.6 mM WA °F 5
mM, °F 0.8 mM WA F 3 mM, 2F 0.8 mM WA 2F 2 mM, <F
T o‘t 1 mMO] 2= /1\1;} /\].7] y_xo HHOO]: 3_7] T HH

A7) AE wieE v A= oF 0.01 mM WA ¢F 100 mM UL = A FAL AFsTh

A7) ME, AE vl vix], SFE-EXS A |k uix], 54 gid HEe] AE BE S4S FEse
=7, e, 2 de HdE3 vpe} g,

71 AE ulE viRlel A FAE AXE, $EUS X861 % SFEN-EXS ol wfX]dA 1o, AlXE
AETo] F71e 4 Y. AV AE AETS, $Elde LA 2 FFER-EXE ujk uix oo AlE
A&l vla, oF 3% ol*o‘ Z7HE = k. & Eol, ME AETS F 5% o, oF 8% o)X, <F 10% o)X,
SF 15% o]k, <F 20% o]k, oF 30% o]/, oF 40% o], ¢F 50% o], <F 60% ©]/F, °F 70% °]X, <F 80% ©l,

oF 90% ©]4F, °F 3% WA °F 50%,
10%, <k 3% WA <k 5%, °F 5% WA °F 50%, <F 5%
5% WA oF 10%, <F 10% WA <F 15%, °F 15% WA
WA ok 50%, °F 50% WA °F 60%,
90% WA <F 100% =71 4= ut}.

<(Viable Cell Density: VCD)7} Z7}& <=
& Aol ] A ol HlE, oF 5% o] F7t
oF 15% o1/, ¢F 20% o]/, °F 30% o], °F
oF 90% ©]7, °F 3% WAl 5%, of
oF 5% WA °F 30%, oF
10% WA 2F 30%,
WAl ek 50%,
90% WA <F 100%

oF 5% WA

oF 5% WA ¢k 20%, ©}
oF 10% WA °F 20%,
ok 50% WA °F 60%,
7re 4 Q.

ok 10% =

71 A R WA= oF 20 uM WA oF 1000 pMe] sho]EidE 5o

oF 3% WA oF 40%, <F 3% WA 2F 30%,

ok 60% WA °F 70%,

10% WA <F 60%,

ok 60% WA °F 70%,

oF 3% WA °F 20%,
A ok 40%, <F 5% WAl F 30%,
oF 20%, °F 20% WA °F 30%,
ok 70% WA °F 80%,

oF 3% WAl o
oF 5% WAl °F 20%, °F

oF 30% WA <F 40%, °F 40%
oF 80% WA °F 90%, & oF

e 2 FREU-REG WY WA B, A%
JUe EPHA gt FTHU-BEY )
S AT A Bol, AE £t oF 5h o, oF 104 o),
&, oF 50% o, °F 60% oI/, °F 70% o], °F 80% °l4,
10%, <F 5% WA <F 60%, <F 5% WA 2F 50%, °F 5% WA °F 40%

07

oF 10% W= <F 40%, <F
oF 30% W= <F 40%, °F 40%
oF 80% WA <F 90%, H= oF

oF 10% WX °F 50%,
oF 15%, <F 20% WA °F 30%,
ok 70% WA °F 80%,

ok 2 uM WA ¢k 1000 uMe EHUE t
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[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

b

st = gk, A7) AE wiF uiH ol A" AEE, slolERE 2 End F o] s oS AdHo

s W-E33 ok miA oA Bk, 7] AlE wig wiA o] € 2k 2t
4 R ole] °k°, stolx el 9 EHd F o= s oS AAAHow
A gk SFEN-EXS vk fAolA B}, oF 15% o], oF 20% o]/, <F 30% °]%, °F 4 g, <
50% o14F, <k 60% o], <k 70% o], °F 80% ©]7F, 04 90% ©]4F, °F 99% o]+, °F 100%, <F 10% WA <} 60%,
oF 10% WA °F 50%, <F 10% WA <F 40%, °F 20% WA °F 60%, °F 20% WA °F 50%, °F 20% WA °F 40%, °F
20% A <F 30%, <F 30% A oF 40%, <F 40% WA oF 50%, <F 50% WA °F 60%, °F 60% WA °F 70%, °F 70%
A ok 80%, <F 80% WA <k 90%, W oF 90% WA o 100% A" 4 Tt

O gge TREU-REG AX WY Ao BH aude gasts e Mg IPORA,
THER ALE TRUU-REG AL G AN, AT AT wE SN S8 2 s, Wt
= WAE E2Fsta,

71 AE ek wiA= oF 0.01 mM WA oF 100 oM vFadl S EFShE AR A Al

A7) AE, AE NF WA, FTE-REG AL R w4, BH wud, A JE EE 42 Hedtt

A7) AE M MANA FAR AEE, voies wdeA e FRERN-2ra Mo iAdA ud, A
BEFol FAF F Aok, AV AL AEFE, hdHS TEHA Bt STEV-BEG BF A9 A
E AEE e, o 1 ol 7R 4 ek, AE Eol, AL AESS o 154 o, oF 2% o], o 3% o
A, oF 5% o], oF 10% o]/, <F 15% ©]/d, °F 20% o]/, <F 30% o1, °F 40% ©]/d, <F 50% °ol’F, °F 60% °l
A, ok 70% o), °F 80% ©] l, oF 90% ©%F, °F 1% WA oF 5%, °F 1% WA °F 10%, °F 1% WA °F 20%, °F

)

—
=

WAl oF 30%, °F 1.5% WA oF 5%, <F 1.5% A < 10%, °F 1.5% WA F 20%, °F 1.5% W] °F 30%, <F
3% HA 5%, oF 5% WA <F 10%, °F 5% WA oF 15%, F 10% WA oF 15%, <F 15% W= <F 20%, °F 20% WA
oF 30%, °F 30% WAl F 40%, °F 40% WA F 50%, F 50% WA F 60%, °F 60% WA F 70%, < 70% WA °F
80%, °F 80% WX °F 90%, T oF 90% WA F 100% =718 4= Q).

71 AE wjF AN FAH AEE, vhadEs T Fe SFER-BEE wg AN Bo, X
F7F S Stk A7) AR e, vhadlEs 2EehA 2 SFERI-2 X g wixel e AlE gl
ME, ok 5% o AR & Ak, elE Hel, AX S oF 108 o1, oF 15% o, ok 208 o4, °F 30%
o], oF 40% ©17, °F 50% ©]/F, °F 60% o], °F 70% o], °F 80% ©4F, °F 90% ©]/F, °F 5% WA °F 60%,
of 5% WA °F 50%, °F 5% WA °F 40%, °F 5% WA °F 30%, °F 5% WA °F 20%, °F 5% WA °F 10%, °F 10%
WA oF 60%, °F 10% WA °F 50%, °F 10% WA °F 40%, °F 10% W= <F 30%, °F 10% WA °F 20%, °F 10%
A ok 15%, °F 20% WA oF 30%, °F 30% WA °F 40%, °F 40% WA °F 50%, °F 50% WA °F 60%, °F 60% A
°F 70%, °F 70% WA °F 80%, °F 80% WA °F 90%, W& °F 90% WA °F 100% F7+E 4 Ak,

o
N

wjF wiA= ok 20 M WA oF 1000 pMe] sho] Rl W of

x | AEZ wig iAol M fAE AlE=, stolE B Evd Oib o}Ur 1*&% R
2 ¥FgeA de SFEN-ExY x o
L % ok 7] gEYoke] e, stolxaE B ERE T o }Ur Ol*c}% ddH o
X 2 oh W wiX|ell A Bk, oF 156 o), °F 20% oI/, °F 30% °F, °F 4 -
60% o1/, <F 70% o174, °F 80% o]k, °F 90% o]/, °F 99% o4, °F 100%, °F 10% WAl °F 60%,
oF 50%, °F 10% WA <F 40%, °F 20% WA °F 60%, <F 20% A <F 50%, °F 20% A F 40%, °F
20% WA oF 30%, °F 30% WlA °F 40%, °F 40% WA <F 50%, °F 50% WA °F 60%, °F 60% WA °F 70%, °F 70%
WA oF 80%, oF 80% WA °F 90%, T oF 90% WA °F 100% 7HAE S itk

A7) SolERE W EY F ol sh} o]4s WAMoR EFAA g FTEY-RuY uw W43 100
uM 7Rk, 90 pM o)k, 80 uM ol 70 pM °]s, 60 uM °Jsk, 50 uM °]&f, 40 pM °]sk, 30 uM °J&, 20
ul o138k, 10 i o3, 5 M elsh, Ei= 1 uM olskel selLATL TasALE, o}ogw% 2y B
WAL 5 ek 7] StelTAW % ENE F oln shl o4 NAYOR THAA @t TREV-RIY
g A= 16 uM IR, 15 p 016}, 14 ul eleh, 13 ul eleh, 12 uM eleh, 11 u olal, 1 ,
9 M elsh, & uM o3, 7 pl o3k, 6 wh °l3k, 5 uM elsh, 4 uM oI, 3 uM oI, 2yl elsh, wi 1
ull olakel ErRle EgaAG, Erld % T3t e WAL F e,
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[0052]

[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

SS=50ol 10-2893388

d FF e gE Fel oM, B G s 13] ol &k sl 23, 13] o] pH Wt 23, =

= = H=E w2 T M

A7) 2k st =i, Al 2melA AE7E iAol A 3 o] Aeta, Al 2= Hrk o 1T WA °F 8T
S A2 SRR 2EF wstEe, A7) Al2 ERelA AE7E o 29 ol frXl(maintain)d 5 vk, A7) Al
e AL =N HiXelA oF 33 o4, oF 4 o, o 15 o4, oF 2o WAl oF 15, Ei= of 29 Wi
oF 4 Bt AET ¢ Atk Y] A A2 SRolA wiXAlA oF 29 o, oF 3 o4, oF 4 o], oF
159 o, oF 254 o, oF 35 o, oF DN o, oF 19 WAl oF i, oF 19 o] °F 35, °F 1
d ol oF 277, oF 19 o] oF 15, H of 1d ol oF 4 &k F4E ¢ A A7) Al X oF 30T
WA ok 427, °F 32C WiA] oF 42°C, °F 32°C WA °F 40T, °F 34T WA °F 40T, °F 36T WA °F 40T
EE oF 37CY Ak AV A2 2EE oF 256 uIA oF 41T, °F 27C WA °F 41T, °F 27T WX

o C

T, ¢ 30C WA ¢F 37T, °F 30C WAl oF 35T, oF 30C WA <F 33C, E&
= F 1T WA <F 8T, ¢F 1T WA < 7

T, ¢k 1C 14%21 °F 61 5C, ¢ 1T WA ¢F 4T, < 1T WA ¢ 3T, == ¢ 1T UA ¢

2T 4 Urt.

7] pH W3} 2712, AL pH @l A A7 wi=|oll A ¢F 24 o] Ad7detar, Al pHet B}k ¢F 0.05 1A ¢F 1

v A2 pHE pH W37t =m, A7) A2 pH gl A AE7E oF 19 o AT & k. 7] AlEE Al pH

el Al ol A F 24 o)/, oF 3Y oA, ¢F 44 o], oF 1FY o, ¢ 24 WA ¢ 15, EE ¢F 2Y

- l =
A ok 49 F T & Ak B7) AZE A2 pH FANA AN ok 19 o), oF 29 o, o 3% o],
oF 490 o4, oF 159 ol4, of 274 o], °F 374 o, oF 1AW o4, ok 19 WA o 144, o 19l o]
Aok 3%, ok 190 o4 of 2%, ¢F 190 ol of 13, mi of 19 o4 of 49 Fob AW & vk, 4] Al
e}

pH #& °F pH 6.8 W= °F pH 7.5, °F pH 6.8 W= °F pH 7.2, °F pH 6.8 Wi#] °F pH 7.0, = °F pH 7.0 U]
A <k pH 7.29 4 itk 7] A2 pH g2 oF pH 6.0 Wi= <F pH 7.1, °F pH 6.0 W= °F pH 7.0, °F pH 6.0
WA oF pH 6.8, <F pHl 6.0 WX oF pH 6.6, °F pH 6.0 WA <} pH 6.4, == F pHl 6.0 YA <>ka62°1 5
Sitt. 7] WEkE= pHel Abeli= <& =°] pH °F 0.05 WA °F 1, °F 0.05 WA °F 0.9, °F 0.05 WA °F
0.8, ¢ 0.05 WA <k 0.7, °F 0.05 WA <F 0.6, ¢F 0.05 WA <F 0.5, °F 0.05 WA <} 0.4, <F 0.05 U|A]
°F 0.3, ¢ 0.05 WA < 0.2, F 0.05 WA ¢F 0.1, T3 <F 0.05 WlA] <F 0.08Y + iT}.

s

Al

x|

Fol oA, 47l A4S =FER-=X g wj Aol Ermo] of 2 g/l o]/
= 3L

fei3eis %p} .

Frge] FEE o 2 g/L oA, oF 2.5 g/L oA, ¢ 3.0 g/L o], °F 3.5 g/L
°F 4.5 g/L o), ¢F 5 g/L o1, ¢F 5.5 g/L o), ¢ 6 g/L o], °F 7 g/L o3k, ¢
2 g/L WA ¢k 7 g/L, &F 2 g/L WA ¢k 6 g/L, F 2.5 g/L WA ¢F 5.5 g/L, ¢F 3 g/L WAl ¢F 5 g/L, <F 3.5
g/L WA oF 5 g/L, T 9F 3.5 g/L WA 9F 4.5 g/L2 A2 4= Ut 7] =T AL 8lld Foll AxE
vk wjAel Hrbe 5 Q.

&

wigel a3y

o P Ee vE e wet, AlxE SFEN-EEG wiAd stelx |, Huld, $-2d, v, ©

of =& HZFRE vl A wfFete] Aol o) druol BAE HAaA7|a, AEe] HefE = Td
7131, AlEe] 5 S/, Al AEeE SVHNA g dar, ofdl o AERAFEH 54 o

do] AigS dASHA 7 5 Ao

2 oo

Hol zhder d
& stolxzel 9 Elude] EAA CHO AEe] wieF AIZF()ell tigh Al wfF wiA] (S FER -3
gryole] Fx(m)E veERRE ZefZoltl (M: 0 mM FFEFY + 2x HT, @: 0 mM ZFEH + 1x HT).
T 2% stolxzE B EuHe] EAA CHO Al v AIZH(L)ol digh Al ek wix] (SFERI-E23})
F ¥ Fx (g/L)E YEhlE Z#iZo|tt (M 0 mM SFEY + 2x HT, @: 0 mM ST + 1x HD).

T 32 stolxzel gl EAfoAl CHO Al3Ee] vt A[ZH(D)el digk ME AES (%S YeEllE 28
otk (M: 0 mM ZFEY + 2x HT, @: 0 mM =FEY + 1x HT).

_16_



[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

T 4% slolxze 9 Erde] EA A CHO ME] wid AIZH(D)eol tigh MxEe] ZHE = 2d 3 (g/
L& Yehy= 2 olg (B: 0 mM SFEY + 2x T, A: 0 mM SFEHY + 1x HT).

T 5av 2x HT wixlo] 4 mM -2l 7}3F A9 vlF AIZH(L) ol e AlEe] 4= (CHO AE/m)E YERE 2
gzoltt (M: 0 mM ZFEP + 2x HT + 4 mM - +

% 5hE 2x HT wjA]e] 8 mM ZHEAE 7138 H F Aol dist Mz 4 (CHO ME/m)E YERN =
T#Zolt (M: O mM SFEY + 2x HT + 8 mM ZSEX, @: 0 M SFE + 2x HT).

T 6at 2x HT Aol 4 mM $-2]9S 713k 4wl AIZH() o digt AlZ AEF)S el 2ot}
(H: 0mM SFE9 + 2x HT + 4 oM 2, @: O mM SFEY + 2x HT).

T 6bi 2x HT ®lX|ell 8 mM ZHEXAE 7he A4S vk A17H(D)ol tidt Ax AEF (%S YeEll= 2ot}
(M: OmM ZFE9 + 2x HT + 8 mM ZEE2, @: 0 mM ZFEY + 2x HT).

579 % 82 2x HT wixlel 1 mM9] wlaul&e 7Fe A9 22 Alxel 4 (CHO Al2/ml) 2 Al S5 (0D S
el 22 Zo|tt (M: 0 mM SFEP + 2x HT + 1 mM9] vl2dl<, @: 0 mM =FEF + 2x HT).

By A7) A8 FAHd HE
olel W wwWe AAelE Eafo] wrh AMeA ARAT. Ze, o Axel: ¥ wRE dAKe AW
7l S8 Ao B wwel Wi} olE ANdel g4EE AL ohrh.

AAd 1. 2x 0TS S wE AZ Y wiA F d2Yot # £57 FE9] W

25 st AEZ g wiA o] Ryl wvh gobxa, gEUYoks AE 5SS uEkith. E=3
3 7b S7gkell wel AAE7E skt 3 5
o

A, §F dNAS BdskE AET (CHO AXEF)E Evsta (AXFE= CHO Al §3 9 s 2y}
= UEE JALANNA AA AL, AV AEE ZTENS Taeix] e wHelA Wttt 9x10” AE
/mee] AEZ g AAld AEstal, SFENS XS] Z= WA E JFSEATh. wiF] el 10 mM A sho] Ezd
2 1.6 mM ER e 100X ~E (FlgE1 HME: 11067030, Gibco)S 7Fste] viA] & HE X 100 pM stol=
e 216 pM Eold (o]sl, "Ix HT"Z 7]1AgH), T=% 200 pM sto]EE 2 32 pM gujd (o3, "2x H
"= 7]AE) o] HES 35ith. AxE 37T &% 9 5% (0,9] 7 3fol A wiFstlar, wMAE 2dnic) A1A

o w2 mEek.

oF 159 ot wiFstAA, HlYF AZH(A)d wE WX F FdEYole] FE (mM) ¥ ¥xE9e F= (g/L)
Bioprofile ojd@lo]# (2% W3 : BioProfile 400, Nova Biomedical)o|A] &Ry o] &-HMelx ==
Wrgel 7J|E (Flg22 HE: 24458, Nova Biomedical)E o]&3le] SHsY. SAHE A9E 474 = 1 ¥

&= 20 YERHAT.

o el ule} o), FREMI-EX3E mX| o] 1x HIE 7}8 A9 v]s] 2x HIE 7}8 A9, AE HlSF A
wel A g mix] F dEYole] FEUF AT HASAT. dE Bof, wiYIA 149 A F, Ix
748k A9-oleE WA F dryole] Xyl 3.31 mMel WA, 2x HTE 713 Aol wix] F gryolo]
7F 2.21 mMZ 723k},

of B &
Moo =

R, = 204 yEd mpeh gro], SFERI-EREZ wiAol] 1x HTE 7HeE Aol HlEl 2x HTS 7FeE A9, AlE
W Aol wheb Al wl vl T 2] srF AAGHA AAEiT. dE 5ol WMUEdA 14d A
%, Ix HTE 718k Ag-ele wiA & £ $X7F 14.00 /L]l whdell, 2x HTE 7k A9-olle wiA] § X%
Fol s&7F 11.12 g/L= #2438k,

whebd, AE W A FEEV-REF L ox KIS EFehs WAl AZE T 45, FTEHN-2EF 2
Ix HTE Egehs mAolA wegshs Aol mal, AEd] o|@ emulol giro] grasha, Aabel gmLjole
oI% AE S0l gasta, ol met ALY EXY 2nF] F/4GE A,

Ao 2. 2x HTY EAd] 2 AX AEF H Ao ZEPHE L FF9 A



[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

S550ol 10-2893388

ALE TFEN BEH R 2002 S WL A, TFED BIE R bie) S AP 2
G-oF vlalste], wikE AlEe] AE AET (viability) B A EZHE= o4& (titer)el =Fe]7} U
=4 s,

=
<%§ﬂ§%ﬂt%¥ﬂmﬁﬂﬂbA/@ 5(%) ¥ ZFE= 9 £F(g/L)S 727t Cedex HiRes odefolA|
wel ME: 720000370EN, Waters)E o]g&slel Egs EF ujA
3 FAH3NAY. SHE A9 44 = 3 2 T 49

(Trypan blue exclusion) ‘%L”dﬂr Uves0 =4 S

LER AT

T 39 = 4o vERd vk} o], SFEI-EXT 9 Ix HIE X3t v oA M2E wjds 45 b3

SFER-E8X3 E 2x HTE X233 }—L‘ HHX] oA AEE wg A, Axe] AT L Axe] EHPEHE Td

g0l frolahA 27%}0314 o & ;o oakdhA] 149 Ay F, Ix HTE 713 Agols AX AES]

81.4(%) %1 whde], 2 ~7b¥ofﬂbHVJ%ESH&J%E%88ME’WHWM—“ﬂ HFEhA] 14
7P§ Ag-ole Ao ZEYPEE BE FFo] 1.29 g/L]] R, 2x HTE 718 Z$-oll= o

Al % w7t 1.76 g/L&2 Z7Vhl).
AAld 3. $Ede] HAslel o3 A = E AX Y&EFolo FF

2x Hrell $-edS 7k wiAelA AxE Wi A9, de Zrbl o3k Alxe] 4 (Viable Cell
i

< GO750, Slgma)E 7}s}

N
AR A2 wEegltt. S xato s SFER BT wiAel A wjgd AlEE AREslt

2
J
X
Hl
i
w
BN
(@)
lo
rlo
H

g
=
Q
&
lo
AL
oy
2
=
02
L“L
;O
L
=
2i

ﬂJ
Do

e
o
i=)
i)

oF 149 F, Alxo £ = AE HETS Cedex HiRes odlolA (EdE WE: 05650216001, Roche)oll A 7K
Y-71gk ojmx|g} W ERE EF A Y-S AEste SA g d g ZgEA EACA MY
MES] 4 (CHO ME/m)E 242t = 5a ¥ &= 5bell YERSITE. 3, d g dgEo] EXA H|
MEo AET S 242 = 6a E = 6boll JERAITE.

% 5a0l vERd wpel o], FFE E¥e 9 ox HT Ed iAo S 43 Agede $Ede F

A 2e Bhol B, W AES £71 HoIs ST oF Bol, MFeA LY F3t 7, Seas
EgehA o Aol AL S 67.22 AL/LS WEel, SelUe TFF Aol AL S 79.3

L /mL2 =7} T},

ol | & 5hol| UER e} o], FFE B33 @ 2x HT 23 wix|d] AFEXASE F7)3 A= AgE
28 F18HA e 9ol vlE, weka AEQ Froll Foldk xolv) glolt).

5 6adll YERE vle} o], ZFEW BX3 W ox HT 3 v EdS FUhst Ao 9EdS F71s)t
A ke g0 nlal, wlgE AEo AESO] FoHA FrlEldTt. dE Bof, wU3IA 14 A F, §-
ds ¥3elx] FE AgdE AE AETo] 89.6%Q whd U ¥33 AG9ol= AlE AETo| 94.60%
<=7kt

W] & 6hell e Hle} o], FFEM BXE W 2x HT X& wjx|o] ZSEAE FIlst A dE ZTE
25 F7FHA] & A9 v, Wi AEL ol FoF Aol gl

ek, AEES 2x HT B oS Z33 wiAol A w49, Axe] = 3 Alx AEFo] AASHA Fobd

AAe] 4. vtavEe] J7ld @ MR £ R AXE YEFolo IF

AN 33 FAFEA, 2x HTOl vlavlgs HA7bek wixolM AELE wjged 45, vt drkel 9% AlE

o 4 R AL TSl GFol dEA ARE FaASAT,
AAe 10 ZAE A3 FAH pEos LS FHstn, FHE A FTEY BEY 2 o HIE £

_18_



[0084]

[0085]

[0086]

SS90l 10-2893388

& wjAE Zhsklek. wiAel 1 aMe] viadle (FFERI WS M4880, Sigma)S 7Relth. AlEE 37T &
2 5% 0001 =3 sholA migediar, wiAE 2dvit A wixE wEsiglt. A R owA S5

R wiA el v AlES AFESElT

rg 1-ﬂ

oF 14Y &, AM¥9 = 9 AXE AETE 7 Cedex HiRes ojdatol# (29 HI: 05650216001, Roche)ol A
27y 718k oA g I Eyt £ djAl WS ARgste] AT, ntavlEe] EAldA g Ml
o] 4= (CHO AE/m) 2 AE A= z 9 % 8o YERSIT.

gl Vb whsh gol, FTE WEF R 2 HT EF A S FAE Al v
PR ke Aol Wis), W xS b frolsbl SAeka, ME el frelshl Slekan.
Fol, WFHA 1Y A3t F, chudee TFA e Aol X £ 67.22 AE/L WE,
M ge EFF FSols ML £ 76.35 AL S, B, wGHA el Fn T, vhg
& XA @ Aot AE AEol 89.662) WRel, vh1uHe £ Aol ME AEFol 91542

2.0 \\.\._././I:.'
1.5

0_5./ —&— O0mM Gin + 2xHT ||
—e— 0mM GiIn + 1xHT

otz Lol 5= (mM)

0.0
01 23 456 78 9 101112131415

H 2AIZH (D)

—
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EH2
16
14 —&— O0mM Gin + 2xHT _
—e— OmM Gin + 1xHT /\/'
—~ 12
—
10 /\//\-/.
H
Ho 8
110
H 4
IH
4
2
0
01 23 456 7 8 91011 121314 15
b 2FA| ZH ()
EH3
100
98
96
g 94 Y)\l\—.\
T 0
_Ejé 90 - N
<
H 88 \'\
< 86 \
84 | —a— OmM GIn + 2xHT \
g2 L —e— OmM Gin + 1xHT .
80

0123 456 789 1011121314 15
HY QA ZH (&)
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s==4

[RRREXR]
RS

PR

= =
I T
xX X
Al
+ +
£ <
[ON O
==
E £
[N e]

]

s
B O R RIS
e

PR

e e Er ]
ORI

oDttt tate e tatote et oo tetatetesetotel

R R

R RS

TSI
BRI
e

o

N

T,
OIIIERKK,

% 9%
T i

SRR LRRLLRLS

AN

R
T s
R SRS

O ot oot 0T oot 0t et ot 2 4%

DN

Tetatatetetatotetatotatetatote

1.0
5

R TRREE BEly

S
o

D14

D13

D12

D11

D10

053

H

—8—0mM GIn + 2xHT + S22 |
—e— OmM GIn + 2xHT

120

100

o o o
o] © <

(TW/Z |iv) AOA

o
[V}

14

12

10

_21_



10-2893388

s==4

EH5h

120

|
| | <
|_._-.._-_ —
il
B ~
+ -
T ™~
TX
Al
+o| |2
cE
mG
=
=€
ES - %
HIL
/l.// -
/ - oy
/‘uO
o o o o o
S © =3 N
(TW/= i) QOA

=63

100

—m—0mM Gin + 2xHT + S2[H
—e— OmM GIn + 2xHT

o
«©

(%) S==R Ely

60

14

12

10
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80

Mz HES (%)

—m—0mM GIn + 2xHT + ZEtEA
—e— 0mM Gin + 2xHT

60

0o 2 4 6 8 10 12 14
B QA2 ()

1
g
3

120

100

" T
60 / \.
o/

/ —a—0mM GIn + 2xHT + Mg ||

VCD (M Z/mL)

20/ —e— OmM GIn + 2xHT

O 1 1 1 1 1

0 2 4 6 8 10 12 14
Zh ()

T
_

H kA2
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E98
100
&
JLO
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= 80
IH
=3
—a—0mM GIn + 2xHT + Mg
—e— OmM Gin + 2xHT
60
0 2 4 8 10 12 14
H 2FA| 2 ()
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