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A FAFe] XZ7F g AfANA olE XFIe YHlel AMEEY] ¢ ?‘f&, (R)-2- (7 (4 A} FzHe-3-

452)-1,2,3 4B Eg}stol =2 Ato] 2 2 EH[b] Q& -3~
FHhoR e bed 9, SvEE wE SaEe T ooy i*é%i/ﬂ, W1 wae

i T o, b B

7] kb 2 ES AANAl A1 713 ¢t Foshes @Al

AL FoSE 1 EE ol getHown e i 9, Sk Eu FakEd U@ MY s
(responsiveness) & ZAste], A7 A= digk 9= AAs= @A, 2

A AL A7k &) Helx 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23, 24, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, L 95%2] ®|AME ZxXzHE
(fecal calprotectin) ZAE YAdta Hojx= 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19, 20, 21, 22, 23, 24, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, Tx 95%9] C-¥+%
4 Tl AE BT A7) ofshE 2 ES FAE A2 7T Bt A&ste dAE £3ei,

o714 Al A5 7|3ko] 4529] A melal, 3ehE oje] ofstHor §§ e o, &vidke e 3
S|

1 =
H L
22 2 mgel BHEHE 19 P FEF A oFSH 2AE,
AT 2

ALg QolA, AAZE INF AFA, Q1A AFA, R AGAAAZYE QA E Holw shpe] AAE o]
Aol FolE wakd ZQ) ofeba £4E.

A3 3
A1&ol] QoA HA7E HEEFH (vedolizumab) S o] del] Fo] S uktel Aol otz A E
AT 4

Azgel QoA , AT Folx sy AA9F EFE3 UkS-(inadequate response)S 7FHAU, FHolk e
A Aol et wh-g-& AR AY, Fom st AAd EUAd 4 (intolerant)o]A™ A ey =A4E.

AT 5

A1gol oA, Am7F I WSS FEsta/AY FAAZIZ/ AV AEe]l UAEAE 9 (endoscopic
appearance)= 7NA3ta/AY; 4 BEE FESA/AY FAAIIE AS 2= AL A 2 E
AT 6

A1gel JAA, A FEEo] ALY dHFHYA Iy 2AHE.
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Al oA, A5 o] F5& UA T5 A ALY A (moderately to severely active
=)
&

ulcerative colitis)9l
AT% 8

A1gel dojA, A7 Fod A AT Hox 69 3-FA484 Hols ZElY A (3-component Mayo Clinic
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A-Zvl g}l Aitste] ojd] AAHEE 2Pa-1-EAFo|Ed o AjS FIf &AdstEn. S1Py, SIP, ¥ S1Ps
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Al

MAZF A1 717kl o8] dolx 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23, 24, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, i 95%2] WA E Z=xzuwl 7+
A2 GAslA] FEvd FE 19 592 A2 770 B9 Fdets dAS £33

T3, 2l - AHlE MHEY] 1(S1P) FE&A-v- Aele] A87F Bad JRAANA oo A7 Wel
AsE, &7 S

E 1 EE o9 oo 58 7Hed ¢

o
)
i

EE IS AA AL 713 Et Fode &

)
st

)

MAZE AL 717kell o8] Aol 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23, 24, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, W& 95%°] C-¥-&A wulH A
& dAsA derhd sEHE 19 FolE A2 7|3 S Fse GAE Ege

Belo] AN B el o @ thE GHlEe 53 A go] dAel we neh A AAD Rolt,

7}8-E (observed lymphocyte count)(lO/uL)% EA]

FHEE0/ul)E =AF

T 32 bHA FekelA Al gk rEMo =R E ] WetRA o] AIHE(ECG: electrocardiogram) 4lEHEE
(heart rate)(bpm)E =

T 4= NEZHAEE=(etrasimod) (S 19] L-ot27|d ), AR = (ozanimod), XELJANZ® (EIFATEIY A
E#o]E(tofacitinib citrate)), ENTYVIO® (Wl&=2]5%(vedolizumab)), SIMPONI® (2|5 % (golimumab)), 2
HUMIRA® (o} =2 5% (adal imumab) )oll thdk A7 74 (endoscopic improvement)S 2+ $hxleo] W E-&9] Hu
& TA g

T 5% JEITAEZ=(SFEE 19 L-ol=27|d ), 2AYEE, XELJIANZ®(EIFAIEY AJEFo]E), ENTYVIO®
(=255, SIMPONI® (255, 2 HUMIRA® (oba]F-5h)el thdt, < 2% (point)<] F 1 ol& #<(total
Mayo score)E ztal >19] ABHS(subscore)s ZHA] FE dxto] H|E&EA XJQIE]—‘E, olAF #&l(clinical
remission)o A2l #xpeo] wWREFo] HIAE ZEA|gT}.

= 69 A 2 BE A3 Aol wE (A) wWiAE Zzedy 2 (B) C-9h3A gl S0 nX= 9o, JdEz)
ARE 1 mg, @ EIZFAEE 2 mge &S 0.05, #x P<0.001. BL,
71%4 ;5 CRP, C-¥H8g-A whalzl; IQR, 4295 #9; Wk, F=(week).

= 79 A € BE AL2FoA #ElE dAsa e B F A A & @Al A] AIZE Al wE (A)
HidE Zxzey 9 (B) -k wld FFd vHE A EGAIRE 2 mgo] &¥E ZAET. P gk
S 943 3 o #AE G ¥ FAE vlagth: « P<0.005, #+ P<0.0001. BL, 7|45 CRP, C-4k
S weE; IR, 48 WY Wk, F.

T

B2 2R]EL7] 9feF FAF Q] Y&
B oA A AL EE kel o] aly] wo] @ o]t o]Eo] AgHE Ewo] g JYEhE A2 A9s)
iz, ofefell AAE wieh g ofujE ANt

SIEHE 10 9o ARgE vk} o], "sEE 1'2 (R)-2-(7-(4-A}o| 2 AE-3-(EY S F L2 e ) A %A])-
1,2,3 4-g Egtslo] =2 Ato] R AMEH [ H]RIE-3-Y )P EARS ©]¢ ZAA FHeE Eghate] ou|grt. vA g
ol oA, FIE 1L A WO 2010/0113165. (1 AAE= B Hzd 93] z3=)of 71A" upe} 7ol
o, vl-guistE 2AA R AAE ¢ drk. & TE AR d24, SHE 19 L-of2r|de =
A-&70 WO 2010/011316% = WO 2011/094008 % (o] 52 Z+zt 1 AA|7} BEdoll F=xol o) x5 )l 719 wf
of o] F4, v-&viztd ARG JEEA AAE F dvh. E OE vASGHQ] A2A, s§E 19 TEF 4
< =AF7] WO 2010/0113165.(2 AA= &l ol o3 x3hg)ol 7|AF npo} o] ZAA FHefzA A
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[e]

[0140]

[0141]

[0142]

_17_



[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]

[0153]
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delol A, &7 B2 T TS YA gerh

ool A, sheh= 12 AubsaolA 6 bpm 23] HAE of7|ahA] FowA Folgt,

o
TadelAM, HAE INF A, delad AEA, 2 dGqAAZE dgEs Aol she] AA=

g5

o] He] FolE Wkt

AR FEAA A, MAE HEZTHS oo Foug)tt.
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AHE Az-8% 29 Va7 96 A4S Bew 91 Fowd Felut,

S
TadelA, sekE 1

dF T < 3P 71 HAHLFDE S7H171A oA Fojdn, o FddeA, s 1
< s E LFTE op7|shA] oA Fojdn, dF FddoA, gt= 12 ALTE S7HA1714] @emiA Foid
&1

o AR oA, 33E 12> ASTE F/HA7IA] fomd Fogn. Ay FddelA, 3gE 1S ALT >3X
ULNS S7HAI71A] oA Folgnt, A oA, getE 12 ALT >2.5X UNS S7HA171A4] 2 omA o
Hrh. A8 FddelA, sFHE 12 ALT >2X ULNS S7HA71A oA Fojeth, g FEdoA, g3&E 1
2 ALT >1.5X UNS Z7HA1714] @kowA] Fofdth, oA Fddeda, g5 12 AST >3X UNS S7HA714] &
oA FoEth, AR FEdolA | 3FE 1S AST >2.5X ULNS F7HA714] @oma Fodth, AR 7349
A, SRHE 12 AST >2X ULNS Z7HA71A] koA FojEh. 47 FdddA, g3E 12 AST >1.5X ULNS
STMAZIA oA FojEnh, AR T, 35E 12 LTS F/A7IA] gouA FojEn, g
TEaol A, e 1& Wa] W 53X NS S7HA714] oA Fojdn, di dol A, e 12 e
FH >2.5X UNS T7HA71A oA Fojdn, Ay Fddo A, sigtE 12 e FRl >2X UNES F7HA7]4]

AA FolEnh, AR FEAA, sE 12 W FH >1.5X UNS S7HA71A] FoWA Fojdn, odF

T4

l 2]
o

TAdelA, dtE 12 k-2 F e EJLFHHA(GNE S7HAZIAl FomA FojEth, A5 FEoA,
7

o)
=<}

S 12 GGT >3X ULNS S7HA171A] owr FojgEnh, A8 Fd Ao, 335 12 (6T >2.5X ULNS S7}
A71A] eromA] FEoHETh, AR LA, FFE 1S GGT >2X UNS Z7HA71%] o] Rojgch, di
TFEoo A, 3FE 12 6T >1.5X UNS ZF7HA71A] FomA Fojgr),

AR oA, e 12 ¥ 7% HAlA BAAAES opr|ex] gowA Fogd, AR FddolM, 35
5 18 3 BES opy|akx] owA Fojdr),

AR FEAo A, AAEe A5 F 2P A8E Y3 = dE A EFEI S FAJALY, AAel
gk WSS AASAAY,  AAel el EWAoIAAY, Al WF dExE AFEdd. dF
T = I3

ool A, 7MAlE 954 & Aee] ARE ST gE AAe EFET weS 7M. 45 FEdelA,
ps A

AAE B34 4 A8l ARE AT E e AA B BeS ARt 9% THANA, AAE 3
Y 4 A8 ARE 9% E e A da BgelA. AN THANA, ANE A%H 2ol
S ARYS BB Bk A¥ PN, B AAE FF A4 FF A4 QAN DA, me a2
Zol=, QHTe DA, % AeflAA, % oflwel Aol =R E Adu i ol shtel AlAelth,

AR FHaA, AAE Fo AW BFEG WS AL, ARl YT WS FUSRAAY,
Aol sl BWAIAAT. A FAANA, AAE Fohel AnyA BEEG WSS AAdd. AP T
Aelol A1, AAE Fehel AEwel e WS AUHAAG. A% FHANA, AAE Fejol Azl ohal

i=4

3 o , : :
EUAoldiet. AR FEdoA, Falo NF3ES FF AL FF A ARINF) AEdA|, ZEE|FZAERZO
= |

AR TR, MA= Z2EALHRE Y/EE oY o] ES o Fojuigit. AR il
A, Al T A FE O AAE JAANE) AFRA, QJEa™ A3Al, Z/Es dHgYAAE ol dl

FZE FAHBo|EE AT IEEIAHZo|Eolth, AR TG, INF d3A|= INF-a
kAol Tk, AR FLHo| A, oln A o] Ex 5-olnAg A o] Eo|tt, AR FHoA, ¢lH Y 2
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FAe e 5840 APz AQEG. A PRI, INF AIAE W AdAR APt A 7
ool A, wWelelAlAl: wWelzddw AFET, AR FHA, olde] Fde AW N Amw
SEELER

SIP, A thal AgA BHS 2= SIP FEA AEAL YTTRLFTS NS 2eln AdHow fu

~
3= Ao R AAFHAT(EZE HEIF ASH(PLL: peripheral lymphocyte lowering) 2% A|AH; F3[Hale et
al., Bioorg. Med. Chem. Lett., 14:3351-3355, 2004]). o]+ 2x} ¥Zof ZA(H=ZH L Holo=

i
&3t w9 FutE T (3 [Rosen et al., Immunol. Rev., 195:160-177, 2003]; & [Schwab et
al., Nature Immunol., 8:1295-1301, 2007]). d& E°], ¥X A olggt A A= T-AHXE AolAl S1P,
TEAY Gt ZAEA-FE(driven) 7154 AIAE(o]2H HIEZHAZHE ] T-MXE HlZE(egress)S W3
SIPY] =) % #Hxd g AollA SIP, A AEHHQ AT AE(HAE5AE)(o]2H FEFe o]
(transmigration)g HMEl= A8 7)5o] Z71E)e] AR Aoz AZET(E3 [Matloubian et al.,
Nature, 427:355-360, 2004]; & [Baumruker et al., Expert Opin. Investig. Drugs, 16:283-289, 2007]).
SIP; 784 W59 Fs8e "G AYE GAs7e FEsta(EAanna et al., J. Biol. Chem.,
279:13839-13848, 2004]) o] AAl 7] o
al., Transplantation, 72:764-769, 2001]; &
HIus .

-1 0 710

v

HWod wkgol &4 glo]l TAStE ASZ (¥ [Brinkmann et
3:

5
& [Brinkmann et al., Transplant. Proc., 33:530-531, 2001])

W3] SIP; 849 FFago] ¥ 2HAAS X o o FHYs 988 ZteveE AL nea gy o
Hol Al EAZ 24 SIPy FEAE FAAAA 7= AT 93] ARHAT(GEH [Sanna et al., Nat. Chem
Biol., 2:434-441, 2006]). ¥ AL &5 FAo g3 &44E 4 Jon, a8z oF 5o, 938F,
F& o (major trauma) B FEEFE FHHol 54 ¥ &4 Ee IF 2 S5LE 2 A&

ﬁ
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SIP 84 HMEA (1) PHS2E ol §8 £ 3 HTWS Agsel, Sama £, A%E Ao ok
G ohgoola] MAEA S FEA AelAAl 4
W, SIP-AEE A8t AU AdeN 2tee sttt aene, S F8A7F ofel SIP 8

A7 e #oladeS AAFIA T (E# [Sanna et al., J. Biol. Chem., 279:13839-13848, 20041). uw}z}A,
Aol S1P; &A1E S7lete] AdeAQl S1Py &4 Z-8Al= S74% A= HF(window) = 13 Ao A=
=3 A, B S SRA O dse s ThsekA StEE ARHOREAY] d%5&
degith, & e S1P, FE&A1S] AEAolal % SpragueDawley® HEONA A HE YERWA FUdA HE

Aoz UehlA o 2 58 7hed o, ke, 2 SviEke) e 2RI (=AE
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mg, 0.35 mg, 1 mg, 3 mg, & 5 mgolA]
ot 0.1 mg WA 3 mge] U v &
nzte = J14 53 A FE 9 A

.

H—lm
2
1
3-‘9‘»—*

25 A (AV) A A AHe] 4719 AEE B3 EH
Z o) WeFZF(maximum tolerated dose)e 3 mgoltl. AGolA Al =& T35

T g Yx JEEo sl oAE= ey adE AYstas, &8 A3, BCG, ¥ 7T #HAF, #Hetd
HAAF(ophthalmoscopy), Hv 44 AT Algo] #Hate] b ez {3t A EA= AT, 3 mg
2 5 mgil| A Fokd Wz dN B MAE, T A, NK A2, 2 TEM N2E A9k BE T A2 sHAES Ay

25o], SAIZHAOlE A A (nadir)o] ZE3FGaL o] 2447F Tob x4:u Q)
329}, PBL 71 EE 3 mg 2 5 mg &% FFolA oF 40% = ok 5507
W sl k3, SIP 483 ddE 5yyo=w
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[Gergely et al., Br J Pharmacol

& [Kovarik et al., J Clin Pharmacol 44(5):532-537,
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=

bl A S1P =841 2+-g-A2] 7]t =]

{17k

al

167(5):1035-1047, 2012]; =& [Brossard et al., Br J Clin Pharmacol 2013 Apr 18. doi:10.1111/bcp.12129.

[Epub ahead of print] PubMed PMID: 23594176],
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el A, S1Py =-8-A| -2 Aol

T3

=]
T

]

[e]

[0214]

It}

[e;
o

A7ha e 3

- o=

ol A, S1P; 48|

3 7

]

[e]

[0215]

SjslES oF 0.5 WA ¢ 5.0 mg

)
P

I

—

sgE 1 EE o]9) of
=

el A,
B

[0216]

fmjsES ok 0.5, 0.6, 0.7,

1.8,

—EJE
1.75,

[e]

[0217]

1.1, 1.25, 1.2, 1.3, 1.4, 1.5, 1.6, 1.7,
2.3, 2.4, 2.5, 2.6, 2.7, 2.75, 2.8, 2.9, 3.0, 3.1, 3.2, 3.25, 3.3, 3.4, 3.5, 3.6, 3.7, 3.75, 3.8, 3.9,

1.0,

1.9, 2.0, 2.1, 2.2, 2.25,

0.75, 0.8, 0.9,

5.0 mg9 3= 19 A

w
T

4.0, 4.1, 4.2, 4.25, 4.3, 4.4, 4.5, 4.6, 4.7, 4.75, 4.8, 4.9,

)
i/

|uj3tES oF 1 mge IS 19

L
L

=3

[0218]

1

SwztE2 oF 1.5 mge =

L
L

=3

, T

[e]

[0219]

fuj3tES ok 2 mgo] FHIFE 19

L
L

=3

, Tk

[e]

[0220]

A

°F 2.5 mge] 3}§H

[e]

[0221]
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s==4

oF 3 mgel 3HHE 19

o
=

S5}

[0222]

13] A A F

[e]

[0223]

[0224]

a

gy

AR TRl A,

[0225]

ol

AR TRl A,

[0226]

oS

1

[0227]

2o
ST H=E

|

= X

E] I H 2]

o]

[0228]

[0229]

[0230]

154 5] AFRR oA~ Hgal =

=
- A

T, A

=]
T

Q]
=

2ol A (Culturelle)

bRt

H-or

TC

rjo](Saccharomyces boulardii)Z

[e]

[0231]

=l 718
HAE

hbel saEe

5]

Aol
3

=
=

efjell

[0232]

jo
__OD

23]

7 Edehs
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A 2oF

1=
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ow 8e 7}

[S1341
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=i}
=

o

"

™

£y
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ol
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jo
__OD
P

oy

the o)

ok
3

SRR

soF @t

o
S

58 7t

oA "

AR TRl A,

[0234]

o

A=A,

el

s}k

AR TRl A,

ol

[0235]

£y

A gR Ee

5]

e (E)S 94 £ TR

[0236]

[0237]

st FEACIA & dHxl IS AR

]

Mo

AN LA glon;

Edition, 2000, Lippincott Williams

L
L

A

h

t

The Science and Practice of Pharmacy, 20

53] [Remington,

501
= )

=
=

_25_



10-2824401

s==4
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& Wilkins, (Editors:
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ATk, Ey,

Il
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*
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-

0.5% WA

npdlE 7R RMClE, nladls AEHoR O E, ¥4, ©F, HEX
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W

F7] AAldel A 7] Al

S

7rel Fdel=
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[0243]

A4

[0244]

AA¢ 1

[0245]

100l AAE mpep 2

stk 19 L-ot=27)d

o] Az
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[0249]

[0250]

[0251]

[0252]

[0253]

SES06 10-2824401

F 2
X2
0.1 mgo]| 035mg 2 1 0.5mg, 1 mg, 2 2
g 219F | mgoll dis ASF | mgoll Oig ] <F
" A AA A AEZ 2 - Avicel .
PHI02 (mg/ 71 2" 0.0 0.0 1.0
Ql A& T (mg) ** 38.0 61.0 61.0
Z e B4 T (mg)*** 38.0 61.0 62.0
* 2k 9 S+ 15%
o) A 9l Tk A E Aol 71 2%
keko) A F Fako 4 Ma TS W NG T S 2@ o= ALy
AAe 2
A7 Aol digAA FodE F3E 19 L-ot=2rd de] kA, Wk, 9 FEFHES
T2 etE, o)5-wA, Yok, x4, H(ascending), B §F ATE FHEA. o]
19] L-ol27]d o) obdA, ek, SFEFHe, 2 FHes HArishr] 2l AAFEAT
7] & 3 9 4% XEo gk A SA dHolEe aoF H <A Huke ¢S A £48
# 3
x3
0.35mg, | 0.5mg,
o] ok
21 0.7mg | 1.35mg | 2.0 mg 20mg | 3.0mg
F219) she
WA 9] % 10 10 10 10 10 10
kA Aot oy 10 10 10 10 10 10
thAHA €] 4= (%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%)
ATE I3 10 10 9 10 10 10
oA 2] = (%) | (100.0%) | (100.0%) | (90.0%) |(100.0%) | (100.0%) | (100.0%)
AT 2 H-E
7] 215 € ogw ogv mgv ogv ogv ogv
EH)\O]—%HQI _}’:(%)a ( . 0) ( . 0) ( . 0) ( . °) ( . 0) ( - ”)
A 3 Ao {
A2k Fol A 4] 0 0 0 0 0
H_j/aéq (100.0%)

“A7ES] AR A 0] e WL AR e R A A
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[0254]

SES06 10-2824401

F 4
X4
2 oF 0.7mg | 1.35mg | 2.0mg | 0.35mg, | 0.5mg,
(N=10) | (N=10) | (N=10) | (N=10) | 2.0mg 3.0mg
ol =7 (N=10) | (N=10)
B ()
N 10 10 10 10 10 10
7 (SD) 35.6 34.2 31.4 30.1 32.8 29.0
(7.4) (8.8) (9.0) (7.0) (6.0) (1.2)
Z=olzk 36.0 35.0 29.5 26.5 335 27.0
H - H 21-45 | 18-44 | 19-45 | 21-44 | 22-41 | 20-41
CcV 208% | 25.6% | 28.7% | 232% | 182% | 24.7%
a9
18-24 1 2 2 1 1 3
(10.0%) | (20.0%) | (20.0%) | (10.0%) | (10.0%) | (30.0%)
25-34 3 2 5 6 5 4
(30.0%) | (20.0%) | (50.0%) | (60.0%) | (50.0%) | (40.0%)
35-45 6 6 3 3 4 3
(60.0%) | (60.0%) | (30.0%) | (30.0%) | (40.0%) | (30.0%)
9l
Hll o] 8 7 8 7 6 3
(80.0%) | (70.0%) | (80.0%) | (70.0%) | (60.0%) | (30.0%)
3ol = 2 3 1 3 4 5
o} 3 @) 7} A u] =2l (20.0%) | (30.0%) | (10.0%) | (30.0%) | (40.0%) | (50.0%)
o} A] o}l 0 0 1 0 0 0
(0.0%) | (0.0%) | (10.0%) | (0.0%) | (0.0%) | (0.0%)
R E{Rh=l] 0 0 0 0 0 2
L o) ) (0.0%) | (0.0%) | (0.0%) | (0.0%) | (0.0%) | (20.0%)
AdFw
NS4
S|~y A e 6 3 5 5 3 5
2}l (60.0%) | (30.0%) | (50.0%) | (50.0%) | (30.0%) | (50.0%)
Sl YA e 4 7 5 5 7 5
Zhel 7 o] A w (40.0%) | (70.0%) | (50.0%) | (50.0%) | (70.0%) | (50.0%)
ot
k!
JA 2 5 3 4 5 4
(20.0%) | (50.0%) | (30.0%) | (40.0%) | (50.0%) | (40.0%)
o4 8 5 7 6 5 6
(80.0%) | (50.0%) | (70.0%) | (60.0%) | (50.0%) | (60.0%)
AE (kg)
N 10 10 10 10 10 10
1t (SD) 75.7 79.6 73.9 74.4 78.2 79.1
8.7) (142) | (129 | 173) | 2.1 (9.4)
Z}zk 76.3 82.7 73.2 73.1 76.2 79.8
RN 643 - 545- | 547- | 516- | 624- 67.0 -
88.7 97.8 95.3 98.1 96.9 98.4
cv 115% | 17.9% | 17.5% | 232% | 15.5% | 11.9%
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[0255]
[0256]

[0257]

[0258]

[0259]

[0260]

[0261]

SE506 10-2824401

7] (em)
N 10 10 10 10 10 10
=]+t (SD) 160.6 166.0 165.4 166.0 169.2 169.0

(10.6) (8.4) 9.0) (12.2) 9.0) (6.4)
=9zt 161.0 165.3 162.0 165.8 168.3 168.5
EENEE R 145.0- | 156.0- | 157.0- | 150.0- | 156.0- | 154.5-

180.5 179.0 183.0 186.5 185.0 176.5
CV 6.6% 5.0% 5.5% 7.3% 5.3% 3.8%
BMI (kg/m?)

10 10 10 10 10 10
¥4t (SD) 29.5 28.9 26.9 27.0 273 27.7

(3.8) (4.5) (3.1) (5.8) 2.1) (2.2)
Zolz) 29.9 29.8 273 26.0 27.4 27.9
RN 23.8 - 215- | 218~ | 19.1= 24.1 - 235 -

34.1 33.8 30.8 40.1 30.5 31.6
CcV 127% | 15.6% | 11.4% | 21.6% 7.7% 8.0%
FSE 191A 0.7 mg(2702] 0.35 mg AL FoJstozn)S 21 FoF Foksit)t. ZFTE 20| A 1.35 mg(0.35
mg AP 1 mg AF & o FAFoZHN)ES 21Y 5 FIalglth. ZIZE 390A 2.0 mgs 21 5k F318]
o, ZIE 4904 0.35 mg< 79 E9F, 1 Fo 2.0 mgS 149 E<F FekEQITE, ZZE 5904 0.5 mgg 7Y =

oF, 1 o 3.0 mg(1 mg AP 2 mg A & of FAgozHN)S 149 FF FoFs18it).

s17] ebAA HILE 8ttt HebE A A H ophthalmoscopy) @b 87 A1 A AAL, 94 Ad AP (A 3he, &
HAA), &8 AZ A4 dy W ED (continuous telemetry)(12 @)= ECG(12 lead ECG)), <A
ECG, # 7' #AHPFT), €3 vilad A7) %(SPEP) @ I3 WS H7|9%(IFP), 2 &8 B,

SFE 19 L-of27|d 9 BE &2 FFoA At /MY REze Rzeo HE uiRy 9 Wy 7}
4% (leukopenia), Folo] wH], A}, 94, ¥ BFS x3eigict. #&dE 4% 77492, A7 Aed
ECG Bl=25H A HolZz dwtdo=r s = Z3 A3y, ‘LELLOHH oS RIsHA EASA ek
o}, R Ree A=o|Qvl. &y AZ | ECG, PFT, HHEAAAN, ZiE A4k 234 Ado| #sle] v&
AR fofgk g FAE gtk oAue gidAE FAgeR 13 FHEA ATk, SAE EE AN
F AL Ax AT Tt FASHA] &k

A2% A7 A (second degree heart block)<> “Lﬁﬂﬂ &kt 3o A7 AE AlE WAz 9 oF
ol A 1ol tdAl, 2 mg Tell A 1] o)A, 2 0.5, 3 mg wollA 1o g dA7E LEE i oh(FeF Holl=
EAEHA ). 18 dIdA(1.35 mg &%) = ‘lF < ZAnlstAl v17gdAQ | 7HsgHINCS) #Hl 71 HAE
w7 (80% W]wke] FEVL, FVC)S 7HAT).

2w o] A= AvlehAl vAgAEQ H-ddH R Fogt AE-F 1 VT AACEEE dEd ol Ed~
HZ A (ALT) & o}~vt2E| o] E olu] = E @Ay 2FA (AST) > 2X AAX] AF3H(ULN: upper limit of normal))g 7}
Atk 2 mg wolA 198 A 2 0.5 45 WA 3 mg oA 18] g,

HAABAAANA 7|EHo2HEH oust JdHo=z Fo3t Hsle GAldA A gy, = 12 HdAd A

oA pRE ALT ALE0/p1E LAY, B 2= obAA dudlde] BAE $FT LEN0/
].

DE TAET B 5= DX7(10/pDollA A21de] 7ZAoZRE ] wWal wEgol gokS wAlath: obd
A A
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SES06 10-2824401

F 5
xS
Rk NEA | Asz | AFAcEved @ 4EE
B N | |7 (D) | HE(SD) | BT (SE) | 43 &,
Ao
g 10 181 1.86 5.08 767 1739
(0.44) (0.31) (4.24) S
23.08
0.7 mg 10 182 1.06 4103 | 4037 | -55.56
(0.46) (0.28) (3.19) A -
23.08
135mg 9 2.03 0.89 5343 | 5185 | 6875
(0.83) (0.32) (4.74) WA -
30.77
20mg 10 2.05 0.62 6881 | 6944 | -80.00
(0.61) (0.18) (2.60) WA -
55.56
035,20mg | 10 1.93 0.62 6734 | 6154 | 7127
(0.45) (0.18) (2.13) WA -
57.14
05,30mg | 10 1.90 0.62 6616 | 6502 | -85.19
(0.60) (0.25) (3.40) WA -
53.85
02621 FAEAE A 5% A AT A=A
[0263] ¥ 62 HJubsBPDoNA SF-F(A1Y WA A28l thet FH gkl 7EAH o2 REe] Wl QoS T
Algheh: bHA ek, E3 = 3 Fx.
£ 6
X6
i S 71E4 AEF Z|EA o 25| W3
=P
Pk N HE (SD) | BA(SD) | BF (SE) | T43# jq]
A8k (BPM) A 8 F-FA1d WA A28d)o] ot 25k
61.20 56.50 470 17.00
o] ok &
i 10 (9.73) (5.99) @.17) 20001 = 4.00
59.70 54.20 -5.50 12.00
7 me i (3.89) (4.05) (0.95) il 1 A] -1.00
60.60 54.40 -6.20 1800
Lamg | W (6.62) (4.09) (1.91) =001 4300
59.30 51.00 -8.30 -16.00
ehmg 1 4.72) (4.78) (1.40) 7301 A .00
62.60 52.00 -10.60 35.00
03520mg | 10 1 onay | @ | @sy | 7 | ax300
61.10 53.80 27,30 14.00
0.5,30mg | 10 i e i, 650 |y 200
02641 FAEHE E9A ko) Aom FoIANE,
[0265] ¥ 72 F%7] BP(mmig)oll Al &ZF-F(A1Y WA A28Y)edl gt HiglolA 7Aoo 2HE 9 wsle ok
ZEAS G ok A A,
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SES06 10-2824401

x 7
X7
w7l 714 AEF ZIEX o 2R W3l
- d
A= N | HZ D) | BEED) | BRGSE) | FI% ?ﬁ’
FZ%7] BP(mmHg)o| A 8F-F (A 18 WA A28Y)0l gt H A3k
- 104.90 95.40 9.50 23.00
s = (4.84) (6.19) (1.75) 800 | 1wz 300
105.80 96.10 -9.70 -16.00
B:f mg 19 (8.24) (7.72) (1.57) 9301 g2 4100
109.00 100.10 8.90 22.00
L2 T 1 (10.62) (8.99) (2.79) 800 | 132300
100.60 90.80 -9.80 -18.00
20mg g (8.18) (8.73) (1.50) 900 | = 400
107.30 94.30 -13.00 28.00
03520mg | 10 | (560 12500 | o3 | B | y=x000
101.00 93.20 -7.80 -18.00
Ui #0my | 1D (12.00) (8.66) (2.36) =001 5 500
0266, FEAE BE ¢e] Ao oA 4o A
[0267] ¥ 82 o]¢7] BP(mmHg)ol M &F-F (A1 ] A2gd)el that HAgholA 7|E=H oz E e ¥3le] goks
EAlSe: obdAd Fek,
# 8
X8
o 7 5 714 BN J1EM o2 RE ] W3
= A~
A& N | @D | BF (D) | BT (SE) | $43 2;
o| ¢+7] BP(mmHg)°l| A £F-F A 1Y WA #28Y)0l ot Hazk
) 58.50 52.20 6.30 -13.00
A 10 (4.97) 4.71) (1.44) =530 | yx 1.00
62.10 56.00 -6.10 -16.00
0.7 mg 10 (8.84) (8.31) (1.92) 60001 12 2.00
58.90 53.70 5.20 -11.00
LS mg L (7.96) (4.03) (1.93) 7301 17 6.00
56.50 4530 -11.20 21.00
S0mg 01 s (7.42) (1.88) 0001y 400
58.70 50.80 7.90 -19.00
Ra%20mg | 10 (6.48) (5.65) (2.00) 600 | A 2100
56.50 50.20 6.30 -13.00
0.5,3.0mg | 10 (6.77) (4.21) (1.89) 7001 =) 3.00
[0268] F: 71N E A #e] HaEA YA
[0269] E 9% QTc(MS) oA SZF-F(A1Y WA A23d)el digk HujgtelA] 7ed o2 Hste] goks TA|gth

bdd A
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[0270]

[0271]

[0272]

[0273]

SES06 10-2824401

9
X9
LSS 714 XEF 7|EM 0 2 HE ] W3}
X8 N Bt e (SD) | BF (SE) | T4zt A,
(SD) - ° Ao
QTce(MS)ol A B (A1 WA A|23Y)e] o g+ = o gk
11,00
416.70 416.10 -0.60
ek 10 -2.50 =]
(1040) |  (14.79) (3.39) 400
8.00
414.80 418.40 3.60
0.7 mg w0 (1590) | (16.56) (2.20) il =
16.00
5.00
415.40 423.60 8.20
1.35 mg 10 6.00 A
(1465 | (16.14) (3.10) u
8.00
417.20 42120 4.00
Zimg ¥ 6.51) (10.61) (2.53) #al A
13.00
-19.00
41120 411.10 -0.10
G alom | W (19.10) | (19.88) (3.24) L W=
17.00
5.00
419.50 425.10 5.60
05,30mg | W (1534) | (13.90) (2.18) 200 ;EEIO
T 712 8- g HJEAM Ao H A
AEHOR, A AL 2 mg &FNA9 ol g}t A HEF Astol| A= §F-9FH a4
At 3FE 19 L-ol271d 9 BE AgE &FA & AYH.

AFd gD el A 279 A+ Fojd S
A T2, o], Ak-uix, WAL, &F-RS] d4E FHET. ¥ 10

dlolg o] goke Al gt

1mg 2 2mg)e] ANEFARES G 2 a5s
o] ]-
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[0274]

[0275]

[0276]

[0277]

[0278]

SES06 10-2824401

£ 10
10
o ggE1YL- |SFE1YL-
(n=54) ol27]d 4 ol2Z7)d 4
1 mg (n=52) 2 mg (n=50)
A A7, AHl(year) 448+149 [432+122 404 + 12.4
=g 32 (59.3) 30 (57.7) 27 (54.0)
4, n (%)
o] 4 22 (40.7) 22 (42.3) 23 (46.0)
ol 51 (94.4) 48(92.3) 49 (98.0)
91, n (%)
i 910] o} d 3(5.6) 4(7.7) 1(2.0)
A Z, kg 758+ 162 |73.7+134 70.4 + 16.7
uc @] d<£7|7h A (B +SD) 8.6+72 7.0+6.1 62+4.7
B F dela Y A (FMCS) (8717 8.8+ 1.4 89+1.5
3-TAL A Yol SEY FF (RAF
Y, A s YA AA D) (HPE |65+ 1.5 6.5+1.2 6.6+12
MCS)
EHk oA ALE, | AT
0 ) B pEpar g 16 (29.6) 13 (25.0) 18 (36.0)
o}m] n-2tE] Al # o] E | 53 (98.1) 49 (94.2) 46 (92.0)
o] A 9] kA TNF-Z A 18 (33.3) 15 (28.8) 17 (34.0)
AHE, n (%) Qe 23 A 3kA 12 (22.2) 4(7.7) 7 (14.0)
H o o A A 33 (61.1) 17 (32.7) 26 (52.0)
3.63 4.85 4.92
Z o) o
CRP, ¢t (4 #1), mg/L (0.31-59.10) | (0.21-245.00) | (0.29-76.90)
1429 1210 1449
Zolz} (o
FC, 343 (49 /e (67-16,226) | (30-24,190) (71-21,559)
2 11
1
S F3FE19L- | FEFE19L-
olzrld g |ol=r|d ¢
2T IR 54 59 50
gk, n (%) 48 (88.9) 47 (90.4) 46 (92.0)
Z%7) 9,1 (%) 6(11.1) 5(9.6) 4(8.0)

d 13](q.d.) &ZF9

ste= 19 L-of27d (1 mg =& 2 mg) E=
E5 ole-wA, fok-ux AFE FALGEt. AP F5E

=
BHE, 219 A £8 HAF4E Edete 4 WA 99 788 %
[e:
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[0279]

[0280]

[0281]

[0282]

[0283]

[0284]

[0285]

[0286]

[0287]

[0288]

[0289]

[0290]

oin
1]
Jm
el

10-2824401

ol
-
CIJ'I
(o3
°
=

{

>
i)
il
&
o
[
[
=
w
=
2
i
2
=)
m>~

e}l (mesalamine) ) ;

kel = =
=10 ngh $5F §F A AF Folsl (taper) AT )] Aok A= EE m=E s
d olgs UBiAF(AgA 0w T4 =)
(osteoporosis), 18 Z (hyperglycemia), &1
waAdAA A, 7], A= A o}AE] LS
0.75 mg/kg) ] #olk sh}e] 8-F aW el oH
E A F Holx sty B ol8HS
A, WM™ AT, TP 4 Edvle], 7 23

i (cushing's syndrome), =74

/-\ ‘{01'

insomnia), ¥ 7 E3);
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Bpetn A%HoR B A AF L B4 EE o

INFa AEFAZA, 7|4, x= 317]: @A A H/%Ee 7|#e] BF Ao mE oA AEIAHY
(infliximab), oF=Z#]H¥¥H(adalimumab), T+ FE 5 (golimumab) T HolE U= o83 f= QWS =5
gk olHo i BEetal A HHoR gl HEe] AS W A Eve ol 4 olel(d o]l Estar
Fho] G A &5) T AEFHAY, ol Ty, e ZHFHE o)&3 §A FE 5 49 A =
E AEEAY, olgE Y, Er ZEFEd dg Eud o"HS YEAS(RIASH o R F9-dH e
A= 9ke | g% 3k (demyelination), =dA AFA, 79 £3IH); =

Qe AIARA, o714, A= ool Y ol (Yd olddx EFata Fote] AR &) F
HEYFHE o] &3 §4 FoF B¢l Ak A e vEgF e g B4 o)d#E eSS (v AEHE
o7 FA-#w wks X3

At Al RIGo (Bef 8A17Fe] WA &3) Has H&3ta FoF 5 dizf 1ARE &5 AAE 9 s AXE
WAt

olg1gt 7I'd S (proof-of-concept) A9 13 HAL 12544 3-F484 wola Sy AU W%,
A =8 W WAAAA A Y] BAS 23ste] 0 WA 9 WS He)E WA= d oA ke 19 L-
of27id oo oJg Ame] ans ZAAste Aot

Al

& | WA WA A2l 2"7“43-/\ Aol He(HE 8 2 WAAAAeIM Y 2HE 2
gate] 0 WA 6 W9l ) F ATl F odole My (oW WE, A = E
ojare] FAAR BrE Edste] 0 A 12 HJHJ ) ol WstE 2Ashs ko] gl
g% FH (exploratory endpoint)> A1F, A2, Al45, AT B A|1250] 7]FH o2
of W3l Al2Fel 14 #E G A nlE; H A2 I RS dAskE Al vEs 29

e

INF-¢3t dgA e =% A dAe] A5 ZEHI2HZo|E ARG F 7|54 ghell tis] x78¥ ANCOVA =4
ARg3le] Hole FalY Aol WIS FAh. whd-#d HPE (Mantel-Haenszel method)(AAY 7
FEHIAZHZO|E ARG 2 INF-€3 A3dA|9 =% d AFoRHN FHE A8 zo])S ofF wiA¥
e)= A

o %

(dichotomous parameter)ol] w3+t H]S =}o](proportion differenc FAst= o AFEEHAY. 8% F

4GS A= ZS5(nissing) 7NE Wole MEHSFE, 7“401] gk e At 24T A o )
(multiple imputation) & AF&3te] AESAIZ Y (impute). EAITHY A|FL dZHomA ou|-HAHJL, p
< 0.025v FHeo FATH F9IHS WStk 0.056 €3 FEdAY 12 FH 2 23k T dis ASA

# 4] A& Hx}(hierarchical closed testing procedure)= /\}&o}gju}

AFFHQ mg)el sk 19 L-of2r|d 9 Be SAs SAE foder 1A % e 2ak $3e @A)

52
A

oF} Hlalste], ﬂlZ?OH 2 mgoll Al E3HE 19 L-ot27|d d& o] &8 3-74 84 F& do)a H5(PMS; o

z A AL A o] S Eekete]l 0 WA 9 Hele] Aol 0.99 JHA o]l EAEkele
02 $939tH(p=0.009). ALF(1 mg) A, A1250] okt Hlwdte] PUSANA 0.43 7l
Ao ® fFolehA] &tk (p=0.146).

> 2 orE fo
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[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

SE506 10-2824401

31HE 19] L-ol=71d A(2 mg) oA foatA o 2 gxbrl Yokt wustel A AAS 2AE
(41.8% ™ 17.8%, p=0.003). 1 mg oA, 22.5%2] 3= WA A ML EAa9H(p=0.306).

ekt mlaste], A2 2-7 .4 Hole H(HE Fd ¥ WA A S s xdbste] 0 WA 6
ool Aol 0.84 JRdel EAEen, o= FATA R FoatH(p=0.002). A-&ZF(1 mg) wolA,
ekt wlaLste] 0.39 Zdo]l EAjskglon, o= FATA R FolakA e dtH(p=0.086).

Fefek vlanste], A125(p=0.010)°] 2 mg el sl 5 wele Hy(hw W=, A4 =d, WABAA A <
W, % olael FAHe WAAE Lol 0 1A 12 W9l AelA 1.27 Aol EASATh. 48 ng)
oA, ekt wmate] 0.60 Mol EAR O, ol EATH R §ola4A 2ATH(p=0.128).
B BHIA, -7 R% vol Hel s Feld 94 BelE DA BAe MEe slekrel o
wake] 34eE 19 L-ok2Z71d (2 mg)olA 33.0%%tHp < 0.001). 1 mg oA, 16.0%8] A} <
g B2 248k th(p=0.136).

24 % ol W5 ofd Ao® Balt SFFT 19 L-of2d o 2D 9ok zAztel e 24.5% @
'0%911:}.(13:0.004). 1 mg ‘E‘Oﬂ EH@' %Bﬂ% 15-4%(13:0'077)95‘]:}"

£ 4= A9 oo 1 e 7 Bbe] WMEge) WnE =AW E 5
A% gl B B e od, < 249 F ovlole A54E 2m >19) NuASE 24 2E @
Aol wgmA gonE, 94 Belolde] Dol wEgel nag =A@, Bele] Boln ATl AA Aol
a19laL, Hlats AR AR =53 (head-torhead) ATFZEE S Zo] UYL L T}

ST 19 Loty e @ Audm, siok mastel o Ae $F PSSO ATH2 ngel A 0% 1

mgoll A 5.8%; L 9okl A 11.1%).

Z 12
12
oo SFE1YL- |FEE1YL-
—54 olz27d ¢ ol271d ¢
o5 I mg(@n=52) |2 mg(n=50)
Q9] 9] TEAE & Zt&= 3419 57 (%) 27 (50.0) 31 (59.6) 28 (56.0)
AT G2 TGS A= TEAE S 2E
A7t = (%) 0 3(5.8) 4(8.0)
%% TEAE & Z-= 8219 5= (%) 6(11.1) 3 (5.8) 0
o] 2] A1) AP e (%) 0 0 0

AU AV e mA: ere A mb AV A U ATENE e FUE glo AT AnA
F ol AAHLEDAA ofwld F7kE gilar, Fur RE w9 % 24}
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[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

SES06 10-2824401

AAd 4

Al NEZARE(FFEE 19 L-ol27]d 9) 1 mg(n=52), NEZAEE 2 mg(n=50), T 9 (n=54)S
=5 A5 EAT. o 2 WAAE ARE dela S AF4E ARSSt T 9 All2Fel Hrleklt.
W dols ZEY H&E(HFE MCS)= WAZAA, A% 2ERB), B oW WE(SF) AN2HEFE Estgl
ot #Adf= <1(vhEX(friability)e HFA9k 7)< WA MBEHS, <19 RB 2 SF HE4, =19 7|40
ZHE SF Atz AeEdet. vk =19 RB A8t = <19 RB H5ek 34 = 239 W E NCSlA
o] QI #3 e At R VEHAORFE] 230% AsEA AHUT. WA M <19 MBEAFEA
Aot mdE ZZ2HE(FC) E kA 9 E(CRP) S 7124 2 Al4F, AT L A2 did ¢
HH A5 A7t 2 RE] SAEQTE. A Aol wE X5 &3 AFS, INF-a AIAde == doll, dA)
o AT FEE|FIAHEOE ARE, X (factor)EA] X B, F(week), ® ABZ-(by)-F A5z, @ FHF
o2A 7lEA T FA s HE(HS(1-sided) P gh)dll digh £3-REE FAT. AHIF Ale] H
g EFE &A% 34 (Wilcoxon rank-sum test)(FS5(2-sided) P #h)o2 H7lskgith. ®ig Alole] A
Aol & 2ot &4 AF (LS P HE A&t F3sksict.

ESAIEE 2 mgs W2 A= el AA flofdh wiwste] FC 5 CRPIA ol @ Asks 7B (747} 0.42
[/<0.001] % 0.70 [P=0.01]). <lE 1 mge W2 3= Aol AA g1k} mlarste] CRPolA 2] 7k
A8H0.72 [P=0.02]), B BAH FoAdel EDH%M 0}% 91kt mlaste] FCellAl AskE 7FAEH0.71
[P=0.08]). $1<F3} walate] o Egfa|R= FC % CRP 9] At AldFAAM HEFo=
%QE]MF’—, AL2FE T3 ALHATH (=

m
_rg
> 3
td
M

NETAIEE 2 mgS WOk AT #AdE ST A=, AE 24 ¥ ﬂx}g} Hlwste] BE V|E
-3 (post-baseline) A|ANA FJA o] WFe FC =55 7= 79 A %), #AsiE G4 32 o &
e gAelH] & 3ol gk A12F A9 Fegk FCE 62.0 of 1129 ug/g(RO 00D o]}, dEFGARE
2 mge WESkaL A|125C] #EE DA% A, AIHE DA F2 dxle} vty v|EAS XS BE

AelA st B e CRP s 7HtHE 79 B #x). 7IAddA Y 2 (RP & f% A8H &

oF o W& @& (remission rate)d #eo] AU},

A2l D 2 WA A Al FC Abelol ¥ e daaAZE AATHZZE rho 0.71 2 0.70, & ol sl
F<0.001). AdEZAEE 2 ng oA, 23 A 0.5)+ WHEFFE MCSe} FC Afololl, WAl Ao} FC Alo]
of, E]a WPE MCSeF CRP Apololl A #AF AT, F5= A&AA(0.3 WA <0.5)+= WAE 2ok (RP A}
olol Al AAHUJT(E 13). NEFAIRE 2 mg oA, CRPL}F FC Alolol 73k A#aA7F AT,

F 13
X13
A 12504 93 L WA ZE 8 EA, - E Z2=2H9, 9 c-¥-3A D Alo] ¢
AT3A
H g Wy NEFANEE1mg | NEFANEE 2 mg B
AP H MCS o] FC n=42 n=37 n=47
2w o] Tk A4 0.40 0.71 0.46
P=0.009 P<0.001 P=0.001
YA A ABAHS O] FC n=42 n=37 n=47
2oy ul A% 0.29 0.70 0.32
P=0.067 P<0.001 P=0.030
H = MCS ) CRP n=46 n=42 n=47
2] o]ul A% 0.42 0.55 0.45
P=0.003 P<0.001 P=0.002
WA A B4 ol CRP n=46 n=42 n=47
23 o]uk 71]—r- 0.36 0.44 0.40
P=0.014 P=0.003 P=0.005
CRP 1} FC n=42 n=34 n=46
P e 0.30 0.61 0.35
P=0.050 P=0.001 P=0.016
CRP, C-9H-3-4 @l 4. FC, wj A & Z+ 2 2 &l el MCS, vlo] 8 F2]Y HE.
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52 46 42

BL
53 52 49

HAE Zx=HE

EL
B EZIAEE 1 mg
B EFGAEE 2 ng

A4 85 A125
46 37 27 45 41 38 47 42 27

C-urg A B

*%

A 47 A8 A125
52 50 47 51 50 48 47 46 42

Aok ztzhe) AR el #5 Bz ®BAE (8 B, 7Z1FAMA Feol dial n = 52)
NEIFANEE 1 nge ztzte] Ao s 3 B2 EAY (E Eof, 7|FANA Feol W3l n = 46)
ANEHANRE 2 nge ZAZe] AR da] ¢35 w2 TAF (A8 o, 71FA0A Feell sl n = 42)
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