S oS uj g2 m_m% 2 SEZ
M TR 30 o <0l - = Hx0%
0 mﬁ.._mﬁ Mmﬁ__ U zlow.%.._ 4 _w_w 5} or © Wk
w oIk = S Fn iof ~ Uk U
& ool o 10l Zo < X ®6 5 o o
- 7 Oﬂ._,_m_. b |_._.._|I7ﬂ.|_—.mo_u iofJ m._.._.‘w. = KO S~
i Wzl ! NE S5 Jy oS < iRk
T WugyRO i1} Jdnse ot OFa = < ol
© XX T — Tl o= H af o X =9
I A 5= X < LI.__AOEA T o © = 0ok olio X
SR/ iy == MO g do -5 m__. 20 50 o =
100 JJo ] &rJtio ol I x X =
g o O or — _An_ U = = © - ~ X0 m
& < Z008 -2 o) 4 OF %2083 X o3 T NSO
u- o mﬂm L jof KOO0 Ww S T H ﬂ_wﬂﬂ I
Bl U X calhk FIS B £ T X Rl &
T AX T yr oo o,y ™ <4 28 Ko ST or
EXA T 7 U FOWwS * @ S5 n2 PRI
o z._Mn_p S i O o_._u#.p ur_n._.A.o ol o o= IS NEPNS
d ol U £ O o8 2 RO ! w2 ot ¥ NG
- H__||I__I._._A|O\/ z_o_zA =0 N T3 J1J 3 o0 _ = A H U
2 ol o< goons T o o S B e
o o2 Ok == Hoood T W S 0 0 <miE
~ grong) ™ Be e T S > 20 Xar
o 0| 10 T = N oo | o =n
n omor IO X S ppa3ieol oyl X = o ol 2wl
Lol cen SuEfE R 4 g S Py eniT
< fd . ~ = =t =
5 O orlon; suiCs 2 2 wum U o X 0 Tuke
1o |_|_|_|HOH._LH O_lu_.ﬂOl_ .__l__n__ |_L| |_1_AI m__m T _..__._.ﬂ._ﬂELnl_ OM n [ “__/IWHI@
8 RO mH= e s WeT L Rigpg © LT Wato) 3
— < | =+ %" —=—= o© R ™ e — <X
uF S Jools Ik = <o skoox ® 2 pyux ¥ ox . n_ﬂ_ o €0 335p
5 0T miol = ROT . o W%ﬁ g o gz ® om K o= w T
e L wate & JodE L ® B ok N W o T grdoar 2
X0 ~ Fﬁ.vH'_L | =0 LlnﬂAz_.om.E H__u_ o IM_L._ _._.__ -l ol [ ~3 ||_./I.E.E_u_ﬂ_
= o_aﬁm_ w__nu o) g3l o 7L__M._oauﬁ.n i ol = o3 & T n © mly g
| | ~ —_— g —~— It — —_ —_——
g Mo EgE X Wngima o oo HEE & 5 ¥ B o = 5 0o
__O_ﬁ O_EO ~ _ll_ 1o o< |_|mmM _I_I o & . Z_O 1{e] o} mo S T H_|_
Hpo -5 o opm Ul g pExss o orox T oI Mo 0 A ._,_Au__u.w_____o_uuo
sEoohowm Bon ¢ BLESE gL Bse D E O o
o SFHRI O ST B G opltk — B2 duodl g3 & Poox |0~ o0 7
(@) ol gl = ._A_ = ODO__L._. @) D Jowod = o = = No D o
b ool & yEil 2 ) 2, Zo0n zp 0o 7 M S ° = ™
.__._m__._nl__._ut 50 |u_.._L ~ JlJ== 0% B0 30 41 =X OFo=— _. 20 g sl e
o HoTe = DEE om WP B @ o> E N op W ieio Jjo
S T Hg<Foroo 1oy &R o J ™ol g o) ®Bgrol
S e L S I o AT = T S S R S R S
» o dzoly ~ i U o|mEO o 8 S 2o T m s B S 320w
~ = NHNWFT & =HJ N —ONRKIoT N M 2% in © m =~ < =<000cJ

n=2934

olo}
1.3

n =945

of o
1.8

2 SIROA 1H7H SIS [

=

LA EF
0o

H1, OLAHZIE 1 mg2




(0.4)

0.7
0.7
0.9

1.3
1.2

(0.8)
1.2

80 - -
Rooqgr  wrzex "I o
o = e N X = Mok |
ST Nzl i - * 0| 3¢
< 200 o 000 = B0 mTx 1030 <0
Zo 0l Mt gelnSi d o0 LJ A 222X
polr  GEuhy Sl Bot o P smz Fuilaay
mRuE g0 o S 0o gl oos Uk org o B
N Mo =X <077 gmBYo 0= o o< ) r.__/.._E_.A__P7 <37
_._.__l ml S T ~ CI_ N - = MH I_l_Al ) O S..A.__.H_..Olo_
Jjo —ORly g0l o =16 Torlh &= S 2
o_Elo_ ._mu._ ol . .l oo o o & KO ~N —— c N .AOE_E._H__._l1
WSOL Mogmwer R o> w0 o UmogurHenag
TR Yhmu  EG-R-miT i e o
== ~O050© ol o0~ mur._.A ooy oo 2T <01 " o
S arp T s o 0 0jo 2 ar S roF aMEl
355 U Tm 2o BIm R T S
o1l XWaor g0 Wz or 9 nh FHLSFOS TR
2oE 0%y EEURHTLT n S oEmB TNl
0o = ol oo OCo|XX I xi — =l G mMmMPDn_oM_.Qm
© 8%, amm.A_.____Q EMar© W.__Aw_. ol __h.__u.U_r M_m._MwoMoqof__hZ tjoxo0oF 9
REm  ZUGR SR B W |FEmao oo oo B Smpnieils
Moo o0l 5 sk ETy T 19 9 3o RS Emn R =
I_I._l.oo = H/__o.__uz SLILIHT_ 5|H__._._ < =y <V L:% X mV o Zﬂm.u-THII__I o
xR0 oBdlgra LT U ) . = SORLL  Z07500ar o kg KT 2 = &
__oto_Ew 6] ook 1 mvﬁ__n__%l_ﬂl||:w.__;_.._ - N .._A.oz_omw m_.._u._A”oHoo|To_”_|_u__|._..._”_D_|o_._E._ 0
nE DYy moakodm | L UG Vo1 py a0k 20 B ol =
RN 5_15_5m_| e E IR RT) al X gy e« JT =9 OF = X 2 X030
ek =~ < ORI Uk o = | T o MLy TN TRl <0y 170
32 St zotlofR 2 EREO, a1 O o MR ZoeRimar e gp ™ 20
X ul 0 [ 21 =2 —X0jj6 <0 E of < | <l Do 537 Ol Tl -3
o NWRE© ol | 3l EEN S0 O nRo - oD o
ol co=""D o SN Bl o= < | TN+ ¢ O = Koy — o blgs< g
priaper) <t D — 21_ lo} ~ _ =Tl ENe) — C| N N o0 N N o+ _U_z_l_nn_l__o._ LY OMlH__|_
Wl g N gl o pmiy (Sl Fonado-90o Tl MR EZLESRSE
Jo W E3D Gz o0l Mot™ © Noa ImHmagrani
ok ROZnzo G olgs ] — 5N - 3 Eglp OFzool T Ok, = 5 A0
OO Ry ~ 2 S0k W%EWﬂwz 5 A T @%%mﬁ%&é@ﬂ%
POpr: Tos  ZmywpE | g e DR Bz Uk 0 0P s
S0 HL 3 or M Mo < o} e o B I B B e oo iz oX oo e
A N E L sAo%yprp | T S oo oooo o0 REE ES a0l T
B0, sx2x  DREMNRO | g OBy XL ERGmE S
how Woims So=ormorous: ) Ul = OB e m B IR = Ok oo
Moo MELD __ro_wmo_woﬂ__ ol RN oo™ uimmFaX go__uo__ﬁoﬂ
yy— "0 O ~Bro P lews |9 g F2 S oud ol e R8s Expotias
B allE S OoFy ATIJE Lt I RS X | <l ol ZoINoro AT o I3
—u e~y T8I0 _H D = =0l =— orui =X Ewidp
AU zo o IH XX = N T 3 - < ~ S0 F=x .Y 1 SR
= o053 NS To o <02 (g 33 = c 0o 1N < N = M okl & =Fhwn
um_lo_._.__.u_l WO/.rml O~ = 50X oo D (]| H 3 oo O m o o o o X _._._._ __.__Em.u._”_Ho_L O —_ |__|_o_|_
H__ll_zmlu_l._” MO]:WO_”_W_IﬁLl mlmJWA:._MLOl_I_II_I_rMH_ a Al_ __o._.__n__HIA.” I_I_A||“__u|O__AO_Im_u|Mn||GI_I._|MuL|_OI_LO_|H_A|m_-m_|_
qooBer L or g 0 Zu DG | G o el % Wk, - s EO TR
TIX oKX Bl EoTBlic gr' QS — R pioos. | ol IH X0 A9 X0 T & ol ——m K Si6 30 00K
<0 By 1 20 ey 1075 = O;ﬂmoﬁo4.mom_.m = N EEE RS N RIS o 8203 SUN o
ol SOURE Shprgaae 3l 70X X 0E OH 3 oy 1o S S 30 S0 SRS
NLVXON U olo ol M alold  oSX ol WWOWQL:Mo%
| — L e L.
v XU mESollaciioNT SO



H2be|QfCk
oLt

—

Ll
A UA|

7t

i)
0l RO < I+
% A,7_ o °on 0 T
g- ZJol ¢ _- 3l Su = oFul S —
™ oo 0 = ma_._l_mflg_u © ol
ol B ofu oI o _._.___o_.n_w_ |r__||D|z_= = 0, mF
=1 ™ o} ot .n_.uruﬂl oﬂm._||u_|_n...._m.._ F._LIN R a__.__mio MT
N N0 = FX S 9= o g 5 g o o g
™ S KO T 1D ot MY xorc I Lo B R S A
= o_ o ol N —~olm T o El_|_.|_._mm Oo/omw.r
o0 ~ONN Tl wm._; HDMOlﬁuMu_“_O o_=._ m 803 H.quw () 5,0_._.__|Mm
i Jogt 5 = e X W Em_zﬂmwl,% Tox~
e oY 2o Yo xol B ol ] = I
0O <00 OF o 0 ST ol I T = OST 1= _ _._.__H
o] 51 T DI 0N ol An_ EElLILIH_:A_H ol V=<
0 Ik 5o o oA QUE o %0 ol KO TE o A
& are w0 S Njo e wnRd 2T o'y 00 T 104
ru %z_.o =5 |__|_._O._._ O_E|C|_|_|_|___o“_ |.ﬂ_A._.=m_ U—LHE._E_lJlE_._._OAE 4 <0ilo .A._.A_.
> ] w o Oo pIRE mezﬁﬂle _u_ialaomew ST
- U — — It L||| ) =l i
an %u_.E_l u_”_n_.E 03° wu_am_”_ML_ WAﬂw NE_EL_I_ or i o .A_u.~ “,._m WH_ W_Em_
g0 g 20 < oToFar oy O K085 = b G005, £ =21
in o < Dotk 4 BT =l R ROR0S
o =° Ao < W X oe T S etk IR IEEI) oz
- o - ._.._ == Lol 2 gru el <0 aol =2 un
Y ol Wkio <0 o N wau1§%_ﬂ_ ol — X AT =] C &% oF & i3
< Mogm < ) o ol ras Lo oK oW 00 of
o = g a = oy slolul - Wk = OOk 2% o< oot St ok
o Mo 0 T s 2 2o U bly oG X oy~ g% e R
i mr or am__._.Md ﬁ 0 = 0] ot M:IW'MO'TWI“_H_ Oﬁﬁoa_mo o ao_ ..OJ.Z._ Dul_UM WE&EMWE
.~ 2 R . —_ = = ="
71 _m__. 20 Wy ™ ok I MSel__L_.zﬂ_WQ WQE@ S :eoMIﬁ,uHuo%o WJOILOI_%
LR VO T o o & s it Ul SR 50X
s W0 ) T Wl olLPzx TH 0 U SAN S o550
— 4qr NG nJ jifd 10} == = nRIJIA|_| ~ or HE'@H/.OAn_ o= H
<= % ~ 5R UF Bk = SxE g KA = = w0 s 20z
i) ERN - OF = ol <F © & N G = <0 ~gn o © oI
u = ok Zng o RNy oju 3° . Ws o 8 T i oUoD R oy 2 Q&0
dozow atgo  Ur g S D S4BEm b i o7 % 20 1 2oy
Do B, O oS e ot D iy 201053 PIZ RGO . Do
o T OB SI%03p 0 o) X A =™ 2004 S S 200l 0 O m Se i
mN 200 5 W o W o LH R S53 T o0 o] o= <0H
SR g0 WRra oX gXry BXE 00 —j751°7 = = OF 5 Soig
Nm 8l NO = S . = o X .ro__oa .ﬂ_A.o.Aoe_._mur, o_.nH__HE_lLI. zﬂM%.__._u_le JJ m|0::1|_
S oh F00 <0 n0 NIE| _._._._.JA. Z mn_Ll__o:L 1 =07 o] o] = = 1o _MH - el S
ol o 0] = [ 2| = KO0 = 3 T=0| K __o._mlﬂol._ O = < = X ST
.. = oF N|O — S H O_LIH_”_E X33 x maﬂlm <0 =0 RIS 0l ra) 1|/A._
—_— ~ . m_lel.h A(._h o) I_l_All IIN = MP/O.AOOM_H_ |1A N._ul _”__._._._O < ||:__|OO|_IM_| el M g:r_”
T T T N U N R of > =0 Wr T o= i Ll.z._HA._I U o o onN
Br 1 m w_._.__mM L.HO.H _l __2._w mMn_ﬂ |_A_uD| 1O_”_A_lo_:._ _._._._FMV_._._O__O ol .AE|7_M._7 MO ra) Mw_||_1A_||_ mm_/l
B olm 5 GO 3 Nz e N A0 3 Zon S Ry T o I oo
SR S R Mo X9 Jaoor Fooar X o L s TR L e s = 2xord
A I oL oS3 ZRY oo g Do xUO yoouol s S 2 = =g
_ n \1/% o< <o ¢ oFNlor m_os_ox o m__@ y Aloa&w._&wlu w0 WA_.NWM
ST me 2 oo oo P Hopkzne & B m YEoR
m ERNIZ0or )mmz_.e_. >0 zr M oﬂWE 7100 = R0 532
4zﬁoo|_ : %%N%uﬁmw g o 52
G SxEAEEm 0 o U
NTUHE



o~

0 B
:_o.r_“ S U
L._.ﬁ__Ol_ |ﬁrUA_
S L ST Nty
Ut _mE 7 m_&ﬁqqmm_ﬂ_ =5 Fo— I
X X SUUS3oF 57 F= AN
™ o_u.u_,_NHz_oﬂ 279 gy ~ ol ) o_aao ol 9 of
MEe O Re s u) o D0
A53 M0 %0 %OWHQ&E - 54 E ol S o
oLm_mﬂAMﬂﬂA < ZWﬂe__g_.Mo.._Al =) =3 N or oH— <
R RS L 0 go= o1 53 s 100 X-RO
ol —o ] T omeotNmko ~3 = . S
m%EWIA |.A_ID_ mqglﬁ.___o._ol_ou_o o o |F|I__I wr ™K
U = =) BRI T D g% =0 0<-
N3 = o0 X 55 UH 57 IR i) o ozl 1= <
oT?dl__._ , W o8 N m__.MoO N o on ol Oy Klzpa
oz oz nomoﬁammﬂ 11 70 X 38 =a08)
ﬂmﬁﬂﬂﬁ ) g RO EA_L: [ o] __MW X Lo
S30B X1 iy P:meol___o o fa3 oF =)o B ojy |
ROy 222 o< o3 o e 5T o8
ST T = of V=2 =S U S S
A FSHEr q_mf_ﬂrwwp_ﬁw o < ho 0o o
0x058=— &l 10 W gl ) K SIx <o
a0 < S5 = { d N < 4 0o
0, wWMJ o = H07c¢ 04 < 1 Y o <N 2083
on_o.“_u. " j0~ o MMau._ﬁA_llun, - M ol ollu, o
<07 ST 0 O L0 o= A= 3 = AT
_J ) ST Ho rS) O_EO_ = = ol ~gor
ol —n R —= U T ) ol 0 N|D 2 Y= el g
Mg N H o1 ool ¢33 o 2 e SHO®
DESOMI  Zlg FELE 5 N O SEne
:.__uu_Anl_Ol_ odo— .F_|:._om=_ _||_._.__|N ar 0 o} — @/NM@
<z oo 2 LSy Ny ° o Ok < o
SREETT  SHEERS = B 5252
OElz/_nAL-_u_)A Ol_u.MO |_|R.H _.Ao_z_ﬁlL._._._ — o X Sﬂoﬂ__.ll*
Soll> ol 2w = T ] J/ Ol mo So
X XX "m0+ 50| H 3 <0 o g1y
e TSNS o) B oy U=
~ w s oo — el Ol 2o
AL 0 %ATOEM%%% 2 b Er i YEEL
ol  ~i — wpoll D X —1p 0|
S LT < Loy 1= o 5 me T wo s 8 F=o
ST 5005 o Lo mJ%WMLI_mM 1o =0 gER o e oT®
EAHI/KWMW____.HGM ﬂwv.%q_%ﬂom:mvklm_ro mu_. m_wu_. IS R=) Bl Zomnol = ey
N S ol &3 Mzeoo._roLlo_=|| M = = Tz ~a RIS o
CmEASRY 3 rein m_e.mrw I - s =mm I =345
oUIMK /LI.rE .“mEo_Ew < WJH._.E o S _un.vH - Q Oy o — S <{Xr
1UZ05]= o0 L S Ham OO ! — 0 ] S ~ © oy o 0 T=Sn
&l Eot Thpt o oKE = 5 z 4 X s B TEdw
Rl o532 5 BO<}0,. - or €<k ol o = o o WMxs o ~ i
U=~z 8 W aN=oporS =5 oOF o 2 L ;. O R0 = 2oE<t
o_emo_nﬁo1A_|mr leu_Pur._mu_._.._n2|_|__|A| For 4 0 S swr 11
mﬂm_émml___%__mom =LAt 560 °© o °o -
WE_ED_ZL_oolﬂm_J deom_umM.._Aumﬂct 8
MU RT ol

e

2 37
=

g0

0]

(1000 mg/kg)

(500 mg/kg)e| 2= 18] B
2

2

Z4 02240 1,500 mg/m

Al0f| O]
ol %I-
2,360 mg/m2(400 mg/kg), 5,900 mg/m

o)
=

=| ULt

=5

b

&

12, HHFAS] 23|
ChaA

YA
of 2



N
n

|

o
N
=2
o
-
<
i
rr
pa
rlo

A1 HRIO0| [ AL SERAHOM Hig2str| F222 0| Fofettt,

—

—_
~
18
T
o
-
X

Al 320 mg/kg/L7A| 24747 £G5S 1 2ULAA
1 mg/¥2 E0i5t Ho| ML Z=&o| 22 888HH2t
N7t Brokel A I 10j| A 250 mg/kg/L2| E2F(Al2t- 22t
2to| 20| (Leydig) MIEMZL| S7t7t
FRARE 40 mg/kg/L | (AL =
AS (QIUZECH2 ~ 38H)0| ERl%|QUCH

—/

OI\)|'|J|0
O

N m
Cc——
==
=2

[e]

=0
o}

ol
0
D)

O

Zolol

2) B2 Bte|2[0f SHHO| A|PEFZ SHHO| A £= MA el 2Ze| ESAIH0|A HO|HH0| 2L
A| OFQICL AHA|Q| HAHA| O|AA|IGO|A O] 22| =T (450 ~ 550 umol)E Chinese hamster ovary cello]|
E0IoIUE M FAA| O|&f0| &2t STt5HRUCE.

1 o

3) TEls EHGACZ =5t 2 UUE0|A| O] o 80 mo/kg/L(AE =2 2| 488H)E 65 L= 12F =
Oof HASO| CHSI] 7ol FoFs O|2|A| ALY, 245 E= 30F7HA| A& 20{5IAS T, A5 £
S2 gash Z494 Y Yl 22| Fold s 2L BAEIRICE Of2fet B Hste F0SH 65

= = | - — AN =
Lol 7t9 422 S| 5&[ACt. 0] 245 F0/S SHEO|M WAV |59 Zdas 24 7| 2SS (MM F'd)of o
o 20tz YoMHM(seminal plug)S Y'5HA| RSH0] ‘W El= 22t Q1 AMO|CH HM2 SHE Q| Y42 LEf
S0l 44 240|0] AL} 23 [0 AR| 4Tt

7b Ao T Lt 211 22| D2 (T LEAE| 2| £) (Y A2 (F)) 2 T2 of Z=HA|0FY 122 2=l (Sh=

MSD)E 2X2 WAA|PL 2 2t 134 Aot 21 25F0A 3= Al te] 2FFNSHH & T|LAHZIE

£ S4ot 21}, HWEIFZ2[(AUCE, Cmax)& 218 2tet0] SAXM2|5HRS M, 2| 2t2] 90% 412

HWHII5HE ZI LSS
T AUCO0-24hr (ng-hr |Cmax
/mL) (ng/mL) Tmax(hr) |t1/2(hn)
CHR |2 A|OFE Tmg 1.0(1.0 5.22%1.
of (BF2MSD(R)) 73.70+£20.70 12.06%2 .35 ~4.0) 22
5 (T2 E 12| (I LA
& o=
52 ezl 7336£2085  |10.15%172 2000 et
(HUAK(F)) ;
90% Al2[72t« log 0.9475 ~ log 0.8046 ~ log i i
(?|1&:log 0.8~log 1.25) log 1.0399 0.8944

(AUCt, Cmax, t1/2 ; A ZH+EET2E, Tmax ; 2LZ2HEHS]), n=25)

AUCt : EAZHEH 2 ZHES T ZTAIZH 7129
Cmax : 2| DES=E

Tmax : 2| 1825 A7t

t1/2 STt A4 824D

gt

TR ik

[e]l]




2| 219] 90% 42|77t

ot 8

F

__o__._

2|12

ol

FLAH(F) T|LIH 21

ol
or

M



