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%Xé(fﬁ})xﬂ: s B s R TR 0.025mg

Z2] & o EGO/F- ol BH-E/E 2l o A A 2] Z400€ A (H )i 2.2mL
4 3]
A Er~d e A golo] wxl wpo] (o)} T okt ekt Spay/gka golo] =

o ok akol st oy Aol We oxle] % el Folsjolof Fth.

1. AP AAEY
34 AA EQO] 3k o] ofo] AL F 13] 25mgS 30~60%c] AA HEH AW
FARSIEE (34, Fof 9 g7 dAke] didiAe ARl FYAEE 120 A 8739

).

o

N
lo

K1 1308



= ol

=

9
pl

S}

£4o]

k)
pl

8=8

}of oF

°©

AN How F

ol &
15mg &7t 3 5mg

=
-

<1,000/mm°®, & 434 <75,000/mm’® % NCI CTCAE grade 3

PN
T

A

J

S

Fo FHFA §F =4

A A

2.

F gl

s}k
=

AN

ol g

5

o

N

1

4. &% W7 7tol=gdd

I
i

S

= Al A o]

o] ofe] Fof

o)

N

o
olo

)

‘mwo
B!

)

)

0

A

A,

et gx s A% As ojop

%40

\I_J
0

fite)
o
il

e oF

°©

g Fo)

] [ULN, upper limit of normal]e] 1~1.54}%

&+
-

& 2}
Es

ok
=4

o] ;g/z} 49

N7F A= Xl A o]

Z}

T

2 Aol FApel Al ALg

7

1oH

SHA]

°

LN

=]
£

T

H71 o

=7}3s
A}
i

o

(AH8-ge] F oAby
%

1.

Lol
e

Nlo

)

23!

A

oF
N

il
—_—

X
)

Al = vEbg & Utk 28R R

K1 1308



el

|

Tor

)
X
B

gt

Fol Ao}

7¥7F ol

3

3

FEEE

0]
2]

o
T

& 2] %

i

& #oj% 30-~60

Sata 3zt

W
W

o
ﬁo

e ¢ =¥ F=2 AAE F AvkA

=
T

juil]

g

s

ran
peal

o)

or

joh-

o]

A7RE 7 U

60%).

)

.
o

-

il

3| 2B A

Hy

3|
pul

shofof g},

g o

s}k
=

gl FAfell Al o] of& Fo

PN
T

s}k
=

o

-

"
=
Tod
;OU
23|

o
3R

&

[e)
Hk-&-

obrha Al ot A

%
R

o}

Nlo
Nfo

o

I

ez H7FE A

=
=

ol 7

wo] el Al 353 o] A

LHERA AT

x] o
=

=4

o
T

k-
it

aEg o

kot

=
S

Fafell M ¢

s

23}

=
=

b2 o] 1.51)

<)

A}

=K

17} &7k &Apell A S7HH A

=K

)

K1 1308



x}o
Aol 26% A

o A

k)
T

asg

= O
DA O
o Kooo% @m
zmvm = oL X ——
— = A _
z ° = . o
o 5T 5 N " (y B %
= 3 0 - T ,_._f R iifo HVL ~
g R o = B A B T o
5 s N 0 oy ° 0 .
) 1J _5L ﬂ@ LU Nﬂ ﬂw ﬁ i Mﬁ dﬂ Mﬂ H%
mﬂmmﬂz I IS By @H@wrﬂ
T 2 o b e o o =0 ol X
. L= X X — I o+ oo woo o
won X X o A 2 o o — M 5 B A
7 7 K ey % O o © CRNEN
ol i e o 7= <L T o S0 o o 0
S Ao B T — o ~ ) ) =
o i o) = ¢ N w <0 fo = B 9
I o) B o . oo M o Ne N o
L],_ R il o N A 5 wo e
) _ Bom £ = g : >
ojy CR loH ., =3 6y =T s
BR K ANCN B 0| K 5 ~ e o s M o
g X < T q o W 2 o <O o < =
A o - ke o 2y No o g M L E T
CR B M o . . = = X B WX Ao
N ~ 0 B M ™ b o E @) = ‘Mﬁ o i~ X T
g@wgw . B - ® o g
o noo o oy m Al o 2 & T ol I P X B
0 =y X i — — B Zoms o} - = v B L&
L et T il g X i ol 0 b = X o 5 T il
= 7 N 2 B4R I M A ol R 2} <
T O h & T s " fop g
{F A T = i oA o » & g S
g%ﬂﬂ@ﬁ = 5 i%ﬂar.. wawwgo
e B ) R ST W 5 M W ) 7o mx 9
< — Njo ™ r_L — T my ST i o) _ 1@ oo =
G Aoz o T O s T w
S w2 ) 1@%%.@1%ﬂy
ﬂﬂp}gg HE}EAEO ﬂq%oﬂxé
= S oa = BT X O o= W ) 7 ! R
B o S — ol (N e zﬂo _mﬁ =) = o N %u i
5 maﬂz N w X G T nougd
T B = & T oW F g . o Lop o
o g 1 HoE s 9 W ol ol =
ﬂ{ ) 1 ] ﬂH. — ﬂ“ H%. \aﬂ Eﬁ H%. EE ~ ~X e qx ~
CO = & ol e W ol M v X
a ] 5 i — W= R o 3 o
Z.o N ol 0 s X X% © — ﬂr E
HoE E) X S T ok ey H
S X po® g O - = © M oD
I r - 0¥ B T
o — e ol W filly T 5
K o < < o X BN | o%
B RS N N
NS X i N o
of oy my B
B now LG
™ T
i ) X
!

5] A

aA] g%o]

Kl 1308

=

3ha}o
2] 27% }\1

E



Ho
e

ﬂd

IS
=,
A =

SolNe ¥

o] 27}

& A 7R ALE A

d

RN

SolA x
g,

37}

—_L
R

’

en

’

=

}‘\l_

oA

JErAY ot

1o

3
pud

=t

7]2ofok

il

N

9]

A ol =

=4

9) Hu

o
2

i

</

il

—_—

<

el

—_
fi'e)

85

1) FYE "3}

TYEYE 1 ¢ 25mg A5 (1 ~ 28 A3t

Fol %

4w

A 2 A,

]

o

L=
T

2. G5 A

~
B
Njo
‘_lf‘_u.l

K1 1308



ol gxfel A o]

Al

ol gApell o

Al
i o]

1)

ksl
pul

122N

8] of

9]

-
R

shofof gt

oh ufjoll = 9

Q 3}

of &apollAl o] °f& AH

oo
G

4. ol

616 82 $A}7)

&

of 626 82 SA7F F2H9] uj g = A

t}. 200 M 9] 37} CQlEHE-L9E wjF Fo
mj = Fol whgkom, 208 ®e| v} o] kit AH I

&
=

3 A, T2k wg, S Al

, ©] 208 g9 A7} of of

EokaL

X
=

25mg

5
ol

23!

=y

=K

I
X
B

0

+

dol ¥ ==

-
[}

7}

i
—_

X
B

AAFE

B

B

ol

or

2\
fite)

o
i

Nfo
A
<H

o

—_

<H
Ho

-

) XL
XO

0

Njo
.mo
TR

of

R

3k (>30%) ©]

5
T

v

XO

) 2 A=

o] eto] Hu Fojsh QlmwA} Aol

bt

S

obelel WMFo| W i

1

vAO

FA: 10% ©]

S

<
T

) -

FA: 1% o)A 10% W5+

S

<
T

e 2:0.1% ©]/d 1% w9k

E7:0.01% °]’ 0.1% w1t

=

Al 0.01% vy

all
B

o

K1 1308



pf
Hlo

3(1.4)

5(2.4)
6 (2.9)
0 (0.0)

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)
1(0.5)

34 (16.3)
3(1.4)
6 (2.9)
1 (0.5
9 (4.3)
1 (0.5
6 (2.9)

22 (10.6)
1(0.5)
7 (3.4)
7(3.4)
9 (4.3)
5(2.4)
2 (1.0)
2 (1.0)

pe
Ho

ul
53

21 (10.1)
16 (7.7)
13 (6.3)

4 (1.9)
4 (1.9)
3(1.4)
3(1.4)
1(0.5)
1(0.5)

82 (39.4)
24 (11.5)
12 (5.8)
11 (5.3)
11 (5.3)
19 (9.1)
66 (31.7)
48 (23.1)
42 (20.2)
42 (20.2)

19 (9.1
15 (7.2)
10 (4.8)
10 (4.8)
9 (4.3)

nlolgl~ 39 (18.8)

4,

(

a4

A 8 vhelel A

BR
L

A7 &=

BR

—_—

BR
jop-

AL Z

No

AAEG AZA AN A

w5 £

HA
7

5]
S

S
T

&HAl

=
g

HA

skl
o ) =

S

=3P

=
g
=

HA

£

HA
gl

°©

e}

k<3

j o) =
) 5

gl

B

Bo
~E

R

K1 1308

sk
=3
= 5HA
=5l

S

L




=3k U Y= 3(1.4) 0 (0.0)
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8)

9)

10)

CYP3A thAl &4

AL ERE, ZhabubAl A, #enpEeig, fYEQ], 2 Fu4l, 2akie, 9 St John's Wort
2 iARAIRD Al E 29

=E9 TS A F Uk agE=R, JAYPgRAEY A o] <k¥ CYP3A4/5

FES bsAel 9t FBES 57 U ol A% Felstt A waok @k oAl

CYP3A4/5 of 3t FLAlRA Sdotadl AT~ 3

Gl B3 g A A A (indinavir, nelfinavir, ritonavir), XA (o, o|EgtZUZE, AEI}E

B FIUE), vazetol= A dgzeE 2 Aud HdREU AgAAE A
CYP3A4 AAZ ZAokE<¢]l BAZYTE B 1 gAY AEEF2Y 835 -8
S7HNZ 4 o adER, 283 CYP3A4 A9 7l Ao] e FEIe] HEXEE
T sfjof ke,

TeEY CYP3A4 qAl 7HsAel U oFE(el. "HHolAl, wigtmd, ol IeE,
e ERntol )], dgEmnto]dl, EFIAUE, o Q0E, AHE F2)0] HEFoAE o]

°F 25mg & Folwe @AAu Folste] Folslojof s, o] k% 25mg BT} He
gPoR ol Wi FAFAEL Wsor Ak (6. BEAE F FE) CYP3A4 oA
ol gl R oAl Amshe Aol melslojok gt

oAy 7%

-G Al
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3)

4)

A5 A8
F2E AP o2 Yozl AAE T}
CYP3A UA} =4

=
=
Crmax ¢F AUC ©ll frol@ ®bgE F&F3 vAA Xy, o of ¢

ANEZEHF29 Chx 2F AUC = Z17ZF 65% ¢} 56% = 743ttt 282z, o] ofy}
CYP3A4/5 = 7FsAdol & ofE9 W82 Hgof st giAxaAlE FoAT = g

A%, AAEG BAA Hr) 50 mg o WABATAE vF AU Felot AL
a# el o @),

CYP3A thA} <} A=l

o o 5mg ¥ 3 CYP3A4 AAI ARFUES] WAL BAELE20] Cog
EE AUC o #FoF whgh FFe 7AA e, o o s Asd Hud
AlZe 2ol AUC 2 AUCsum (RIAZE]F29 A=

2]
3.1 wisek 2.3 v SUFSGiTh M AT A EY A skol ti GFES SAHHA FRe

o

_/l:

B4 (o, @Esas AAA, IFA, vfazRgel= A, vuzeE
AZEY AgT JAANE Alsevb2ed 8% v55 7T o %k A
CYP3A4 A 7bsAdol = okEe] WEXme dsjjof gttt o] °F 25 mg & AH&-3h=
Ao Al TE LS CYP3A4 o AA|eFe] W&o Aol Fo& 7|&ofof abn, o] oF 25
mg < Z¥ste] Fof W gl Aol A ALES Fsforyt gk

CYP2D6 ol olaff thAtH+= oF=3o] A5 2hg

23 o] A7 v Ao, CYP2D6 7] Al A ZEIHI9] TR HA|EF 2 25mg &
HREola uw ¢3S wx] Zotth CYP2D6 o 93 UAlEE B HAZREAS

Merold W JAHoR fo% wa o] dabsA et

(o5

P-glycoprotein 7] &
In vitro A 7-oll A o] ¢k P-glycoprotein (P-gp) 71 A(ICs = 2 uM )2 35S A3k} In
vivo ol 2] P-gp Al &I AFE A etk
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Hlol2k(1.2mL)ell 1.8mL o] HPE&AS Pdow & &3S 3.0mL 7} v HASY T2

5 10mg/mL o] B lelth. o] ok PR A EFANL 25T olshol A 24 A7H7A

GA 1 oA o] ok} HFE-GAo] EfM A Fag F(F 1 3] 26mg & FoIFE A
25mL)S FHatel, HAd & BFEr] 98] 9mg/mL (0.9%) HIUEE FAFY
250mL of] 4143 Feeh Mol HE fRods Egteta AFol ¥ AR s

s e var,

.

g3 o7 BE sbsekdu, Rol A gole olZdi wARE solow
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gul Fapelo] of kg FSIesl Aol WY o e AFTH AREAR Nl
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1.2mL/2.2mL (2 3-&A)

[
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4 A1 7)) ¥ v E - 2013.08.29

=
& i 4] ZF2] v € 21 2008.10.24

A5 9] Al z (A 222 # Z:
Pfizer Limited

Ramsgate Road 25, Sandwich, Kent CT13 9NJ, United Kingdom

AF-FAAEA . (A ZA:
Pierre Fabre Medicament Production

Avenue du Bearn, F-64320 Idron, France

AR AL (AR (A& A):
Wyeth Lederle S.r.l.

Via Franco Gorgone, Zona Industriale, IT-95030 Catania, Italy
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