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Embodiments disclosed in the present application relate to a composition that can include a hepatitis C
viral polymerase inhibitor, or pharmaceutically acceptable salt or prodrug thereof and a hepatitis C viral
protease inhibitor, or pharmaceutically acceptable salt or prodrug thereof. Additional embodiments disclosed
relate to methods for treating a disease condition such as a hepatitis C virus infection, liver fibrosis and/or

impaired liver function with a hepatitis C viral polymerase inhibitor, or pharmaceutically acceptable salt or
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prodrug thereof and a hepatitis C viral protease inhibitor, or pharmaceutically acceptable salt or prodrug
thereof.
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= EXBAME

Embodiments disclosed in the present application relate to a
composition that can include a hepatitis C viral polymerase inhibitor, or
pharmaceutically acceptable salt or prodrug thereof and a hepatitis C
viral protease inhibitor, or pharmaceutically acceptable salt or prodrug
thereof. Additional embodiments disclosed relate to methods for
treating a disease condition such as a hepatitis C virus infection, liver
fibrosis and/or impaired liver function with a hepatitis C viral
polymerase inhibitor, or pharmaceutically acceptable salt or prodrug
thereof and a hepatitis C viral protease inhibitor, or pharmaceutically

acceptable salt or prodrug thereof.
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and J.M Harris, J. Control. Release, 2001, 72: 217-224 - #
Mo —RRBEAAT —RESHERELRTFTRERTEE
k> BRHIRR  LBALTHMETH B REHR/X
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F-THELBEBLB Bl —F - F8E&FHAH R/
R—F A TFHEEERR - A —FHHAF > ZE R TE
R B T AY-F#EEAFN-y) s £ —F 56l ¥ » % — A
FHEEFHZEHT AHoa-F# F(AFN-a) B R} ERCT
— 8 (30 kD - s )-8 48 &4 ~ $ 4 # (INFERGEN)#& 4 a-
Fi#EF - —40 kDS KR EBEFAALART =B 8 T8 % a-2b
AL MBRIFK—12 KDHEF A AT LB AT # Fa-2b
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B2 VIR ZIBHEIANEEDY AR Fraess —T#
EREE  c BHRR RTHEEFHBRBTA-—F - T§
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X PABEGRLER —_BF B TFEFTHAE - £ X —
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zZBHEIATNEEDSD — AW RFOLEHEFHK -

W AX VP HERY  ZAETTFHEEZHEE LA
(interferon receptor agonist) ; E#HE— %~ F#E FT 2 A
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-
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Bk # , BiET ABEIL-28% B a( "TIL-28R, )X X & &
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RNkl  HESZZXTREF AL BEIHRONLEELE -
cdHo-AEBRTBINB O EMELEXAKLEZ ZRK
A G E2REAH 2 MFK2004/01107957 48 F 2 T &
ABOERRETAEY  NRE@AABHOSa-F 5B T 80P
BB S a-FB BB A KK S 8 (Glyset®)
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AXTHHEOARD AT TLEZARRE A8 H
HEEHMRHBLEARD Y EAHAESHBEET &
AHE - HER RUAHIEALHR ATREH - ¥ H
BB RABBARY  w&H - BE - HK - B
FH-BR - REEH - BRABRABZE - 2@ 0B S
TRARMEFONLERE - AXTHHLsERHREYE
REBHBBAMBAROEBABM TH - B2 LTH
Z OB A B ARG WA AR AT A R
$ LR ST A BHRHK A Gennaro (2000)
" Remington: The Science and Practice of Pharmacy, %
20 38 , Lippincott, Williams, & Wilkins; Pharmaceutical
Dosage Forms and Drug Delivery Systems (1999); H.C.
Ansel% A 4 %, % 7, Lippincott, Williams, & Wilkins;
and Handbook of Pharmaceutical Excipients (2000) A.H.
Kibbe% A # #, # 3/%, Amer. Pharmaceutical Assoc -
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o BB KBRS BERCEARARK - BEARABRE - E
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BARBHAE  BHRRXBOEELLARD > At BB
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BIF  ZEERBOAHE —FFHETRBERSR  #0F L
HEE20%80- BEMMW B TE—F 03— /G H -
cEM B BB AOEERRD > XFE - XB - = AT
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B Bl R BERE LB LA B HEEUARH
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ML ERE RBIRR TELFEOR - EH - /2
BHRBLBELE S BHIKE QHENAES - K TFix
B~ BARES - BA(BAIHAN)EH - AT - BLE- &

BE s RN ESH R FIALRAN - Arilifa Rt — &35 4 H 78 8
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M RMT A O RS E
RTHETRABRRE N AL ETER P4t R TS
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LRAG )  AEFSTHROT ERATLEHLE S HHR
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2o R AR REAF OB E MR BEEE - MEE -2
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AAGEMETTHERL-
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By TU—F _BLE - FlbhlIlibseh2 R E
B2 TR ZBHIINEEY AN s BOEEL X
o BB EHATABRAMW RS AHER)RF B (H o
— b MTUREREE A —LEHATEHGH K&
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MEEY Lo BB ERAPH ZEHEHKXTAH
R ELE AT FT LA MIRELEE
P TRELZBHEIANBREYZBHEHRKX > TELASILEY
2REZLZ LT BREXIBHAIARATRED IR EHAZIANTL
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th 4% > Bk XM AHBEHRAHCVRER BT A % » TH
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E—BEFHRG T BELELEBR/ESMERAILEHIIML
442 ﬁ%?i%iﬁ#&%z_;@%ﬁﬁ# Be 2 4 0 T K &Y
R BEMRLSYIRA BEL LT
R HREEBFAA - BHRR
4 #®

REZLFTTHXINE AR

S
J—
2\2\7

ik A5 A Wi b 2R ELETHSZ B HERA
BREY > THERBEEEZEVAHION S 20 H415% - 25 4
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80% ' RE DV HI% RE S

R TR F SIS HERELTHELZBE R R
AMEZYH A E  RICAHL2R AL L2 ETHELTZEH R
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o THRBRBEEZTEDHION - 2D H15% -~ 0 4
20% ~ £ D #25% - 2 0 430% - D H40% -~ E L4

146392.doc -29.-



1473810

50% - £ 5 4 60% - £V HT0% - E LV HB0% > RE DY
0% XES - £—LFTHHAT HEARFERIER
HERBHLOBBROTIPHE HCVEFERABFEHRMRT
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#a ité Ag BE Bk
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@l 2 REBE NA q8h FI1E3XR
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TF (Jk & 3%0)
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*bid - —XRE XK
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Br#ECOFHHE THRAXLBKEFHNSSBLHF I »
(AELEADAKREFEAHLOE —BHRE - HENE -
LEHEKLANEARFI  reEOA BB PR A
BRRABKAE - F_RArHEEEZFATEHCVEAR A - &
FRABEBARFZRBEAAHEZIRE  RAZT VU BEZF
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W EFRABRERTAABRARBFIER T REREF 4
8 & -4.8% -4.6 logo IU/mL - gk s - & 8 A 42 % % 2

B R AR E

—

TITT LR

iz
% #3
HCV HCV
HCV &%
e wnmn | mmmm | s
lamepme | TTE | N | AAEE | tUmL) | <LLOQ ST
amg/2 mg A ( ‘;g/éz ﬁg ) (<431U/mL) | (<151IU/mL)
(321 N (%) N (%)
kE%B -3.9 1/8 1/8
s00100 | 1|8 T (-5.0£-2.9) (13) (a3)
kE %@ -5.2 5/8 2/8
500200 | m |8 | oL (-5.52-3.1) (63) (25)
P 438 577 277
10007100 | m |7 | L2 (-5.7%-4.5) (71) (29)
kER@ -4.8 5/8 2/8
1000200 | IV |8 | T 2 (-5.5%-2.7) (63) (25)
*LLOQ=R & X E4& MR » & B KM %K% E 4 () 743 TU/ mL)
*LLOD=® K MA R ER » & B KH#HKRKE@(H#151U/mL)
% # 4
HCV HCV
HCV 5%
. Pl R
12 mg/2 B |\n| AR g IUmL) | " LLOQ 5 Tom
a mg/2 mg (L;ig ﬁg ) | (<43 1U/mL) | (<15 IU/mL)
( ) N (%) N (%)
TF -4.0 4/8 1/8
1000/600 | V|8 .. (-6.0%.-2.5) (50) (3)
N 49 4/8 2/8
1000/900 | VI |8| TF-&x (-5.3%-3.5) (50) (25)
PXET 5.1 7/8 >/8
1000/900 | VI |8 T ¢ (-5.92-3.0) (88) (63)
* LLOD=% /& B AE IR » & B KM 8 4% £ @ () » 15 [U/mL)
(81
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