Y INJLT 1 &€ 400 mg
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AEMICEH SNBERICELIEMNRVATOEREF. FUTF -1
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HCV

HIV

IFN

NS (3/4A/5A/5B)

Peg-IFN

PMDA

SOF

SVR, SVRxx

WoSE
18]

Gilead Sciences, Inc.

hepatitis C virus

human immunodeficiency virus
interferon

nonstructural protein (3/4A/5A/5B)
pegylated interferon
Pharmaceuticals and  Medical

Devices Agency
sofosbuvir (Sovaldi®, GS-7977)

sustained  virologic  response,
sustained virologic response at
“xx” weeks following completion
of all treatment

HAGE
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FEMEEEH (3/4A/5A/5B)
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VARAZTEINL (SOF, GS-7977) I%. K[E Pharmasset Inc.iZ XV R SN EEEFHEKTH Y |
SOF DIEMERFHITH LV Y Vo =1 UKL, CHRIFFR VA LA (HCV) ORI % FEME
EEH (NS) 5B RY AT —PEHETHZLICLY ., UA N ZADOBIEZMET 5, WS TIX
KF@%%%%i*.Gmwsmm%lmﬁi@@@%ﬂ\%ﬁfﬁ\9:/547L2\KZ
1% 4 O HCV JEEYE DIEHEIZx L MO FEA| & OPFHIC L A0 A NV AREL T A v To—F#l L
L, 2013 4 12 A& Z TG L T\ 5, mMTi/mwiﬁk@ﬁ%f/l/&47123
4, 5 X% 6 O HCV JEYLIE DIRWEIKT L, 2014 4E 1 IR S Hu, BIE, MEdh 70 » [HLL ETER
ENTW5 (2016 4 12 A BIE),

ENTIE, ¥UT R RS, 201446 HIZY = /) #4772 O CHUBMEFAR
B KON C BB MENT 2SR 2 k5 & U7 BRI  (GS-US-334-0118) (233 X KGR HIGHE
Z4TWN, 2015 4E 3 Hic, U B U > (RBV) & 12 BREIPFHICEK V., #hE - hk%E Tka s
—72 (V=) ZAT2) © CHRUBVEAK T C AUCENMEITFZ T 5 7 A L AMIE D |
ELTHERINTND

A, V= ) ZA T 3D CRUBMERT I BE M O C R EMERTRIEZS R & 5 & U T2 o iR ik
BRAAEIC IS & . ENTORRIFIEO MR S5, SOF LT RBV @ 24 # M OFH B 5 O 0k
DRINTZZ &, BOERFEKGRFE AR KRHELITI> O TH D,

2 FFEDZE

2.1 BIE SR E R AEROERRK

AREDIBIMNEED MR THLENTOY = ) XA 7 3 OB HCV ERYE BUT AT TR D B
2,800 A LHEESND 2458010 D ) & 0 3D HCV JEYEIE = Sl A MR L o IR D & %
MG B DBE THLN., Tz, ZNHOBRETEHWEISTE MuERETY A LA (HIV)

\CHEMBBRE L TV D,

HIV EEEGEH TIE HCV BTk s 3 5 IR L R O~ DTN S HICRE S Z &
NS TEY L TR M ORFEZE 23 AT U 72 R CIIAT O EAEPERL TR~ & & 512
HRT LU 27BN EL 25, BE, ERNTIEL, C BIFRMBEMEATMZA B o5 L TRBENT-1EE
EIX e < IR X B AERIZELCE 5049 20,000 A 9 B 75%7 HCV JEYLEICH kKT 5 H DT
Hotr, Lizo T, BEMEEA~OETY A7 OEW 25 HCVIHIV BE-ERYBE TR
HCV J8&Ye(Z X 2 R A ORI & 54 2 L O[5t HCV 1BHEERIC T 2R D 7 o A
v N AT 4 N =— AWBFET D,

BEENICB T AT = ) #4730 HCV BYYEICKH T ARSI~ A v 4 —T =
@w#W)HmV@24ﬁ%ﬁ%&5®$T%6ﬁ\%@%ﬁ%?4WX@@M($m)$ﬁ+

TIERL, I 80%EHEINT NS, o, BHEGEEIAREORMBEIC LY, RigEEE%
FHZENTERVWBRELZLFET D, BREANO 2 b BEEI ﬂ#éﬁéﬂoﬁﬂ@
IFN 7 U —OIEEEN R AICHE L ST D

k. KEROWINEASZEDOWENEETIZ, Y=/ XA 7 3 OEM HCV EYEICK T 5
SOF/RBV I L A V93, BCKkAE T 69 OFE X ITHUE CEAR I TW5 (2016 4 12 A BITE),
SOF DT LETDOY = ) Z A 7 3 DIEM: HCV BEYLEIZ kT A HERNA I, S CE ST~ 4
SOE IHRBEIC SN TNE, ZNHD 4 SDEIHRBR T = ) #1473 DEM: HCV &
YupR |2 SOF+RBV % 24 BREIPEH#E G L7z & & D SVR (T 84%~%U%THVY ., —H L THWE
BE. WONT BEF R AR R T 1 7 7 A LRBD LTS 260



1.5 G 338 B O M OVBH 38 D ke
VIRAT E)L

2.2 ENEGBREICSITAEEORE

SOF 13 2016 4 8 H (TR S U725 28 [IEHE b D B D i O R 7GR ER « i /6 SRR 2238 C

(Yo ) #4730 CHRUBVERF 0T C BRURETERFREZ 2 fév4wxmr®&%J x4 %
EHE EOMEMEREWEFHI SN TWD, = ORKREK - %mﬂ%@d DELEHEFE 2, ¥
U7 R CIXEWN R @F%ﬁﬁ%mt_t#%\/I/&473®&Hﬁmvmmf®%m
BIOTDD—MEFRKBHFEEITI L & LT,

Flo, V) H AT 3 OEME HCV FYYEI 5 2 BN 2 B AHT 5 SOF OE N I EE DR
T—=H Ny =B L, E%WE%%%% Bt (PMDA) & OEIEMHGEATHEGE (&5
B 6Lz, —oxmhs Yz ) B AT 3 OB HCV BEEICRT 2 BN
DIz D—FRAE FAGEHG %%Hﬁé%ff K8 e =%, ENERRAFZE JP-MITA-SOF-GT3

DIED> MBS E 3 FHEG IR R 4 3Bk (GS-US-334-0133 35k . GS-US-334-0153 24k . GS-US-334-0123
R K OY GS-US-334-0124 35%) 12 L W #ER3 5 Z & 1oxt L, PMDA ORI 72 035 b7,
728, FEEIRT — X /8y r—1E, SOF OB R §ER IS b V7 IERRR B AE RO AT LY
R4 2 Z L oxt LTH PMDA ORIE NS BTz,

AR—HRAFAGRFEERCRtt 35, V= /XA 7 30 HCV EYYEIZXT 5 SOF+RBV 24 i
Wﬁ%%&@ﬁ@é LRMER Sy ERE (PK) ICBET D 1EMOEMIT £ 725, SOFRE T 1 7
T LIBT D 4 SOUFEINE 3 FHERIRRBR OIRBRE G EER S, RBRT A o BRL A UK
ORISR EM AR 1IRT, £72. KCTD OF Y 2—/1 25 KRG CELZLEZAAADY =
J B AT 3O HCV JEY B % R0 S BRI TR ORER T A > 2R,

728, GS-US-334-0124 B CTlE. RIGED Y = ) XA 7 4 HCVIHIV EEBREWEBREICBIT 5
SOF+RBV @ 24 HMHEH-ORAEH & ENTH Y, SVRI2 #(%83.9% (B1LHIF 26 ) TH-7=,
YR AR OM, = ) XA 7 4 O HCV EYEZ A T D RIBGEL ORHREOH H =7 N A%
R E 2 x4 & LC SOF+RBVY @ 24 W #E G L T A O 21T - 725 2 fHR B
(GS-US-334-0114 #8B) K OV 3 FAFABR (GS-US-334-0138 7kBR) DAUENNH Y . 2 HRBR D
. SOF+RBV ® 24 lMHE G L VA NZE W V= ) XA T 4 O HCV EYYEIZR LT BAF721R
FNEPFBD LT D [SVRI2 RiTZZ4 93.1% (29 filH 27 f51]) . 90.2% (51 {51+ 46 ) ]
2B D2 ) 275 XL 6 D HCV Yt 2 x4 & L= SOF+RBV O 24 #5022 4
L OHEIED T T O Ty,

A, 2 S HEAMNERRBRAGEICE S X ENTORKFEDO M NS L=, SOF O%)
REIBMZ B & LT RIENCe AR A EAGRHGEEITY 2 & & LT,

ARG AR A GR T — A ARG ORI L 22 5 EEHI BT 2B ORER 2K 1187,
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#£ 1 SOFO—MFERRBHEANICAHBRABROME
Subject Population
Study HCV Prior HCV

Study Number Design Treatment Regimen? Genotype Treatment Cirrhosis Status

Phase 3 Studies: HCV-Monoinfected Population

(GS-US-334-0133 | Phase 3, Under Amendment 1: 2o0r3 Treatment-naive | Up to 20% of

(VALENCE) randomized, | y SOF+RBV or SOF placebo + and subjects may
double-blind, RBV placebo for 12 weeks treatment-experi h_ave he_td
placebo-cont enced cirrhosis.
rolled, Under Amendment 2:
multicenter | o Genotype 2: SOF+RBV for
study 12 weeks

o Genotype 3% SOF+RBV for
12 or 24 weeks

(GS-US-334-0153 | Phase 3B, SOF+RBYV for 16 or 24 weeks or 2o0r3 Genotype 2: Genotype 2: All

(BOSON) randomized, | SOF+Peg-IFN+RBYV for 12 weeks Treatment-exper | subjects had
open-label, ienced cirrhosis.
multicenter Genotype 3: Genotype 3: Up
study Treatment-naive | to 50% of

and subjects may
treatment-experi | have had
enced cirrhosis.

Phase 3 Studies: HCV/HIV-Coinfected Population

GS-US-334-0123 | Phase 3, Genotype 2 or 3 treatment-naive: 1,2,0r3 All subjects Up to 20% of

(PHOTON-1) open-label, SOF+RBYV for 12 weeks were coinfected | subjects may
multicenter | Genotype 2 or 3 with HIV. have had
study treatment-experienced: Genotype 1: cirrhosis.

SOF+RBYV for 24 weeks Treatment-naive

Genotype 1 treatment-naive: Genotype 2/3:

SOF+RBV for 24 weeks Trt(ajatment-nalve
an
treatment-experi
enced

(GS-US-334-0124 | Phase 3, Genotype 2 treatment-naive: 1,2,3,0r4 | All subjects Up to 20% of

(PHOTON-2) open-label, SOF+RBYV for 12 weeks were coinfected | subjects may
multicenter | Genotype 2 or 3 with HIV. have had
study treatment-experienced: Genotype 1/4: cirrhosis.

SOF+RBYV for 24 weeks Treatment-naive

Genotype 1, 3, or 4 Genotype 2/3:

treatment-naive: Treatment-naive

SOF+RBV for 24 weeks and ,
treatment-experi
enced

Japanese Research Study: HCV/HIV-Coinfected Population with Hemophilia (%%}

JP-MITA-SOF-GT3 | Single SOF+RBYV for 24 weeks 3 Treatment-naive | 3 of the
center, and 4 subjects had
non-GCP, treatment-experi | cirrhosis
research enced.
study

Phase 3 Studies: HCV-Monoinfected Population (Z#¥&5})

GS-US-334-0114 | Phase 2, SOF+RBYV for 12 or 24 weeks 4 Treatment-naive | Up to 20% of
randomized, and subjects may
open-label treatment-experi | have had
study enced. cirrhosis.
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Subject Population
Study HCV Prior HCV
Study Number Design Treatment Regimen? Genotype Treatment Cirrhosis Status
(GS-US-334-0138 | Phase 3, SOF+RBYV for 12 or 24 weeks 4 Treatment-naive | Up to 20% of
randomized, and subjects may
open-label, treatment-experi | have had
multicenter enced. cirrhosis.
study
a The dose for SOF was 400 mg once daily. The dose for RBV was 1000 or 1200 mg/day divided twice daily

(ie, for subjects who weighed < 75 kg, the dose of RBV was 1000 mg/day divided twice daily; and for subjects who weighed
> 75 kg, the dose of RBV was 1200 mg/day divided twice daily). The dose for Peg-IFN was 180 pg/week.
b The GS-US-334-0133 (VALENCE) protocol was amended (Amendment 2) to extend the duration of SOF+RBV
treatment from 12 to 24 weeks for subjects with genotype 3 HCV infection if they had not completed the original 12-week
active treatment course. The study was prematurely unblinded to allow extended treatment for applicable subjects.



1.5 G 338 B ORE M ONBH 78 D ke
VIRATE )L

M 1 SOFD—EEFEAPREICHRDIMAFEDZEER

2011 2012 2013 2014 2015 2016

S 22 A SRR R

IEEER | B RE R
SEBIE | T 1

it
_H;

PAg e G- aeth iR

GS-US-334-0123 7 2
(PHOTON-1)
GS-US-334-0124 1 7
Bik | (PHOTON-2)
(#E5) | Gs-US-334-0133 9 1
(VALENCE) ¢ >
GS-US-334-0153 9 3
(BOSON)

'S
v

V' N
v

10



1.5 R T B OB M OB 38 DR HE
VIRAT E)L

10

11

12

13

SE X

Benhamou Y, Bochet M, Di Martino V, Charlotte F, Azria F, Coutellier A, et al. Liver fibrosis
progression in human immunodeficiency virus and hepatitis C virus coinfected patients. The
Multivirc Group. Hepatology 1999;30 (4):1054-8.

Fujimura Y, Ishimoto S, Shimoyama T, Narita N, Kuze Y, Yoshioka A, et al. Genotypes and multiple
infections with hepatitis C virus in patients with haemophilia A in Japan. J Viral Hepat 1996;3
(2):79-84.

Foster GR, Pianko S, Brown A, Forton D, Nahass RG, George J, et al. Efficacy of Sofosbuvir Plus
Ribavirin With or Without Peginterferon-Alfa in Patients With Hepatitis C Virus Genotype 3 Infection
and Treatment-Experienced Patients With Cirrhosis and Hepatitis C Virus Genotype 2 Infection.
Gastroenterology 2015;149 (6):1462-70.

Hayashi K, Fukuda Y, Nakano |, Katano Y, Toyoda H, Yokozaki S, et al. Hepatitis C virus genotypes
in hemphiliacs with chronic hepatitic C [Japanese]. Liver 2002;43 (1):11-7.

Ikeda K, Chayama K, Saitoh S, Koida I, Suzuki Y, Tsubota A, et al. Hepatitis C virus subtype 3b
infection in a hospital in Japan: epidemiological study. J Gastroenterol 1996;31 (6):801-5.

Molina JM, Orkin C, Iser DM, Zamora FX, Nelson M, Stephan C, et al. Sofosbuvir plus ribavirin for
treatment of hepatitis C virus in patients co-infected with HIV (PHOTON-2): a multicentre,
open-label, non-randomised, phase 3 study. Lancet 2015;385 (9973):1098-106.

Sulkowski MS, Naggie S, Lalezari J, Fessel WJ, Mounzer K, Shuhart M, et al. Sofosbuvir and
Ribavirin for Hepatitis C in Patients With HIV Coinfection. JAMA 2014;312 (4):353-61.

Taki M. Japanese Foundation for AIDS Prevention: Report of National Survey on Coagulation
Disorder. March, 2015.

Tanaka J. Trends in Hepatitis virus carrier at [Japanese]. 12th Council for Promotion of Hepatitis
Measures 2014.

Yotsuyanagi H, Kikuchi Y, Tsukada K, Nishida K, Kato M, Sakai H, et al. Chronic hepatitis C in
patients co-infected with human immunodeficiency virus in Japan: a retrospective multicenter
analysis. Hepatol Res 2009;39 (7):657-63.

Zeuzem S, Dusheiko GM, Salupere R, Mangia A, Flisiak R, Hyland RH, et al. Sofosbuvir and
ribavirin in HCV genotypes 2 and 3. N Engl J Med 2014;370 (21):1993-2001.

Ruane PJ, Ain D, Stryker R, Meshrekey R, Soliman M, Wolfe PR, et al. Sofosbuvir plus ribavirin for
the treatment of chronic genotype 4 hepatitis C virus infection in patients of Egyptian ancestry. J
Hepatol 2015;62 (5):1040-6.

Doss W, Shiha G, Hassany M, Soliman R, Fouad R, Khairy M, et al. Sofosbuvir Plus Ribavirin for
Treating Egyptian Patients With Hepatitis C Genotype 4. J Hepatol 2015:1-5.

11



1.6 AMENCI T 6 AR B 5 &k
VIRAT E)L

JYRAXATJTEI

188 RFEF TEIFRR NRIEI BT 1FR

1.6 HEICKFTHERANREFICET 2EH

XFY7RrR -4z XtkErt



1.6 AMENCI T 6 AR B 5 &k

VIRAT EIL

BX
1 AMENT IS T DAEIRII ettt ettt
2 A T d T D TS S ettt ettt



1.6 AMENCI T 6 AR B 5 &k
VIRAT E)L

1 NEIZE T HEARKR

VARAZ BN (SOF, GS-7977) 1Epdash4 Sovaldi®L LT, e offfHic Ly, o=/ 2447
1,2, 3 Xix 4 DEMECHFFR T A /LA (HCV) YYEIZT HIaEIK & LT, KEIZHBW\T 2013
F12 46 HIZ, £/, B FFITBWT 20134 12 A 13 BIZ&R Sz,

RIS T, SOF I3l & Dftfic kv, Y=/ #4771, 2, 3. 4. 5 XL 6 D HCV &Y
JEICXT T DI L LT 20144 1 H 16 HIZAGR ST 5,

ENTIX, SOF X Ea s A—72 (V= /XA 7 2) O CHRUBMEIFR T C BUME T
BT DT A N AMIEDNRE] 250 - HRE LT, V2T ¢ ®8E 400mg 27854 & LT 2015
3 AR S, 2016 426 H 14 BEI/E, R 72 » [ETHEEZBG L T\ 5,

AIGEX, AHLTO SOF DY = ) #4473 Ok HCV BYYEIC )T H2heeEME By & L7z

R FH AT ARPGE 2 BT 28R e LTIRIHT 250 TH D, SOF DUWESEE 6 » [ED

KRR A # 1.6.1 1289,

& 1.6.1 SOF DHAEIZEITHEBIRR (EFE6 nE)

E4 Shee - R Hix - B2
K IE HCV/HIV B A gte, V= /) 44 | V= /) XA TF3: JRATEL N

71, 2,3, it 4 0EMHCVIEYYED | B HH 24 A5
B FIUANVAREL A U Tho

R L OFHT D)

eS| HIV B A Bt V) XA 712, | V= /) XA T3 VRATEL - U
3. 4, 5 XX 6 DA CHRUBMEFHR DTG | BV > - Peg-IFNo ff FH 12 8 #25- 8,
FIZIBWNT, oA & DT 5 XIT Y ARATENL - U Y R

24 JH $ 5-

KA HIV B E 5T V2 ) XA 712, | V= ) XA T3 VHRAT L UAN
3. 4. 53X 6 DR A CHRUBMAFR DTG | BV > - Peg-IFNa (] 12 & 5- 2,
FIZBWT, oK & O 5 NIZVHRATENL - UAEY P

24 -

7T VR HIV R 2 G Y= /) A AT 1.2, | V= ) A AT 3 YIRATENL - U
3, 4, 5 X% 6 DELA CRUBMATR OIS | £ U > - Peg-IFNa ff ] 12 i $x 5- 2,
FIZEBWT, oA EOFHT 5 XIZYRATENL - UAEY HEH

24 5
Vv HCV/HIV BEER 2 GTe, Y=/ F A | V= ) AT 3: VIRATEN - UN

71, 2. 3XIT 4 DREN CRUBMERTFRD | BV OFH 24 BiRE
BEICBWT, A VAEIEL D A
O IEF & P T 5

F—=AFZ U7 | A CHRUEMRFRDIBRICBNT LY | V= /) H A T3 YKRATEL - IR
AV AEEL D A T IEE| & OF vy PR 16 5P
A3 5

a JREHMEE L CLRBEMEBEAT2ABHMECEET I LEEZZBETARETHD ; /¥ —Txzn B X—2R
ETBRESNDIEN L VIENZ ERHOENDE =R T A VKT (Hﬂ%f’ﬁﬂﬁ/ﬂﬂ% SHEITH, N—R T A
H%W)m'?/f/bx; B, IL28B IECC V= /) AT, WMEORTA =Tz TATZ7EORI ALY

2K DIk T D ENMIGHSE) 2 — ol EA T2 BE CIIRFICERTR&ETH D,

b ZNZETNOREDONRNET v FEOY A7 OFHMEIZESE, BEYIME LT 16 M A2E 2 T 24 B F Tt
ET&5 GHMER-ICIE. FFEZD AT — D M OEEEENEGEEN5) |

3
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HIGHLIGHTS OF PRESCRIBING INFORMATION

CONTRAINDICATIONS

These highlights do not include all the information needed to use .
SOVALDI safely and effectively. See full prescribing information
for SOVALDI.

SOVALDI® (sofosbuvir) tablets, for oral use
Initial U.S. Approval: 2013

RECENT MAJOR CHANGES+------nxnemeememeaes

Indications and Usage (1) 08/2015

Dosage and Administration (2.1, 2.2) 08/2015

Contraindications (4) 08/2015

Warnings and Precautions (5.1) 03/2015

Warnings and Precautions (5.2, 5.3, 5.4) 08/2015
INDICATIONS AND USAGE----------=mmmmmeeemev

SOVALDI is a hepatitis C virus (HCV) nucleotide analog NS5B .

polymerase inhibitor indicated for the treatment of genotype 1, 2, 3 or 4
chronic hepatitis C virus (HCV) infection as a component of a

When used in combination with peginterferon alfa/ribavirin or
ribavirin alone, all contraindications to peginterferon alfa and/or
ribavirin also apply to SOVALDI combination therapy. (4)

Bradycardia with amiodarone coadministration: Serious
symptomatic bradycardia may occur in patients taking
amiodarone and SOVALDI in combination with another direct
acting antiviral (DAA), particularly in patients also receiving beta
blockers, or those with underlying cardiac comorbidities and/or
advanced liver disease. Coadministration of amiodarone with
SOVALDI in combination with another DAA is not recommended.
In patients without alternative, viable treatment options, cardiac
monitoring is recommended. (5.1, 6.2,7.1)

Use with other drugs containing sofosbuvir is not recommended
(5.4)

ADVERSE REACTIONS

combination antiviral treatment regimen. (1)

The most common adverse events (incidence greater than or equal to

------------------------ DOSAGE AND ADMINISTRATION------z=zmmmmmmmmmaa 20%, all grades) observed with SOVALDI in combination with ribavirin

e  One 400 mg tablet taken once daily with or without food. (2.1) were fatigue and headache. The most common adverse events

e  Should be used in combination with ribavirin or in combination observed with SOVALDI in combination with peginterferon alfa and
with pegylated interferon and ribavirin for the treatment of HCV. ribavirin were fatigue, headache, nausea, insomnia and anemia. (6.1)
Recommended combination therapy: (2.1) To report SUSPECTED ADVERSE REACTIONS, contact Gilead

- - - Sciences, Inc. at 1-800-GILEAD-5 or FDA at 1-800-FDA-1088 or
Patient Population Treatment Duration www.fda.gov/imedwatch.

SOVALDI + peg-

Genotype 1 or 4 interferon alfa + ribavirin 12 weeks .
Genotype 2 SOVALDI + ribavirin 12 weeks
Genotype 3 SOVALDI + ribavirin 24 weeks .

. HCV/HIV-1 co-infection: For patients with HCV/HIV-1 co-infection,
follow the dosage recommendations in the table above. (2.1)

. SOVALDI in combination with ribavirin for 24 weeks can be

DRUG INTERACTIONS
Coadministration of amiodarone with SOVALDI in combination
with another DAA may result in serious symptomatic bradycardia.
(5.1,6.2,7.1)

Drugs that are intestinal P-gp inducers (e.g., rifampin, St. John’s
wort) may alter the concentrations of sofosbuvir. (5.2, 7, 12.3)

Consult the full prescribing information prior to use for potential
drug-drug interactions. (5.1, 5.2, 7, 12.3)

considered for patients with genotype 1 infection whoare - USE IN SPECIFIC POPULATIONS-----------=--------

interferon ineligible. (2.1) .

. Should be used in combination with ribavirin for treatment of HCV
in patients with hepatocellular carcinoma awaiting liver .
transplantation for up to 48 weeks or until liver transplantation,
whichever occurs first. (2.1)

Patients with HCV/HIV-1 co-infection: Safety and efficacy have
been studied. (14.4)

Patients with hepatocellular carcinoma awaiting liver
transplantation: Safety and efficacy have been studied. (8.8)

e A dosage recommendation cannot be made for patients with See 17 for PATIENT COUNSELING INFORMATION and
severe renal impairment or end stage renal disease. (2.4, 8.6) FDA-approved patient labeling.

Tablets: 400 mg. (3)

Revised: 08/2015

FULL PRESCRIBING INFORMATION: CONTENTS* 7.2 Drugs without Clinically Significant Interactions with
1 INDICATIONS AND USAGE SOVALDI
2 DOSAGE AND ADMINISTRATION 8 USE IN SPECIFIC POPULATIONS
2.1 Recommended Dosage 8.1 Pregnancy
2.2 Dosage Modification 8.3 Nursing Mothers
2.3 Discontinuation of Dosing 8.4 Pediatric Use
2.4 Severe Renal Impairment and End Stage Renal Disease 8.5 Geriatric Use
3 DOSAGE FORMS AND STRENGTHS 8.6 Renal Impairment
4 CONTRAINDICATIONS 8.7 Hepatic Impairment
5 WARNINGS AND PRECAUTIONS 8.8 Patients with Hepatocellular Carcinoma Awaiting Liver
5.1 Serious Symptomatic Bradycardia When Coadministered Transplantation
with Amiodarone and Another HCV Direct Acting Antiviral 8.9 Post-Liver Transplant Patients
5.2 Risk of Reduced Therapeutic Effect Due to Use with P-gp 8.10 Patients with Genotype 5 or 6 HCV Infection
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

SOVALDI is indicated for the treatment of genotype 1, 2, 3 or 4 chronic hepatitis C virus
(HCV) infection as a component of a combination antiviral treatment regimen [see
Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage

The recommended dosage of SOVALDI is one 400 mg tablet, taken orally, once daily
with or without food [see Clinical Pharmacology (12.3)].

Administer SOVALDI in combination with ribavirin or in combination with pegylated
interferon and ribavirin for the treatment of HCV. The recommended treatment regimen
and duration for SOVALDI combination therapy is provided in Table 1.

For patients with HCV/HIV-1 co-infection, follow the dosage recommendations in Table
1. Refer to Drug Interactions (7) for dosage recommendations for concomitant HIV-1
antiviral drugs.

Table 1 Recommended Treatment Regimens and Duration

Patient Population Treatment Regimen Duration

SOVALDI + peginterferon alfa®

Genotype 1 or 4 + ribavirin 12 weeks
Genotype 2 SOVALDI + ribavirin® 12 weeks
Genotype 3 SOVALDI + ribavirin® 24 weeks

a. See peginterferon alfa prescribing information for dosage recommendation for patients with genotype 1 or 4 HCV.

b. Dosage of ribavirin is weight-based (<75 kg = 1000 mg and 275 kg = 1200 mg). The daily dosage of ribavirin is
administered orally in two divided doses with food. Patients with renal impairment (CrCl <50 mL/min) require
ribavirin dosage reduction; refer to ribavirin prescribing information.

Patients with Genotype 1 HCV Who are Ineligible to Receive an Interferon-Based
Regimen

SOVALDI in combination with ribavirin for 24 weeks can be considered as a therapeutic
option for patients with genotype 1 infection who are ineligible to receive an interferon-
based regimen [see Clinical Studies (14.4)]. Treatment decision should be guided by an
assessment of the potential benefits and risks for the individual patient.

Patients with Hepatocellular Carcinoma Awaiting Liver Transplantation

Administer SOVALDI in combination with ribavirin for up to 48 weeks or until the time of
liver transplantation, whichever occurs first, to prevent post-transplant HCV reinfection
[see Use in Specific Populations (8.8)].

Gilead Sciences 3
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2.2 Dosage Modification
Dosage reduction of SOVALDI is not recommended.

If a patient has a serious adverse reaction potentially related to peginterferon alfa and/or
ribavirin, the peginterferon alfa and/or ribavirin dosage should be reduced or
discontinued, if appropriate, until the adverse reaction abates or decreases in severity.
Refer to the peginterferon alfa and ribavirin prescribing information for additional
information about how to reduce and/or discontinue the peginterferon alfa and/or
ribavirin dosage.

2.3 Discontinuation of Dosing

If the other agents used in combination with SOVALDI are permanently discontinued,
SOVALDI should also be discontinued.

2.4  Severe Renal Impairment and End Stage Renal Disease

No dosage recommendation can be given for patients with severe renal impairment
(estimated Glomerular Filtration Rate [eGFR] less than 30 mL/min/1.73m?) or with end
stage renal disease (ESRD) due to higher exposures (up to 20-fold) of the predominant
sofosbuvir metabolite [see Use in Specific Populations (8.6) and Clinical Pharmacology
(12.3)].

3 DOSAGE FORMS AND STRENGTHS

SOVALDI is available as a yellow-colored, capsule-shaped, film-coated tablet debossed
with “GSI” on one side and “7977” on the other side. Each tablet contains 400 mg
sofosbuvir.

4 CONTRAINDICATIONS

When SOVALDI is used in combination with ribavirin or peginterferon alfa/ribavirin, the
contraindications applicable to those agents are applicable to combination therapies.
Refer to the prescribing information of peginterferon alfa and ribavirin for a list of their
contraindications.

5 WARNINGS AND PRECAUTIONS

5.1 Serious Symptomatic Bradycardia When Coadministered with Amiodarone
and Another HCV Direct Acting Antiviral

Postmarketing cases of symptomatic bradycardia and cases requiring pacemaker
intervention have been reported when amiodarone is coadministered with SOVALDI in
combination with an investigational agent (NS5A inhibitor) or simeprevir. A fatal cardiac
arrest was reported in a patient receiving a sofosbuvir-containing regimen (HARVONI
(ledipasvir/sofosbuvir)). Bradycardia has generally occurred within hours to days, but
cases have been observed up to 2 weeks after initiating HCV treatment. Patients also
taking beta blockers, or those with underlying cardiac comorbidities and/or advanced
liver disease may be at increased risk for symptomatic bradycardia with
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coadministration of amiodarone. Bradycardia generally resolved after discontinuation of
HCV treatment. The mechanism for this effect is unknown.

Coadministration of amiodarone with SOVALDI in combination with another direct acting
antiviral (DAA) is not recommended. For patients taking amiodarone who have no other
alternative, viable treatment options and who will be coadministered SOVALDI and
another DAA:

e Counsel patients about the risk of serious symptomatic bradycardia

e Cardiac monitoring in an in-patient setting for the first 48 hours of
coadministration is recommended, after which outpatient or self-monitoring of the
heart rate should occur on a daily basis through at least the first 2 weeks of
treatment.

Patients who are taking SOVALDI in combination with another DAA who need to start
amiodarone therapy due to no other alternative, viable treatment options should
undergo similar cardiac monitoring as outlined above.

Due to amiodarone’s long half-life, patients discontinuing amiodarone just prior to
starting SOVALDI in combination with a DAA should also undergo similar cardiac
monitoring as outlined above.

Patients who develop signs or symptoms of bradycardia should seek medical evaluation
immediately. Symptoms may include near-fainting or fainting, dizziness or
lightheadedness, malaise, weakness, excessive tiredness, shortness of breath, chest
pains, confusion or memory problems [see Adverse Reactions (6.2), Drug Interactions

(7.1)].

5.2 Risk of Reduced Therapeutic Effect Due to Use with P-gp Inducers
Drugs that are P-gp inducers in the intestine (e.g., rifampin, St. John’s wort) may
significantly decrease sofosbuvir plasma concentrations and may lead to a reduced

therapeutic effect of SOVALDI. The use of rifampin and St. John’s wort with SOVALDI
is not recommended [see Drug Interactions (7.1)].

53 Risks Associated with Combination Treatment

Because SOVALDI is used in combination with other antiviral drugs for treatment of
HCYV infection, consult the prescribing information for these drugs used in combination
with SOVALDI. Warnings and Precautions related to these drugs also apply to their use
in SOVALDI combination treatment.

5.4 Related Products Not Recommended

The use of SOVALDI with other products containing sofosbuvir is not recommended.

6 ADVERSE REACTIONS

The following serious adverse reactions are described below and elsewhere in the
labeling:
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e Serious Symptomatic Bradycardia When Coadministered with Amiodarone and
Another HCV Direct Acting Antiviral [see Warnings and Precautions (5.1)].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

When SOVALDI is administered with ribavirin or peginterferon alfa/ribavirin, refer to the
respective prescribing information for a description of adverse reactions associated with
their use.

The safety assessment of SOVALDI was based on pooled Phase 3 clinical trial data
(both controlled and uncontrolled) including:

e 650 subjects who received SOVALDI + ribavirin (RBV) combination therapy for
12 weeks,

e 98 subjects who received SOVALDI + ribavirin combination therapy for 16 weeks,

e 250 subjects who received SOVALDI + ribavirin combination therapy for 24
weeks,

e 327 subjects who received SOVALDI + peginterferon (Peg-IFN) alfa + ribavirin
combination therapy for 12 weeks,

e 243 subjects who received peginterferon alfa + ribavirin for 24 weeks, and
e 71 subjects who received placebo (PBO) for 12 weeks [see Clinical Studies (14)].

The proportion of subjects who permanently discontinued treatment due to adverse
events was 4% for subjects receiving placebo, 1% for subjects receiving SOVALDI +
ribavirin for 12 weeks, less than 1% for subjects receiving SOVALDI + ribavirin for 24
weeks, 11% for subjects receiving peginterferon alfa + ribavirin for 24 weeks and 2% for
subjects receiving SOVALDI + peginterferon alfa + ribavirin for 12 weeks.

Adverse events observed in at least 15% of subjects in the Phase 3 clinical trials
outlined above are provided in Table 2. A side-by-side tabulation is displayed to simplify
presentation; direct comparison across trials should not be made due to differing trial
designs.

The most common adverse events (at least 20%) for SOVALDI + ribavirin combination
therapy were fatigue and headache. The most common adverse events (at least 20%)
for SOVALDI + peginterferon alfa + ribavirin combination therapy were fatigue,
headache, nausea, insomnia and anemia.
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Table 2 Adverse Events (All Grades and without Regard to Causality)
Reported in 215% of Subjects with HCV in Any Treatment Arm

Interferon-free Regimens I Interferon-containing Regimens

o | sovmp | sown g | S0
12 weeks 12 weeks 22 \?,Egks 24 weeks + RBV*
12 weeks
N=71 N=650 N=250 I N=243 N=327
Fatigue 24% 38% 30% I 55% 59%
Headache 20% 24% 30% I 44% 36%
Nausea 18% 22% 13% I 29% 34%
Insomnia 4% 15% 16% I 29% 25%
Pruritus 8% 11% 27% I 17% 17%
Anemia 0% 10% 6% I 12% 21%
Asthenia 3% 6% 21% I 3% 5%
Rash 8% 8% 9% I 18% 18%
zsg;‘iﬁ‘esed 10% 6% 6% I 18% 18%
Chills 1% 2% 2% ) 18% 17%
nuenza 3% 3% 6% I 18% 16%
Pyrexia 0% 4% 4% I 14% 18%
Diarrhea 6% 9% 12% I 17% 12%
Neutropenia 0% <1% <1% I 12% 17%
Myalgia 0% 6% 9% I 16% 14%
Irritability 1% 10% 0% [ 16% 13%
a. S7u5bLec)ts received weight-based ribavirin (1000 mg per day if weighing <75 kg or 1200 mg per day if weighing
275 kg).

b. Subjects received 800 mg ribavirin per day regardless of weight.

With the exception of anemia and neutropenia, the majority of events presented in
Table 2 occurred at severity of grade 1 in SOVALDI-containing regimens.

Less Common Adverse Reactions Reported in Clinical Trials (less than 1%): The
following adverse reactions occurred in less than 1% of subjects receiving SOVALDI in
a combination regimen in any one trial. These events have been included because of
their seriousness or assessment of potential causal relationship.

Hematologic Effects: pancytopenia (particularly in subjects receiving concomitant
pegylated interferon).

Psychiatric Disorders: severe depression (particularly in subjects with pre-existing
history of psychiatric illness), including suicidal ideation and suicide.
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Laboratory Abnormalities:

Changes in selected hematological parameters are described in Table 3. A side-by-side
tabulation is displayed to simplify presentation; direct comparison across trials should
not be made due to differing trial designs.

Table 3 Percentage of Subjects Reporting Selected Hematological
Parameters
Interferon-free Regimens I Interferon-containing Regimens
PBO SOVALDI | SOVALDI Peg-IFN SOVALDI
Hematological 12 weeks +RBV* +RBV* +RBV" + Peg-IFN + RBV?
Parameters 12 weeks 24 weeks 24 weeks 12 weeks
N=71 N=647 N=250 N=242 N=327
Hemoglobin (g/dL)
<10 0 8% 6% 14% 23%
<8.5 0 1% <1% 2% 2%
Neutrophils (x109/L)
20.5-<0.75 1% <1% 0 12% 15%
<0.5 0 <1% 0 2% 5%
Platelets (x109/L)
225 — <50 3% <1% 1% 7% <1%
<25 0 0 0 0 0

a. Subjects received weight-based ribavirin (1000 mg per day if weighing <75 kg or 1200 mg per day if weighing

275 kg).
b. Subjects received 800 mg ribavirin per day regardless of weight.

Bilirubin Elevations

Total bilirubin elevation of more than 2.5xULN was observed in none of the subjects in
the SOVALDI + peginterferon alfa + ribavirin 12 weeks group and in 1%, 3% and 3% of
subjects in the peginterferon alfa + ribavirin 24 weeks, SOVALDI + ribavirin 12 weeks
and SOVALDI + ribavirin 24 weeks groups, respectively. Bilirubin levels peaked during
the first 1 to 2 weeks of treatment and subsequently decreased and returned to baseline
levels by post-treatment Week 4. These bilirubin elevations were not associated with
transaminase elevations.

Creatine Kinase Elevations

Creatine kinase was assessed in the FISSION and NEUTRINO trials. Isolated,
asymptomatic creatine kinase elevation of greater than or equal to 10xULN was
observed in less than 1%, 1% and 2% of subjects in the peginterferon alfa + ribavirin 24
weeks, SOVALDI + peginterferon alfa + ribavirin 12 weeks and SOVALDI + ribavirin 12
weeks groups, respectively.

Lipase Elevations
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Isolated, asymptomatic lipase elevation of greater than 3xULN was observed in less
than 1%, 2%, 2%, and 2% of subjects in the SOVALDI + peginterferon alfa + ribavirin 12
weeks, SOVALDI + ribavirin 12 weeks, SOVALDI + ribavirin 24 weeks and
peginterferon alfa + ribavirin 24 weeks groups, respectively.

Patients with HCV/HIV-1 Co-infection

SOVALDI used in combination with ribavirin was assessed in 223 HCV/HIV-1
co-infected subjects [see Clinical Studies (14.4)]. The safety profile in HCV/HIV-1
co-infected subjects was similar to that observed in HCV mono-infected subjects.
Elevated total bilirubin (grade 3 or 4) was observed in 30/32 (94%) subjects receiving
atazanavir as part of the antiretroviral regimen. None of the subjects had concomitant
transaminase increases. Among subjects not taking atazanavir, grade 3 or 4 elevated
total bilirubin was observed in 2 (1.5%) subjects, similar to the rate observed with HCV
mono-infected subjects receiving SOVALDI + ribavirin in Phase 3 trials.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of
SOVALDI. Because postmarketing reactions are reported voluntarily from a population
of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Cardiac Disorders

Serious symptomatic bradycardia has been reported in patients taking amiodarone who
initiate treatment with SOVALDI in combination with another HCV direct acting antiviral
[see Warnings and Precautions (5.1), Drug Interactions (7.1)].

7 DRUG INTERACTIONS
7.1 Potentially Significant Drug Interactions

Sofosbuvir is a substrate of drug transporter P-gp and breast cancer resistance protein
(BCRP) while the predominant circulating metabolite GS-331007 is not. Drugs that are
P-gp inducers in the intestine (e.g., rifampin or St. John’s wort) may decrease
sofosbuvir plasma concentration, leading to reduced therapeutic effect of SOVALDI,
and thus concomitant use with SOVALDI is not recommended [see Warnings and
Precautions (5.2)].

Information on potential drug interactions with SOVALDI is summarized in Table 4. The
table is not all-inclusive [see Warnings and Precautions (5.1, 5.2) and Clinical
Pharmacology (12.3)].
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Table 4

Potentially Significant Drug Interactions: Alteration in Dosage or

Regimen May Be Recommended Based on Drug Interaction Studies
or Predicted Interaction®

Concomitant Drug
Class: Drug Name

Effect on
Concentration®

Clinical Comment

Antiarrhythmics:
amiodarone

Effect on
amiodarone and
sofosbuvir
concentrations
unknown

Coadministration of amiodarone with SOVALDI in
combination with another DAA may result in serious
symptomatic bradycardia. The mechanism of this effect is
unknown. Coadministration of amiodarone with SOVALDI
in combination with another DAA is not recommended; if
coadministration is required, cardiac monitoring is
recommended [see Warnings and Precautions (5.1),
Adverse Reactions (6.2)].

Anticonvulsants:

carbamazepine
phenytoin
phenobarbital
oxcarbazepine

4 sofosbuvir
d GS-331007

Coadministration of SOVALDI with carbamazepine,
phenytoin, phenobarbital or oxcarbazepine is expected to
decrease the concentration of sofosbuvir, leading to
reduced therapeutic effect of SOVALDI. Coadministration
is not recommended.

Antimycobacterials:
rifabutin

rifampin

rifapentine

d sofosbuvir
J GS-331007

Coadministration of SOVALDI with rifabutin or rifapentine
is expected to decrease the concentration of sofosbuvir,
leading to reduced therapeutic effect of SOVALDI.
Coadministration is not recommended.

Coadministration of SOVALDI with rifampin, an intestinal
P-gp inducer, is not recommended [see Warnings and
Precautions (5.2)].

Herbal Supplements:

St. John’s wort
(Hypericum perforatum)

4 sofosbuvir
d GS-331007

Coadministration of SOVALDI with St. John’s wort, an
intestinal P-gp inducer, is not recommended [see
Warnings and Precautions (5.2)].

HIV Protease
Inhibitors:

tipranavir/ritonavir

d sofosbuvir
l GS-331007

Coadministration of SOVALDI with tipranavir/ritonavir is
expected to decrease the concentration of sofosbuvir,
leading to reduced therapeutic effect of SOVALDI.
Coadministration is not recommended.

a. This table is not all-inclusive.

b. | =decrease.

7.2

Drugs without Clinically Significant Interactions with SOVALDI

In addition to the drugs included in Table 4, the interaction between SOVALDI and the
following drugs was evaluated in clinical trials and no dose adjustment is needed for
either drug [See Clinical Pharmacology (12.3)]: cyclosporine, darunavir/ritonavir,
efavirenz, emtricitabine, methadone, oral contraceptives, raltegravir, rilpivirine,
tacrolimus, or tenofovir disoproxil fumarate.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category B:
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There are no adequate and well-controlled studies with SOVALDI in pregnant women.
Because animal reproduction studies are not always predictive of human response,
SOVALDI should be used during pregnancy only if the potential for benefit justifies the
potential risk to the fetus.

If SOVALDI is administered with ribavirin or peginterferon and ribavirin, the combination
regimen is contraindicated in pregnant women and in men whose female partners are
pregnant. Refer to the ribavirin and/or peginterferon prescribing information for more
information on use in males and females of child-bearing potential.

Animal Data

No effects on fetal development have been observed in rats and rabbits at the highest
doses tested. In the rat and rabbit, AUC exposure to the predominant circulating
metabolite GS-331007 increased over the course of gestation from approximately 5- to
10-fold and 12- to 28-fold the exposure in humans at the recommended clinical dose,
respectively.

8.3  Nursing Mothers

It is not known whether SOVALDI and its metabolites are present in human breast milk.
The predominant circulating metabolite GS-331007 was the primary component
observed in the milk of lactating rats, without effect on nursing pups. The developmental
and health benefits of breastfeeding should be considered along with the mother’s
clinical need for SOVALDI and any potential adverse effects on the breastfed child from
the drug or from the underlying maternal condition.

If SOVALDI is administered in a regimen containing ribavirin, the information for ribavirin
with regard to nursing mothers also applies to this combination regimen. Refer to the
ribavirin prescribing information for more information on use in nursing mothers.

8.4 Pediatric Use

Safety and effectiveness of SOVALDI in children less than 18 years of age have not
been established.

8.5 Geriatric Use

SOVALDI was administered to 90 subjects aged 65 and over. The response rates
observed for subjects over 65 years of age were similar to that of younger subjects
across treatment groups. No dosage adjustment of SOVALDI is warranted in geriatric
patients [see Clinical Pharmacology (12.3)].

8.6 Renal Impairment

No dosage adjustment of SOVALDI is required for patients with mild or moderate renal
impairment. The safety and efficacy of SOVALDI have not been established in patients
with severe renal impairment (eGFR less than 30 mL/min/1.73m?) or ESRD requiring
hemodialysis. No dosage recommendation can be given for patients with severe renal
impairment or ESRD [see Dosage and Administration (2.4) and Clinical Pharmacology
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(12.3)]. Refer also to ribavirin and peginterferon alfa prescribing information for patients
with CrCl less than 50 mL/min.

8.7 Hepatic Impairment

No dosage adjustment of SOVALDI is required for patients with mild, moderate or
severe hepatic impairment (Child-Pugh Class A, B or C) [see Clinical Pharmacology
(12.3)]. Safety and efficacy of SOVALDI have not been established in patients with
decompensated cirrhosis. See peginterferon alfa prescribing information for
contraindication in hepatic decompensation.

8.8  Patients with Hepatocellular Carcinoma Awaiting Liver Transplantation

SOVALDI was studied in HCV-infected subjects with hepatocellular carcinoma prior to
undergoing liver transplantation in an open-label clinical trial evaluating the safety and
efficacy of SOVALDI and ribavirin administered pre-transplant to prevent post-transplant
HCV reinfection. The primary endpoint of the trial was post-transplant virologic response
(pPTVR) defined as HCV RNA less than lower limit of quantification (LLOQ) at 12 weeks
post-transplant. HCV-infected subjects, regardless of genotype, with hepatocellular
carcinoma (HCC) meeting the MILAN criteria (defined as the presence of a tumor 5 cm
or less in diameter in patients with single hepatocellular carcinomas and no more than
three tumor nodules, each 3 cm or less in diameter in patients with multiple tumors and
no extrahepatic manifestations of the cancer or evidence of vascular invasion of tumor)
received 400 mg SOVALDI and weight-based 1000-1200 mg ribavirin daily for 24-48
weeks or until the time of liver transplantation, whichever occurred first. An interim
analysis was conducted on 61 subjects who received SOVALDI and ribavirin; 45
subjects had HCV genotype 1; 44 subjects had a baseline CPT score less than 7 and all
subjects had a baseline unadjusted MELD score up to 14. Of these 61 subjects, 41
subjects underwent liver transplantation following up to 48 weeks of treatment with
SOVALDI and ribavirin; 37 had HCV RNA less than LLOQ at the time of transplantation.
Of the 37 subjects, the post-transplant virologic response (pTVR) rate is 64% (23/36) in
the 36 evaluable subjects who have reached the 12 week post-transplant time point.
The safety profile of SOVALDI and ribavirin in HCV-infected subjects prior to liver
transplantation was comparable to that observed in subjects treated with SOVALDI and
ribavirin in Phase 3 clinical trials.

8.9 Post-Liver Transplant Patients

The safety and efficacy of SOVALDI have not been established in post-liver transplant
patients.

8.10 Patients with Genotype 5 or 6 HCV Infection

Available data on subjects with genotype 5 or 6 HCV infection are insufficient for dosing
recommendations.

10 OVERDOSAGE

The highest documented dosage of sofosbuvir was a single dose of sofosbuvir 1200 mg
(three times the recommended dosage) administered to 59 healthy subjects. In that trial,
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there were no untoward effects observed at this dosage level, and adverse events were
similar in frequency and severity to those reported in the placebo and sofosbuvir 400
mg treatment groups. The effects of higher dosages are not known.

No specific antidote is available for overdose with SOVALDI. If overdose occurs, the
patient must be monitored for evidence of toxicity. Treatment of overdose with
SOVALDI consists of general supportive measures including monitoring of vital signs as
well as observation of the clinical status of the patient. A 4-hour hemodialysis session
removed 18% of the administered dose.

11 DESCRIPTION
SOVALDI (sofosbuvir) is a nucleotide analog inhibitor of HCV NS5B polymerase.

The IUPAC name for sofosbuvir is (S)-Isopropyl 2-((S)-(((2R,3R,4R,5R)-5-(2,4-dioxo-
3,4-dihydropyrimidin-1(2H)-yl)-4-fluoro-3-hydroxy-4-methyltetrahydrofuran-2-
yl)methoxy)-(phenoxy)phosphorylamino)propanoate. It has a molecular formula of
C22H29FN3OgP and a molecular weight of 529.45. It has the following structural formula:

o ¢ o
P~

©/O HO F

Sofosbuvir is a white to off-white crystalline solid with a solubility of = 2 mg/mL across
the pH range of 2-7.7 at 37 °C and is slightly soluble in water.

SOVALDI tablets are for oral administration. Each tablet contains 400 mg of sofosbuvir.
The tablets include the following inactive ingredients: colloidal silicon dioxide,
croscarmellose sodium, magnesium stearate, mannitol, and microcrystalline cellulose.
The tablets are film-coated with a coating material containing the following inactive
ingredients: polyethylene glycol, polyvinyl alcohol, talc, titanium dioxide, and yellow iron
oxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Sofosbuvir is a direct-acting antiviral agent against the hepatitis C virus [see
Microbiology (12.4)].

12.2 Pharmacodynamics
Cardiac Electrophysiology

The effect of sofosbuvir 400 and 1200 mg (three times the recommended dosage) on
QTc interval was evaluated in a randomized, single-dose, placebo- and active-
controlled (moxifloxacin 400 mg) four period crossover thorough QT trial in 59 healthy
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subjects. At a dosage three times the maximum recommended dosage, SOVALDI does
not prolong QTc to any clinically relevant extent.

12.3 Pharmacokinetics
Absorption

The pharmacokinetic properties of sofosbuvir and the predominant circulating
metabolite GS-331007 have been evaluated in healthy adult subjects and in subjects
with chronic hepatitis C. Following oral administration of SOVALDI, sofosbuvir was
absorbed with a peak plasma concentration observed at ~0.5-2 hour post-dose,
regardless of dose level. Peak plasma concentration of GS-331007 was observed
between 2 to 4 hours post-dose. Based on population pharmacokinetic analysis in
subjects with genotype 1 to 6 HCV infection who were coadministered ribavirin (with or
without pegylated interferon), geometric mean steady state AUCg.p4 was 969 ngehr/mL
for sofosbuvir (N=838), and 6790 ngehr/mL for GS-331007 (N=1695). Relative to
healthy subjects administered sofosbuvir alone (N=272), the sofosbuvir AUC.o4 was
60% higher; and GS-331007 AUC,.»4 was 39% lower, respectively, in HCV-infected
subjects. Sofosbuvir and GS-331007 AUCs are near dose proportional over the dose
range of 200 mg to 1200 mg.

Effect of Food

Relative to fasting conditions, the administration of a single dose of SOVALDI with a
standardized high fat meal did not substantially affect the sofosbuvir Cp,ax or AUC.ins.
The exposure of GS-331007 was not altered in the presence of a high-fat meal.
Therefore, SOVALDI can be administered without regard to food.

Distribution

Sofosbuvir is approximately 61-65% bound to human plasma proteins and the binding
is independent of drug concentration over the range of 1 microgram/mL to

20 microgram/mL. Protein binding of GS-331007 was minimal in human plasma. After a
single 400 mg dose of [**C]-sofosbuvir in healthy subjects, the blood to plasma ratio of
C-radioactivity was approximately 0.7.

Metabolism

Sofosbuvir is extensively metabolized in the liver to form the pharmacologically active
nucleoside analog triphosphate GS-461203. The metabolic activation pathway involves
sequential hydrolysis of the carboxyl ester moiety catalyzed by human cathepsin A
(CatA) or carboxylesterase 1 (CES1) and phosphoramidate cleavage by histidine triad
nucleotide-binding protein 1 (HINT1) followed by phosphorylation by the pyrimidine
nucleotide biosynthesis pathway. Dephosphorylation results in the formation of
nucleoside metabolite GS-331007 that cannot be efficiently rephosphorylated and lacks
anti-HCV activity in vitro.

After a single 400 mg oral dose of [**C]-sofosbuvir, sofosbuvir and GS-331007
accounted for approximately 4% and greater than 90% of drug related material (sum of
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molecular weight-adjusted AUC of sofosbuvir and its metabolites) systemic exposure,
respectively.

Elimination

Following a single 400 mg oral dose of [**C]-sofosbuvir, mean total recovery of the dose
was greater than 92%, consisting of approximately 80%, 14%, and 2.5% recovered in
urine, feces, and expired air, respectively. The majority of the sofosbuvir dose
recovered in urine was GS-331007 (78%) while 3.5% was recovered as sofosbuvir.
These data indicate that renal clearance is the major elimination pathway for
GS-331007. The median terminal half-lives of sofosbuvir and GS-331007 were 0.4 and
27 hours, respectively.

Specific Populations
Race

Population pharmacokinetics analysis in HCV-infected subjects indicated that race had
no clinically relevant effect on the exposure of sofosbuvir and GS-331007.

Gender

No clinically relevant pharmacokinetic differences have been observed between men
and women for sofosbuvir and GS-331007.

Pediatric Patients

The pharmacokinetics of sofosbuvir in pediatric patients have not been established [see
Use in Specific Populations (8.4)].

Geriatric Patients

Population pharmacokinetic analysis in HCV-infected subjects showed that within the
age range (19 to 75 years) analyzed, age did not have a clinically relevant effect on the
exposure to sofosbuvir and GS-331007 [see Use in Specific Populations (8.5)].

Patients with Renal Impairment

The pharmacokinetics of sofosbuvir were studied in HCV negative subjects with mild
(eGFR between 50 to less than 80 mL/min/1.73m?), moderate (eGFR between 30 to
less than 50 mL/min/1.73m?), severe renal impairment (eGFR less than 30
mL/min/1.73m?) and subjects with end stage renal disease (ESRD) requiring
hemodialysis following a single 400 mg dose of sofosbuvir. Relative to subjects with
normal renal function (eGFR greater than 80 mL/min/1.73m2), the sofosbuvir AUCq.int
was 61%, 107% and 171% higher in mild, moderate and severe renal impairment, while
the GS-331007 AUC,.i;s was 55%, 88% and 451% higher, respectively. In subjects with
ESRD, relative to subjects with normal renal function, sofosbuvir and GS-331007 AUC,.
inf Was 28% and 1280% higher when sofosbuvir was dosed 1 hour before hemodialysis
compared with 60% and 2070% higher when sofosbuvir was dosed 1 hour after
hemodialysis, respectively. A 4 hour hemodialysis session removed approximately 18%
of administered dose. No dosage adjustment is required for patients with mild or
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moderate renal impairment. The safety and efficacy of SOVALDI have not been
established in patients with severe renal impairment or ESRD. No dosage
recommendation can be given for patients with severe renal impairment or ESRD [see
Dosage and Administration (2.4) and Use in Specific Populations (8.6)].

Patients with Hepatic Impairment

The pharmacokinetics of sofosbuvir were studied following 7-day dosing of 400 mg
sofosbuvir in HCV-infected subjects with moderate and severe hepatic impairment
(Child-Pugh Class B and C). Relative to subjects with normal hepatic function, the
sofosbuvir AUC(.24 were 126% and 143% higher in moderate and severe hepatic
impairment, while the GS-331007 AUCy.o4 Wwere 18% and 9% higher, respectively.
Population pharmacokinetics analysis in HCV-infected subjects indicated that cirrhosis
had no clinically relevant effect on the exposure of sofosbuvir and GS-331007. No
dosage adjustment of SOVALDI is recommended for patients with mild, moderate or
severe hepatic impairment [see Use in Specific Populations (8.7)].

Assessment of Druq Interactions

Sofosbuvir is a substrate of drug transporter P-gp and breast cancer resistance protein
(BCRP) while GS-331007 is not. Drugs that are P-gp inducers in the intestine (e.g.,
rifampin or St. John’s wort) may decrease sofosbuvir plasma concentration, leading to
reduced therapeutic effect of SOVALDI, and thus concomitant use with SOVALDI is not
recommended [see Warnings and Precautions (5.2) and Drug Interactions (7.1)].

Coadministration of SOVALDI with drugs that inhibit P-gp and/or BCRP may increase
sofosbuvir plasma concentration without increasing GS-331007 plasma concentration;
accordingly, SOVALDI may be coadministered with P-gp and/or BCRP inhibitors.
Sofosbuvir and GS-331007 are not inhibitors of P-gp and BCRP and thus are not
expected to increase exposures of drugs that are substrates of these transporters.

The intracellular metabolic activation pathway of sofosbuvir is mediated by generally low
affinity and high capacity hydrolase and nucleotide phosphorylation pathways that are
unlikely to be affected by concomitant drugs.

The effects of coadministered drugs on the exposure of sofosbuvir and GS-331007 are
shown in Table 5. The effects of sofosbuvir on the exposure of coadministered drugs
are shown in Table 6 [see Drug Interactions (7.2)].
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Table 5

Drug Interactions: Changes in Pharmacokinetic Parameters for

Sofosbuvir and the Predominant Circulating Metabolite GS-331007
in the Presence of the Coadministered Drug?®

Mean Ratio (90% CI) of Sofosbuvir and GS-
Co- Dose of Sofosbuvir 331007 PK With/Without Coadministered Drug
administered|Coadministered N ffect=
Dose (mQ) No Effect=1.00
Drug Drug (mg)
Crax AUC Cmin
2.54 4.53
i sofosbuvir (1.87, 3.45) | (3.26, 6.30) NA
Cyclosporine | 600 single dose 400single | 4 — L
fose GS-331007 0.60 1.04 NA
(0.53,0.69) | (0.90, 1.20)
. 1.45 1.34
Darunavir sofosbuvir NA
) 800/100 once | 400 single (1.10,1.92) | (1.12,1.59)
(boosted with daily dose 18 0.97 Y
ritonavir - : :
) GS-331007 (0.90, 1.05) | (1.18, 1.30) NA
Efavirenz® | 600 once daily . 0.81 0.94 NA
b : i sofosbuvr | 4 60, 1.10) | (0.76, 1.16
Emtricitabine®| 200 once daily | 400 single (0.60, 1.10) | (0.76, 1.16)
- dose 16
Tenofovir 0.77 0.84
Edf;);rrgtﬁl 300 once daily GS-331007 (0.70, 0.84) | (0.76, 0.92) NA
0.95° 1.30°
sofosbuvir NA
30to 130 once | 400 once (0.68, 1.33) (1.00, 1.69)
Methadone : : 14
daily daily 0.73° 1.04°
GS-331007 i NA
(0.65, 0.83) | (0.89, 1.22)
. 1.21 1.09
sofosbuvir NA
o _ 400 single (0.90, 1.62) | (0.94, 1.27)
Rilpivirine 25 once daily 17
dose GS-331007 1.06 1.01 NA
(0.99,1.14) | (0.97, 1.04)
0.97 1.13
sofosbuvir NA
. ) 400 single (0.65, 1.43) | (0.81, 1.57)
Tacrolimus 5 single dose 16
dose GS-331007 0.97 100 NA
(0.83,1.14) | (0.87,1.13)
NA = not available/not applicable
a. Allinteraction studies conducted in healthy volunteers
b. Comparison based on historic control
c. Administered as efavirenz/emtricitabine/tenofovir disoproxil fumarate fixed dose tablet
No effect on the pharmacokinetic parameters of sofosbuvir and GS-331007 was
observed with raltegravir.
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Table 6

Coadministered Drug in the Presence of Sofosbuvir®

Drug Interactions: Changes in Pharmacokinetic Parameters for

Mean Ratio (90% CI) of Coadministered Drug
Coadministered Coa(?riisr?is?tfered Sofosbuvir N PK With/Without Sofosbuvir
Drug Dose (mg) No Effect=1.00
Drug (mg)
Cmax AUC Cmin
Norelgestromin 1.07 1.06 .07
9 . (0.94, 1.22) (0.92,1.21) (0.89, 1.28)
norgestimate
Norgestrel 0.18/0.215/0.25/ | 400 once 15 1.18 1.19 1.23
9 ethinyl estradiol daily (0.99, 1.41) (0.98, 1.45) (1.00, 1.51)
0.025 once dall
Ethinyl estradiol ’ 115 1.09 0.99
(0.97, 1.36) (0.94, 1.26) (0.80, 1.23)
i 0.57 0.73 0.95
Raltegravir 400 twice daily 400 single 19
dose (0.44, 0.75) (0.59, 0.91) (0.81,1.12)
i 0.73 1.09
Tacrolimus 5 single dose 400 single 16 NA
dose (0.59, 0.90) (0.84, 1.40)
Tenofovir .
16 1.25 0.98 0.99
disoproxil 300 once daily 40%;29|e
fumarate® (1.08, 1.45) (0.91, 1.05) (0.91, 1.07)

NA = not available/not applicable

a. Allinteraction studies conducted in healthy volunteers

b. Administered as efavirenz/emtricitabine/tenofovir disoproxil fumarate fixed dose tablet

No effect on the pharmacokinetic parameters of the following coadministered drugs was
observed with sofosbuvir: cyclosporine, darunavir/ritonavir, efavirenz, emtricitabine,
methadone, or rilpivirine.

12.4 Microbiology

Mechanism of Action

Sofosbuvir is an inhibitor of the HCV NS5B RNA-dependent RNA polymerase, which is
essential for viral replication. Sofosbuvir is a nucleotide prodrug that undergoes

intracellular metabolism to form the pharmacologically active uridine analog

triphosphate (GS-461203), which can be incorporated into HCV RNA by the NS5B
polymerase and acts as a chain terminator. In a biochemical assay, GS-461203

inhibited the polymerase activity of the recombinant NS5B from HCV genotype 1b, 2a,
3a and 4a with ICs values ranging from 0.7 to 2.6 micromolar. GS-461203 is neither an
inhibitor of human DNA and RNA polymerases nor an inhibitor of mitochondrial RNA
polymerase.

Antiviral Activity

In HCV replicon assays, the ECsg values of sofosbuvir against full-length replicons from
genotype 1a, 1b, 2a, 3a and 4a, and chimeric 1b replicons encoding NS5B from
genotype 2b, 5a or 6a ranged from 0.014 to 0.11 micromolar. The median ECs, value of
sofosbuvir against chimeric replicons encoding NS5B sequences from clinical isolates
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was 0.062 micromolar for genotype la (range 0.029-0.128 micromolar; N=67), 0.102
micromolar for genotype 1b (range 0.045-0.170 micromolar; N=29), 0.029 micromolar
for genotype 2 (range 0.014-0.081 micromolar; N=15) and 0.081 micromolar for
genotype 3a (range 0.024-0.181 micromolar; N=106). In infectious virus assays, the
ECso values of sofosbuvir against genotype 1a and 2a were 0.03 and 0.02 micromolar,
respectively. The presence of 40% human serum had no effect on the anti-HCV activity
of sofosbuvir. Evaluation of sofosbuvir in combination with interferon alpha or ribavirin
showed no antagonistic effect in reducing HCV RNA levels in replicon cells.

Resistance
In Cell Culture

HCV replicons with reduced susceptibility to sofosbuvir have been selected in cell
culture for multiple genotypes including 1b, 2a, 2b, 3a, 4a, 5a and 6a. Reduced
susceptibility to sofosbuvir was associated with the primary NS5B substitution S282T in
all replicon genotypes examined. An M289L substitution developed along with the
S282T substitution in genotype 2a, 5 and 6 replicons. Site-directed mutagenesis of the
S282T substitution in replicons of 8 genotypes conferred 2- to 18-fold reduced
susceptibility to sofosbuvir and reduced the replication viral capacity by 89% to 99%
compared to the corresponding wild-type. In biochemical assays, recombinant NS5B
polymerase from genotypes 1b, 2a, 3a and 4a expressing the S282T substitution
showed reduced susceptibility to GS-461203 compared to respective wild-types.

In Clinical Trials

In a pooled analysis of 982 subjects who received SOVALDI in Phase 3 trials, 224
subjects had post-baseline NS5B genotypic data from next generation nucleotide
sequencing (assay cutoff of 1%).

Treatment-emergent substitutions L159F (n=6) and V321A (n=5) were detected in post-
baseline samples from GT3a-infected subjects across the Phase 3 trials. No detectable
shift in the phenotypic susceptibility to sofosbuvir of subject isolates with L159F or
V321A substitutions was seen. The sofosbuvir-associated resistance substitution S282T
was not detected at baseline or in the failure isolates from Phase 3 trials. However, an
S282T substitution was detected in one genotype 2b subject who relapsed at Week 4
post-treatment after 12 weeks of sofosbuvir monotherapy in the Phase 2 trial P7977-
0523 [ELECTRON]. The isolate from this subject displayed a mean 13.5-fold reduced
susceptibility to sofosbuvir. For this subject, the S282T substitution was no longer
detectable at Week 12 post-treatment by next generation sequencing with an assay
cutoff of 1%.

In the trial done in subjects with hepatocellular carcinoma awaiting liver transplantation
where subjects received up to 48 weeks of sofosbuvir and ribavirin, the L159F
substitution emerged in multiple subjects with GT1a or GT2b HCV who experienced
virologic failure (breakthrough and relapse). Furthermore, the presence of substitutions
L159F and/or C316N at baseline was associated with sofosbuvir breakthrough and
relapse post-transplant in multiple subjects infected with GT1b HCV. In addition, S282R
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and L320F substitutions were detected on-treatment by next generation sequencing in a
subject infected with GT1a HCV with a partial treatment response.

The clinical significance of these substitutions is not known.

Cross Resistance

HCV replicons expressing the sofosbuvir-associated resistance substitution S282T were
susceptible to NS5A inhibitors and ribavirin. HCV replicons expressing the ribavirin-
associated substitutions T3901 and F415Y were susceptible to sofosbuvir. Sofosbuvir
was active against HCV replicons with NS3/4A protease inhibitor, NS5B non-nucleoside
inhibitor and NS5A inhibitor resistant variants.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis and Mutagenesis

Use with Ribavirin and/or Peginterferon alfa: Refer to prescribing information for
ribavirin and/or peginterferon alfa for information on carcinogenesis and mutagenesis.

Sofosbuvir was not genotoxic in a battery of in vitro or in vivo assays, including bacterial
mutagenicity, chromosome aberration using human peripheral blood lymphocytes and
in vivo mouse micronucleus assays.

Two-year carcinogenicity studies in mice and rats were conducted with sofosbuvir. Mice
were administered doses of up to 200 mg/kg/day in males and 600 mg/kg/day in
females, while rats were administered doses of up to 750 mg/kg/day in males and
females. No increase in the incidence of drug-related neoplasms were observed at the
highest doses tested in mice and rats, resulting in AUC exposure to the predominant
circulating metabolite GS-331007 of approximately 7- and 30-fold (in mice) and 13- and
17-fold (in rats), in males and females respectively, the exposure in humans at the
recommended clinical dose.

Impairment of Fertility

Use with Ribavirin and/or Peginterferon alfa: Refer to prescribing information for
ribavirin and/or peginterferon for information on impairment of fertility.

Sofosbuvir had no effects on embryo-fetal viability or on fertility when evaluated in rats.
At the highest dose tested, AUC exposure to the predominant circulating metabolite
GS-331007 was approximately 8-fold the exposure in humans at the recommended
clinical dose.

14 CLINICAL STUDIES
14.1 Description of Clinical Trials

The safety and efficacy of SOVALDI was evaluated in five Phase 3 trials in a total of
1724 HCV mono-infected subjects with genotypes 1 to 6 chronic hepatitis C virus and
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one Phase 3 trial in 223 HCV/HIV-1 co-infected subjects with genotype 1, 2 or 3 HCV,
as summarized in Table 7.

Table 7 Trials Conducted with SOVALDI with Peginterferon Alfa and/or
Ribavirin in Subjects with Chronic HCV Genotype 1, 2, 3, 0or 4
Infection
Trial Population Study Arms (Number of Subjects Treated)
NEUTRINO Z:igtmem naive (TN) (GT1, 4.5 | 55yA DI+Peg-IFN alfa+RBV 12 weeks (327)
SOVALDI+RBYV 12 Weeks (256
FISSION TN (GT2 or 3) (256)
Peg-IFN alfa+RBV 24 weeks (243)
Interferon intolerant, ineligible or SOVALDI+RBV 12 Weeks (207)
POSITRON - :
unwilling subjects (GT2 or 3) Placebo 12 weeks (71)
Previous interferon relapsers or SOVALDI+RBV 12 Weeks (103)
FUSION
nonresponders (GT2 or 3) SOVALDI+RBYV 16 Weeks (98)
_ _ SOVALDI+RBYV 12 Weeks for GT2 (73)
TN or previous interferon SOVALDI+RBV 12 Weeks for GT3 (11)
VALENCE relapsers or nonresponders
(GT2 or 3) SOVALDI+RBV 24 Weeks for GT3 (250)
Placebo for 12 weeks (85)
. (HGCT\/ll)H'V'l co-infected TN SOVALDI+RBV 24 Weeks for GT1 (114)
. SOVALDI+RBYV 12 Weeks for GT2 or 3 TN (68)
PHOTON-1 | e HCV/HIV-1 co-infected TN or SOVALDI+RBV 24 Weeks for GT2 o 3 .
previous interferon relapsers interf | eexs for O; pri\ilous
or nonresponders (GT2 or 3) interferon relapsers or nonresponders (41)

Subjects in these trials had compensated liver disease including cirrhosis. SOVALDI
was administered at a dose of 400 mg once daily. The ribavirin (RBV) dosage was
weight-based at 1000-1200 mg daily administered in two divided doses when used in
combination with SOVALDI, and the peginterferon alfa 2a dosage, where applicable,
was 180 micrograms per week. Treatment duration was fixed in each trial and was not
guided by subjects’ HCV RNA levels (no response guided algorithm). Plasma HCV RNA
values were measured during the clinical trials using the COBAS TagMan HCV test
(version 2.0), for use with the High Pure System. The assay had a lower limit of
guantification (LLOQ) of 25 IU per mL. Sustained virologic response (SVR12) was the
primary endpoint which was defined as HCV RNA less than LLOQ at 12 weeks after the
end of treatment.

14.2 Clinical Trials in Subjects with Genotype 1 or 4 HCV
Treatment-Naive Adults — NEUTRINO (Study 110)

NEUTRINO was an open-label, single-arm trial that evaluated 12 weeks of treatment
with SOVALDI in combination with peginterferon alfa 2a and ribavirin in treatment-naive
subjects with genotype 1, 4, 5 or 6 HCV infection compared to pre-specified historical

control.
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Treated subjects (N=327) had a median age of 54 years (range: 19 to 70); 64% of the
subjects were male; 79% were White, 17% were Black; 14% were Hispanic or Latino;
mean body mass index was 29 kg/m? (range: 18 to 56 kg/m?); 78% had baseline HCV
RNA greater than 6 logio IU per mL; 17% had cirrhosis; 89% had HCV genotype 1; 9%
had HCV genotype 4 and 2% had HCV genotype 5 or 6. Table 8 presents the SVR12
for the treatment group of SOVALDI + peginterferon alfa + ribavirin in subjects with
genotype 1 or 4 HCV. Available data on subjects with genotype 5 or 6 HCV treated with
SOVALDI + peginterferon alfa + ribavirin for 12 weeks were insufficient for dosing
recommendations; therefore these results are not presented in Table 8 [see Use in
Specific Populations (8.10)].

Table 8 Study NEUTRINO: SVR12 for Treatment-Naive Subjects with
Genotype 1 or 4 HCV
SOVALDI + Peg-IFN alfa + RBV 12 weeks
N=320
Overall SVR 90% (289/320)
Genotype 1% 90% (262/292)
Genotype la 92% (206/225)
Genotype 1b 83% (55/66)
Genotype 4 96% (27/28)
Outcome for subjects without SVR
On-treatment virologic failure 0/320
Relapse® 9% (28/319)
Other® 1% (3/320)

a. One subject had genotype 1a/lb mixed infection.

b. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment
assessment.

c. Otherincludes subjects who did not achieve SVR and did not meet virologic failure criteria (e.g., lost to follow-
up).

SVR12 for selected subgroups are presented in Table 9.
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Table 9 SVR12 Rates for Selected Subgroups in NEUTRINO in Subjects with
Genotype 1 or 4 HCV

SOVALDI + Peg-IFN alfa + RBV 12 weeks

Cirrhosis
No 93% (247/267)
Yes 79% (42/53)
Race
Black 87% (47/54)
Non-black 91% (242/266)

Multiple Baseline Factors

Genotype 1, Metavir F3/F4
fibrosis, IL28B non-C/C, HCV 71% (37/52)
RNA >800,000 IU/mL

SVR12 rates were 99% (89/90) in subjects with genotype 1 or 4 HCV and baseline
IL28B C/C allele and 87% (200/230) in subjects with genotype 1 or 4 HCV and baseline
IL28B non-C/C alleles.

It is estimated that the SVR12 in patients who previously failed pegylated interferon and
ribavirin therapy will approximate the observed SVR12 in NEUTRINO subjects with
multiple baseline factors traditionally associated with a lower response to interferon-
based treatment (Table 9). The SVR12 rate in the NEUTRINO trial in genotype 1
subjects with IL28B non-C/C alleles, HCV RNA greater than 800,000 IU/mL and Metavir
F3/F4 fibrosis was 71% (37/52).

14.3 Clinical Trials in Subjects with Genotype 2 or 3 HCV
Treatment-Naive Adults — FISSION (Study 1231)

FISSION was a randomized, open-label, active-controlled trial that evaluated 12 weeks
of treatment with SOVALDI and ribavirin compared to 24 weeks of treatment with
peginterferon alfa 2a and ribavirin in treatment-naive subjects with genotype 2 and 3
HCV. The ribavirin dosage used in the SOVALDI + ribavirin and peginterferon alfa 2a +
ribavirin arms were weight-based 1000-1200 mg per day and 800 mg per day
regardless of weight, respectively. Subjects were randomized in a 1:1 ratio and stratified
by cirrhosis (presence vs. absence), HCV genotype (2 vs. 3) and baseline HCV RNA
level (less than 6 logio IU/ML vs. at least 6 logio lU/mL). Subjects with genotype 2 or 3
HCV were enrolled in an approximately 1:3 ratio.
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Treated subjects (N=499) had a median age of 50 years (range: 19 to 77); 66% of the
subjects were male; 87% were White, 3% were Black; 14% were Hispanic or Latino;
mean body mass index was 28 kg/m? (range: 17 to 52 kg/m?); 57% had baseline HCV
RNA levels greater than 6 logip IU per mL; 20% had cirrhosis; 72% had HCV genotype
3. Table 11 presents the SVR12 for the treatment groups of SOVALDI + ribavirin and
peginterferon alfa + ribavirin in subjects with genotype 2 HCV. SVR12 for genotype 3
subjects treated with SOVALDI + ribavirin for 12 weeks was suboptimal; therefore these
results are not presented in Table 10.

Table 10 Study FISSION: SVR12 in Treatment-Naive Subjects with Genotype 2
HCV
SOVALDI + RBV 12 weeks Peg-IFN alfa + RBV 24 weeks
N=73% N=67°
SVR12 95% (69/73) 78% (52/67)

Outcome for subjects without SVR12

On-treatment virologic failure 0/73 4% (3/67)
Relapse® 5% (4/73) 15% (9/62)
Other® 0/73 4% (3/67)

a. Including three subjects with recombinant genotype 2/1 HCV infection.
b. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment

assessment.
c. Otherincludes subjects who did not achieve SVR and did not meet virologic failure criteria (e.g., lost to follow-
up).
SVR12 for genotype 2 HCV infected subjects with cirrhosis at baseline are presented in
Table 11.
Table 11 SVR12 Rates by Cirrhosis in Study FISSION in Subjects with
Genotype 2 HCV
SOVALDI + RBV Peg-IFN alfa + RBV
12 weeks 24 weeks
N=73 N=67
Cirrhosis
No 97% (59/61) 81% (44/54)
Yes 83% (10/12) 62% (8/13)

Interferon Intolerant, Ineligible or Unwilling Adults — POSITRON (Study 107)

POSITRON was a randomized, double-blinded, placebo-controlled trial that evaluated
12 weeks of treatment with SOVALDI and ribavirin (N=207) compared to placebo
(N=71) in subjects who are interferon intolerant, ineligible or unwilling. Subjects were
randomized in 3:1 ratio and stratified by cirrhosis (presence vs. absence).
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Treated subjects (N=278) had a median age of 54 years (range: 21 to 75); 54% of the
subjects were male; 91% were White, 5% were Black; 11% were Hispanic or Latino;
mean body mass index was 28 kg/m? (range: 18 to 53 kg/m?); 70% had baseline HCV
RNA levels greater than 6 logi IU per mL; 16% had cirrhosis; 49% had HCV genotype
3. The proportions of subjects who were interferon intolerant, ineligible, or unwilling
were 9%, 44%, and 47%, respectively. Most subjects had no prior HCV treatment
(81%). Table 13 presents the SVR12 for the treatment groups of SOVALDI + ribavirin
and placebo in subjects with genotype 2 HCV. SVR12 for genotype 3 subjects treated
with SOVALDI + ribavirin for 12 weeks was suboptimal; therefore these results are not
presented in Table 12.

Table 12 Study POSITRON: SVR12 in Interferon Intolerant, Ineligible or
Unwilling Subjects with Genotype 2 HCV

SOVALDI + RBV 12 weeks Placebo 12 weeks
N=109 N= 34
SVR12 93% (101/109) 0/34
Outcome for subjects without SVR12
On-treatment virologic failure 0/109 97% (33/34)
Relapse® 5% (5/107) 0/0
Other® 3% (3/109) 3% (1/34)
a. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment
assessment.
b. UO;?.er includes subjects who did not achieve SVR and did not meet virologic failure criteria (e.g., lost to follow-

Table 13 presents the subgroup analysis for cirrhosis and interferon classification in
subjects with genotype 2 HCV.

Table 13 SVR12 Rates for Selected Subgroups in POSITRON in Subjects with
Genotype 2 HCV

SOVALDI + RBV 12 weeks
N=109

Cirrhosis

No 92% (85/92)

Yes 94% (16/17)
Interferon Classification

Ineligible 88% (36/41)

Intolerant 100% (9/9)

Unwilling 95% (56/59)
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Previously Treated Adults — FUSION (Study 108)

FUSION was a randomized, double-blinded trial that evaluated 12 or 16 weeks of
treatment with SOVALDI and ribavirin in subjects who did not achieve SVR with prior
interferon-based treatment (relapsers and nonresponders). Subjects were randomized
in a 1:1 ratio and stratified by cirrhosis (presence vs. absence) and HCV genotype (2 vs.
3).

Treated subjects (N=201) had a median age of 56 years (range: 24 to 70); 70% of the
subjects were male; 87% were White; 3% were Black; 9% were Hispanic or Latino;
mean body mass index was 29 kg/m? (range: 19 to 44 kg/m?); 73% had baseline HCV
RNA levels greater than 6 logio IU per mL; 34% had cirrhosis; 63% had HCV genotype
3; 75% were prior relapsers. Table 15 presents the SVR12 for the treatment groups of
SOVALDI + ribavirin for 12 weeks in subjects with genotype 2 HCV. Treatment of 16
weeks in subjects with genotype 2 HCV was not shown to increase the SVR12
observed with 12 weeks of treatment. SVR12 for genotype 3 subjects treated with
SOVALDI + ribavirin for 12 or 16 weeks was suboptimal; therefore these results are not
presented in Table 14.

Table 14 Study FUSION: SVR12 in Previous Interferon Relapsers and
Nonresponders with Genotype 2 HCV

SOVALDI + RBV
12 weeks
N=39%

SVR12 82% (32/39)
Outcome for subjects without SVR12

On-treatment virologic failure 0/39

Relapse” 18% (7/39)

Other® 0/39

a. Including three subjects with recombinant genotype 2/1 HCV infection.

b. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment
assessment.

c. Other includes subjects who did not achieve SVR and did not meet virologic failure criteria (e.g., lost to follow-
up).

Table 15 presents the subgroup analysis for cirrhosis and response to prior HCV
treatment in subjects with genotype 2 HCV.
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Table 15 SVR12 Rates for Selected Subgroups in Study FUSION in Subjects
with Genotype 2 HCV

SOVALDI + RBV 12 weeks
N=39

Cirrhosis

No 90% (26/29)

Yes 60% (6/10)
Response to prior HCV treatment

Relapser/ breakthrough 86% (25/29)

Nonresponder 70% (7/10)

Treatment-Naive and Previously Treated Adults — VALENCE (Study 133)

The VALENCE trial evaluated SOVALDI in combination with weight-based ribavirin for
the treatment of genotype 2 or 3 HCV infection in treatment-naive subjects or subjects
who did not achieve SVR with prior interferon-based treatment, including subjects with
compensated cirrhosis. The original trial design was a 4 to 1 randomization to SOVALDI
+ ribavirin for 12 weeks or placebo. Based on emerging data, this trial was unblinded
and all genotype 2 HCV-infected subjects continued the original planned treatment and
received SOVALDI + ribavirin for 12 weeks, and duration of treatment with SOVALDI +
ribavirin in genotype 3 HCV-infected subjects was extended to 24 weeks. Eleven
genotype 3 subjects had already completed SOVALDI + ribavirin for 12 weeks at the
time of the amendment.

Treated subjects (N=419) had a median age of 51 years (range: 19 to 74); 60% of the
subjects were male; mean body mass index was 26 kg/m? (range: 17 to 44 kg/m?); the
mean baseline HCV RNA level was 6.4 logio IU per mL; 78% had HCV genotype 3; 58%
of the subjects were treatment-experienced and 65% of those subjects experienced
relapse/breakthrough to prior HCV treatment.

Table 16 presents the SVR12 for the treatment groups of SOVALDI + ribavirin for 12
weeks and 24 weeks.
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Table 16 Study VALENCE?®: SVR12 in Subjects with Genotype 2 or 3 HCV Who
were Treatment-Naive or Who Did Not Achieve SVR12 with Prior
Interferon-Based Treatment

Genotype 2 Genotype 3
SOVALDI + RBV SOVALDI + RBV
12 weeks 24 weeks
N=73 N=250
Overall SVR 93% (68/73) 84% (210/250)

Outcome for subjects without SVR

On-treatment virologic failure

0% (0/73)

<19% (1/250)

Relapse®

7% (5/73)

14% (34/249)

Treatment-naive

3% (1/32)

5% (5/105)

Treatment-experienced

10% (4/41)

20% (29/144)

Other®

0% (0/73)

2% (5/250)

a. Placebo subjects (N=85) were not included as none achieved SVR12.
b. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment

assessment.

c. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to

follow-up).

Table 17 presents the subgroup analysis by genotype for cirrhosis and prior HCV
treatment experience.

Table 17 SVR12 Rates for Selected Subgroups by Genotype in Study
VALENCE in Subjects with Genotype 2 or 3 HCV
Genotype 2 Genotype 3
SOVALDI + RBV SOVALDI + RBV
12 weeks 24 weeks
N=73 N=250

Treatment-naive

97% (31/32)

939% (98/105)

Non-cirrhotic

97% (29/30)

93% (86/92)

Cirrhotic

100% (2/2)

92% (12/13)

Treatment-experienced

90% (37/41)

77% (112/145)

Non-cirrhotic

91% (30/33)

85% (85/100)

Cirrhotic

88% (7/8)

60% (27/45)

14.4 Clinical Trials in Subjects Co-infected with HCV and HIV-1

SOVALDI was studied in an open-label clinical trial (Study PHOTON-1) evaluating the
safety and efficacy of 12 or 24 weeks of treatment with SOVALDI and ribavirin in
subjects with genotype 1, 2 or 3 chronic hepatitis C co-infected with HIV-1. Genotype 2
and 3 subjects were either HCV treatment-naive or experienced, whereas genotype 1
subjects were all treatment-naive. Subjects received 400 mg SOVALDI and weight-
based ribavirin (1000 mg for subjects weighing less than 75 kg or 1200 mg for subjects
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weighing at least 75 kg) daily for 12 or 24 weeks based on genotype and prior treatment
history. Subjects were either not on antiretroviral therapy with a CD4+ cell count greater
than 500 cells/mm? or had virologically suppressed HIV-1 with a CD4+ cell count
greater than 200 cells/mm?. Efficacy data 12 weeks post treatment are available for 210
subjects (see Table 18).

Table 18 Study PHOTON-1% SVR12 in Treatment-Naive or Treatment-
Experienced Subjects with Genotype 1, 2, or 3 HCV
HCV genotype 1 HCV genotype 2 HCV genotype 3
SOVALDI + RBV SOVALDI + RBV SOVALDI + RBV
24 weeks 12 weeks 24 weeks
TN (N=114) TN (N=26) TE (N=13)
Overall 76% (87/114) 88% (23/26) 92% (12/13)
Outcome for subjects without SVR12
On-treatment virologic 1% (1/114) 4% (1/26) 0/13
failure
Relapse” 22% (25/113) 0/25 8% (1/13)
Other® 1% (1/114) 8% (2/26) 0/13

TN = Treatment-naive; TE = Treatment-experienced

a. Subjects with genotype 2 HCV treated with SOVALDI + RBV for 24 weeks (N=15) and subjects with genotype 3
HCV treated with SOVALDI + RBV for 12 weeks (N=42) are not included in the table.

b. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment
assessment.

c. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to
follow-up).

In subjects with HCV genotype 1 infection, the SVR12 rate was 82% (74/90) in subjects
with genotype la infection and 54% (13/24) in subjects with genotype 1b infection, with
relapse accounting for the majority of treatment failures. SVR12 rates in subjects with
HCV genotype 1 infection were 80% (24/30) in subjects with baseline IL28B C/C allele
and 75% (62/83) in subjects with baseline IL28B non-C/C alleles.

In the 223 HCV subjects with HIV-1 co-infection, the percentage of CD4+ cells did not
change during treatment. Median CD4+ cell count decreases of 85 cells/mm?®and 84
cells/mm? were observed at the end of treatment with SOVALDI + ribavirin for 12 or 24
weeks, respectively. HIV-1 rebound during SOVALDI + ribavirin treatment occurred in 2
subjects (0.9%) on antiretroviral therapy.

16 HOW SUPPLIED/STORAGE AND HANDLING

SOVALDI tablets are yellow, capsule-shaped, film-coated tablets containing 400 mg
sofosbuvir debossed with “GSI” on one side and “7977” on the other side. Each bottle
contains 28 tablets (NDC 61958-1501-1), a silica gel desiccant and polyester coil with a
child-resistant closure.

Store at room temperature below 30 °C (86 °F).

e Dispense only in original container
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e Do not use if seal over bottle opening is broken or missing
17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Serious Symptomatic Bradycardia When Coadministered with Amiodarone and Another
HCV Direct Acting Antiviral

Advise patients to seek medical evaluation immediately for symptoms of bradycardia
such as near-fainting or fainting, dizziness or lightheadedness, malaise, weakness,
excessive tiredness, shortness of breath, chest pain, confusion or memory problems
[see Warnings and Precautions (5.1), Adverse Reactions (6.2), and Drug Interactions

(7.1)].
Pregnancy

Advise patients to avoid pregnancy during combination treatment with SOVALDI and
ribavirin or SOVALDI and peginterferon and ribavirin. Inform patients to notify their
health care provider immediately in the event of a pregnancy [see Use in Specific
Populations (8.1)].

Drug Interactions

Advise patients that SOVALDI may interact with some drugs; therefore, patients should
be advised to report the use of any prescription, non-prescription medication or herbal
products to their healthcare provider [see Warnings and Precautions (5.2) and Drug
Interactions (7.1)].

Hepatitis C Virus Transmission

Inform patients that the effect of treatment of hepatitis C infection on transmission is not
known, and that appropriate precautions to prevent transmission of the hepatitis C virus
during treatment or in the event of treatment failure should be taken.

Important Information on Co-Administration with Ribavirin or Peginterferon and Ribavirin

Advise patients that the recommended regimen for patients with genotype 1 or 4 HCV
infection is SOVALDI administered in combination with peginterferon alfa and ribavirin
and the recommended regimen for patients with genotype 2 or 3 HCV infection is
SOVALDI administered in combination with ribavirin. If peginterferon and/or ribavirin are
permanently discontinued, SOVALDI should also be discontinued.

Manufactured and distributed by:
Gilead Sciences, Inc.
Foster City, CA 94404

SOVALDI is a trademark of Gilead Sciences, Inc., or its related companies. All other
trademarks referenced herein are the property of their respective owners.
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Patient Information
SOVALDI® (soh-VAHL-dee)
(sofosbuvir)
tablets

Read this Patient Information before you start taking SOVALDI and each time you
get a refill. There may be new information. This information does not take the place
of talking with your healthcare provider about your medical condition or your
treatment.

SOVALDI is used in combination with other antiviral medicines. When taking
SOVALDI with ribavirin or in combination with peginterferon alfa and
ribavirin you should also read those Medication Guides.

The information in this Patient Information Leaflet talks about SOVALDI when it is
used with ribavirin and in combination with peginterferon alfa and ribavirin.

What is SOVALDI?

SOVALDI is a prescription medicine used with other antiviral medicines to treat
chronic (lasting a long time) hepatitis C virus genotype 1, 2, 3, or 4 infection in
adults.

It is not known if SOVALDI is safe and effective in children under 18 years of age.

What should | tell my healthcare provider before taking SOVALDI?
Before taking SOVALDI, tell your healthcare provider if you:

e have liver problems other than hepatitis C infection
e have had a liver transplant

¢ have severe kidney problems or you are on dialysis
e have HIV

o have any other medical condition

e are pregnant or plan to become pregnant. When taking SOVALDI in
combination with ribavirin, you should also read the ribavirin Medication
Guide for important pregnancy information.

e are breastfeeding or plan to breastfeed. It is not known if SOVALDI passes
into your breast milk. Talk to your healthcare provider about the best way to
feed your baby if you take SOVALDI.

Tell your healthcare provider about all the medicines you take, including
prescription and over-the-counter medicines, vitamins, and herbal supplements.
Other medicines may affect how SOVALDI works.
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You should not take SOVALDI if you also take other medicines that contain
sofosbuvir (Harvoni®).

Especially tell your healthcare provider if you take any of the following
medicines:

amiodarone (Cordarone®, Nexterone®, Pacerone®)
carbamazepine (Carbatrol®, Epitol®, Equetro®, Tegretol®)
oxcarbazepine (Trileptal®, Oxtellar XR™)

phenytoin (Dilantin®, Phenytek®)

phenobarbital (Luminal®)

rifabutin (Mycobutin®)

rifampin (Rifadin®, Rifamate®, Rifater®, Rimactane®)
rifapentine (Priftin®)

St. John’s wort (Hypericum perforatum) or a product that contains St. John’s
wort

tipranavir (Aptivus®)

Know the medicines you take. Keep a list of your medicines and show it to your
healthcare provider and pharmacist when you get a new medicine.

How should I take SOVALDI?

Take 1 tablet of SOVALDI 1 time each day only, with or without food.

Take SOVALDI exactly as your healthcare provider tells you to take it. Do not
change your dose unless your healthcare provider tells you to.

Do not stop taking SOVALDI without first talking with your healthcare
provider. If you think there is a reason to stop taking SOVALDI, talk to your
healthcare provider before doing so.

If you miss a dose of SOVALDI, take the missed dose as soon as you
remember the same day. Do not take more than 1 tablet (400 mg) of
SOVALDI in a day. Take your next dose of SOVALDI at your regular time the
next day.

If you take too much SOVALDI, call your healthcare provider or go to the
nearest hospital emergency room right away.

What are the possible side effects of SOVALDI?

The most common side effects of SOVALDI when used in combination with ribavirin
include:

tiredness

Gilead Sciences 33

Reference ID: 3808716



¢ headache

The most common side effects of SOVALDI when used in combination with
peginterferon alfa and ribavirin include:

e tiredness

e headache

e nausea

o (difficulty sleeping

e low red blood cell count

Tell your healthcare provider if you have any side effect that bothers you or that
does not go away.

These are not all the possible side effects of SOVALDI. For more information, ask
your healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects
to FDA at 1-800-FDA-1088.

How should I store SOVALDI?

e Store SOVALDI at room temperature below 86°F (30°C).

e Keep SOVALDI in its original container.

e Do not use SOVALDI if the seal over the bottle opening is broken or missing.
Keep SOVALDI and all medicines out of the reach of children.

General information about the safe and effective use of SOVALDI

It is not known if treatment with SOVALDI will prevent you from infecting another
person with the hepatitis C virus during treatment. Talk with your healthcare
provider about ways to prevent spreading the hepatitis C virus.

Medicines are sometimes prescribed for purposes other than those listed in a
Patient Information leaflet. Do not use SOVALDI for a condition for which it was not
prescribed. Do not give SOVALDI to other people, even if they have the same
symptoms you have. It may harm them.

If you would like more information about SOVALDI, talk with your healthcare
provider. You can ask your healthcare provider or pharmacist for information about
SOVALDI that is written for health professionals.

For more information, call 1-800-445-3235 or go to www.SOVALDI.com.
What are the ingredients in SOVALDI?

Active ingredient: sofosbuvir
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Inactive ingredients: colloidal silicon dioxide, croscarmellose sodium, magnesium
stearate, mannitol, and microcrystalline cellulose.

The tablet film-coat contains: polyethylene glycol, polyvinyl alcohol, talc, titanium
dioxide, and yellow iron oxide.

This Patient Information has been approved by the U.S. Food and Drug
Administration.

Manufactured and distributed by:
Gilead Sciences, Inc.
Foster City, CA 94404

Issued: August 2015

SOVALDI and HARVONI are trademarks of Gilead Sciences, Inc., or its related
companies. All other trademarks referenced herein are the property of their
respective owners.

©2015 Gilead Sciences, Inc. All rights reserved.
204671-GS-003
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VOVTF 4 1d . HOVIRSRE IC R Aot A VAF| L EHE G SN b 2 Lonh, JEHICE LT
IZZNBMOPLT A N AFIOTAT LEEZBRT D Z L, T HEFNTG 285 K OME A _ Lok
B, YT 4 OB GO EENRLETH D,

5.4 GERAPHER SN2 WRIA

6

VIRAT N EERT HMOMA L OPFHITHELRE S e,

RIYER

LIFOEERBIEMD, AREROZOBRMCEOMOEITICEH S A TND -

. T IA L v LMOEZERRGY A L AF L OO & D EERIERIEOIRIROFEHR [ ZF
HEROEH LotE (1) B3]

6.1 FRARABRTRILIBIER

B R AR TR 2 2RI T CEM STV D Z LD | BRARFRER CBIZS S L7 BIVE A BLER % Al
DRFRAER TG O BIEFEBIR & BT 2 2 13T F7EEOBRITEB N TRD
DNORBFREKT 55D THARU,

INNFALFIAEY IR v F =T zara,/ VAR EFHLTHWS, Zhb3H
HNCBHEST 2EIEAICOWTIEL, A v F—Tzu ok ALY CORMNTEEZSRT S
N



VT ORI LUN OWBRE R A G IR (Pl BEERER & VL R A B8

RVERER) OMET — XISV TIHM S v,

- USAT A KRNY B Y 2 (RBY) D120 G % 5% 1) 7265041 0> R

- YT A RO B Y > (RBY) OL6HEMIOF G- 2 521 729845 O HER

- USAT A RY B Y Y (RBY) 0248 OFH B 5% 5% 1 72 250451 0 R

- IRNAT 4 RTqE =Tz (Peg-lFN) T 7 HOVY NE Y o128 R GF RS

Z ST T2 32T OHEERE

- XU E—Tza o N N Y D248 RO G A 52 T 12 2430 O iR

- 7 7%AR (PBO) DI2EL &3 1-T\BIOWERE [HiAk#t5 (14) 2]

HHEERFEBOT DI 2RI LI BE ORI, 77 B REECT%, VLT 4 KO

UARE Y Ik 2 128B 0 AR 58 TL%, VST ¢ OV S Y S X 52438 RO 1% -

TLWRGE, VSV T 4RI A v H—T zua o NE Y T & B 2438 B GRS T11%,

VINVTF g NRTA B =T zrn oY ASE Y A K B2 GRE T2% Th - T,
IREBRIZ IV T, SRBRIARE T T15% U EDOEFITB W TR LA EHERELRATRT, iR

(IR DT R AL TEIRT L R T A VD3 587 - T % T ORRBR ] TOEHE

FBITF & TiEeu,

VONVT 4 RN Y O T L AN (20%LL F) BEFGUIE S K ORI

Thole, YAV T 4, XTA v E—Tzuak PRI A Y VoS TR IS AT
(20%Lh b) AEFRGITET ., B, WK, RFIRE, il Choiz,

&2 RBRIERT TOT OB OHEERE D15%U LIZRE LA EFR
(&7Vv—F, BE%EZEDRY)

AR —JO VDAL A8 —JzOVOEBEHY
pao | VT4 | VLT 4 Peg-IFNa J:;;g’;,\fa
1258 +RBV* +RBV* +RBV +RBV?
12;8 2438 2438 -
12:8
71451 65045 250151 24345l 327451
e 24% 38% 30% 55% 59%
SHY 20% 24% 30% 44% 36%
L 18% 22% 13% 29% 34%
ARHRSE 4% 15% 16% 29% 25%
Z 9 PENE 8% 11% 27% 17% 17%
2. 0% 10% 6% 12% 21%
1 9 3% 6% 21% 3% 5%
i 8% 8% 9% 18% 18%
fr ARG E 10% 6% 6% 18% 18%
FHYE 1% 2% 2% 18% 17%
A INTy 3% 3% 6% 18% 16%
PHRE R
FH, 0% 4% 4% 14% 18%
T 6% 9% 12% 17% 12%
I R ERIBVE 0% <1% <1% 12% 17%
R 0% 6% 9% 16% 14%
S R 1% 10% 10% 16% 13%

a UANE Y roFGRIIEEICSCTHELZ (VY o1 #1375 kgl ©1000 mg, 75 kgbl 1200 mg) .



b. VBV oG EIIKREICERZRCIARE L LT800mgL L,

B O ERIBAD 2R E . VLT 4 2 G 0RE CIIRAR TR SNZIZ L A EOHERL D ESE
ElZ/ L — F1Th o7,

BB CENICIRE SR %K) - T ORRREBR CORRIEIC LD Y v
T4 OEG & ZT BB OLRRE CRO L5 REWEANEE LT, ZhboFRx, EEEX
IRRRBAR O FIREE A B RE L, e S 7z,

MIEZERIVER © PLIERD (BT v 4 —7 = n v G Sh iz i)

FErilEE - ARRER O AR L GOEE S O (FHOFMEOBEREO & 2 B#H)
BRI . — IO MIKTFH ST 2 —2 OFbERIRT, MRICIRRT DI KE L
FIZRTERT D REBET A V325> T B 72 0B COBEBERIT T & T,

#£3 —HOMBFH/NRT A —FIZONTHER H - BEDEIE

AU3—Jz0 OB L A8 —JzO0VOEBEHY
PBO VINILT 4 YISIVT 4 Peg-IFN+RBV® VISILT A+
128 +RBV* +RBV* 2a3 Peg-IFN+RBV 2
mi&RZEH 1258 2438 12;8
NG A—4H 71451 6474l 25041 242451 3274l
~F 71 Bl (gldl)
1047 0 8% 6% 14% 23%
8.5 0 1% <1% 2% 2%
I ERER(X10°IL)
0.5 1-0.75A4i 1% <1% 0 12% 15%
0.5 0 <1% 0 2% 5%
i/ MRE(X10°/L)
25LL 504 i 3% <1% 1% % <1%
2540 0 0 0 0 0

a UANE Y roFGRIIAEEICSCTHELZ (Ve Y o1 #1375 kgl ©1000 mg, 75 kgbl 1200 mg) .
b. UANEY O 5 RIIAEICEIR2 1A &L LT800mge Lz,

vy ey R

R FIRO25EEBAIRE Y L O ERIZ, YL T A RO A 4 —T a0,/ Y
SNEY CORERIFARGE TG RS TS v E =T za ok N ST D24
WP SR, VLT 4 RO A Y 18R GRE, YAV T 4 R A Y oD
285E[EV DR B HRETIXZ N2 401%, 3%, 3%DEHE THRIL LIz, v UL AXIRRMIEHRLI~2
WICEbE <, WEBIZIKT LIBFHA T #4008 £ CIlIOILERMEMHRICEE Lz, 2ok )
BRI NI AT IS B ER EOBEIT o T,

JVTFrxRF—PER

7 LT F 2% —EIXFISSIONZRBR & 'NEUTRINORRER TR S A7z, S FIRO10f5 LA Eod
B, REREME 2 LT F o T —E LR, XU v X =T zr ek VY Y 024G
RBERE, VAV T A RONT A o —T zr g,/ VA Y D12 OERE GRER Y 2L
T4 KO S o120 GEE T ENENL%ARR, 1% U2%0 B35 THRE L,




Y 8—F L5
FEVEE TR O3M% % LAl A BHAH), BEGEME Y S—F¥ EH R, YA T A RORT A v F—T =
vra/ )Y COBEMBRBRER, VLT 0 RO Y o128 ARG, VR
NT 4 ROV ASE D OB SR ORI A v F—T za ok NI AN Y & 240[H
O GRECTENENL%AN . 2%, 2% K UR% D BE THRE LT,
HCV/HIV-1FE R 5
223B DHCVIHIV-1EHIRYLBHE 2 BRI, YV ST ¢ ROV e v OG- 250 L7 [
Kt 14.4) 4], HCVIHIV-1TEBIRGAERE (2B 1T 5 Y ST 4 OREMT v 7 7 A VI,
HCVHMBE RS TRO DN b D LR TH ST IV AV AREL VA D —H L LTT
FHFFENOERGE%ZF7294% (30/3261]) OHERE T, B U Lo bA (71— F3X34)
EROENR, INOHERETIE T AT IF—B0 LRIERD bheinoT-, 72 FFEANR
BB SN T-HBRE TR, 7 L— F3XUTADR E U LB O BT (15%) THhY, =
AUZHCVELMUB YL B (2 LC Y ST o KOV S 2R L7 3R TS S
ToBREE S B L Tz,

6.2 FRHKICE T B4 RS
Y VT 4 Ol ORI ISV T, LT ORWERRRE SN TWD, b O iR EIE
FUTFEBIE A B O 6 O BRWME LS b O TH 0 | FEIUHE & I IKAIRE & o
HPEATMT 5 Z LT TERU,
Dl
T IS a s KOO BB EREE D A NV AF L VT 0 O S B T EE IR
ORARBPFE SN TND [ [EER O LFoFE) 61) , CPEHHLZEN 1.1) ZHFE] .,

7 BEMREER

7.1 BWEMRERREMHEER
VRATENVL, Y hT U AR—F—Th 5 P-gp KOFRMIES /327 B (BCRP) OREE TH
HH, MR EERH#Y TH D GS-331007 1X 2D N T v AR—Z —DREE TIER, MMHIZBN
TP-gp FEMEMZTRTHEA (V77 oy, By b Pa—r X U—hE) 3, YERRATENL
OIE PR 2 AR T S IR R AW S &5 FTREM DY S 5 DT, VLT o & OO G
SNt [BEER OMEN FoE(2) BZH] .
VT 4 LRI E VAT D REM D & 2 W AEMFEMICET 2 EMAR 4 18T, ZOFIT,
HEAERIZOWTETEMAREL TV D bOTIERW [BERMEH FOMEE 6.1,52) | Bk

123) /T
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®4 BENRERZREWHEEER | BYHEERZRE LICRABRR TR S EMHEEER
WCESE, ABREEE LG EER RSN D

RISl
7 7 A ER%

i R L
ESNIAY G

FRIRAIBLIR N H D A A 2 b

PUAHEARIE
TIFFar

A= 36)
VARAT LD
HR A~ DRIT
TH<ThHD,

TIAZa LY VT I Z CEBERE Y A LA
Al OOt AEESIC LY, EFEEORIRDI BT 258
H5, BIRBAEOFIIARHATHLIN, Y/LT 0 LT3
A& a v G OO BB Y A V2 F & OOF ITHESE
EN, RLEATIHT 25481, DEXE=XY
TERT DL [BEROEH FoFE 6.1) & OFIFE
M 6.2) =M,

BURAEIE -
NN
TJrx=hrA

Tz )N H—)L
TR HANNREE

Ll VARATENL
| GS-331007

INRNNVNT 4 EINAREBE Y, T2 bV, 7= /3L
EX— LA NN P U AR LA,
RATENOMARENED L, VST o OFMENMK
TTaEEx N5, JFHIIEHERES LR,

v

PUAA - lyrszx7en IINNVNT 4 VT TFUXTY 7y R TF U E RS
V77 IF | GS-331007 LIZBE, YERATEAOMPRENEDL L, Y LT 4
R N OEHENMETT D EEZ NS, TSRS,
V77T VNVT 4 L E P-gp OB D eFEEAITHDL Y Ty o
VRO LW & B R OMEH EoEE 65.2) 2],
N=THTY A b | YEAT N VT 4 LIGE P-gp DA BFER THLHEL MV
b Va—r X0 | GS-331007 — VR U= EFRALRNZ & [BEER O EOEE
— Tk (B34 RRY 62) =H]
V)
HIV a5 7 —EHER | | YERT e IRNT 4 & F 7T e/ Y eV ENHES L2
FFZ7Fre A,V e | | GS-331007 G YARATELDOMPRENED L, Y SVT 4 DFR

HERMETS 2 B2 bND, PRHIBHERE SR,

a: ZORIT, MAEFEMICOWTETEZHEEL TVDHD TR,

b: | @b

7.2 Y2NVT 4 L OB CERRANCER R M EAER LR W EA
KATHRR SN TV DFANIINZ T, Y25V T ¢ ELUT OHA & O AR EBRRRBRIC BN T
BEtEh, WAL BICHERBOMLERRNT ENDNoTWD (B 123) 2] -
vIZuRARY Y FAFENSY MFEAL, T ELYY AR UEEY ARV R

AWHTRE, FAT7 7780, VALEE DY, ¥ AARNT /JHRE)N Uy 7axi s~

IVIRIE,

8 KpplZeEM oA
8.1 fTiF
EA T2 — B :

VrIVT A IZOWT, IR A SR & LTC@E B 20+ IS E I ST BRI L Ty, B)
WCOARRAERBRIILT LbE FTOREETRT DD TRV LD YV T 1 ORERIC
T DEREIT NG LD T 4 v FBRRIE~OfEBRMEL ERIS LB SN2 5GAICDRTI T &,
VONT 4 )R Y XIS A BT zay Y NE Y L BT DA R S Ao
PN N LTS BRI G L CiE b e, i3 2 FTREME D & 2 I A L OV 0 B4
SN b —IZH T AHERICE L TE, VA Y VRO UERT A 2 —T = n  OIRMCE Y S

BIsZ &,

11




BT — %
7 v MEORUHFFIZBNT, BAERGICEBOLTHIBRBEAEICS T 2 EITBE I Ty, 7
v RO T Y& W 7csBR ik, i EERHY Th % GS-331007 O AUC [ HIHURIIH 48 U
TEML, ZhZhHEEERARICE TS 8 F TORBEDOK 5~10 (5K N 12~28 [5DOIRETH
27,

8.3 I
VNVT 4 ROZE DR e R ORATIIBATT 5008 9 NI RHTH 5, I FEAHD TH
%GS-3310071%, AT > FOAHFIZAOND ELRWETH Y . WILF O MAENICK T 52T
20, BEHLOAHIZOWTIE, BHRICHHT 5 Y ST ¢ B OBBRAGLEME R, VLT ¢ X
BARDEEER DRI A Z T HAIRICKIET AR O H 2 A EEHAZBE L TRET D Z &,
IINT 4% INEY EEDRLI AL O—HE LTS T 25513, VALY oA~ OR
BT oMb EN SN D, RIS 2T 2 & 0 3BT, VA Y iRt
XEEBZRTHZ L,

8.4 /MR
VIV T 4 DABIEATM D/NEE T D LB R OB MM STV Ly,

8.5 mMiE
VST &, 65 LA LD BEFNI L T STz, 655k OB TR b RS HITHE
FEHBICBT D RISRLFETH -T2, EEETOYANVTF O BREEIRE LD [k

12.3) 2]

8.6 EHEREREE
L S O BB HEEE ISV T Y VT o O FHBRFEIIARE TH 5, HIE OB HHERE
EHEHA (eGFRAN30 mL/min/1.73m°Ad) XILENT S B 2 RIIB AR BE ISR D Y /LT 4 D%
PR OV ZIPEIIMESL S AL TR, B O B RERE H BE SUIRIIB AR BF T 2 HEE &
Xy k- i (24) | BEARHERE (12.3) 2] . CrClA350 mLUmin kil o & 12 oW T,
UNREY VEORT A v —T za VaDTRMLEOHRLBHO Z &,

8.7 JFHEREREE
WEHE AR LR O fFRSREREE B (Child-Pugh/y A, BRKOIC) IZ2WWTIEY 7SvT 1 OH
BIEIIARECH D [HikFERE 123) 2] . HREMETFEEBRE BT 5 Y VT 0 074N
K OV O PEIIMESL S AL TWR 0, FEREMERF A BE IR T 2 BRI W\ TR, R~/ M ¥ —T =
2 aDIRFSCES RO Z &,

8.8  FFRSHEATHE oD FT Ml A e A
JFRAI 2 T2 LT 2 RIS 2 R0 L T D HCVIRYL A 2 %112, PR % OHCV YL
FB5 B THBHEETC Y SVF ¢ ROV NE Y v 25 LI A OFMER RN A —7
R CTHRE SV, FEFMEE B L, BREAZL2ERE L 72K S TOMHHCY RNAR A E R IR
i L EF Lo A VAR (pPTVR) Thotz, Y=/ 24 7D LT MILANKERE (5
5 cmPL T O BRI 2 AT 5 BAE UTIEES S emBL T O /&R 233D LA T TR UTAFIA~ DI
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BT HILRVEE) ICAET 2 TR 2 FE L TV DHCVERLREIZ, V71T ¢ 400 mg
FOMEBRIISCTHELZFE LU S Y 2-1000~1200 mg# . 24~488 ITNFRAER: O W s
BV ETEE Lz, V2L T ROV ANE Y v OF 5% 515 726141 D & 1233 T R R &
1Fo7 ; 45BIHCV Y = ) Z A T1, 44 TN— T A VIEDCPTA 3 7 NTARE, 2FT_—2 5
A VBEOAHIE’R LOMELDA 27 814LL F Ch oz, ZNHELHIDEHE D 5 HLALFIT, Y /SLT 4
BORY R Y DG 2 R RABESZ S T2 RIS BT b T, FFRAERHCIE, 376D #H THCV
RNAENERBRARM ThHolz, ZHBITHID S L, BAE 1208 S OFHI AN FIHE T - 7 B3
366D 7 A L AREMAL (pPTVR) FR(1164% (23/36) T o7z, HCVIREREIZB W T, Pt
SOV SNVT 4 RO AN Y VR EORZEET T 7 A E, EBIHRBRTY LT ROV Y
VoG I BETBEESN RN T a7y ANV ERKETH T,

8.9 MFBHE%DBE
A% BEIZIBIT D Y ST o OB OE PRI STV,

8.10 Y= J ¥ A F5XIX6MDHCVESBE
Vx ) ZATBXIT6DOHCVIEGLBE TR DR MBI O W Tk T — 2370,

10 EERS
VIRAT EN OG- RiE, 9B OMEEHERHE (2351200 mgd Al 5T - 7o (L &
DIfEFHE) . ARBRICEBWT, YT ¢ OBRERGICI2AFEEMIMR SN TELT, AE
FLOREBEE K OEREE L, YR A7 E1400 gt 7 7 b R B ICHRE SN b0 L FET
Hotz, FABTOEYMEIZ DN TIIND > TN,
VST 4 OB GAZR T DR R AL eV, WER G OLA L, BT R OREL 0D
BELZFEBHERSE=XV 7 LTI GR, YT 4 O ER G T 2IREIL. 1
NYA L DE=ZY o TRBEOBRRREOBIEE R EO—RI R IFHRIETH D, AR O MK
Frick - T, BEEDI8WNREI N,

11 #ARRR UHER
VINVT 4 (LY RATEN) WX, X LAF KT SO—2>THY | HCVONSSBA Y A
7 —B&MET D,
VIR AT EILOIUPACA 13(S)-1sopropyl
2-((S)-(((2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydropyrimidin-1(2H)-yl)-4-fluoro
-3-hydroxy-4-methyltetrahydrofuran-2-yl)methoxy)-(phenoxy)phosphorylamino)propanoate C& %, 4312\
1ZCHFN3OgP K% Uy 1 1:13529.45Tdh V) | (L FHEERITLL T LBV TH D,

13



VARATENVTHE~E A AORBEOM K TH D, £, 37°CTOpH 2~7.7OKEKITZ T
DEEEMEIZ2 mgimLUL ETH Y . AKITEEFIZ W,

VRNVT 4 SRR D BERRAICH Y . BEPIZYRAT B0 mgEERT D,

VONT A ZU T ORI 2 &l  EEK AW, 7AWV A —ZF R TL ATT Y
fi~w 72y A v = h— A ROSE L — R, VLT L E T 4 Aa—F 4 U TEETHY |
TANLbsa—F 4 7L LTUTOWRMEET : v 27 0 =3—/14000, RY =17 ba—b,
AT LT F o RO = TR Gk,

12 ERRIRE
12.1 1RFF

VARAT AT, CIUIFR D A N ALK D B A V23T B [HHF (12.4) B4,
12.2 FH%#

DA BN 2 R
5OBI DIEFEHRSRE 2 5t % & LI BAE A b, Bk 77 B R R OERSR (v 7oy
400mg) . 417 1 x4 — S—through QTERBRIZI\V T, VR A7 E/1400 mgh UM1200 mg  (HESE
RDIMEH) OQTCHIBRIT KR D FENF M I NIz, V7 IVT ¢ TR ARHER AR OMGERIZIBNT,
FEARADICHIE L 722 £ 5 RQTeiERIT A bR o T,

12.3 EmEhfk

LA
Y VT 4 B OMUAE R R BRI T B D GS-331007 D KM ENRERFIE 1L, fEFER A HEERE K U'CHC AR
HTHEFENTZ, YL T 4 OROBGH Y RAT eI S, igEPEEo e — 27 3R L
AU H I D 22 < B EEKI05~ 2 [H Td o 72, GS-331007 D MR E D v — 7 13 -4 2~4
Kl ChoTe, UNEY U EHRG (X7 A 2 —T7 2 v OfHIEH 256 W EE Ol )
ENTeV =) XA TI~6ROHCVEGEEICBIT 5 R 2 L— a VPRI OSSR, EFIRIEIC
BT 5 Y ARAT EIL(838H) K TUNGS-331007 (169541) 0D AUC 24D HA 15113 & 41€ 41828 ngehr/mL
K O6790 ngehr/mLCdh o7z, YRAT ENOIHEFG ST MRS 27261) &L, HCV
JRYL B TIL Y AR A 7 E LD AUC, 21 E39%1H < . GS-331007 DAUC) 241 E39%{K v o 72, Y AR A T E

JL I TNGS-331007DAUCHE, 200 mg~1200 mgod & . HAELFIMEIZITWEMA A S,
ﬁ$@ﬁl§f;ﬂﬂ
ZERERFIC R U C, EN @R L L b ST 4 ZHERE LIESA. YARATELOD
CrnaxcdX AUC) iyl T K & 72 BT 72 v o T2, GS-331007 DIEFE L, RARIFAZERLGELEDD
ootz LiziioT, YT 4 I ZRFICERAREET 52 LN AHETH D,
axiiil
VRATENLDE MISES 8T ~OFEEFRITHI61%~65%TH D FEWIRE 3 1~20 pg/mLOFE
FHCHPI LI BAMR Ly, GS-331007D & MMEY R #EAFRITOT M Th o, HRHERE
(IZ[MC]- Y A A7 UL 400 mg 7 H[E] e -4 o> A/ i b O [MC]- i REE ITR00.7 T o 72
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[AE )
VERAT EIVIATIER CIEMAE TH D X 7 LAY NBER =) U BE (GS-461203) IZfiiifsh b,
RN LRI ICIZ D 7 7 A (CatA) RO AV RF = AT T —F¥ (CESD) kB H AR
3L E DMK 43 fiE 3 DN histidine triad nucleotide-binding protein 1 (Hintl) (X AH&AHA 7 I K
BEOGRICRHNT, B IV X7 VAT REGHRRKEN LIZY VBN EEND, F/2, BLY
VEMEIZ LD X7 LAY RFEERTH 5 GS-331007I (R S H 25, GS-33100713 7 U L &
9, invitro CHIHCVIG I & Ff 7= 7o vy,
[“C]-V 7R A 7 £V %400 mg CRE & 55 O I 1E, VR A 7 L K NGS-331007 723 L E ALl
FHREDKIA% L 0% (VR AT LK ORE D55 1 8 THIE L 72 BAUCIC KT T 2 EI1E) A3
Hahni,

Bl
[*C]-V A2 7 /v 400 mgZ BRI 4% 5% O PRI ERIT2% B TH 0 | JRH, F K OIER
HTENZNAI80%, 14% % UR2.5%8 AL S A7z, R TEIL S iz Y AR A 7 B O KT
GS-331007 (78%) Th v, RE(LETH D VKA T LTSN TH T, ZHHDREREND,
GS-331007 D FHEHERR K ILBE B TH D Z LR STz, VAR AT BV L TUNGS-331007 D FE&A -
WO AT 2 2 N0.4% D27 Tl - 72,

FERI 70 ]

PN
HCVIEGLBEICBIT DR 2 L— g UPKIRFTIZ L 0 | V7R A7 BV K URGS-331007 D IR #E 712 %f
L. ANEITERR EE®RO® 2882 KT LR shiz,

Jesl]
VR AT BV K NGS-331007 DI BEIZ OV T, MR L DERR EEWROH 52T RS2
7=

ANE S
NRBEITBIT D Y ARART B OB RRIIMESL S VT W R\ [FEF R ZEH T O 8.4) B/,
HCVE LB EICHBIT 2R = L— 3 UPKAEIT Clt, BT SV EEE (195%~75m) C. 4
13V AT BV R TNGS-331007 DR BICH W CERR FERO H 5 M EE RIS RN T LR E
Iz [FFRREERTOEH (85) 24 o

B PERE R A
%M (eGFR7550 mL/min/1.73m22A 80 mL/min/1.73m? ) . H45# (eGFR7330 mL/min/1.73m?
L1 150 mL/min/1.73m?Rd5) . EEE (eGFR7AY30 mL/min/L1.73m2A) K OV ZHT 73 4 B2 70 o 1

DHEAT HHCVIEEYLE T VAR A7 BV 400 mg#x HEIER G U, SEWEE 2 MEt Lz, BHEED

TE% (eGFR2380 mL/min/1.73m°Lh ) 7edgfr & el UC, MR, w2 )i K OVERLJE OO B RE R )
bHDHEAEE. YARAT ENLDAUC L ZIEH61%, 107%K% ON71%H0 L, % 7-GS-331007 7
AUCqin X Z 11LE155%, 88% K UM51%HIN LTz, VAR AT A GHTRIIRICIR G LI23sG
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B RERBE CILEHIESIER R BRE & i L <, YR 2 7 /L L UNGS-331007D AUC it £28%
B OM280%I0 L, BHT 4 LN 8% : L7236, 2 H60% K% UN2070%84 0 L 7=, ARER] 0D 1 ik
BT REEDRIIBWFRE STz, BER O OB E B TN ERROLIIT
W, BRI E K KB R 20BEICRIT 2 VST OREMEROE I S TH
L9, ZNDBETT HHERMEII R [ HE 24) | #7512 FEH TOREN] 8.6) ZH ),
B RE R R
R O B OFH¥RERESE  (Child-Pugh/2 8 BKUC) 2 AT 2HCVELEE I, YARATENL
400 mgZ& 7 HIA G- L. FEMERE 2 MEt Lo, FFRBERES IEF 22 & i LT, W, EED
FIFHSRERE S B T, Y AR A 7 ELDAUC 2T ZH126% 1 U/143%1 < . & 72GS-331007D
AUC |3 Z N EH18% K 9% 0> - T, HCVIERGUEZ IR IT 2R ' = L— 3 3 U PKIRHT OR#ER
VIRAT BV K UNGS-331007 DIEHEE EIZ IV T, IFREZS I TRRIR LERO & 28 E2 RS2 &
DRENTe, BE, PHEEROEEOIEEREBE TR, AHOHEREOLIIIR [F57)]
RIEHT TR 8.1) M .
TR HAEH OFEAT
VRATENVITHEY kT o AR—Z —DP-gp R OFLFaMtME S > /327 'E (BCRP) DEE TH DM,
GS-3310071L i & OHEE TIX22\, BN TOR I 7eP-gpapiEsl (V7 7By vk a vt b
XUV [ b Pa—rX-U—F] %) E YRATELOMPHRREZKT S, 20
FoTYNAT 4 OIEHRPBITT DBENNRD D720, 2 DIAIE Y VT 0 EOFH LT
bl [BEEROMEN LOEE] (2) . FEYHLZEN (11) ZH] .,
P-gpX V' XIZBCRPOFLEAIZ ¥ ST 4 L& ET 2 &0 VRAT e A EEm
T 20, GS-331007 D MAEHFIREIIIEIM L 2N EBE X BILD, DD, YV T 1 (ZP-gpBREHA|
KO/ IXBCRPILER & OOFRIEFREE B X BiLD, VY RAT EJLKGS-331007(EP-gp & Y
BCRPOFLEAITIXARWNZD, b N TV AR—F—DRETHLEANORBREAEINSE L L
B2 b7,
VAR AT E L ORISR AENE MR L ARB M SRR K iR D Fr T —B L X L
FFRY UEMEORBERAEL TR Y, AREIIIFARIC L 2B E2Z TR EBEI LN,

VIR AT BV K TNGS-331007 DIEEZ (X3 2 O HEEF O B % KEIRT, F7o. OHHZEFIOREE
BB D VY RATENDRELROTT [FEYWHEIEY (12) 24]
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#£5 EWMEER . SFARFGET O YRR T EA RO+ EEREWGS-331007 DB
BBRT A —F DE{K?

YRR T EJILRU GS-331007 B
BRER | YKRRTE EWENEE/INS A —4A L
BERZER DEE5E | LOBREE | Hi# GEAEE B ER (90%58XAH)
(mg) (mg) EELL%E1.00 T3
Cmax AUC C:min
i . 2.54 453
ey 600 400 10 SRATEN ] (1g7°345) | (326,630 | A
’ RS | HERS 65-331007 0.60 1.04 NA
(0.53,0.69) | (0.90, 1.20)
i . 145 134
FAF e 800/100 400 8 YRATEN L (190, 192) | (12,159 | NA
(U ~FEenEpH) 1H1ME B G- 0.97 1.24
GS-331007 (0.90, 1.05) (1.18, 1.30) NA
600
= N ,owy C
TITEVY 1A 1 —— 0.81 0.94 NA
Y 200 400 " - (0.60,1.10) | (0.76,1.16)
TAPIEIEST R B
FhEenrvyrax | 300 0.77 0.84
AT B | 1AL GS-331007 | (970,084) | (076,002) | NA
. S 0.95 1.30°
e 30~130 400 iy SIRATEN L (068,1.33) | (00,169 | A
1HL1E | HEES GS-331007 073" 1.04° NA
(0.65,0.83) | (0.89, 1.22)
P 121 1.09
ey 25 400 . YRATEM 090, 162) | (094,127) | A
101 AT 55331007 1.06 101 A
(0.99,1.14) | (0.97, 1.04)
P 0.97 1.13
ey a 5 400 6 YRATEM (065 143) | (08L157) | A
HE#es | HERE GS-331007 0.97 1.00 NA
(0.83,1.14) | (0.87, 1.13)
NA: 7—F 7L b T
a. FHAAER Z Wt Ui T4 Tl g s 2 b & L,
b. ERXRY BTy hr— & D,
C. ATRIPLA & L T#H-,

INT T ELOHICEY | VARAT B KR UGS-331007 DHEYBRE T A — 2 (ZREIT RN T
ARSI,

#6 FEMMEIER : Y RATENFET COHREROEMEIER NS 2 —& DE{ka

‘ ] EMBE NS A5

n paEmor | JTATE || G BIRRSE (0%EEEM)

B FREH 5% (mg) ILOBREE | Bl B LE 100 ETD

(mg) Crnex AUC Crin

: J IV AT A 1.07 1.06 1.07
Norelgestromin ~r (0.94,1.22) | (0.92,1.21) | (0.89,1.28)

. 0.18/0.215/0.25/ 1.18 1.19 1.23

V225 = 400 ' ' '
NTA RV TFEEA 15 | (0.99,1.41) | (0.98,145) | (1.00,151)
K7 A —

TF =) 0.025 1.15 1.09 0.99
TR RTUA— 1H L (0.97,1.36) | (0.94,1.26) | (0.80,1.23)

o 400 400 057 0.73 0.95
INTTTEN 101 wrrs | 19 | (044,075 | (059,091) | (081, 112)

5 400 0.73 1.0

F7w I AR e vy | % | (059,090) | (0.84, 1.40) NA

FIREALYY T 0 300 400 16 125 0.98 0.99
XL LT LR 101 EAmE T (1.08,1.45) | (0.91,1.05 | (0.91,1.07)
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NA: F—&7a L #%7e L
a. FHEAEH Z Gt U7 R TR R 2 5 L LT,
b. ATRIPLA & LTH# 5,

VIRATENEEE LTcGE . LTFOHIER OIEMENE NT A —Z ~OEBIIR oo T
vIraARY L AV FENLSY NFEAL, 27 ELYY, AR UEZEY . A RURNY
ALY

12.4 K@

TET
VIRATEME, A LA EE /R HCV NS5B RNAKIEERNAR Y 2 5 —P 2 lES 5,
RATEME, HRNCTIESEERTHL 7Y P =1 VBRIGS-461203IC A I NDH X 7 L AT K
0 N7y 7 Thd, GS-461203(IHCV NSSBICHLAAAE I, T =—r X —Ix—X—& LTHERAT
%o AALFHIRERIC I T, GS-46120311 Y = / 4 A 7 1% 2a%! | 3a% % UMl HC VL x BINS5B
KU AT —F Z1Cefili0.7~2.6 UM TP L 7=, GS-461203(L . FDNAK URNAKR U # 7 —F AN
I I RYTRNARY AT —EEAFE LR,

Lo AV A&
VARATEVTLERNCHB LIEHCV Y =/ # A 7lafl| 108 295, 3af Rk UMl 2R L 7Y
a U E, WY = 7 Z A 7208 5afil X iT6all sk ONSEBES %2 = — R 5 Y=/ Z A 71b
BMOF AT LFY a iz A0VERRC. 2 ToY = ) XA AR LTIRITY A Vv ABLEE
%R L., % D50%%0 Rl (ECsfl) 130.014~0.11 uM T d - 7=, B B R DB D & 45 7-NS5B
GHEXIAT VLS a ISk T A Y RATELOESEEZTM LI 2 A, V=) XA 718

(N=67) . 1b%! (N=29) | 2% (N=15) K (3a%! (N=106) (I3 5 ECsfE D FIAE L Z 12 410.062
(#PH : 0.029-0.128 M ; 6741)) . 0.102 (#5PH : 0.045-0.170 uM ; 29%1]) | 0.029 (#iPH : 0.014-0.081 uM ;

15%1) }%21%0.081 (#Gi[f : 0.024-0.181 uM ; 106%i) pMTdH > 7=, LT A VA2 ZHWZRBRT, Y
RATEMEIY = /XA T 1al K U2aBIZ % LTI A W ATESE % 7R LU, ECsfEILE 112410.03 %
V0.02uMTH -7, b FJE (40%) DFEEFTH, YHRRAT ELDHF T A )V AIEHIZ BT
OHNRNoTm, YRATENEA v E—TzaaXZ I A e LR, LY a4
JaDHCV RNAMLEAE RIS 2 HHUER T Th B0 b kino Tz,

it

BN
Bl oYz 247 (108, 22, 2%, 3afl, 4a%l, SaflKk 6all) L 7Y ar &Y RATENL
DOPRFEZ M S 2203 DB E L, ARSI T Lz 7 ) a filazRR L7, £2To L
7D 2 A TNS5B S282TZ8 R ABIER S, S282T L ~UL DN - TV i A 7 BT 5 Ik
ZHEMET L, Y/ 2 A 728, 205, SRR OGHAIL 7Y o ATk, S282TZAR R L 3t
M28ILZE R SGED BTz, S282TERAHEA LSO R L LT a v flifluz AV ekEc, &
AT L ERIE U T S282TA R D VIR A T /TR D RS I3 2~ 185K T L | #HUREI1389%~99%
BF L, Y=/ &4 7108 28, 308 K% UMalil i R D S282TA S 4 = — R 3~ 5 fH#E 2 BINS5B
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R AT —EEAWAERRICIN T, GS-4612031C L HEEEMEIERIL, B4R & g L
TS282TAE B TR T L7z,
IR
FEBMHFBR T Y LT o IR G ST 9820 OHERE DREAFFNT TlE, 2240 CTF 4 —T v —r 2
AR (T oAy ATE  1%) IZLDX—R2 T A %NSSBIEFERLYI 3% B v 7,
RO U = /) # A TBaDHCVIEGLBE N SIFTN— AT A %OV 7T L159F (64)
FOVIRIAZR (Bf) MBS hiz, ZhbOEERE RO SBHKIZIBW T, YRR T EVTH
T B HANEZMEDOBAITRD DR oTz, VARAT ELIIEREOS282TA 1L, H3fiEHO
N— 2 F A VR ITISGCIIRIE E e dro 7203, 243 Bk DP7977-052378 5% [ELECTRON]
IZBWT 12 D Y R AT B VBRI G THRAB TR LY = ) X4 720016 TRl s v,
Z DWERE RO GBER TR, YR AT TR D EAEZ R I3 EEE T LT, LasL,
B THRIZBETIE, 74— =0 2R (T oA Dy AT 1 1%) (T X 5S282TA R
M S n7e otz
VRATELR O AN v a i RA8E MR G U TBMEAHE O Tk B8 45 & U7oiBR
T, BRI T A N RPRERED) (7 L—2 Z0—ROFR) Loz dx ) Z A F1aXii2b
DEEOHCVEYEHE TLISOFE RN S iz, S 51T, Y=/ ¥ A F1aDEEOHCVIEYLEE
Tl R—=RA T A VBFOLISOF K VY XIFCII6NE LD H 3 | JFEARL D Y AR 27 E /L) (7
L= 2= RO I LT, 70, MR a R Ly = ) 7 4 71aDHCVE GRS
T, T A — T —7 =2 ARITIC K 2 S282R & ORL320FZE AR I S 7z,
INOERDOFERIER IOV TIIAHTH S,
A FENE
VAR AT EIVIMEIC B 5 S282TRAAIZE B A48 A L7HCV L 7 U = o ffifiaid, NSBARLEHI K& OF
UANE Y ACxt L TEEZMEE R L, U ANE ) B R T d 2 T3901 K UF415Y % A L 7=HCV
LU a fifaiE,. VAR AT E IR L O MR R LTz, NS34AT 17 7 — B EA]. NS5BIE
X7 LA RIERI R ONSSAILE AN+ 5 BEIMEE R 2 S Te, WIHILOHCV L) 2 il
WL Th, YRATEIIIH T A NV ATEMEZHERF L Tz,

13
131 BAFM, BEEEROZBEICHT 8
BAFMER OE B

UNEY RS/ I T A v F—Tza el O« BSARPER OVERFEEICE L TiX, UA
EU VRS UIRTA v E—T 2 a L aDIRMN CEEZBROZ &,

VIRAT B, M 2 ORI ISR SR © PRSI U o/ SER A T 72 e A SRR K
Winvivo~ 7 A2 /MEERER TOinvitro & Qinvivoa 7 3 v 7 U — B TR FIE R R S o T,
VIRATEND T ARDNT v b HOWIZ2EB OB AVFHERBRAER SN TND, U A TiE
HET200 mg/kg/ H . MfEC600 mg/kg/ H £ TOEG-®EARET S, T > b Tl & 512750 mglkg/
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HE TCORGEDIRFT SN, v UVAKRDT v b & BITHRET SN o Rk KIS & TEEORAFROH
MEERD ST, EEARARBW TH 5GS-331007DIEFE R, VAR 7 EJL 400 mgll L 5 W AR
R LKL T, v~ VARDT v FOMETEN T, 765, 3067 (D R) | 13f%, 176F (T v
) mhol,
ZHREREE

UREY VR F_T A v F—Tzaak OFEH : URE Y U RINRT A v X —T zm
2B 2 BB OF MITIRS LEEZ S RO Z &,

VRATEME, Ty MZEWT, B BROEFROZIRRICEEL RS edolc, kEmA®ET
D ETHIGS-331007 DiREE R (AUC) 1, HEBERRRHETO L MIBIT HREEDOKSE TH

ST,

14 HRIRFABR

14.1 BRIREABRO TR
RUCERIT D L0 VT 1 DLV OH T HEIMRERIC BV T, G724 D = 7 #
A TLIH6OCHCHEE TCRFFR 7 A /LA (HCV) BUMEYBI % x5 & L 7255888k ) U223B1 D ¥ =
J B AT, 23O CHCHEE THCV,  HIV-17 A LA ALY % 55 & LIz 1RRBRIZ B Tt
Ihiz,

FT7 TV )FAFL 2, SERIZADCHCREEZRNRE L TYNNNT 4 ¢RI v F—Tzu v
FTATZ7 RN/ L) A Y VA 250 L3R5

R4 Pop 3y BER (BREHFEBEER
RIBREBEE ON (=) ZA4T Y 2VT ¢ +Peg-IFNa+ U N EY
NEUTRINO 1,4,5 Xi% 6) 1238 (327)
RS o VLT 4+ U RE Y 1258 (256)
FISSION TN(P=/ 447 2XIL3) Peg-IFNa+ U /'Y > 24 #HRH (243)
A B —T7 =0 IERRICRIE,
POSITRON Ak S ENE R =T 2 ER VLT 4+ AR Y 12 HE (207)
DIRVBHE (T = ) AT 2T | 7R 12 FRE(71)
3)
A VB —T =1 T KD RITEE . cie .
o R o o VLT 4+ R Y 12 ] (103)
FUSION SR DU =, | L e -
5472 Wt ) VNT 4+ 8D 2 16 #E (98)
TN UIA v F =Tz ldd | V=) XA T72: 00T 4+ "8 Y v 12 W
RNAIRIC R 2 BRSO B | (73)
(Y= /2472 XX 3) V) BAT 3T 4+ U RE Y v 12/
VALENCE (11) ) o o X
D ) HAT 3 VT 4+ ) RE Y 24 5[
(250)
7T %R 12 8 (85)
e HCV/HIV-1 EHEGEE . TN | D ) 24T 1 LT o+ NE U v 24
(Y= H2A471) (114)
PHOTON-1 « HCV/HIV-1 BB EE . TN | Y= /4472 UE3: Y LT 4+ RE Y v
SUETN g A v & —7 = | 12 1H[#(68)
X 2D AHEFIZ I 2 B ST Vx ) BA T2 U 3 OFRUTEESG] L
(T = ) XA 7 2 XL 3) Fa+U Y > 24 (41)
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INBEERREBRICSIN LB 1T, A2 5 REEIFREEZ A LT\, Y307 ¢ 400 mg
FIHIENR S Lz, VLT ¢ EHHH L2 U N Y v o ABIFREICE U CHR% L1 H 1000~1200
mgZ 2N TR G- L, @l RG A1 ¥ —7 2 v a-2a% 1IEMIZ180 ugi 5 L7,
TRFHARNIEAS 2« OFBRCIEEE L, BEOHCVRNABIZZ OV ET T2 Z Lidienote (BREDR
WCE BT —EE L), KHAHER D E M H2, High Pure System% i 2. 72 COBAS TagMan HCV
test (/13— 32200 ZAVTHIEEFHCY RNAEZRIE Lz, FERIEEOER FIRIZ25 IU/MLT
ol Fg T A VAR (SVR12) & FEREMIEH & L. SVRI2IITEHEE T 1218 % DHCV
RNAENER FIRAFHOLE L ER LT

142 V=) ZA TIXIIAOHCVRRBE Zx5 & L BERR
RIBE DO N B —NEUTRINO (110305R)
NEUTRINOBRIZ, H—I15RE, FERRBTHY . RIGEDOY =/ 2 A 71, 4, 5XT6DHCV
BURBEE TR, VAT A ROT A B —Txuaa/ )Y U 2I2BMHEHERES L.
FENCHELEZE XA MU B ray ha—a Ll Lz,
B (32741) OFHO P IRAEIES4RE (R : 19~705%) . BM:2364%, HA79% « BEAL17% -
b A=y 7 RIET T o FH14%, FHBMI 29 kg/m? (G : 18~56 kg/m?) | ~—Z 5 A I DHCV
RNAZE 236 logy IU/ML%E LAl TV BENRT8%, JHFHZEZA L CWBENLT%, HCVY = / 4
A T1D8% «+ T ) B A TAR%, VxS XA TEXII62% Thole, VIVT 4 RO T A
=7 xnrre2a/ VAN R EEENEY 2 ) XA TEIT6OHCVEGEE T 57 — 4
A BEORFHIAR 0 Tho7olzd, RBTIXINDLBEERWICRRE RS [0 EH T
DfEH 8.10) 2] .

#8 NEUTRINORBRIZI1T 5SVRSE

Y I3)LT 4 +Peg-IFNo+RBV 1258
N=320
2{KD SVR H 90% (289/320)
Cx ) HA T 90% (262/292)
=) BT 1a 92% (206/225)
=) HA T 1b 83% (55/66)
Cx ) HAT 4 96% (27/28)
SVR 35 S o T B DfRR
TRIE D 7 A L A FHNEIEARLT) 0/320
Tk b 9% (28/319)
Z Dt © 1% (3/320)

a Y=/ XA T 1allb O HCV &Y 1 #il % 5 tr,

b. FHRO B, BRSO HCV RNA B ERRARMOEE L TH S,

c. [Zoft) 1ZiE, SVRIZ BGFENT. 230, U A N R ERRTR AR O IENEZ i /o S Tpino 1o B
GBEEfARREEE) 2ET,

B DR NN BT 5 SVRI2E £IIRT,
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#9 NEUTRINORBD Y = ) Z A F1IXITADOHCVIER B BRE OV 7 7 L —F 1T BiT 5SVR12H

Y INLT 4 +Peg-IFNa+RBV 1258

ARTEN
7L 93% (247/267)
HY 79% (42/53)
N
BA 87% (47/54)
ESYNDITYS 91% (242/266)

N—=A T A ENA

Vx /) XA 7 1, Metavir A7 — F3/F4
DFHESL, 1L28B non-C/C &+, HCV 71% (37/52)
RNA £ 800,000 IU/mL

Vx ) XA TITADBEICBIT HSVREIL, N— AT A VIFICIL28BCICT LV H T 2 BE T
99% (89/90) . IL28B non-C/CT L /L% A9 % B3 T87% (200/230) Tdh -7z,
NEUTRINOFRBRICHAAN DN BEIL, A v H—T xr e _X—A LT HIHRE~OKIEROK
SEMETDHLEINTNDEN—AT A VERZEHA L TEY MEICT A F—Tr FD
YY) AT K DTRIEPER T - T BB DSOS, NEUTRINORER O #E O OGS HRIT T
D2 & DMERE S B (9)  NEUTRINOER T, IL28B C/CT L /L %4 X9 HCV RNA 800,000 IU/mL
Z ElEY | EEOFRME (Metavir A7 —V3F3,/F4) DY = ) # A T1OBFIZE T HSVRHEIX
71% (37/52) T o1,

143 Y= ) ZA F2XII3OHCVRRAE ZR5 & L BERR
RIBIE Dl N B —FISSION  (12315451)
FISSIONGABR L, HEIEX b, HEEM, FEHMHRBRTHY . RIFRKDO T =/ Z A T2 XIT3DHCVIE
PBEERBLE LT, YRSV T 4 FRY RSB Y CORBEEFARGE T A ¥ —7 xn oe-2a
EVAREY OB G EZ R LR TH D, VLT 4 KN ASE Y VRN L
TARORT A v E—Txra a8/ VA ) UEETREINEZY ANEY Vol ThEhR
HITIG U CTH#E L 721000~1200 mg,” B X OMAEICE D 53— ED800mg, B Th o7z, BEIL
1: 1DHRTEERZICEI VAT o, TFEEORHE, HCVY =/ A7 2XE3) RUN—2F
A URFDOHCV RNA%: (6 logy IUMLATG X iZ 2Ll L) TREilEniz, Y=/ %A 72XF3DHCV
BB, L 30FEG THAAN LI,
1B A 52T T2 B3 (49941) 4R o> h KB I T505% (#iPH : 19~77i%) . HIEEE 1366%. FA8T% -
HBA3%, b ANR= w7 T T T U HRA314%, FHIBMI 28 kg/m? (§iPH : 17~52kgim?) | _—2 T
A VEEOHCV RNAK 236 logye lUIMLZE EEl5 TV BE357%, FFEEZE %A L Tz BHE H320%,
V) B A TIOHCVIEGBE R T2% Th o7, V= /) XA T20OHCVIEGRBEIZRIT D Y LT
A4 RV ANEY VBRI A o H—T za a2l N AN Y UBEOSERE RN RT, I
NT 4 RO AEY CoRBRFRRG 221072V = /) % A4 73OHCVIEGLEF OSVRI2HE T
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TINTHo=d, TNHBREOT—ZITEINTRENR 0,

#10 FISSIONRER : RIGED T = /) # A T20OHCVEILBRE 2B 5SVRHR

YINILT4+RBY 1238 Peg-IFNa+RBV 24 ;8
N=73* N=67%
2RO SVR = 95% (69/73) 78% (52/67)
SVR 035 b V72> o T2 BB DL
TRIEP D W A )L A EHNREARK ) 0/73 4% (3/67)
P 5% (4/73) 15% (9/62)
ZOfth © 0/73 4% (3/67)
a. Vx ) A AT 21D HCV YL ERE 3 Hl 2 ETe,
b. ERNCES L2 @RI CHiiE L7,
c. FROSREL, TRWEA IO HCV RNA SN E BIRARMOBE R TH 5,
d. [Z0ft) 1212, SVRI2 BEBIT. 7o, A L R FHIRE RO LR M7= S o 7283 GABREE A HE

%) &,

%11 FISSIONRER : V= / Z A F20OHCVREAEBRE 1B T 2L DFERISVRR

YIRILT4+RBV 128 Peg-IFNa+RBV 24 38
N=73 N=67
SRS
Ho 97% (59/61) 81% (44/54)
el 83% (10/12) 62% (8/13)

A F—7 = 0 AGPRICAME . A SULETRR 2520 5 BE O 72 8 #H —POSITRON (1073
POSITRONERIZ, #EERL, 77 AXR, “HERILERBR THY . 4 ¥ —7 = v AHEIC
RIHE . Rt UL FEAR 2 2 2 BRORVRANEE 2B, YL T 4 KU e Y D12
PR GRE (207641) &7 Z 2R (T10H) 25 L, B Lz B Th o7z, B %3
1O TEELICRIY 17, FHEEZOFE (Y X L) Tl

5 BE (278%)) OFHEO P RAFIIE4 (FFH : 21~75i%) . BIEBED54%, A A% - BA
5%, bt A=y 7 RIET T RN11%, FHBMI 28 kg/m? (#iPH : 18~53 kgim?) . R_R—RA T A
I DOHCV RNAR 236 logyo IU/MLZ _E[E - TV 2 BB 2370%, AP 24 L Tz A 7316%, HCV
V) B A TIOHCVIEEBEDRIN TH ST, A ¥ —7 =1 URRICRINE ., Ak XS
WEZTIEROBRVEEIL, ThEho%, 4%k T4T1% Tholz, 1T A EDBE (81%) i
FIZHCVIZH T A1 EZ T CWiehote, Y 2SUT 4 ROV U AN Y v o128 MO G RO
7T B RBED SRR KLY,
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#12 POSITRONRBR : £ v & — 7 = 2 VIBRICRME, FEK UIREBEEZZT5BEORNWY
= /) ZA T2OHCVRIEHEBRE BT 5 Kitn®

YINILT4+RBV 128 T5ER 128
N=109 N=34
SVR 93% (101/109) 0/34
SVR 335 b7 T= B OliE
B D 7 A L A ISR R 0/109 97% (33/34)
TR 5% (5/107) 0/0
Z DA ° 3% (3/109) 3% (1/34)
a. FHADO R, BRSO HCV RNA BN ERIRA AN OBE L TH 5.
b. [Z0fh) 11E, SVRI2 BELIT, 70, A L AFEIARA R O R UE 27 S 2o 72 B GBBE

AR ZET,

JFREEOFRRE VA ¥ —7 = v REICHT 2 08I S E BB OFMEEZ, V= ) X A
THNZELZITRT,

#13 POSITRONRBO Y = /) Z A F20OHCVIE B BRE O AHEMIC T 2 SVRE

YNILT4+RBV 128
N=109
JHFREZS
L 92% (85/92)
HY 94% (16/17)
A VB —T za RIS D 0
NIE R 88% (36/41)
AN 100% (9/9)
FRFR & %2 A EER 20N 95% (56/59)

BINEIR D & % il NFBFE —FUSION _(108745%)
FUSIONBRIZ, HEAER L, “HERMRBRTHY, (¥ —T zn a2 X=X & F 51 TSVRA
Bogho o BE (FBAGIROEERG) 23, Y ST 4 ROV ASE Y A K 2 1258 3T
16 OIER E T LT CTh o 7o, BEIEL: 1O LE TEAELICEI D (1 L, L Of K
(b T L) kO =/ & A47 (2XIE3) TEIHLLT,
Be b8 (20141) OFEEO T REIZ56m% (RiDH : 24~705%) . FIHEEEDT0%, FA87% - BA
3% - b ANR= w7 RIET T RI%, FHBMI 29 kgim? (i - 19~44 kgim?) . R_— R T A
DHCV RNAE:A%6 logyg lU/MLZ E[E] 5 TWZ BEEAT73%, FFEA %2 L TV BE34%, V= /¥
A T3DHCVEEYL B 7363%, FHABINTE% Th o7z, V= /) #A T2OHCVEGEERE D> b, Y
SSVT 4 RONY AN Y 012G EIC BT DSVREEZKRIBIRT, Y ) XA T20HCVEGE
SR 1% 2 168 #5013, 120 G- & Il U CSVRLI2DIEINZ H 72 D SN2 L 2R E T,
VSNVT 4 OV S EY A& 120 16 B LTz Y = ) Z A T 3OHCVE YR E 1
DSVRIZRIIDOTINTHo7oizd, T DA ORERITRINTR S0,
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#14 FUSIONERBR : 4/ V' Z—T7 = VIRECTHERIIES CThoTe V= /) A4 720
HCVR YLk BRE (2 BT 5 RHR

YINILT4+RBV 128
N= 39
SVR % 82% (32/39)
SVR 2315 b 7e b o T2 B DR
TRHE D 7 A L A FHNEIEA RN 0/103
R 18% (7/39)
Z O 0/39

a. Y=/ ZA 7210 HCV ERYRE 6 & &,

b. FHRD S REE, TAFEREGKIED HCV RNA &0 EBIRARGOBRERTH 5,

c. [Zoft) 12X, SVRI2 G LT, 230, VA VA FEIRIRARI OB A/ S e o 7o BF GB
BRREARREGI%) &1,

V) B A T20HCVIEGBIRE I 1T D IFIEZ O & & ONE £ OHCVIEE~D SUGMEIZ IS <
BBy 4 FHARAT O & B & K 161 R T,

#15 FUSIONRBRD Y = /) # A 720 HCVRYARERE 2B ) D4 EF R D DSVRE

YN T4+RBV 128
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Sovaldi 400 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 400 mg of sofosbuvir.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

Yellow, capsule-shaped, film-coated tablet of dimensions 20 mm x 9 mm, debossed on one side with
“GSI” and “7977” on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Sovaldi is indicated in combination with other medicinal products for the treatment of chronic
hepatitis C (CHC) in adults (see sections 4.2, 4.4 and 5.1).

For hepatitis C virus (HCV) genotype specific activity, see sections 4.4 and 5.1.
4.2 Posology and method of administration

Sovaldi treatment should be initiated and monitored by a physician experienced in the management of
patients with CHC.

Posology
The recommended dose is one 400 mg tablet, taken orally, once daily with food (see section 5.2).

Sovaldi should be used in combination with other medicinal products. Monotherapy of Sovaldi is not
recommended (see section 5.1). Refer also to the Summary of Product Characteristics of the
medicinal products that are used in combination with Sovaldi. The recommended co-administered
medicinal product(s) and treatment duration for Sovaldi combination therapy are provided in Table 1.



Table 1: Recommended co-administered medicinal product(s) and treatment duration for Sovaldi
combination therapy

Patient population® | Treatment Duration
Sovaldi + ab
ribavirin + peginterferon alfa 12 weeks

Patients with Sovaldi + ribavirin

genotype 1,4, 5 or 6

CHC Only for use in patients ineligible | 24 weeks
or intolerant to peginterferon alfa
(see section 4.4)

Patients with

. + . . . b

genotype 2 CHC Sovaldi + ribavirin 12 weeks

S.O\lal.d.l * . 12 weeks®
Patients with ribavirin + peginterferon alfa
genotype 3 CHC L

Sovaldi + ribavirin 24 weeks
Patients with CHC Until liver
awaiting liver Sovaldi + ribavirin 1 .
transplantation transplantation

* Includes patients co-infected with human immunodeficiency virus (HIV).

a. For previously treated patients with HCV genotype 1 infection, no data exists with the
combination of Sovaldi, ribavirin and peginterferon alfa (see section 4.4).

b. Consideration should be given to potentially extending the duration of therapy beyond

12 weeks and up to 24 weeks; especially for those subgroups who have one or more factors
historically associated with lower response rates to interferon-based therapies (e.g. advanced
fibrosis/cirrhosis, high baseline viral concentrations, black race, IL28B non CC genotype, prior
null response to peginterferon alfa and ribavirin therapy).

c. See Special patient populations — Patients awaiting liver transplantation below.

The dose of ribavirin, when used in combination with Sovaldi is weight-based (<75 kg = 1,000 mg and
>75 kg = 1,200 mg) and administered orally in two divided doses with food.

Concerning co-administration with other direct-acting antivirals against HCV, see section 4.4.

Dose modification
Dose reduction of Sovaldi is not recommended.

If sofosbuvir is used in combination with peginterferon alfa, and a patient has a serious adverse
reaction potentially related to this drug, the peginterferon alfa dose should be reduced or discontinued.
Refer to the peginterferon alfa Summary of Product Characteristics for additional information about
how to reduce and/or discontinue the peginterferon alfa dose.

If a patient has a serious adverse reaction potentially related to ribavirin, the ribavirin dose should be
modified or discontinued, if appropriate, until the adverse reaction abates or decreases in severity.
Table 2 provides guidelines for dose modifications and discontinuation based on the patient’s
haemoglobin concentration and cardiac status.



Table 2: Ribavirin dose modification guideline for co-administration with Sovaldi

Laboratory values Reduce ribavirin dose to Discontinue ribavirin if:
600 mg/day if:
Haemoglobin in subjects with no <10 g/dL <8.5 g/dL

cardiac disease
Haemoglobin in subjects with history | >2 g/dL decrease in haemoglobin | <12 g/dL despite 4 weeks at
of stable cardiac disease during any 4 week treatment reduced dose

period

Once ribavirin has been withheld due to either a laboratory abnormality or clinical manifestation, an
attempt may be made to restart ribavirin at 600 mg daily and further increase the dose to 800 mg daily.
However, it is not recommended that ribavirin be increased to the original assigned dose (1,000 mg to
1,200 mg daily).

Discontinuation of dosing
If the other medicinal products used in combination with Sovaldi are permanently discontinued,
Sovaldi should also be discontinued (see section 4.4).

Special patient populations
Elderly
No dose adjustment is warranted for elderly patients (see section 5.2).

Renal impairment

No dose adjustment of Sovaldi is required for patients with mild or moderate renal impairment. The
safety and appropriate dose of Sovaldi have not been established in patients with severe renal
impairment (estimated glomerular filtration rate [eGFR] <30 mL/min/1.73 m?) or end stage renal
disease (ESRD) requiring haemodialysis (see section 5.2).

Hepatic impairment

No dose adjustment of Sovaldi is required for patients with mild, moderate or severe hepatic
impairment (Child-Pugh-Turcotte [CPT] class A, B or C) (see section 5.2). The safety and efficacy of
Sovaldi have not been established in patients with decompensated cirrhosis.

Patients awaiting liver transplantation
The duration of administration of Sovaldi in patients awaiting liver transplantation should be guided
by an assessment of the potential benefits and risks for the individual patient (see section 5.1).

Liver transplant recipients

Sovaldi in combination with ribavirin is recommended for 24 weeks in liver transplant recipients. A
starting ribavirin dose of 400 mg administered orally in two divided doses with food is recommended.
If the starting dose of ribavirin is well-tolerated, the dose can be titrated up to a maximum of
1,000-1,200 mg daily (1,000 mg for patients weighing <75 kg and 1,200 mg for patients weighing
>75 kg). If the starting dose of ribavirin is not well-tolerated, the dose should be reduced as clinically
indicated based on haemoglobin levels (see section 5.1).

Paediatric population
The safety and efficacy of Sovaldi in children and adolescents aged <18 years have not yet been
established. No data are available.

Method of administration

The film-coated tablet is for oral use. Patients should be instructed to swallow the tablet whole. The
film-coated tablet should not be chewed or crushed, due to the bitter taste of the active substance. The
tablet should be taken with food (see section 5.2).

Patients should be instructed that if vomiting occurs within 2 hours of dosing an additional tablet
should be taken. If vomiting occurs more than 2 hours after dosing, no further dose is needed. These
recommendations are based on the absorption kinetics of sofosbuvir and GS-331007 suggesting that
the majority of the dose is absorbed within 2 hours after dosing.

4



If a dose is missed and it is within 18 hours of the normal time, patients should be instructed to take
the tablet as soon as possible and then patients should take the next dose at the usual time. If it is after
18 hours then patients should be instructed to wait and take the next dose at the usual time. Patients
should be instructed not to take a double dose.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Use with potent P-gp inducers

Medicinal products that are potent P-glycoprotein (P-gp) inducers in the intestine (rifampicin,
rifabutin, St. John’s wort [Hypericum perforatum], carbamazepine, phenobarbital and phenytoin).
Co-administration will significantly decrease sofosbuvir plasma concentration and could result in loss
of efficacy of Sovaldi (see section 4.5).

4.4 Special warnings and precautions for use

General

Sovaldi is not recommended for administration as monotherapy and should be prescribed in
combination with other medicinal products for the treatment of hepatitis C infection. If the other
medicinal products used in combination with Sovaldi are permanently discontinued, Sovaldi should
also be discontinued (see section 4.2). Consult the Summary of Product Characteristics for
co-prescribed medicinal products before starting therapy with Sovaldi.

Severe bradycardia and heart block

Cases of severe bradycardia and heart block have been observed when Sovaldi is used in combination
with Daklinza and concomitant amiodarone with or without other drugs that lower heart rate. The
mechanism is not established.

The concomitant use of amiodarone was limited through the clinical development of sofosbuvir plus
direct-acting antivirals (DAAs). Cases are potentially life threatening, therefore amiodarone should
only be used in patients on Sovaldi + Daklinza when other alternative anti-arrhythmic treatments are
not tolerated or are contraindicated.

Should concomitant use of amiodarone be considered necessary it is recommended that patients are
closely monitored when initiating Sovaldi + Daklinza. Patients who are identified as being high risk
of bradyarrhythmia should be continuously monitored for 48 hours in an appropriate clinical setting.

Due to the long half-life of amiodarone, appropriate monitoring should also be carried out for patients
who have discontinued amiodarone within the past few months and are to be initiated on Sovaldi in
combination with Daklinza.

All patients receiving Sovaldi + Daklinza in combination with amiodarone with or without other drugs
that lower heart rate should also be warned of the symptoms of bradycardia and heart block and should
be advised to seek medical advice urgently should they experience them.

Treatment-experienced patients with genotype 1,4, 5 and 6 HCV infection

Sovaldi has not been studied in a Phase 3 study in treatment-experienced patients with genotype 1, 4, 5
and 6 HCV infection. Thus, the optimal treatment duration in this population has not been established
(see also sections 4.2 and 5.1).

Consideration should be given to treating these patients, and potentially extending the duration of
therapy with sofosbuvir, peginterferon alfa and ribavirin beyond 12 weeks and up to 24 weeks;
especially for those subgroups who have one or more factors historically associated with lower
response rates to interferon-based therapies (advanced fibrosis/cirrhosis, high baseline viral
concentrations, black race, IL28B non CC genotype).



Treatment of patients with genotype 5 or 6 HCV infection
The clinical data to support the use of Sovaldi in patients with genotype 5 and 6 HCV infection is very
limited (see section 5.1).

Interferon-free therapy for genotype 1, 4, 5 and 6 HCV infection

Interferon-free regimens for patients with genotype 1, 4, 5 and 6 HCV infection with Sovaldi have not
been investigated in Phase 3 studies (see section 5.1). The optimal regimen and treatment duration
have not been established. Such regimens should only be used for patients that are intolerant to or
ineligible for interferon therapy, and are in urgent need of treatment.

Co-administration with other direct-acting antivirals against HCV
Sovaldi should only be co-administered with other direct-acting antiviral medicinal products if the

benefit is considered to outweigh the risks based upon available data. There are no data to support the
co-administration of Sovaldi and telaprevir or boceprevir. Such co-administration is not
recommended (see also section 4.5).

Pregnancy and concomitant use with ribavirin

When Sovaldi is used in combination with ribavirin or peginterferon alfa/ribavirin, women of
childbearing potential or their male partners must use an effective form of contraception during the
treatment and for a period of time after the treatment as recommended in the Summary of Product
Characteristics for ribavirin. Refer to the Summary of Product Characteristics for ribavirin for
additional information.

Use with moderate P-gp inducers

Medicinal products that are moderate P-gp inducers in the intestine (e.g. oxcarbazepine and modafinil)
may decrease sofosbuvir plasma concentration leading to reduced therapeutic effect of Sovaldi.
Co-administration of such medicinal products is not recommended with Sovaldi (see section 4.5).

Renal impairment

The safety of Sovaldi has not been assessed in subjects with severe renal impairment (eGFR

<30 mL/min/1.73 m?) or ESRD requiring haemodialysis. Furthermore, the appropriate dose has not
been established. When Sovaldi is used in combination with ribavirin or peginterferon alfa/ribavirin,
refer also to the Summary of Product Characteristics for ribavirin for patients with creatinine clearance
(CrCl) <50 mL/min (see also section 5.2).

HCV/HBV (hepatitis B virus) co-infection
There are no data on the use of Sovaldi in patients with HCV/HBV co-infection.

Paediatric population
Sovaldi is not recommended for use in children and adolescents under 18 years of age because the
safety and efficacy have not been established in this population.

4.5 Interaction with other medicinal products and other forms of interaction

Sofosbuvir is a nucleotide prodrug. After oral administration of Sovaldi, sofosbuvir is rapidly
absorbed and subject to extensive first-pass hepatic and intestinal metabolism. Intracellular hydrolytic
prodrug cleavage catalysed by enzymes including carboxylesterase 1 and sequential phosphorylation
steps catalysed by nucleotide kinases result in formation of the pharmacologically active uridine
nucleoside analogue triphosphate. The predominant inactive circulating metabolite GS-331007 that
accounts for greater than 90% of drug-related material systemic exposure is formed through pathways
sequential and parallel to formation of active metabolite. The parent sofosbuvir accounts for
approximately 4% of drug-related material systemic exposure (see section 5.2). In clinical
pharmacology studies, both sofosbuvir and GS-331007 were monitored for purposes of
pharmacokinetic analyses.



Sofosbuvir is a substrate of drug transporter P-gp and breast cancer resistance protein (BCRP) while
GS-331007 is not.

Medicinal products that are potent P-gp inducers in the intestine (rifampicin, rifabutin, St. John’s wort,
carbamazepine, phenobarbital and phenytoin) may significantly decrease sofosbuvir plasma
concentration leading to reduced therapeutic effect of Sovaldi and thus are contraindicated with
Sovaldi (see section 4.3). Medicinal products that are moderate P-gp inducers in the intestine (e.g.
oxcarbazepine and modafinil) may decrease sofosbuvir plasma concentration leading to reduced
therapeutic effect of Sovaldi. Co-administration with such medicinal products is not recommended
with Sovaldi (see section 4.4). Co-administration of Sovaldi with medicinal products that inhibit P-gp
and/or BCRP may increase sofosbuvir plasma concentration without increasing GS-331007 plasma
concentration, thus Sovaldi may be co-administered with P-gp and/or BCRP inhibitors. Sofosbuvir
and GS-331007 are not inhibitors of P-gp and BCRP and thus are not expected to increase exposures
of medicinal products that are substrates of these transporters.

The intracellular metabolic activation pathway of sofosbuvir is mediated by generally low affinity and
high capacity hydrolase and nucleotide phosphorylation pathways that are unlikely to be affected by
concomitant medicinal products (see section 5.2).

Other interactions

Drug interaction information for Sovaldi with potential concomitant medicinal products is summarised
in Table 3 below (where 90% confidence interval (CI) of the geometric least-squares mean (GLSM)
ratio were within “—”, extended above “1”, or extended below “|” the predetermined equivalence
boundaries). The table is not all-inclusive.

Table 3: Interactions between Sovaldi and other medicinal products

Medicinal product by Effects on drug levels. Recommendation concerning co-administration
therapeutic areas Mean ratio (90% with Sovaldi
confidence interval) for
AUC’ Cmaxs Cmina’b
ANALEPTICS
Modafinil Interaction not studied. Co-administration of Sovaldi with modafinil is
Expected: expected to decrease the concentration of
| Sofosbuvir sofosbuvir, leading to reduced therapeutic effect of
« GS-331007 Sovaldi. Such co-administration is not
recommended.

ANTIARRHYTHMICS

Amiodarone Interaction not studied. Use only if no other alternative is available. Close
monitoring is recommended if this medicinal
product is administered with Sovaldi + Daklinza
(see sections 4.4 and 4.8).

ANTICONVULSANTS

Carbamazepine Interaction not studied. Sovaldi is contraindicated with carbamazepine,
Phenobarbital Expected: phenobarbital and phenytoin, potent intestinal
Phenytoin | Sofosbuvir P-gp inducers (see section 4.3).
<~ GS-331007
Oxcarbazepine Interaction not studied. Co-administration of Sovaldi with oxcarbazepine is
Expected: expected to decrease the concentration of
| Sofosbuvir sofosbuvir, leading to reduced therapeutic effect of
— GS-331007 Sovaldi. Such co-administration is not

recommended (see section 4.4).




Medicinal product by
therapeutic areas

Effects on drug levels.
Mean ratio (90%
confidence interval) for

Recommendation concerning co-administration
with Sovaldi

AUC9 Cmax’ Cmina’b
ANTIMYCOBACTERIALS
Rifampicin’ Sofosbuvir Sovaldi is contraindicated with rifampicin, a potent
(600 mg single dose) | Ciax 0.23 (0.19, 0.29) intestinal P-gp inducer (see section 4.3).
| AUC 0.28 (0.24, 0.32)
Cmin (NA)
(GS-331007
o Chnax 1.23 (1.14, 1.34)
— AUC 0.95 (0.88, 1.03)
Cmin (NA)
Rifabutin Interaction not studied. Sovaldi is contraindicated with rifabutin, a potent
Rifapentine Expected: intestinal P-gp inducer (see section 4.3).
| Sofosbuvir
« (S-331007 Co-administration of Sovaldi with rifapentine is
expected to decrease the concentration of
sofosbuvir, leading to reduced therapeutic effect of
Sovaldi. Such co-administration is not
recommended.
HERBAL SUPPLEMENTS

St. John’s wort
(Hypericum perforatum)

Interaction not studied.
Expected:

| Sofosbuvir

< (GS-331007

Sovaldi is contraindicated with St. John’s wort, a
potent intestinal P-gp inducer (see section 4.3).

HCV ANITIVIRAL AGENTS: HCV PROTEASE INHIBITORS

Boceprevir (BOC)
Telaprevir (TPV)

Interaction not studied.
Expected:

1 Sofosbuvir (TPV)

<> Sofosbuvir (BOC)
< GS-331007 (TPV or
BOC)

No drug-drug interaction data exists regarding the
co-administration of Sovaldi with boceprevir or
telaprevir.

NARCOTIC ANALGESICS

Methadone®

(Methadone maintenance
therapy [30 to

130 mg/daily])

R-methadone

> Cpax 0.99 (0.85, 1.16)

— AUC 1.01 (0.85,1.21)
— Cpin 0.94 (0.77, 1.14)

S-methadone

> Cpax 0.95(0.79, 1.13)

«— AUC 0.95 (0.77, 1.17)
> Cpin 0.95(0.74, 1.22)

Sofosbuvir
{ Crax 0.95° (0.68, 1.33)
1 AUC 1.30° (1.00, 1.69)
Cmin (NA)

(GS-331007

| Cnax 0.73° (0.65, 0.83)
< AUC 1.04° (0.89, 1.22)
Cmin (NA)

No dose adjustment of sofosbuvir or methadone is
required when sofosbuvir and methadone are used
concomitantly.




Medicinal product by
therapeutic areas

Effects on drug levels.
Mean ratio (90%
confidence interval) for

Recommendation concerning co-administration
with Sovaldi

AUC9 Cmax’ Cmina’b
IMMUNOSUPPRESSANTS
Ciclosporin® Ciclosporin No dose adjustment of sofosbuvir or ciclosporin is
(600 mg single dose) > Crax 1.06 (0.94, 1.18) required when sofosbuvir and ciclosporin are used

< AUC 0.98 (0.85, 1.14)
Cmin (NA)

Sofosbuvir

T Cax 2.54 (1.87, 3.45)
1T AUC 4.53 (3.26, 6.30)
Cmin (NA)

(GS-331007

1 Conax 0.60 (0.53, 0.69)
< AUC 1.04 (0.90, 1.20)
Cmin (NA)

concomitantly.

Tacrolimus®
(5 mg single dose)

Tacrolimus

! Cinax 0.73 (0.59, 0.90)
«— AUC 1.09 (0.84, 1.40)
Cmin (NA)

Sofosbuvir
} Cmax 0.97 (0.65, 1.43)
1T AUC 1.13 (0.81, 1.57)
Cmin (NA)

(GS-331007

& Cpx 0.97 (0.83, 1.14)
< AUC 1.00 (0.87, 1.13)
Cmin (NA)

No dose adjustment of sofosbuvir or tacrolimus is
required when sofosbuvir and tacrolimus are used
concomitantly.

HIV ANTIVIRAL AGENTS:

REVERSE TRANSCRIPTASE INHIBITORS

Efavirenz'
(600 mg once daily)*

Efavirenz

> Cpax 0.95 (0.85, 1.06)

« AUC 0.96 (0.91, 1.03)
> Cpin 0.96 (0.93, 0.98)

Sofosbuvir

| Cax 0.81 (0.60, 1.10)
«— AUC 0.94 (0.76, 1.16)
Cmin (NA)

(GS-331007

| Cnax 0.77 (0.70, 0.84)
« AUC 0.84 (0.76, 0.92)
Cmin (NA)

No dose adjustment of sofosbuvir or efavirenz is
required when sofosbuvir and efavirenz are used
concomitantly.

Emtricitabine’
(200 mg once daily)

Emtricitabine

> Cpax 0.97 (0.88, 1.07)

«— AUC 0.99 (0.94, 1.05)
> Cpin 1.04 (098, 1.11)

Sofosbuvir

! Cinax 0.81 (0.60, 1.10)
« AUC 0.94 (0.76, 1.16)
Cmin (NA)

(GS-331007

| Cnax 0.77 (0.70, 0.84)
« AUC 0.84 (0.76, 0.92)
Cmin (NA)

No dose adjustment of sofosbuvir or emtricitabine
is required when sofosbuvir and emtricitabine are
used concomitantly.




Medicinal product by
therapeutic areas

Effects on drug levels.
Mean ratio (90%
confidence interval) for
AUC9 Cmax’ Cmina’b

Recommendation concerning co-administration
with Sovaldi

Tenofovir disoproxil
fumarate”
(300 mg once daily)?

Tenofovir

1 Crax 1.25 (1.08, 1.45)
— AUC 0.98 (0.91, 1.05)
> Cpin 0.99 (091, 1.07)

Sofosbuvir

| Cax 0.81 (0.60, 1.10)
«— AUC 0.94 (0.76, 1.16)
Cmin (NA)

(GS-331007

1 Conax 0.77 (0.70, 0.84)
< AUC 0.84 (0.76, 0.92)
Cmin (NA)

No dose adjustment of sofosbuvir or tenofovir
disoproxil fumarate is required when sofosbuvir and
tenofovir disoproxil fumarate are used
concomitantly.

Rilpivirine"
(25 mg once daily)

Rilpivirine

> Cpax 1.05 (097, 1.15)

< AUC 1.06 (1.02, 1.09)
> Cpin 0.99 (0.94, 1.04)

Sofosbuvir

T Cmax 1.21 (0.90, 1.62)
«— AUC 1.09 (0.94, 1.27)
Cmin (NA)

(GS-331007

& Crx 1.06 (0,99, 1.14)
< AUC 1.01 (0.97, 1.04)
Cmin (NA)

No dose adjustment of sofosbuvir or rilpivirine is
required when sofosbuvir and rilpivirine are used
concomitantly.

HIV ANTIVIRAL AGENTS:

HIV PROTEASE INHIBITORS

Darunavir boosted with
ritonavir’
(800/100 mg once daily)

Darunavir

> Cprax 0.97 (0.94, 1.01)

« AUC 0.97 (0.94, 1.00)
> Cpin 0.86 (0.78, 0.96)

Sofosbuvir
T Cmax 1.45 (1.10, 1.92)
1T AUC 1.34 (1.12, 1.59)
Cmin (NA)

GS-331007
> Conax 0.97 (0.90, 1.05)
- AUC 1.24 (1.18, 1.30)

No dose adjustment of sofosbuvir or darunavir
(ritonavir boosted) is required when sofosbuvir and
darunavir are used concomitantly.

Cmin (NA)
HIV ANTIVIRAL AGENTS: INTEGRASE INHIBITORS
Raltegravir' Raltegravir No dose adjustment of sofosbuvir or raltegravir is
(400 mg twice daily) | Cax 0.57 (0.44, 0.75) required when sofosbuvir and raltegravir are used

} AUC 0.73 (0.59, 0.91)
— Cppin 0.95 (0.81, 1.12)

Sofosbuvir

> Cpax 0.87(0.71, 1.08)
« AUC 0.95 (0.82, 1.09)
Cmin (NA)

(GS-331007

< Cpax 1.09 (0.99, 1.20)
« AUC 1.03 (0.97, 1.08)
Cmin (NA)

concomitantly.
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Medicinal product by Effects on drug levels. Recommendation concerning co-administration

therapeutic areas Mean ratio (90% with Sovaldi
confidence interval) for
AUC9 Cmax’ Cmina’b
ORAL CONTRACEPTIVES
Norgestimate/ethinyl Norgestromin No dose adjustment of norgestimate/ethinyl
estradiol > Chax 1.06 (0.93, 1.22) estradiol is required when sofosbuvir and
— AUC 1.05 (0.92, 1.20) | norgestimate/ethinyl estradiol are used
Ciin (NA) concomitantly.
Norgestrel

> Conax 1.18 (0.99, 1.41)
— AUC 1.19 (0.98, 1.44)
Cmin (NA)

Ethinyl estradiol

> Cprax 1.14 (0.96, 1.36)
— AUC 1.08 (0.93, 1.25)
Cmin (NA)

NA = not available/not applicable

a. Mean ratio (90% CI) of co-administered drug pharmacokinetics with/without sofosbuvir and mean ratio of sofosbuvir and
GS-331007 with/without co-administered drug. No effect = 1.00

b. All interaction studies conducted in healthy volunteers

c. Comparison based on historical control

d. Administered as Atripla

e. Bioequivalence boundary 80%-125%

f. Equivalence boundary 70%-143%

4.6 Fertility, pregnancy and lactation

Women of childbearing potential / contraception in males and females

When Sovaldi is used in combination with ribavirin or peginterferon alfa/ribavirin, extreme care must
be taken to avoid pregnancy in female patients and in female partners of male patients. Significant
teratogenic and/or embryocidal effects have been demonstrated in all animal species exposed to
ribavirin (see section 4.4). Women of childbearing potential or their male partners must use an
effective form of contraception during treatment and for a period of time after the treatment has
concluded as recommended in the Summary of Product Characteristics for ribavirin. Refer to the
Summary of Product Characteristics for ribavirin for additional information.

Pregnancy
There are no or limited amount of data (less than 300 pregnancy outcomes) from the use of sofosbuvir

in pregnant women.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity.
No effects on foetal development have been observed in rats and rabbits at the highest doses tested.
However, it has not been possible to fully estimate exposure margins achieved for sofosbuvir in the rat
relative to the exposure in humans at the recommended clinical dose (see section 5.3).

As a precautionary measure, it is preferable to avoid the use of Sovaldi during pregnancy.

However, if ribavirin is co-administered with sofosbuvir, the contraindications regarding use of
ribavirin during pregnancy apply (see also the Summary of Product Characteristics for ribavirin).

Breast-feeding
It is unknown whether sofosbuvir and its metabolites are excreted in human milk.

Available pharmacokinetic data in animals has shown excretion of metabolites in milk (for details see
section 5.3).
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A risk to newborns/infants cannot be excluded. Therefore, Sovaldi should not be used during
breast-feeding.

Fertility
No human data on the effect of Sovaldi on fertility are available. Animal studies do not indicate
harmful effects on fertility.

4.7 Effects on ability to drive and use machines

Sovaldi has moderate influence on the ability to drive and use machines. Patients should be informed
that fatigue and disturbance in attention, dizziness and blurred vision have been reported during
treatment with sofosbuvir in combination with peginterferon alfa and ribavirin (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile
During treatment with sofosbuvir in combination with ribavirin or with peginterferon alfa and

ribavirin, the most frequently reported adverse drug reactions were consistent with the expected safety
profile of ribavirin and peginterferon alfa treatment, without increasing the frequency or severity of
the expected adverse drug reactions.

Assessment of adverse reactions is based on pooled data from five Phase 3 clinical studies (both
controlled and uncontrolled).

The proportion of subjects who permanently discontinued treatment due to adverse reactions was 1.4%
for subjects receiving placebo, 0.5% for subjects receiving sofosbuvir + ribavirin for 12 weeks, 0% for
subjects receiving sofosbuvir + ribavirin for 16 weeks, 11.1% for subjects receiving peginterferon alfa
+ ribavirin for 24 weeks and 2.4% for subjects receiving sofosbuvir + peginterferon alfa + ribavirin for
12 weeks.

Tabulated summary of adverse reactions

Sovaldi has mainly been studied in combination with ribavirin, with or without peginterferon alfa. In

this context, no adverse drug reactions specific to sofosbuvir have been identified. The most common
adverse drug reactions occurring in subjects receiving sofosbuvir and ribavirin or sofosbuvir, ribavirin
and peginterferon alfa were fatigue, headache, nausea and insomnia.

The following adverse drug reactions have been identified with sofosbuvir in combination with
ribavirin or in combination with peginterferon alfa and ribavirin (Table 4). The adverse reactions are
listed below by body system organ class and frequency. Frequencies are defined as follows: very
common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (=1/10,000 to
<1/1,000) or very rare (<1/10,000).
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Table 4: Adverse drug reactions identified with sofosbuvir in combination with ribavirin or

peginterferon alfa and ribavirin

Frequency | SOF* + RBV" | SOF + PEG® + RBV
Infections and infestations:
Common | nasopharyngitis |

Blood and lymphatic system disorders:

Very common haemoglobin decreased

anaemia, neutropenia, lymphocyte count
decreased, platelet count decreased

Common anaemia

Metabolism and nutrition disorders:

Very common

decreased appetite

Common

weight decreased

Psychiatric disorders:

Very common insomnia

insomnia

Common depression

depression, anxiety, agitation

Nervous system disorders:

Very common headache

dizziness, headache

Common disturbance in attention

migraine, memory impairment,
disturbance in attention

Eye disorders:

Common |

vision blurred

Respiratory, thoracic and mediastinal disorders:

Very common

dyspnoea, cough

Common dyspnoea, dyspnoea exertional, cough

dyspnoea exertional

Gastrointestinal disorders:

Very common nausea diarrhoea, nausea, vomiting
Common abdominal discomfort, constipation, constipation, dry mouth, gastroesophageal
dyspepsia reflux

Hepatobiliary disorders:

Very common | blood bilirubin increased

blood bilirubin increased

Skin and subcutaneous tissue disorders:

Very common

rash, pruritus

Common alopecia, dry skin, pruritus

alopecia, dry skin

Musculoskeletal and connective tissue disorders:

Very common

arthralgia, myalgia

arthralgia, back pain, muscle spasms,

Common :
myalgia

back pain, muscle spasms

General disorders and administration site conditions:

Very common fatigue, irritability

chills, fatigue, influenza-like illness,
irritability, pain, pyrexia

Common pyrexia, asthenia

chest pain, asthenia

a. SOF = sofosbuvir; b. RBV = ribavirin; c. PEG = peginterferon alfa.

Other special population(s)
HIV/HCV co-infection

The safety profile of sofosbuvir and ribavirin in HCV/HIV co-infected subjects was similar to that
observed in mono-infected HCV subjects treated with sofosbuvir and ribavirin in Phase 3 clinical

studies (see section 5.1).

Patients awaiting liver transplantation

The safety profile of sofosbuvir and ribavirin in HCV infected subjects prior to liver transplantation

was similar to that observed in subjects treated with sofosbuvir and ribavirin in Phase 3 clinical studies

(see section 5.1).

Liver transplant recipients

The safety profile of sofosbuvir and ribavirin in liver transplant recipients with chronic hepatitis C was
similar to that observed in subjects treated with sofosbuvir and ribavirin in Phase 3 clinical studies (see

section 5.1). In study 0126, decreases in haemoglobin during treatment were very common with
32.5% (13/40 subjects) experiencing a decline in haemoglobin to <10 g/dL, 1 of whom also had a
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decline to <8.5 g/dL. Eight subjects (20%) received epoetin and/or a blood product. In 5 subjects
(12.5%), study drugs were discontinued, modified or interrupted due to adverse events.

Description of selected adverse reactions

Cardiac arrhythmias

Cases of severe bradycardia and heart block have been observed when Sovaldi is used in combination
with Daklinza and concomitant amiodarone and/or other drugs that lower heart rate (see sections 4.4
and 4.5).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

The highest documented dose of sofosbuvir was a single supratherapeutic dose of sofosbuvir 1,200 mg
administered to 59 healthy subjects. In that study, there were no untoward effects observed at this
dose level, and adverse reactions were similar in frequency and severity to those reported in the
placebo and sofosbuvir 400 mg treatment groups. The effects of higher doses are unknown.

No specific antidote is available for overdose with Sovaldi. If overdose occurs the patient must be
monitored for evidence of toxicity. Treatment of overdose with Sovaldi consists of general supportive
measures including monitoring of vital signs as well as observation of the clinical status of the patient.
Haemodialysis can efficiently remove (53% extraction ratio) the predominant circulating metabolite
GS-331007. A 4-hour haemodialysis session removed 18% of the administered dose.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Direct-acting antiviral; ATC code: JOSAX15

Mechanism of action

Sofosbuvir is a pan-genotypic inhibitor of the HCV NS5B RNA-dependent RNA polymerase, which is
essential for viral replication. Sofosbuvir is a nucleotide prodrug that undergoes intracellular
metabolism to form the pharmacologically active uridine analog triphosphate (GS-461203), which can
be incorporated into HCV RNA by the NS5B polymerase and acts as a chain terminator. In a
biochemical assay, GS-461203 inhibited the polymerase activity of the recombinant NS5B from HCV
genotype 1b, 2a, 3a and 4a with a 50% inhibitory concentration (ICsy) value ranging from 0.7 to

2.6 uM. GS-461203 (the active metabolite of sofosbuvir) is not an inhibitor of human DNA and

RNA polymerases nor an inhibitor of mitochondrial RNA polymerase.

Antiviral activity

In HCV replicon assays, the effective concentration (ECs,) values of sofosbuvir against full-length
replicons from genotype 1a, 1b, 2a, 3a and 4a were 0.04, 0.11, 0.05, 0.05 and 0.04 uM, respectively,
and ECs, values of sofosbuvir against chimeric 1b replicons encoding NS5B from genotype 2b, 5a or
6a were 0.014 to 0.015 uM. The mean + SD ECs, of sofosbuvir against chimeric replicons encoding
NS5B sequences from clinical isolates was 0.068 = 0.024 pM for genotype la (n = 67),

0.11 £ 0.029 uM for genotype 1b (n=29), 0.035 £ 0.018 uM for genotype 2 (n = 15) and

0.085 £ 0.034 uM for genotype 3a (n = 106). In these assays, the in vitro antiviral activity of
sofosbuvir against the less common genotypes 4, 5 and 6 was similar to that observed for genotypes 1,
2 and 3.

The presence of 40% human serum had no effect on the anti-HCV activity of sofosbuvir.
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Resistance

In cell culture

HCYV replicons with reduced susceptibility to sofosbuvir have been selected in cell culture for multiple
genotypes including 1b, 2a, 2b, 3a, 4a, 5a and 6a. Reduced susceptibility to sofosbuvir was associated
with the primary NS5B substitution S282T in all replicon genotypes examined. Site-directed
mutagenesis of the S282T substitution in replicons of 8 genotypes conferred 2- to 18-fold reduced
susceptibility to sofosbuvir and reduced the replication viral capacity by 89% to 99% compared to the
corresponding wild-type. In biochemical assays, recombinant NS5B polymerase from genotypes 1b,
2a, 3a and 4a expressing the S282T substitution showed reduced susceptibility to GS-461203
compared to respective wild-types.

In clinical studies

In a pooled analysis of 991 subjects who received sofosbuvir in Phase 3 studies, 226 subjects qualified
for resistance analysis due to virologic failure or early study drug discontinuation and having

HCV RNA >1,000 IU/mL. Post-baseline NS5B sequences were available for 225 of the 226 subjects,
with deep sequencing data (assay cutoff of 1%) from 221 of these subjects. The sofosbuvir-associated
resistance substitution S282T was not detected in any of these subjects by deep sequencing or
population sequencing. The S282T substitution in NS5B was detected in a single subject receiving
Sovaldi monotherapy in a Phase 2 study. This subject harboured <1% HCV S282T at baseline and
developed S282T (>99%) at 4 weeks post-treatment which resulted in a 13.5-fold change in sofosbuvir
ECs, and reduced viral replication capacity. The S282T substitution reverted to wild-type over the
next 8 weeks and was no longer detectable by deep sequencing at 12 weeks post-treatment.

Two NS5B substitutions, L159F and V321A, were detected in post-treatment relapse samples from
multiple genotype 3 HCV infected subjects in the Phase 3 clinical studies. No shift in the phenotypic
susceptibility to sofosbuvir or ribavirin of subject isolates with these substitutions was detected. In
addition, S282R and L320F substitutions were detected on treatment by deep sequencing in a
pre-transplant subject with a partial treatment response. The clinical significance of these findings is
unknown.

Effect of baseline HCV polymorphisms on treatment outcome

Baseline NS5B sequences were obtained for 1,292 subjects from Phase 3 studies by population
sequencing and the S282T substitution was not detected in any subject with available baseline
sequence. In an analysis evaluating the effect of baseline polymorphisms on treatment outcome, no
statistically significant association was observed between the presence of any HCV NS5B variant at
baseline and treatment outcome.

Cross-resistance

HCYV replicons expressing the sofosbuvir-associated resistance substitution S282T were fully
susceptible to other classes of anti-HCV agents. Sofosbuvir retained activity against the

NSS5B substitutions L159F and L320F associated with resistance to other nucleoside inhibitors.
Sofosbuvir was fully active against substitutions associated with resistance to other direct-acting
antivirals with different mechanisms of actions, such as NS5B non-nucleoside inhibitors, NS3 protease
inhibitors and NS5A inhibitors.

Clinical efficacy and safety

The efficacy of sofosbuvir was evaluated in five Phase 3 studies in a total of 1,568 subjects with
genotypes 1 to 6 chronic hepatitis C. One study was conducted in treatment-naive subjects with
genotype 1, 4, 5 or 6 chronic hepatitis C in combination with peginterferon alfa 2a and ribavirin and
the other four studies were conducted in subjects with genotype 2 or 3 chronic hepatitis C in
combination with ribavirin including one in treatment-naive subjects, one in interferon intolerant,
ineligible or unwilling subjects, one in subjects previously treated with an interferon-based regimen,
and one in all subjects irrespective of prior treatment history or ability to receive treatment with
interferon. Subjects in these studies had compensated liver disease including cirrhosis. Sofosbuvir
was administered at a dose of 400 mg once daily. The ribavirin dose was weight-based at
1,000-1,200 mg daily administered in two divided doses, and the peginterferon alfa 2a dose, where
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applicable, was 180 ug per week. Treatment duration was fixed in each study and was not guided by
subjects” HCV RNA levels (no response guided algorithm).

Plasma HCV RNA values were measured during the clinical studies using the COBAS TaqgMan

HCYV test (version 2.0), for use with the High Pure System. The assay had a lower limit of
quantification (LLOQ) of 25 IU/mL. Sustained virologic response (SVR) was the primary endpoint to
determine the HCV cure rate for all studies which was defined as HCV RNA less than LLOQ at

12 weeks after the end of treatment (SVR12).

Clinical studies in subjects with genotype 1, 4, 5 and 6 chronic hepatitis C

Treatment-naive subjects - NEUTRINO (study 110)

NEUTRINO was an open-label, single-arm study that evaluated 12 weeks of treatment with sofosbuvir
in combination with peginterferon alfa 2a and ribavirin in treatment-naive subjects with genotype 1, 4,
5 or 6 HCV infection.

Treated subjects (n = 327) had a median age of 54 years (range: 19 to 70); 64% of the subjects were
male; 79% were White; 17% were Black; 14% were Hispanic or Latino; mean body mass index was
29 kg/m” (range: 18 to 56 kg/m®); 78% had baseline HCV RNA greater than 6 log;o IU/mL; 17% had
cirrhosis; 89% had HCV genotype 1 and 11% had HCV genotype 4, 5 or 6. Table 5 presents the
response rates for the treatment group of sofosbuvir + peginterferon alfa + ribavirin.

Table 5: Response rates in study NEUTRINO

SOF+PEG+RBV
12 weeks
(n=327)
Overall SVR12 91% (296/327)
Outcome for subjects without
SVR12
On-treatment virologic failure 0/327
Relapse” 9% (28/326)
Other” 1% (3/327)

a. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment assessment.
b. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to follow-up).

Response rates for selected subgroups are presented in Table 6.

Table 6: SVR12 rates for selected subgroups in NEUTRINO

SOF+PEG+RBV
12 weeks
(n=327)
Genotype
Genotype 1 90% (262/292)
Genotype 4, 5 or 6 97% (34/35)
Cirrhosis
No 93% (253/273)
Yes 80% (43/54)
Race
Black 87% (47/54)
Non-Black 91% (249/273)

SVR12 rates were similarly high in subjects with baseline IL28B C/C allele [94/95 (99%)] and
non-C/C (C/T or T/T) allele [202/232 (87%)].

27/28 patients with genotype 4 HCV achieved SVR12. A single subject with genotype 5 and all
6 subjects with genotype 6 HCV infection in this study achieved SVR12.
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Clinical studies in subjects with genotype 2 and 3 chronic hepatitis C

Treatment-naive adults - FISSION (study 1231)

FISSION was a randomised, open-label, active-controlled study that evaluated 12 weeks of treatment
with sofosbuvir and ribavirin compared to 24 weeks of treatment with peginterferon alfa 2a and
ribavirin in treatment-naive subjects with genotype 2 or 3 HCV infection. The ribavirin doses used in
the sofosbuvir + ribavirin and peginterferon alfa 2a + ribavirin arms were weight-based

1,000-1,200 mg/day and 800 mg/day regardless of weight, respectively. Subjects were randomised in
a 1:1 ratio and stratified by cirrhosis (presence versus absence), HCV genotype (2 versus 3) and
baseline HCV RNA level (<6 log;, [U/mL versus >6 log;, IU/mL). Subjects with genotype 2 or 3
HCV were enrolled in an approximately 1:3 ratio.

Treated subjects (n = 499) had a median age of 50 years (range: 19 to 77); 66% of the subjects were
male; 87% were White; 3% were Black; 14% were Hispanic or Latino; mean body mass index was
28 kg/m” (range: 17 to 52 kg/m?); 57% had baseline HCV RNA levels greater than 6 log;, [U/mL;
20% had cirrhosis; 72% had HCV genotype 3. Table 7 presents the response rates for the treatment
groups of sofosbuvir + ribavirin and peginterferon alfa + ribavirin.

Table 7: Response rates in study FISSION

SOF+RBV PEG+RBV
12 weeks 24 weeks
(n = 256)" (n =243)
Overall SVR12 67% (171/256) 67% (162/243)
Genotype 2 95% (69/73) 78% (52/67)
Genotype 3 56% (102/183) 63% (110/176)
Outcome for subjects without
SVR12
On-treatment virologic failure < 1% (1/256) 7% (18/243)
Relapse” 30% (76/252) 21% (46/217)
Other® 3% (8/256) 7% (17/243)

a. The efficacy analysis includes 3 subjects with recombinant genotype 2/1 HCV infection.
b. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment assessment.
c. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to follow-up).

The difference in the overall SVR12 rates between sofosbuvir + ribavirin and peginterferon alfa +
ribavirin treatment groups was 0.3% (95% confidence interval: -7.5% to 8.0%) and the study met the
predefined non-inferiority criterion.

Response rates for subjects with cirrhosis at baseline are presented in Table 8 by HCV genotype.

Table 8: SVR12 rates by cirrhosis and genotype in study FISSION

Genotype 2 Genotype 3
SOF+RBV PEG+RBV SOF+RBV PEG+RBV
12 weeks 24 weeks 12 weeks 24 weeks
(n=73)" (n=67) (n =183) (n =176)
Cirrhosis
No 97% (59/61) 81% (44/54) 61% (89/145) 71% (99/139)
Yes 83% (10/12) 62% (8/13) 34% (13/38) 30% (11/37)

a. The efficacy analysis includes 3 subjects with recombinant genotype 2/1 HCV infection.

Interferon intolerant, ineligible or unwilling adults - POSITRON (study 107)
POSITRON was a randomised, double-blinded, placebo-controlled study that evaluated 12 weeks of
treatment with sofosbuvir and ribavirin (n = 207) compared to placebo (n = 71) in subjects who are

interferon intolerant, ineligible or unwilling. Subjects were randomised in 3:1 ratio and stratified by
cirrhosis (presence versus absence).

Treated subjects (n = 278) had a median age of 54 years (range: 21 to 75); 54% of the subjects were
male; 91% were White; 5% were Black; 11% were Hispanic or Latino; mean body mass index was
28 kg/m” (range: 18 to 53 kg/m®); 70% had baseline HCV RNA levels greater than 6 log;, [U/mL;
16% had cirrhosis; 49% had HCV genotype 3. The proportions of subjects who were interferon
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intolerant, ineligible, or unwilling were 9%, 44%, and 47%, respectively. Most subjects had no prior
HCYV treatment (81.3%). Table 9 presents the response rates for the treatment groups of sofosbuvir +
ribavirin and placebo.

Table 9: Response rates in study POSITRON

SOF+RBV Placebo
12 weeks 12 weeks
(n=207) (n=71)
Overall SVR12 78% (161/207) 0/71
Genotype 2 93% (101/109) 0/34
Genotype 3 61% (60/98) 0/37
Outcome for subjects without
SVR12
On-treatment virologic failure 0/207 97% (69/71)
Relapse® 20% (42/205) 0/0
Other” 2% (4/207) 3% (2/71)

a. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment assessment.
b. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to follow-up).

The SVR12 rate in the sofosbuvir + ribavirin treatment group was statistically significant when
compared to placebo (p <0.001).

Table 10 presents the subgroup analysis by genotype for cirrhosis and interferon classification.

Table 10: SVR12 rates for selected subgroups by genotype in POSITRON

SOF+RBV
12 weeks
Genotype 2 Genotype 3
(n=109) (n =98)
Cirrhosis
No 92% (85/92) 68% (57/84)
Yes 94% (16/17) 21% (3/14)
Interferon classification
Ineligible 88% (36/41) 70% (33/47)
Intolerant 100% (9/9) 50% (4/8)
Unwilling 95% (56/59) 53% (23/43)

Previously treated adults - FUSION (study 108)

FUSION was a randomised, double-blinded study that evaluated 12 or 16 weeks of treatment with
sofosbuvir and ribavirin in subjects who did not achieve SVR with prior interferon-based treatment
(relapsers and nonresponders). Subjects were randomised in a 1:1 ratio and stratified by cirrhosis
(presence versus absence) and HCV genotype (2 versus 3).

Treated subjects (n = 201) had a median age of 56 years (range: 24 to 70); 70% of the subjects were
male; 87% were White; 3% were Black; 9% were Hispanic or Latino; mean body mass index was
29 kg/m” (range: 19 to 44 kg/m?); 73% had baseline HCV RNA levels greater than 6 log;, [U/mL;
34% had cirrhosis; 63% had HCV genotype 3; 75% were prior relapsers. Table 11 presents the
response rates for the treatment groups of sofosbuvir + ribavirin for 12 weeks and 16 weeks.
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Table 11: Response rates in study FUSION

SOF+RBY SOF+RBV
12 weeks 16 weeks
(n=103)" (n =98)"
Overall SVR12 50% (51/103) 71% (70/98)
Genotype 2 82% (32/39) 89% (31/35)
Genotype 3 30% (19/64) 62% (39/63)
Outcome for subjects without SVR12
On-treatment virologic failure 0/103 0/98
Relapse” 48% (49/103) 29% (28/98)
Other® 3% (3/103) 0/98

a. The efficacy analysis includes 6 subjects with recombinant genotype 2/1 HCV infection.

b. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment assessment.
c. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to follow-up).

Table 12 presents the subgroup analysis by genotype for cirrhosis and response to prior

HCV treatment.

Table 12: SVR12 rates for selected subgroups by genotype in study FUSION

Genotype 2 Genotype 3
SOF+RBV SOF+RBV SOF+RBV SOF+RBV
12 weeks 16 weeks 12 weeks 16 weeks
(n=39) (n=35) (n = 64) (n=63)
Cirrhosis
No 90% (26/29) 92% (24/26) 37% (14/38) 63% (25/40)
Yes 60% (6/10) 78% (7/9) 19% (5/26) 61% (14/23)
Response to prior
HCV treatment
Relapser 86% (25/29) 89% (24/27) 31% (15/49) 65% (30/46)
Nonresponder | 70% (7/10) 88% (7/8) 27% (4/15) 53% (9/17)

Treatment-naive and previously treated adults - VALENCE (study 133)
VALENCE was a Phase 3 study that evaluated sofosbuvir in combination with weight-based ribavirin
for the treatment of genotype 2 or 3 HCV infection in treatment-naive subjects or subjects who did not
achieve SVR with prior interferon-based treatment, including subjects with compensated cirrhosis.
The study was designed as a direct comparison of sofosbuvir and ribavirin versus placebo for

12 weeks. However, based on emerging data, the study was unblinded and all HCV genotype 2
subjects continued to receive sofosbuvir and ribavirin for 12 weeks, whilst treatment for

HCYV genotype 3 subjects was extended to 24 weeks. Eleven HCV genotype 3 subjects had already
completed treatment with sofosbuvir and ribavirin for 12 weeks at the time of the amendment.

Treated subjects (n = 419) had a median age of 51 years (range: 19 to 74); 60% of the subjects were
male; median body mass index was 25 kg/m” (range: 17 to 44 kg/m’); the mean baseline HCV RNA
level was 6.4 log;o IU/mL; 21% had cirrhosis; 78% had HCV genotype 3; 65% were prior relapsers.
Table 13 presents the response rates for the treatment groups of sofosbuvir + ribavirin for 12 weeks

and 24 weeks.

Placebo recipients are not included in the tables since none achieved SVR12.
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Table 13: Response rates in study VALENCE

Genotype 2 Genotype 3 Genotype 3
SOF+RBYV 12 weeks SOF+RBYV 12 weeks SOF+RBYV 24 weeks
(n=73) (n=11) (n =250)
Overall SVR12 93% (68/73) 27% (3/11) 84% (210/250)
Outcome for subjects
without SVR12
On-treatment virologic | 0% (0/73) 0% (0/11) 0.4% (1/250)
failure
Relapse® 7% (5/73) 55% (6/11) 14% (34/249)
Other” 0% (0/73) 18% (2/11) 2% (5/250)

a. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment assessment.
b. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to follow-up).

Table 14 presents the subgroup analysis by genotype for cirrhosis and exposure to prior
HCV treatment.

Table 14: SVR12 rates for selected subgroups by genotype in study VALENCE

Genotype 2 Genotype 3
SOF+RBYV 12 weeks SOF+RBYV 24 weeks
(n=73) (n =250)
Treatment-naive 97% (31/32) 93% (98/105)
Non-cirrhotic 97% (29/30) 93% (86/92)
Cirrhotic 100% (2/2) 92% (12/13)
Treatment-experienced 90% (37/41) 77% (112/145)
Non-cirrhotic 91% (30/33) 85% (85/100)
Cirrhotic 88% (7/8) 60% (27/45)

SVR12 to SVR24 concordance

The concordance between SVR12 and SVR24 (SVR 24 weeks after the end of the treatment)
following treatment with sofosbuvir in combination with ribavirin or ribavirin and pegylated interferon
demonstrates a positive predictive value of 99% and a negative predictive value of 99%.

Clinical efficacy and safety in special populations

HCV/HIV co-infected patients - PHOTON-1 (study 123)

Sofosbuvir was studied in an open-label clinical study evaluating the safety and efficacy of 12 or

24 weeks of treatment with sofosbuvir and ribavirin in subjects with genotype 1, 2 or 3 chronic
hepatitis C co-infected with HIV-1. Genotype 2 and 3 subjects were either treatment-naive or
experienced, whereas genotype 1 subjects were naive to prior treatment. Treatment duration was

12 weeks in treatment-naive subjects with genotype 2 or 3 HCV infection, and 24 weeks in
treatment-experienced subjects with genotype 3 HCV infection, as well as subjects with genotype 1
HCYV infection. Subjects received 400 mg sofosbuvir and weight-based ribavirin (1,000 mg for
subjects weighing <75 kg or 1,200 mg for subjects weighing >75 kg). Subjects were either not on
antiretroviral therapy with a CD4+ cell count >500 cells/mm’ or had virologically suppressed HIV-1
with a CD4+ cell count >200 cells/mm’. 95% of patients received antiretroviral therapy at the time of
enrolment. Preliminary SVR12 data are available for 210 subjects.

Table 15 presents the response rates by genotype and exposure to prior HCV treatment.
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Table 15: Response rates in study PHOTON-1

Genotype 2/3 Genotype 2/3 Genotype 1
treatment-naive treatment-experienced | treatment-naive
SOF+RBV SOF+RBV SOF+RBV
12 weeks 24 weeks 24 weeks
(n =68) (n=28) (n=114)
Overall SVR12 75% (51/68) 93% (26/28) 76% (87/114)
Outcome for subjects
without SVR12
Siﬁotlf)e;i“lfﬁtum 1% (1/68) 0/28 1% (1/114)
Relapse” 18% (12/67) 7% (2/28) 22% (25/113)
Other” 6% (4/68) 0/28 1% (1/114)

a. The denominator for relapse is the number of subjects with HCV RNA <LLOQ at their last on-treatment assessment.
b. Other includes subjects who did not achieve SVR12 and did not meet virologic failure criteria (e.g., lost to follow-up).

Table 16 presents the subgroup analysis by genotype for cirrhosis.

Table 16: SVR12 rates for selected subgroups by genotype in study PHOTON-1

HCYV genotype 2 HCYV genotype 3
SOF+RBV SOF+RBV SOF+RBV SOF+RBV
12 weeks 24 weeks 12 weeks 24 weeks
TN (n = 26) TE (n = 15) TN (n = 42) TE (n =13)
Overall 88% (23/26) 93% (14/15) 67% (28/42) 92% (12/13)
No cirrhosis 88% (22/25) 92% (12/13) 67% (24/36) 100% (8/8)
Cirrhosis 100% (1/1) 100% (2/2) 67% (4/6) 80% (4/5)

TN = treatment-naive; TE = treatment-experienced.

Patients awaiting liver transplantation - Study 2025

Sofosbuvir was studied in HCV infected subjects prior to undergoing liver transplantation in an
open-label clinical study evaluating the safety and efficacy of sofosbuvir and ribavirin administered
pre-transplant to prevent post-transplant HCV reinfection. The primary endpoint of the study was
post-transplant virologic response (pTVR, HCV RNA <LLOQ at 12 weeks post-transplant).

HCYV infected subjects, regardless of genotype, with hepatocellular carcinoma (HCC) meeting the
MILAN criteria received 400 mg sofosbuvir and 1,000-1,200 mg ribavirin daily for a maximum of

24 weeks, subsequently amended to 48 weeks, or until the time of liver transplantation, whichever
occurred first. An interim analysis was conducted on 61 subjects who received sofosbuvir and
ribavirin; the majority of subjects had HCV genotype 1, 44 subjects were CPT class A and 17 subjects
were CPT class B. Of these 61 subjects, 44 subjects underwent liver transplantation following up to
48 weeks of treatment with sofosbuvir and ribavirin; 41 had HCV RNA <LLOQ at the time of
transplantation. The virologic response rates of the 41 subjects transplanted with HCV RNA <LLOQ
is described in Table 17. Duration of viral suppression prior to transplantation was the most predictive
factor for pTVR in those who were HCV RNA <LLOQ at the time of transplantation.

Table 17: Virologic response post-transplant in subjects with HCV RNA <LLOQ at the time of liver
transplantation

Week 12

post-transplant

(pPTVR)"
Virologic response in o
evaluable subjects” 23/37 (62%)

a. Evaluable subjects are defined as those who have reached the specified time point at the time of the interim analysis.
b. pTVR: post-transplant virologic response (HCV RNA <LLOQ at 12 weeks post-procedure).

In patients that discontinued therapy at 24 weeks, according to protocol, the relapse rate was 11/15.
Liver transplant recipients - Study 0126

Sofosbuvir was studied in an open-label clinical study evaluating the safety and efficacy of 24 weeks
of treatment with sofosbuvir and ribavirin in liver transplant recipients with chronic hepatitis C.

Eligible subjects were >18 years old and had undergone liver transplantation 6 to 150 months prior to
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screening. Subjects had HCV RNA >10* IU/mL at screening and documented evidence of chronic
HCYV infection pre-transplantation. The starting dose of ribavirin was 400 mg given in a divided daily
dose. If subjects maintained haemoglobin levels >12 g/dL, ribavirin dose was increased at weeks 2, 4,
and up to every 4 weeks until the appropriate weight-based dose was reached (1,000 mg daily in
subjects <75 kg, 1,200 mg daily in subjects >75 kg). The median ribavirin dose was 600 mg-800 mg
daily at weeks 4-24.

Forty subjects (33 with HCV genotype 1 infection, 6 with HCV genotype 3 infection, and 1 with HCV
genotype 4 infection) were enrolled, 35 of whom had previously failed interferon-based treatment, and
16 of whom had cirrhosis. 28 out of 40 (70%) subjects achieved SVR12: 22/33 (73%) with HCV
genotype 1 infection, 6/6 (100%) with HCV genotype 3 infection, and 0/1 (0%) with HCV genotype 4
infection. All subjects who achieved SVR12 achieved SVR24 and SVR48.

Overview of outcomes by therapeutic regimen and treatment duration, a comparison across studies

The following tables (Table 18 to Table 21) present data from Phase 2 and Phase 3 studies relevant to

the dosing to help clinicians determine the best regimen for individual patients.

Table 18: Outcomes by therapeutic regimen and treatment duration, a comparison across studies in

genotype 1 HCV infection

Patient population Regimen/Duration Subgroup SVR12 rate % (n/N)
(Study number/name)
Overall 90% (262/292)
Treatment-naive® Genotype la 92% (206/225)
(NEUTRINO) SOF+PEG+RBV 12 weeks Genotype 1b 83% (55/66)
No cirrhosis 93% (253/273)
Cirrhosis 80% (43/54)
Overall 76% (87/114)
Treatment-naive and Genotype la 82% (74/90)
co-infected with HIV SOF+RBV 24 weeks Genotype lb 54% (13/24)
(PHOTON-1) No cirrhosis 77% (84/109)
Cirrhosis 60% (3/5)
Overall’ 65% (104/159)
Treatment-naive Genotype 1a° 69% (84/121)
(QUANTUM? and 11-1-0258") SOF+RBV 24 weeks Genotype 1b° 53% (20/38)
No cirrhosis’ 68% (100/148)
Cirrhosis’ 36% (4/11)

n = number of subjects with SVR12 response; N = total number of subjects per group.
a. For previously treated patients with genotype 1 HCV infection, no data exists with the combination of sofosbuvir,
peginterferon alfa and ribavirin. Consideration should be given to treating these patients, and potentially extending the
duration of therapy with sofosbuvir, peginterferon alfa and ribavirin beyond 12 weeks and up to 24 weeks; especially for
those subgroups who have one or more factors historically associated with lower response rates to interferon-based therapies
(prior null response to peginterferon alfa and ribavirin therapy, advanced fibrosis/cirrhosis, high baseline viral concentrations,

black race, IL28B non CC genotype).

b. These are exploratory or Phase 2 studies. The outcomes should be interpreted with caution, as subject numbers are small
and SVR rates may be impacted by the selection of patients.

¢. Summary data from both studies.
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Table 19: Outcomes by therapeutic regimen and treatment duration, a comparison across studies in

genotype 2 HCV infection

Patient population Regimen/Duration Subgroup SVR12 rate % (n/N)
(Study number/name)
Treatment-naive Overgll - 95% (69/73)
(FISSION) SOF+RBYV 12 weeks No cirrhosis 97% (59/61)
Cirrhosis 83% (10/12)
Interferon intolerant, ineligible Overall 93% (101/109)
or unwilling SOF+RBV 12 weeks No cirrhosis 92% (85/92)
(POSITRON) Cirrhosis 94% (16/17)
Treatment-experienced Overgll - 82% (32/39)
(FUSION) SOF+RBYV 12 weeks No cirrhosis 90% (26/29)
Cirrhosis 60% (6/10)
Treatment-naive Overall 97% (31/32)
(VALENCE) SOF+RBYV 12 weeks No cirrhosis 97% (29/30)
Cirrhosis 100% (2/2)
Treatment-experienced Overgll - 90% (37/41)
(VALENCE) SOF+RBYV 12 weeks No cirrhosis 91% (30/33)
Cirrhosis 88% (7/8)
Treatment-experienced Overgll - 89% (31/35)
(FUSION) SOF+RBYV 16 weeks No cirrhosis 92% (24/26)
Cirrhosis 78% (7/9)
Treatment-naive Overall 88% (23/26)
co-infected with HIV SOF+RBYV 12 weeks No cirrhosis 88% (22/25)
(PHOTON-1) Cirrhosis 100% (1/1)
Treatment-experienced Overall® 93% (14/15)
co-infected with HIV SOF+RBYV 24 weeks No cirrhosis® 92% (12/13)
(PHOTON-1) Cirrhosis” 100% (2/2)
(Tgiag‘éﬁ‘;;ggbv S L PROT o) | SOF#PEGRBY 12 weeks | Overall 96% (25/26)
Treatment-experienced Overgll - 96% (22/23)
(LONESTAR-2") SOF+PEG+RBYV 12 weeks No cirrhosis 100% (9/9)
Cirrhosis 93% (13/14)

n = number of subjects with SVR12 response; N = total number of subjects per group.

a. These data are preliminary.

b. These are exploratory or Phase 2 studies. The outcomes should be interpreted with caution, as subject numbers are small
and SVR rates may be impacted by the selection of patients. In the ELECTRON study (N = 11), the duration of

peginterferon alfa ranged from 4-12 weeks in combination with sofosbuvir + ribavirin.
c. All patients were non-cirrhotic in these two studies.
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Table 20: Outcomes by therapeutic regimen and treatment duration, a comparison across studies in

genotype 3 HCV infection

Patient population Regimen/Duration Subgroup SVR12 rate % (n/N)
(Study number/name)
Treatment-naive Overgll - 36% (102/183)
(FISSION) SOF+RBYV 12 weeks Np mrrhosw 61% (89/145)
Cirrhosis 34% (13/38)
Interferon intolerant, ineligible Overall 61% (60/98)
or unwilling SOF+RBV 12 weeks No cirrhosis 68% (57/84)
(POSITRON) Cirrhosis 21% (3/14)
Treatment-experienced Overgll - 30% (19/64)
(FUSION) SOF+RBV 12 weeks No cirrhosis 37% (14/38)
Cirrhosis 19% (5/26)
Treatment-experienced Overgll - 62% (39/63)
(FUSION) SOF+RBV 16 weeks No cirrhosis 63% (25/40)
Cirrhosis 61% (14/23)
T . Overall 93% (98/105)
(\r,i‘gg‘;‘;tc'g‘lve SOF+RBV 24 weeks No cirrhosis 94% (36/92)
Cirrhosis 92% (12/13)
Treatment-experienced Overall 7% (112/143)
(VALENCE) SOF+RBYV 24 weeks No cirrhosis 85% (85/100)
Cirrhosis 60% (27/45)
Treatment-naive Overall 67% (28/42)
co-infected with HIV SOF+RBYV 12 weeks No cirrhosis 67% (24/36)
(PHOTON-1) Cirrhosis 67% (4/6)
Treatment-experienced Overall® 92% (12/13)
co-infected with HIV SOF+RBYV 24 weeks No cirrhosis” 100% (8/8)
(PHOTON-1) Cirrhosis” 80% (4/5)
(Tgiag‘éﬁ‘;;ggbv S L PROT ON'y | SOFTPEGHRBV 12 weeks | Overall 97% (38/39)
Treatment-experienced Overgll - 83% (2024)
(LONESTAR-2") SOF+PEG+RBV 12 weeks No cirrhosis 83% (10/12)
Cirrhosis 83% (10/12)

n = number of subjects with SVR12 response; N = total number of subjects per group.

a. These data are preliminary.

b. These are exploratory or Phase 2 studies. The outcomes should be interpreted with caution, as subject numbers are small
and SVR rates may be impacted by the selection of patients. In the ELECTRON study (N = 11), the duration of

peginterferon alfa ranged from 4-12 weeks in combination with sofosbuvir + ribavirin.
c. All patients were non-cirrhotic in these two studies.

Table 21: Outcomes by therapeutic regimen and treatment duration, a comparison across studies in
_genotype 4, S and 6 HCV infection

Patient population Regimen/Duration Subgroup SVR12 rate % (n/N)

(Study number/name)

Treatment-naive Overall 97% (34/35)

(NEUTRINO) SOF+PEG+RBYV 12 weeks No cirrhosis 100% (33/33)
Cirrhosis 50% (1/2)

n = number of subjects with SVR12 response; N = total number of subjects per group.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
sofosbuvir in one or more subsets of the paediatric populations in the treatment of chronic hepatitis C
(see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Sofosbuvir is a nucleotide prodrug that is extensively metabolised. The active metabolite is formed in
hepatocytes and not observed in plasma. The predominant (>90%) metabolite, GS-331007, is
inactive. It is formed through sequential and parallel pathways to the formation of active metabolite.
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Absorption
The pharmacokinetic properties of sofosbuvir and the predominant circulating metabolite GS-331007

have been evaluated in healthy adult subjects and in subjects with chronic hepatitis C. Following oral
administration, sofosbuvir was absorbed quickly and the peak plasma concentration was observed
~0.5-2 hour post-dose, regardless of dose level. Peak plasma concentration of GS-331007 was
observed between 2 to 4 hours post-dose. Based on population pharmacokinetic analysis in subjects
with genotypes 1 to 6 HCV infection (n = 986), steady-state AUC.,4 for sofosbuvir and GS-331007
was 1,010 ngeh/mL and 7,200 ngeh/mL, respectively. Relative to healthy subjects (n = 284), the
sofosbuvir and GS-331007 AUC,.,4 was 57% higher and 39% lower, respectively in HCV infected
subjects.

Effects of food

Relative to fasting conditions, the administration of a single dose of sofosbuvir with a standardised
high fat meal slowed the rate of absorption of sofosbuvir. The extent of absorption of sofosbuvir was
increased approximately 1.8-fold, with little effect on peak concentration. The exposure to
GS-331007 was not altered in the presence of a high-fat meal.

Distribution

Sofosbuvir is not a substrate for hepatic uptake transporters, organic anion-transporting polypeptide
(OATP) 1B1 or 1B3, and organic cation transporter (OCT) 1. While subject to active tubular
secretion, GS-331007 is not a substrate for renal transporters including organic anion transporter
(OAT) 1 or 3, OCT2, MRP2, P-gp, BCRP or MATE1. Sofosbuvir and GS-331007 are not inhibitors
of drug transporters P-gp, BCRP, MRP2, BSEP, OATP1B1, OATP1B3 and OCT1. GS-331007 is not
an inhibitor of OAT1, OCT2, and MATEI.

Sofosbuvir is approximately 85% bound to human plasma proteins (ex vivo data) and the binding is
independent of drug concentration over the range of 1 pg/mL to 20 pg/mL. Protein binding of
GS-331007 was minimal in human plasma. After a single 400 mg dose of ['*C]-sofosbuvir in healthy
subjects, the blood to plasma ratio of '*C-radioactivity was approximately 0.7.

Biotransformation

Sofosbuvir is extensively metabolised in the liver to form the pharmacologically active nucleoside
analog triphosphate GS-461203. The metabolic activation pathway involves sequential hydrolysis of
the carboxyl ester moiety catalysed by human cathepsin A (CatA) or carboxylesterase 1 (CES1) and
phosphoramidate cleavage by histidine triad nucleotide-binding protein 1 (HINT1) followed by
phosphorylation by the pyrimidine nucleotide biosynthesis pathway. Dephosphorylation results in the
formation of nucleoside metabolite GS-331007 that cannot be efficiently rephosphorylated and lacks
anti-HCV activity in vitro. Sofosbuvir and GS-331007 are not substrates or inhibitors of UGT1A1 or
CYP3A4, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, and CYP2D6 enzymes.

After a single 400 mg oral dose of ['*C]-sofosbuvir, sofosbuvir and GS-331007 accounted for
approximately 4% and >90% of drug-related material (sum of molecular weight-adjusted AUC of
sofosbuvir and its metabolites) systemic exposure, respectively.

Elimination

Following a single 400 mg oral dose of [*C]-sofosbuvir, mean total recovery of the dose was greater
than 92%, consisting of approximately 80%, 14%, and 2.5% recovered in urine, faeces, and expired
air, respectively. The majority of the sofosbuvir dose recovered in urine was GS-331007 (78%) while
3.5% was recovered as sofosbuvir. This data indicate that renal clearance is the major elimination
pathway for GS-331007 with a large part actively secreted. The median terminal half-lives of
sofosbuvir and GS-331007 were 0.4 and 27 hours respectively.

Linearity/non-linearity

The dose linearity of sofosbuvir and its primary metabolite, GS-331007, was evaluated in fasted
healthy subjects. Sofosbuvir and GS-331007 AUCs are near dose proportional over the dose range of
200 mg to 400 mg.
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Pharmacokinetics in special populations

Gender and race

No clinically relevant pharmacokinetic differences due to gender or race have been identified for
sofosbuvir and GS-331007.

Elderly

Population pharmacokinetic analysis in HCV infected subjects showed that within the age range (19 to
75 years) analysed, age did not have a clinically relevant effect on the exposure to sofosbuvir and
GS-331007. Clinical studies of sofosbuvir included 65 subjects aged 65 and over. The response rates
observed for subjects over 65 years of age were similar to that of younger subjects across treatment
groups.

Renal impairment

The pharmacokinetics of sofosbuvir were studied in HCV negative subjects with mild (¢GFR >50 and
<80 mL/min/1.73 m?), moderate (eGFR >30 and <50 mL/min/1.73 m®), severe renal impairment
(eGFR <30 mL/min/1.73 m®) and subjects with ESRD requiring haemodialysis following a single
400 mg dose of sofosbuvir. Relative to subjects with normal renal function

(eGFR >80 mL/min/1.73 mz), the sofosbuvir AUC.i,s was 61%, 107% and 171% higher in mild,
moderate and severe renal impairment, while the GS-331007 AUC,.;,r was 55%, 88% and 451%
higher, respectively. In subjects with ESRD, relative to subjects with normal renal function,
sofosbuvir AUC.;,r was 28% higher when sofosbuvir was dosed 1 hour before haemodialysis
compared with 60% higher when sofosbuvir was dosed 1 hour after haemodialysis. The AUC_i,¢ of
GS-331007 in subjects with ESRD could not be reliably determined. However, data indicate at least
10-fold and 20-fold higher exposure to GS-331007 in ESRD compared to normal subjects when
Sovaldi was administered 1 hour before or 1 hour after haemodialysis, respectively.

Haemodialysis can efficiently remove (53% extraction ratio) the predominant circulating metabolite
GS-331007. A 4-hour haemodialysis session removed approximately 18% of administered dose. No
dose adjustment is required for patients with mild or moderate renal impairment. The safety of
Sovaldi has not been assessed in patients with severe renal impairment or ESRD (see section 4.4).

Hepatic impairment

The pharmacokinetics of sofosbuvir were studied following 7-day dosing of 400 mg sofosbuvir in
HCYV infected subjects with moderate and severe hepatic impairment (CPT class B and C). Relative to
subjects with normal hepatic function, the sofosbuvir AUC,.,4 was 126% and 143% higher in
moderate and severe hepatic impairment, while the GS-331007 AUC,_,4 was 18% and 9% higher,
respectively. Population pharmacokinetics analysis in HCV infected subjects indicated that cirrhosis
had no clinically relevant effect on the exposure to sofosbuvir and GS-331007. No dose adjustment of
sofosbuvir is recommended for patients with mild, moderate and severe hepatic impairment (see
section 4.2).

Paediatric population
The pharmacokinetics of sofosbuvir and GS-331007 in paediatric subjects have not been established
(see section 4.2).

Pharmacokinetic/pharmacodynamic relationship(s)

Efficacy, in terms of rapid virologic response, has been shown to correlate with exposure to sofosbuvir
as well as GS 331007. However, neither of these entities has been evidenced to be a general surrogate
marker for efficacy (SVR12) at the therapeutic 400 mg dose.

5.3 Preclinical safety data

In repeat dose toxicology studies in rat and dog, high doses of the 1:1 diastereomeric mixture caused
adverse liver (dog) and heart (rat) effects and gastrointestinal reactions (dog). Exposure to sofosbuvir
in rodent studies could not be detected likely due to high esterase activity; however, exposure to the
major metabolite GS-331007 at the adverse dose was 29 times (rat) and 123 times (dog) higher than
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the clinical exposure at 400 mg sofosbuvir. No liver or heart findings were observed in chronic
toxicity studies at exposures 9 times (rat) and 27 times (dog) higher than the clinical exposure.

Sofosbuvir was not genotoxic in a battery of in vitro or in vivo assays, including bacterial
mutagenicity, chromosome aberration using human peripheral blood lymphocytes and in vivo mouse
micronucleus assays.

Carcinogenicity studies in mice and rats do not indicate any carcinogenicity potential of sofosbuvir
administered at doses up to 600 mg/kg/day in mouse and 750 mg/kg/day in rat. Exposure to
GS-331007 in these studies was up to 30 times (mouse) and 15 times (rat) higher than the clinical
exposure at 400 mg sofosbuvir.

Sofosbuvir had no effects on embryo-foetal viability or on fertility in rat and was not teratogenic in rat
and rabbit development studies. No adverse effects on behaviour, reproduction or development of
offspring in rat were reported. In rabbit studies exposure to sofosbuvir was 9 times the expected
clinical exposure. In the rat studies, exposure to sofosbuvir could not be determined but exposure
margins based on the major human metabolite ranged from 8 to 28 times higher than the clinical
exposure at 400 mg sofosbuvir.

Sofosbuvir-derived material was transferred through the placenta in pregnant rats and into the milk of
lactating rats.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Mannitol (E421)

Microcrystalline cellulose (E460(i))

Croscarmellose sodium

Colloidal anhydrous silica (E551)
Magnesium stearate (E470b)

Film-coating

Polyvinyl alcohol (E1203)

Titanium dioxide (E171)

Macrogol 3350 (E1521)

Talc (ES53b)

Yellow iron oxide (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Sovaldi tablets are supplied in high density polyethylene (HDPE) bottles with a polypropylene
child-resistant closure containing 28 film-coated tablets with a silica gel desiccant and polyester coil.
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The following pack sizes are available: outer cartons containing 1 bottle of 28 film-coated tablets and
outer cartons containing 84 (3 bottles of 28) film-coated tablets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Gilead Sciences International Ltd.

Cambridge

CB21 6GT

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/13/894/001

EU/1/13/894/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 16 January 2014

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu
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Boceprevir (BOC) MHEAERORBFHIL TW2RWn Y 3VT 4 & BOC XU TRV O &
TZ7 LN (TRV) | FH) Bz X AMAEERICET AT — 21X

t YAERATEL (TRV)
« YERATZENL (BOC)
> GS-331007 (TRV X% BOC)

20N,




REBEIZAT 2RE

JVT 4 EOBERICRBT S

%%ﬁﬁ%”%ﬁﬂ% AUC\ Cmaxx Cmin () )
THIH (006N RRER
V2 3es 23
AR R- X # N2 VRATENE AY N2 gERES
(AW RUHERRRRE | > Crax 0.99 (0.85, 1.16) T HBE. WAl HETEIILER

[30~130mg/H] )

— AUC 1.01 (0.85, 1.21)
& Cmin 0.94 (0.77, 1.14)

S- AW N

> Crax 0.95 (0.79, 1.13)
< AUC 0.95 (0.77, 1.17)
> Cpin 0.95 (0.74, 1.22)

VA R T EVL

1 Crax 0.95° (0.68, 1.33)
1 AUC 1.30° (1.00, 1.69)
Cmin (NA)

GS-331007
| Cunax 0.73° (0.65, 0.83)
— AUC 1.04° (0.89, 1.22)
Cuin (NA)

Uy,

A
T rmARY e ST RANY > URATELE L I a AR L EBE
(600 mg H.[Al# 5.) <> Crnax 1.06 (0.94, 1.18) Hib53 2546, mlo &=

— AUC 0.98 (0.85, 1.14)
Crin (NA)

VA R T EVL

1 Crax 2.54 (1.87, 3.45)

1 AUC 4.53 (3.26, 6.30)
Ciin (NA)

GS-331007

| Crmax 0.60 (0.53, 0.69)
« AUC 1.04 (0.90, 1.20)
Cmin (NA)

gy,




REBEIZAT 2RE

JVT 4 EOBERICBT S

S S R RA 4, AUC. Crare Crin @ -0
T (006EHEM) HESRIR

A= NN S L AX VERATENEE 7 a ) NAEH

(5 mg BN 5) | Conex 0.73 (059, 0.90) b 2 A, A R

< AUC 1.09 (0.84, 1.40)
Crmin (NA)

VA R TV

| Ciax 0.97 (0.65, 1.43)

1 AUC 1.13 (0.81, 1.57)

Ciin (NA)

GS-331007

— Cray 0.97 (0.83, 1.14)
«— AUC 1.00 (0.87, 1.13)
Cmin (NA)

AR

GLHIV ) - B ZH

7L
(600mg 1 H 1[A]) ¢

T

> Crnax 0.95 (0.85, 1.06)
— AUC 0.96 (0.91, 1.03)
< Cpyin 0.96 (0.93, 0.98)

VIR TEIL

| Cimax 0.81 (0.60, 1.10)
— AUC 0.94 (0.76, 1.16)
Cmin (NA)

GS-331007

| Cmax 0.77 (0.70, 0.84)
— AUC 0.84 (0.76, 0.92)
Cmin (NA)

VRATENLEZ T E LY A
AEE3 2846, mAlO R &FHETLL
B2,

N2 22
(200mg 1 H 1[a]) ¢

TAPNYKE

> Crnax 0.97 (0.88, 1.07)
— AUC 0.99 (0.94, 1.05)
> Cpnin 1.04 (0.98, 1.11)

VA R TV

| Ciax 0.81 (0.60, 1.10)
— AUC 0.94 (0.76, 1.16)
Ciin (NA)

GS-331007

| Cinax 0.77 (0.70, 0.84)
«— AUC 0.84 (0.76, 0.92)
Cmin (NA)

VIRATELEZ AN A%
PFH& G5 254, WA O &HHEIX
DA VAN

T /ARENY YT
TR
(300mg 1 A 1) ¢

T SR EI

1 Crax 1.25 (1.08, 1.45)
« AUC 0.98 (0.91, 1.05)
> Cpin 0.99 (0.91, 1.07)

VAR e

| Crmax 0.81 (0.60, 1.10)
— AUC 0.94 (0.76, 1.16)
Cmin (NA)

(GS-331007

| Ciax 0.77 (0.70, 0.84)
— AUC 0.84 (0.76, 0.92)
Crin (NA)

VRATENET JRENALY Y T
XN T NVEBE RS T 55
Ay TAIO A EFHEIINE R,

10




REBEIZAT 2RE

JVT 4 EOBERICBT S

e EBIEAlL AUC. Cpaxs Chin® i
EHI (006K ) HRER
yrvreyf Y EEY VERATELE ALY Y v EEH

(25mg1 A 11])

> Crax 1.05 (0.97, 1.15)
 AUC 1.06 (1.02, 1.09)
 Cpin 0.99 (0.94, 1.04)

VIR T EI

1 Crmax 1.21 (0.90, 1.62)
« AUC 1.09 (0.94, 1.27)
Cmin (NA)

GS-331007

> Crax 1.06 (0.99, 1.14)
— AUC 1.01 (0.97, 1.04)
Cmin (NA)

BEF 56 WAl NIRRT
AR

FHIV & - HIV 7’2 77— ES

ZILFEN (FT—RAHK
—: U bhFEn)

(800/100mg1 H 1
1))

ST B

> Cax 0.97 (0.94, 1.01)
 AUC 0.97 (0.94, 1.00)
< Cpyin 0.86 (0.78, 0.96)

VIR TEIL

1 Cpax 1.45 (1.10, 1.92)

1 AUC 1.34 (1.12, 1.59)
Cmin (NA)

GS-331007

 Crmax 0.97 (0.90, 1.05)
— AUC 1.24 (1.18, 1.30)
Cmin (NA)

VIRAT B EF ST ENLERE
542846, WAIORERBETLE R
AN

THNF : 7 >725

— A

GNFTIEeNT
(400mg 1 H 1 [=])

FNT DT EL

| Cunax 0.57 (0.44, 0.75)

L AUC 0.73 (0.59, 0.91)
> Cpin 0.95 (0.81, 1.12)

YRR TEIL

 Crmax 0.87 (0.71, 1.08)
« AUC 0.95 (0.82, 1.09)
Cmin (NA)

GS-331007

> Crax 1.09 (0.99, 1.20)
« AUC 1.03 (0.97, 1.08)
Cmin (NA)

VIRATENEFAT T T ENLEH
HEET 2546, mAlo R RN
CEYAJAN

BRI BHTHE

I IVIFEAFA—K/
TF= NN ATV
A —)v

ST RNz T

> Crax 1.06 (0.93, 1.22)
«— AUC 1.05 (0.92, 1.20)
Cmin (NA)

SR L
 Crmax 1.18 (0.99, 1.41)
— AUC 1.19 (0.98, 1.44)
Cmin (NA)

TFZNT RPN TF—
> Crax 1.14 (0.96, 1.36)

«— AUC 1.08 (0.93, 1.25)
Cmin (NA)

VIRATENLE )V AFA— |/
TF =T R NT A= E O
358546, WHOHRFEIILE
v,

11




NA: F—X7p L /#4883

a.

o oo0oT

4.6

VIRA T ENAFE T/ IAFAE T CTOHHEF O Y EhRED Mean Ratio (90%({EHEIX ) K OMEHEAIOFE T,/
IEAFAE T TD VR AT BV F N GS-331007 D FHMENAED Mean Ratio (90%(EHHX ), 2722 L& 1.00 L5,
MAEAER 2B LB ORI SRE xS & L,

EA MU BLary ha— LD,

ATRIPLA & L T# 5,

JEYE : 80%-125%

JEYE  70%-143%

ZReRE. MEIER URFLHIDOER

SRR R RE 7R Aot B I R O L 35 U 2 3BEAT:

INRNT 4 VAN X IRT A v E—Tca o/ VN Y AT 56T
VB R OB RE O Lot/ S — M —DMERE L WK S ML OEEZ 4L 5 LER H
%o UNEY UBREEIC X D BAE BT TEMEEA KO/ SUIB R T A2 TOEMHE T
MR ENTWD WATEBMR) , VALY v OBRMELEE THESATWD X 51T,
HEHR FTREZ2 Ao BT UL 2 O B S — N —1%, IR R ONERR% O— EMIRIT A %)
IRRHEEZ R L2 T U B, HRDIFEHRITONTIZY AN Y ORI
HrBROZ &,

IR
R OLMEREIZRBIT D Y ARAT ENOEEIZEET 57 — X 1XFEFIZIRER (300 41
Kiili) TH D,

BB Cik, AEEMEICE L O, EERNSUIMEN A FERII RS TR,
7y MRS FZ2HWAERTIE, mHRICBWTHRIERE~OEEITFRD 5
TR, LML, B hTOHBERAHRICBIT2BRE~Y—T %7 v MW T
TR D Z sixTE Ry (B3THESMR) |

TR E & LC, IRTIE Y 2NLT ¢ O 28T 5 2 E N E Ly,

LirL, UNEY RV RAT UL RS SND5GE. MERO U e Y Al
TR THLZENL YN T o OB AR LR D (U AE Y ORI E 2
BROZE)

=3

VIRATENROEDOREMRE IR ABATT 2008 5 MTmr o TH7RW,
) TR LN EEMEIRE T — 2 TlR, R T BT T 2 2 EARER TN D
GEHNZ 5.3 THEM) |

BAEWRHRIZKT 2 Y A7 ITEETERY, LIRS T, AT Y VT 1 &ff
& Tidleu,

12



4.7

4.8

VISVT 4 DRIGHICRT 2ROV TOF— 2 120, BIRBCIL, R~
DAERIPBIER S L TR,

BEEEERERUBRRBREICHT IEE
VoVT 1%, B EELER K OB E ORISR S DR KT T, BEIIX
VRATENERT A v H =Tz o/ VY DG T, WY, EEE
EOOFTVEOFERPREINTND L 2B W8HEM) |

FFELCGVER

RN T a7 7 A VOB

VRATENLE YN Y INT A 2 —T a0/ U E Y L DIEEPIC
b EHEE CHRESNEZREIERIZ, VB VRIS ¥ =Tz all XDk
RICTRHEND LT r 7 7 A Ve =L TEY ., ZNORIEROBE XX EEE
D@L 7252 &ldhoT,

BITERIE, 55 3 FHFER 5 5Bk (bhilkont FRARER ) ML KT RR 2 B3 0 72 ViklR) s BT
— H IS CRHMBE AT - 72,

BIWER D=0 2iE# 2 1L LT-BEOEISIE, 77 B REET 14%, Y HRATEL+T A
B D12 BESEET05%, YARATEA+Y ALY D 16 B GEET 0%, X7 A
VHA—=Txzrarar YN Y D24 BHEGRET 11.1%, YERATENAART A U H—T
=y o/ U NEY D12 BB T24%THHT-,

RITER OBk

IRV T AEFELIANE Y e (T4 v F—T z v a OHFHKOIEGHT)
TR &N, 20RO Y EATEEORIERIIEE S TRy, YERATE
NLNEUNREY URITYRATEL LRI A v —Txar o/ VY oS
Thed K< AONRITERIL, 357, 3R, BOLARORRIETH 72,

LT ORWERIL, /$x7twt)ﬂauVXiVﬁxwa&&74V&~7ID
Yo/ VNREY COATHESNIZLOTHS (F4) , BIERIXZEEDIRSEE O
BRI —BA b LT, BEOEFIX, verycommon (1/10 LA L) | common (1/100 LAk
1/10 &) . uncommon (1/1,000 LA F 1/100 i) . rare (1/10,000 LA | 1/1,000 Aifi) |
very rare (1/10,000 #jiff) & L7=,

13



YRRATEIEYNEY URIERTA 23—z /) INE
JoDHRBRETHERIN-EIER

=4

S | SOF? + RBV® | SOF + PEG® + RBV
JERE > I OF 77 U
Common IELEES |

M5 I O8N U N

Very common ~NES TR gL, FHERBGE, ~ESE LR,
U 2 SERERED i MRS

Common E=in

(OB L N FENE

Very common BARE

Common RERHD

F R

Very common AHRSE ARHRE

Common 5 % DO, AR, PRl

PREF IR

Very common SEIR EEMED V., BER

Common B kR FUER. solEE, R E

ARIEEE:

Common | | &1

IR, WFI S O 2

Very common WP PRI E, ik

Common FEOR R, 55 VEVEPEIR R, ek | 7 VEMEPRIR A

B

Very common LD TR, AL, NEH

Common NEFBASPRER, R, THIEAR R 8, PRz, HAE
HFHEE F

Very common | ffiitfi Y L E BN

ey Le 88

S5 & O TRl %

RIE, T D FEIE

Very common

Common WBAE, RS, O FEE BNE, B2 Rz i

SR IS I DR 5 el 2

BAfiR . M AR

Very common

Common REERE. 9iE. MEHE. MATE | AT, A

—MR « BLIEES L OB G DILHE:

IR T, A VTV PRRIRER, Bl
PRIE, TR, FEEL

Very common T BRI

Common FEEN W) IE Koge, MEJj)E

a.SOF= YARATZEN;b.RBV= UNED V,c.PEG= R/ ¥—Txrlq.

Z Ot D FER 2 B E L

HIVIHCV Z e

5 3 FRERICIH VT, HIVIHCV BREURILEE ICB T 2 Y AR T e L U O ff
RBEHIZEAT 2 ZeMT 1 7 7 A /Wid, HCV BLE Y BE IZBIT 2 VAR AT e L Y
N OB EICET 22T e 7y A LV ERETH-7- B1HEBR) |,

NP RETFRE L

JFRARRT OO HOV BB E IZBIT 5 Y A AT N L YR ORI 2 24t
BT 7 AU, BIHRBRICBWTYRATENL L YUY Y COOFHIBREZIT 28
FHECOREMT 77 AV ek TH -T2 BLESH) |

14



4.9

HFBEMEHT T

C RIS R GO IR TERFICBIT 5 Y AAT AL L U Y O HICE T
HEEMET T 7 7 AL, B IMHRBRICBWTYERATENLE U ALY COHFHIBE
EZTTZBECORENE T a7 7y AV Ak TH -7 (B.LHESM) , 0126 AR TIL,
BeHHO~T 7 v B OB 13D T < (very common) | 32.5% (13/40 1)
DHEERFE T~E 7 1 B D 10 gldL A2 L, 9 5 14Tk 8.5 gldL Al izl
ZRDT, 86 (20%) DOBERHE 1K LT Y A v R T 2 35K K O/ S i i 1 23
B SiTo, %5 561 (125%) OWERFE L, AEFRICIL2EEHIE VA A
BOWE TG HWICE -7,

R OEIWEH O

LT EEHE

IINNVNT 4 EFITNA P ROET I A e EOfFHICE T, DA T EED
FEHRIOPFHOFEIZ b BT, \EERBRIRE LT 7y 7 258 LB HE S
TW5 44K A5 HBR) |

BITEH D gV O

BUEIRTEAGRZIC D LOREIERAZ#RET 2 Z LIFEETHY . ZhUucky, #Eo
RXRXT A4y b VATDONTG P RAEGHNZE=F Y 7T ENTE D, BRI
FHEIL, PRSI EATHTAMEL AT L@ T, BEHORVOH 5 EL %
Wi sz EnROLND,

BEERE
VIRAT N D G- EIX, 59 Bl OREFEYLERE (2% 5 1200 mg O HEF G- THh -
Too ARBRICHNT, YL T 4 ORERGIZIDAFEFENIHBSINATE LT, Al
VER DFEBUMEE K OVESERE 1S, VAR A7 E/L 400 mg XIE 7 T R G ICHE S
LD LA TH Tz, SHLICEHETOERICOVWTIIRHTH 5,
Y VT 4 O ERGATRET DR RN R, W EREOLEITIE, BT
DFBANLVNEELZERBIESE=Z V7 LTI LR, YNV T 4 Ol
B GACKT HIBIRIE, A BT A DE=L Y v TRBE DOERIRBEDBIE 2 L D
R FRIE TR D,
MBI & 0 | Mg EEARH TH 5 GS-331007 2 ZhRANCFRETE D (FREFL3%),
4 R OO ML BT CHEG- R OK) 18% 3 RE ST,

REHR

A ZEEL TS ER
NV - EEAEAREL Y A4 L AK]  ATC =2— K : JOSAX15

15



VE RS
VIRATENE. T AL ADERNTMIED HCV NS5B RNA K77 RNA R Y A 5 —F

T DN = ) XA THEHTHD, YVARRATENWVEIX I VAT R KT v T 0
—OT, AMRRNAHHNC L EARPNIIEEEZ AT 20V 2 VBT e s
(GS-461203) ~&ZEHaS L, HCVNSSB IC LW W IAEN, Fo—2 F—I F—HF —
ELTHERT 5, AL F T v 2 A 128V T, GS-461203 (X HCV ¥ = / % A 7 1b, 2a,
3a MY da #faz NS5B 7R U A Z—¥ % IC50 g 0.7~2.6 uM TPHE L 7=, GS-461203 (/
RATENVOIEMERBY) 13 b DNA KO'RNAKRY 27—, 2 =2 KU 7 RNA
KUY AT —BEHEFELR,

PL7 A )V ATEME

HCV L 7Y a7 vk TlE, Y=/ %47 1a, 1b, 2a, 3akVCdaRL 7Y
MR T 2 Y AR AT B D 50% 0 IREE (ECsofE) (3£ 41€41, 0.04, 0.11, 0.05,
0.05 XN 0.04uM ThH o7, F/o, V= /¥ A 7 2b, 5a ik 6a KD NS5B & =2— K
T51b X AT LU a MRSk % VAR 27 B L0 ECso 1& 0.014~0.015 pM TdH >
oo BT R DT BER D H 572 NSBB 2 22— R L72F A 7 L7 U o il x4 %
RAT EILD ECsy DFEIEASD 1E, V= / # A 7 laBlZk} L CTid 0.068+0.024 uM (67
B) . 1b AClE 0.11+0.029 uM (29 %) . 2 Tl 0.035+0.018 uM (15 i) F T 3a H!
Tl 0.085+0.034 uM (106 f5l) TH o712, ZNHDT v A TiE, DNy = )
H AT 4 5 RO6IZxTDHYHEATELD invitro DFLY A NV ATEWEIT, V= ) XA T
1. 2R3 THIEZ SN b O EHLL L Tz,

b MY 40%DIF(E FTh, YARAT ELOHL HCV EPEIZ IR L o T,

[k

RSN

HCV V= / %A 7 1b, 2a, 2b, 3a, 4a, SakN6a%zGiel 7V a ALY, ¥
RAT AN T DIEZEDIR T L72HCV L7 U 2 v 28R L7k R, YR AT e
2T D REZ DR T IXRF ESn-nTFnoy = 2 24717 arThEELT
NS5B S282T ZE BRI L TNz, 8FED Y = /) Z A 7 L7 22 2BV T S282T D
MRFRAOEREANIZL Y, VERRATEMIRIT 2 ITE AR L7 ) a v L g L
T2~I8 KT L. v A L AEIGEIE 89%~99%(K T L7z, (LT A TiL,
ST DB H Y = /7 %A 7 1b, 2a, 3a kO 4a HROMH 2 NSSB R Y 2 7 —8IX,
B AT b bl L C GS-461203 (254 D S MM T LTz,

iR R
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9 3MRBRT Y R AT ENDOEE &% T - 991 BlOWERE O AT TlX, VA LA
LHNREA R SUT R Pk L7k o 9 5, HCV RNA &7% 1,000 IU/mL % E[A] -
7= 226 Bl OPLBRAE N DN THHEREAT 21T - 72, 226 5 1 225 i TX— 2 Z A > 1% D NS5B
WRBEFNING DI, DB RLFNST 4 —T =T v I TF—4 (B b
T 1%) BEONT, T4 =TI T ANIRE 2 L — g v — 7 o R i
T, WTNOBBRENS & VAR 7 EUICERET 5 S282T 2R3k K u7eh o
72 55 2 FHRBR T Y R A7 BV OB B4 521 72 1 41T NS5B S282T Z &AM &
2o ZOWBRE DR—Z T A BT D S282T EROEIA T 1% KM TH - 7228, &5
T 4% TIX 99%% LA 5 S282T ZE S Sh, £ORER., YR AT E/LD ECs
EIX 135 fFHML, UA NV ABMEITINT Lz, 7ok, HHEHRFT IO VT, EEHK
T 8 ML LARE, S282T ZHEIZEAMICER L, &EK THK 12 8K CIXT 1+ —7 v —72
TV AFRENTIC X D S282T AR IIMH S -7z,

5 3 FHARBR THREZICHR LIEE DY = ) Z A 7 3D HCV BYERE OREN S 25
D NS5B 88 (L159F & UM V321A) it iz, T b O EZ A3 245 hk
DEHRIZEBWT, YERATELKY SE Y AZxET 5 AR EOK FIERS 5
N ole, IHIT, BHZEE ON—V X VLV AR R) & LICBHERTOHERE 1
BWCT 4 —F > —7 = AFENTIC X D S282R J TN L320F R At Sz, Zhb
DERDFERERIIAHATH D,

BRI T D _X—AF A > D HCV ZH D 8

3 HRBROWERE 1,202 Fl D A al—Yari—r 2o It R—2 5

4/N%Bmﬂ#%%M~N—X74/ﬁ@ﬁﬂ#%&éht_ﬂ%%%%®w?m’

BWTH, S282T BRI S NieinoTo, N—R T A LV OBIETZRIB TR EEIC
TRB R LTI kwf\«~z74/@N%B@w¢n@§§_owf%\

%%%ﬁ&@ﬁ CRERHFRIICAH BRI b h o T,

ZZZEMm

VIR AT AT DI EAE R S282T # A3 5 HCV L 7'V = Uik, ftho 2 7 2
DL HCV FRIZKxT 2 IS M & SERITHERF L T e, o X 7 LA REREAI O
BHHL L7- A CTh 2 LISOF LN L320F Z#E A L7 L7 aa ffifldlcxt LT, YARRAT
BT A NV ATEMEERFEL TNV, F2, YR AT EILIEL, NSSB JEX 7 LAV
RBAESE, NS3 77 7 —EBRHER &L O NS5A fHEHK 2 & D, W%%ﬁ@ﬁﬁém@
EHEERIGT Y A )V ASEA OB E T 2B RICK L TH, BRRIGMEEHER L T
Ay =
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B e OVZ2 4
VIRATENVDOHEMEL, Y ) XA T 1~6 DR HCV EYEBFH G 1,568 # 2 x5 &
L7z 5 2D 3R TR S 7z, 5HBRD 5 H 1L BRIIRIGEDO Y = 7 X A 71,
4,5 3% 6 OENE CRFREEZMRIINITA v F—T 028 KUY ALY &
OO GAZBN T, ZOMMD 4 RER TITRIGFEDO Y =/ A 72 XL 3 gt c il
FFREBEZRRIC) ALY > & OFFAEGICB O CREN FE Sz, 4 >ORBRTIX
FNEN, RIBRBE ., A ¥ —T 20 Z2_— L 51T URIE « R
RITBIEEZ T HEEDRVEE, BECA X —T a2 _R— L LI PR
2 X DRNEHREED & 5 BE L ORNERESCA v 4 —7 2 a b _X—R T D IR% O
FIZED LT T RTCOBEEHNRE Lz, ZHOERRRBRIZIL, L% S e EE
FHRBZAT HBEELMEAANLINZ, Y ARAZ ELEL A 1[A400 mg 3% 5 Sz,
U SE Y ATREICE U T 1 HE 1000~1200mg % 1 H 2 [BIZ43T T, =7 A & —
Zxuraald, N THHEA. LEMIZ 180 ug &5z, BEMEITZEAE
ORBRCREE L, BEHDHCVRNA BICEDLETEE L A2h > (BRZIRICLST
—ELLE) ,

g AR BR D I HA R . High Pure System % fifi 2. 7= COBAS TagMan HCV test (/X—
3 20) ZHWTHSEF HCV RNA &2 JIE L7z, FRIEEOE R FRRIE 25 IU/mL
Thole, WTHORBRIZIHWT S, Fiei o A L A2t b (SVR) & EZEFHlE A &
LT, 1G9 T 205 12 8 [H % O HCV RNA &3 & FIRAR O%G (SVR12) & &
L7286 O HCV 1652 R DT,

P/ Z 4 71, 4, 5 K/F6 DHCV B X L LT kR

KGR ZE — NEUTRINO #&6 (1107045%)

NEUTRINO i&Bri%. B, H16BHEORRTHY . RIBIEOY =) A4 71, 4,
5 X% 6 O HCV BYMBRE 2 /BRI, YRATENLE_XT A F =Tz a2a/ )
ANV a2 BRHEEG LT Th -7,

B GaRE (327 ) OFEO P IRABIX 54 5% (FEPH - 19~7075%) . HEDY 64%, A A
79%- B A 17%. b 2=y 7 XL T T 5 14%. -3 BMI 29 kg/m? ([ : 18~56 kg/m?) |
R—AF A O HCV RNA 7} 6 logy IU/ML 73 78%, 17%MFFIEZE %A L, 89%7H1 Y
=) BAT L A%N Y = ) XA T4, 5 L6 DHCV EETH-oT=, YERATELK
ORI vy —Txzra/ UV NE Y ARFEED SVR12 £4 %K 5 1TRT,
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%5 NEUTRINO

HERICH T HEHE

SOF+PEG+RBV
1238
(327 1)

2{R7D SVR12 F 91% (296/327)
SVR 235 B 7e o 72 IE Okl

TR D W A L R TR R Eh 0/327

e 9% (28/326)

Z DAl ® 1% (3/327)

a. RO EHT IEET OK% O T HCV RNA R ER TR Th - - HBRE K L+ 5,
[Zofth) 121X, SVRI2 BE LT, o, U A NV AERRERRE O FERE LT X /2o

b.
i CEBFRERERS) 25T,

R DI ERENIC BT D=2 % 6 ([T,

%= 6 NEUTRINO SRERIZH T HEFEDE LM TH SVR12
SOF+PEG+RBV
1258
(327 #1)

T ) HEAT

v /) HAT1 90% (262/292)

V) XA 4 5XT6 97% (34/35)
FFF 25

2L 93% (253/273)

HY 80% (43/54)
IR

BA 87% (47/54)

B AL 91% (249/273)

SVR12 #|%, _X—R 7 A D IL28B #&in 175 CIC #lir7a [94/95 1] (99%) ] & TN IL28B
non-C/C (C/T XIL TIT) Ein Rkl [202/232 4] (87%) ] TRIERIZE > T,
T ) B AT 4D HCV KGR 1T 28 Bl 27 T SVR12 3 S L7z, ARBRICHE
HANSNTZY = ) Z A 75 D HCV EREIRE L HIM O = /) Z A 7 6 D HCV &Y
BB DF R TH SVRI2 &K L 72,

2w Ko 72 RITZOHCN A7 2 4R & L 7 i/ itk

RIEHE- FISSION Z#65% (1231 #4%)

FISSION #ERI%, HIEZR L, JEEM. FEFAREBRTHY, Y=/ F 472 XEI3 D
RIGHD HCV YR E 2 xR E LT, YARATEAE Y AE Y D 12 B OT5#
BERXTA L E—Txzrra2a KR ALY o024 B L i LB Cch 5, VU
NEYCOREE, YARATEALKRONY ASE Y URECIEAREIZS U T 1000~1200 mg/
HEL . _IA v H =Tz g2a KOVY ASE U URECIIAREICE D 537800 mg/H &
L7z, &% 1: 1 OHRTEMELIZHI0 AT, FELZOFE (HV vs/el) . HCV
V) BAT (2vs3) KUNR—R T A VKD HCV RNA & (6 logye IU/mL A vs Z 4
b)) ik v@Eilb Lz, Y=/ #4723 L3DHCV EEFEE, 1 : 308G
THLA AT,
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B G- (499 ) OO AL 50 % (FEPH : 19~77 %) | FPEEE DY 66%. H
AN87% + BA 3%, b A=y 7 XTTT % 14%., ) BMI 28 kg/m? (P : 17~52
kg/m®) T& Y. 57% T HCV RNA &D~_— 2 5 A Ll 6 logl0 lU/mL Z#8 2 Tz,
0% FREZ SV . T2%713Y = ) A 73D HCV & Th -7, YHRATELKNY

NEVUREERT A v H =Tz a KRNY RSB Y VEBEORNRER TITRT,

7 FISSION SRERICH (T HZ=5hE
SOF+RBV PEG+RBV
1238 24 58
(256 1) ° (243 f51)
AR SVR12 67% (171/256) 67% (162/243)
Cx ) HAT2 95% (69/73) 78% (52/67)
Tx ) HZAT3 56% (102/183) 63% (110/176)
SVRI12 235 B 7o T2 g O inli
TR O 7 A VR FHE AR TH < 1% (1/256) 7% (18/243)
T 30% (76/252) 21% (46/217)
Z0fth, © 3% (8/256) 7% (17/243)

a Y=/ ZAT7 21D HCV EYLBE 3 HlEET,

b. FHADRHE, TRHET O Rtk ORI T HCV RNA A3 E & FIRANM Th - 2 RE# L+ 2,
c. [Z0ff) 121, SVRI2 BRBLIT, 230, U A L ZFHTRER R O B2l 7= & 2o 7=
B GEEFRE RS 23T,
VHRATENLF ORI ALY VRHEERT A =Tz g KNI AE Y VIR S
2RO SVR12 H D71, 0.3% (95%5FEX[H : -7.5%~8.0%) TH V. ABRITFAIIC
EF LT IEL MR EA R LT,
NR—R2A T A VRFOFHEE DO T CTREBIFNT LT R A2 U= ) 2 A THICHR 8 1TRT,
% 8 FISSION HERICHITHAHBEEDEERNEVLD =/ 24 THl SVR12 &

S/ BAT2 S/ 3473
SOF+RBV PEG+RBV SOF+RBV PEG+RBV
128 24 & 128 24 &
(73 f5)2 (67 f51) (183 451 (176 1)
iiRIEA
L 97% (59/61) 81% (44/54) 61% (89/145) 71% (99/139)
Ho 83% (10/12) 62% (8/13) 34% (13/38) 30% (11/37)

a Yz /) HEAT 21D HCV EIRE 3 6l & &,
A E =T = 2 AT L < ITTERE, KIZIERNZ L S 1ER a7 LRy N
7~ POSITRON #(% (107 #0é#)
POSITRON #ERIZIEEA (L, —HEMR, 77 EREHBRTHY, f1 & —Txm
AR U <IEAEH, ULRIANC L2162 HE LR VR ABE ZXHRIT, VR
AT ENKOI ALY A KD 12 BEOIRE (207 #)) X778 (T1LH) 2#5
L., B Lz CTh o7, BEIL3 1 DR TEEBIZE N 1), IFEEOA
I (Houx7eL) TRk LT,
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b8 (278 f51) DI O RIS 54 7% (#iDH : 21~75 %) « HPEAS 54%., AN 91% -
BN 5%, B A=y 7 ET T R 1%, T4 BMI 28 kg/m” (GilH : 18~53 kg/m”) |
R—2F A 0 HCV RNA 7% 6 logye IU/mL 875 70%, FFERZSH Y 7% 16%, = ) 4
A 73D HCV BEREEN AN Th o7, A F—7 =1 IARMER L < IR,
RIZRHNC L D IEA L LR VBREOEIS 1. ZIFH 9%, 44% K% (R AT% Tl - 7~
FEAEDEHE (81.3%) THCV BB DIRHEEIL o7, YRAT B4R
EY VRO T EREORG R LR 9 ITRT,

%9 POSITRON

HERICH T HEHE

SOF+RBV 12 & TSR 128
(207 51) (71 1)

AR SVR12 78% (161/207) 0/71

Tz ) HEAT2 93% (101/109) 0/34

Cx ) HEAT3 61% (60/98) 0/37
SVRI12 235 B 7o T2 g Oinli

TR D 7 A )L AR AR R 0/207 97% (69/71)

PR 2 20% (42/205) 0/0

Z Ofth, ® 2% (4/207) 3% (2/71)

a.

FROS R, 1B OREDOFE T HCV RNA BN ER FIRRM Th o I BRESR LT 5,

b. [Zofth) (2i%, SVRI2 BELNT. 23D, UA VA EHTEEAR RO FLAE LN 1= S lp o T2

B CEBRHAARRERIS) &,

VIRATEN+UNE Y UBEED SVRI2 Rk, 7T BARBEZHE LR EIICA BIZE

o172 (p<0.001) .
R DF R VA X —T = v BRI D 08I S < SR £ B D F it % |
V) XA THNTE 10 TR T,

%% 10 POSITRON SRERIZHE TR T/ 84 TREHERAD SVRI2 &

SOF+RBV 1238
Cx /BT 2 o/ B8473
(109 51) (98 451)
JIFREZS
~D 92% (85/92) 68% (57/84)
Y 94% (16/17) 21% (3/14)
A LB —T 0 RIS KTT DS
g 88% (36/41) 70% (33/47)
R 100% (9/9) 50% (4/8)
AT LT 95% (56/59) 53% (23/43)

HITESED & 5 Jk N 2~ FUSION #4% (108 Z(4#%)

FUSION I TRk, “HEMREERBRTHY | EDAS v F =Tz 2 —2X

ETDIRW T SVR MG bR o 7o B (FRBI L OMERB) A xIgic, YARATE

KRN ASE Y A KD 12 B XL 16 B OTER Z et LT B Ch o 7o, #RE

Z1: 1 OHRETEESICRD T, MEEOFE (b XIkl) KOV =) 247
(2 X1x3) TRk L=,
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b8 (201 f51) OO RIS 56 % (#iPH : 24~70 %)  BPEAS 70%, FIA 87% +
BN B%, £ A=y 7 LT T 278 9%, T4 BMI 29 kg/m® (il : 19~44 kg/m®)
R—2F A 0 HCV RNA 7% 6 logye IU/mL 875 73%, JFERZSH 0 73 34%, = ) 4
£ 73D HCV YLD 63%. FHAEIN 5% Tdh»7-, Y RATELRRY ALY v
o 12 JAEPFA £ G8E L O 16 BREJFR R GREORHRER 11 IRT,

% 11 FUSION HERICH (T HEHE

SOF+RBV 128 SOF+RBV 1658
(103 ) * (98 f) *
AR SVR12 3 50% (51/103) 71% (70/98)
Tx ) HEAT2 82% (32/39) 89% (31/35)
Tx ) HZAT3 30% (19/64) 629% (39/63)
SVRI12 235 B 7o T2 g Oinli
TRIEHR D 7 A L A LATREA L) 0/103 0/98
T 48% (49/103) 29% (28/98)
Z DA © 3% (3/103) 0/98

a. Px ) B AT 21D HCV KL BE 6 &5 T,

b. FRO T, IR T OR% OFET HCV RNA S5 F & F IR Th - =ik
e+ 5,

c. (2O 12l SVRI2 3F o T, 7o, U A WV AZERRERRS O FAE L7~ S 7
Mol GBURFHERRENSE) 28T,

RFREZE DA 8 Je O HCV Y O BB XT3 D SOSTEIZ 33 < SRy S FfEHT OfE S % |
V) B ATRNTE 12 1T,

%= 12 FUSION SRERIZHBTE> T/ 44 TREHERD SVR12 R

S/ BA4T2 S1/R3473
SOF+RBV | SOF+RBV | SOF+RBV | SOF+RBV
12 58 16 58 12 8 16 5@
(39 1) (35 5l) (64 1) (63 1)
iiRIEA
2L 90% (26/29) | 92% (24/26) | 37% (14/38) | 63% (25/40)
HY 60% (6/10) 78% (7/9) 19% (5/26) | 61% (14/23)
HCV YL D EHREIZ X 2 KUk
TR 86% (25/29) | 89% (24/27) | 31% (15/49) | 65% (30/46)
HEZ)) 70% (7/10) 88% (7/8) 27% (4/15) 53% (9/17)

RIGIE K OBETERE DI A #E# 7~ VALENCE #(##%  (study 133)

VALENCE #BRi%, Y=/ ZA 72 XL 3 D HCV BEYDRIBREE, IA v 2 —7
T B ENR—R LT HIEH T SVR WML o2 ((MEMTFEEEZFT 5 8H
Fate) BRI, KEHNHEDO Y ANEY VO T TO Y ERAT ELORhRZ R
LR ThH o7, YUHORBRT YA LTI, YERRTELLEUREY VoL
TEROBEHELKR ThH o720, RBERFPIZEONTT —ZIZESWTZoRBROE
BMEEMR L, Y= ) XA 7 2O HCV EYEE LY FRATEALKL U A Y ofh
LR BEMBEmRL, Y= ) ¥ A7 3O HCV EREE CIEmA O G % 24 HENIEER L
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oo ¥V ) BAT 3O HCV EGEE 11 X, BT A VEERFICT TIZT Y R AT
ENAK RN ANEY 0 12 B GE&T LTV,

P (419 ) OFERO HIfEIX 51 % (FEPH : 19~745%) . BHED 60%, P
BMI 13 25 kg/m® (P : 17~44 kg/m?) | ~X—2R T A > D HCV RNA &AED il
6 logy IU/ML, AFEEZED & 5 BEN 21%, ¥ = /) XA 7 3 D HCV EYEE N 78%, 5
PRGN 65% T 7=, YIRATEAKRRY ANE Y o 12 B T 24 B3 5 0 7%)
RER 1317”7,

7T B ARHETIT SVRI2 215 b NI BE N WD ST Ted, RITE D TR,

& 13 VALENCE SERICH T HFEHFE

S/ BAT2 |/ B A4T3 |/ B84T3
SOF+RBV SOF+RBV SOF+RBV
1258 1258 2458
(73 f51) (11 1) (250 51)
4K D SVR12 93% (68/73) 27% (3/11) 849% (210/250)
SVRI12 35 B 72 o T2 B3 Diinli
TBIET O 7 A L A FRTEIEAR R 0% (0/73) 0% (0/11) 0.4% (1/250)
L2 7% (5/73) 55% (6/11) 14% (34/249)
F D ° 0% (0/73) 18% (2/11) 2% (5/250)

a. FROSRHT. BETORE% O T HCV RNA B8 E & TR Ch o - HBREH L T 5,

b. [Zfth] (2i%, SVRI2 BE LT, 23D, UA VA ETEEAR KT OFLAE LN 1= S ip o T2
BE GEMREEARELS) 2&T,

FFEZE DA 8 ) DN HCV Y DOVRIFR IR D R BB HT OFE R %2, = ) Z A 75

\ZF 1412”7,

% 14 VALENCE

REBRIZE TSRS/ A4 TREHHPEFD SVR12 F

Cr/B4TF2 /8473
SOF+RBV SOF+RBV
1238 2458
(73 41) (250 1)
RIGHE 97% (31/32) 93% (98/105)
JFREZE 72 L 97% (29/30) 94% (86/92)
Tz & Y 100% (2/2) 92% (12/13)
AGHH Y 90% (37/41) 77% (112/145)
JFREZE 72 L 91% (30/33) 85% (85/100)
Tz & Y 88% (7/8) 60% (27/45)

SVR12 »SVR24 D —#¢

VIRATENLN KRV AN VTV BRATENL KRR N Y o+ v X —T =
7 & OPFRIRIEIZ L5 SVR12 & SVR24 (JAHH&E T 14 24 lIFD SVR) O—FIZ D0
TIE, BT ER3 99%, 2R ERIT 99% Th - 7z,

FE I 2 BT 51T B 3ER VLB
HCVIHIV #E#G ki % - PHOTON-1Z66 (123 7#4%)
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HIV-1 |

KRR % 123

RIRDY = ) A7 3D HCV EREZE ROV = ) A7 1 ORKGLBEH TIL 24 )
L7 BEICIZY AR AT E/L 400 mg K OMEEIZ)S CCHES
75 kg i Tl 1000 mg. 75 kg LA TIE 1200 mg) A& 12 i

S 243

WG Lic & 0%

WCHEEEREL TCWA Y2 H A 71, 2T 3D HCV BB E IV RATE L

A K OV 2t % Bl 9~ 5 9
EREARERICIBNT, YRATELVDORRERR Lic, Y=/ #2472 XT3 D HCV &
YR IIRIBENIENEROH HEEH, Vo ) XA 7 1 OERFITT X TRIGERE &
L7z, HBGHIMIZ, RIBEOY =) A7 2 XL 3 O HCV BB E TIT 12 B, BE

HH &

gL Y v (K
B 53 24 G LT,

PRI, FHATERCHIL b a7 A L RAREEE 52T TRV CDA+AEREE 500 {E/mm?
HMoOBE ., IH L ha v A L 2EEZ EET T HIV-1 O 7 A )L Z 2R D 20 5 1
% CDA+a% 200 fE/mme DB E & Uiz, AL 95% D BE N L ho A

IV AERE R T TNz, 210 B35 SVRI2 IZRHT A E EM T — 2 NG5 T\ 5,
Vx ) H AT R OMEED HCV 1BHEBI D53 % 3 15 1T,
% 15 PHOTON-1 B EMER
ST/ BAT23 | O/ BAT23 S/ B4F1
KAEE AAESHY KAEE
SOF+RBV SOF+RBV SOF+RBV
1238 24 5@ 24 58
(68 ) (28 45l) (114 f51)
£{kD SVR % 75% (51/68) 93% (26/28) 76% (87/114)
SVR B5 5 N7 7o BE DiinlR
TEFER O W A L R IR R AT 1% (1/68) 0/28 1% (1/114)
ke 18% (12/67) 7% (2/28) 22% (25/113)
Z Dl ® 6% (4/68) 0/28 1% (1/114)

a. RO, RET OR% OFHE T HCV RNA &3 E
TIE. SVRI2Z WE ST, v, WA LA FHEEARR D) D IAEL - S /2o T

b. [ |

BE GEBRRAERERIS) Zai,
FFREZE DA B 23 < ERO SRIHMREAT DGR % |

% 16 PHOTON-1i&HERIZHFTEHP /24 THI SVR12 &

V=) 2 A TR

B TRAN Ch o T RER L T2,

I2% 16 |ZR7,

S/ BRATF2 CSx/ 3473
SOF+RBV 12 5@ SOF+RBV 24 5@ SOF+RBV 12 & SOF+RBV 24 &
TN (26 %) TE (15 41) TN (42 %) (13 51)
Ak 88% (23/26) 93% (14/15) 67% (28/42) 92% (12/13)
RS 72 L 88% (22/25) 92% (12/13) 67% (24/36) 100% (8/8)
JFRZE 5 0 100% (1/1) 100% (2/2) 67% (4/6) 80% (4/5)
TN RIGHE ; TE RIGHESD Y

N a1 o D 2 - 2025 7l

JF AR T 0D HOV YL BB 26195 V7R A 7 E L D& BN B MR BRI B\ T
AT S, BAltg O HCV FERO T2 B E L TRBAERITIIC Y R A7 B E U R Y
VEREE L, REMEROE MR TG LTz, ARRBRO ZERAGE B (IBE% VA LA
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LIRS (pTVR)  (BhiE 12 i1 O HCV RNA =235 ER FIRA) & L7z, HCV &Y
WEREIE, Y= 2 A 7ERH T, MILAN ¥ L0 fFiE#E (HCC) #H 9 5B
(2,400 mg @ YR AT EJLE 1000~1200 mg D U NE Y > % 24~48 R ST AT A RE
EFTCONTNNRVRERE THEARLG Lz, YERATELE ALY U E2FE LT 61
1] 2 et G\ R AT 22 i U 7o, BRBRE D KERI A HCV 2= ) Z A 71T, 44 fFIIH3
CPT A, 17THIB ThoTo, TNH6LBID D B A FIN Y RATE/L LY ALY
N KD A DI ZRIITBAE 22T 2D 5 B 41 IV TR AR O IF £ T HCV
RNA E2XEE FRRIECTH 72, 25 41 BlOBHTE D 7 A L A 2HEG (pTVR)
FhFR AT IRT, B A THCV RNA X ER FIRRM Th - - BE 2BV T pTVR
B EET 2 TRIR X, BRERTO D A L ZIHBIETH o 7,

17 BEBATHCVRNAEAEETERRETH-EED
BHEEDOIA ILAZHRIG

Behtit% 12 HKE (pTVR) °

PG FTRE 7R B O U A L R RSO 23/37 (62%)

a.  FHlFTREZR R Lk, PREITRES Ch D RFE O MM OBHN FHETh o T2 BE & Lz,
b. pTVR : post-transplant virologic response (FA#it% 12 I D HCV RNA S 23 E & FRA)

TRERSEhEFH B EDO R EIC L 0 24 FF IR 2 Ik U7 EBE OFRFEIT11/15TH -~ 72,

HTEEHE Bt 77/ 27 0126 70k
CRUBVERTRIBIEDHFBAERIAT RE 2RI RIC, YRR T e L U ARE Y D24 MG
DENMER LB ERFIT 2 2 &2 BN E Licd—7 0 Z VB il S vz,
A7) —= 2 JRi6~150 % A LNIZIFBAE 3 1T Sz, 185k LL EOBRIERE 3 Bk S
Nic, #EIL, 27 U —=0 7RO IMHHCV RNA&E734.0 log IU/MLLL T, 73D,
FRAERT OB IEHCVIE N EHIC L VR TELH L & LT, UAE Y Y ORGHE
X1 H &400 mgD iy Ef 5L Uiz, BEHHO~E 7 1 vy E032 gldLLL EICHER STz
BEiE, VA Y ORI E2E, B4l KO O%AEREICERENNCHE S
7-HE (75kgARM CIX1H HE L LCT1000 mg. 75 kgl ECid1H A& & L T1200 mg)
FCHE SN, BGHELANG2AEO Y Y o FEO P RAEIL, 600-800 mg/H T
Holz,

QB DOHERFT (HCVY = ) X A TURGBHEINF, V= /) ¥ A TIRYBEEH RO =
J BA THEGBRELIB) DGR SIL, D BIBINA v F —T = v EETRIEEICA
I DOWERE T v | 166IIIATRZE 24 LT =, 40042861 (70%) T :EEHIE H
THDHSVRI2Z R L, SVRI2H|L, HCVY =/ ¥ A T UYL TT73% (22/3341) |
Vx ) B A TIRGLEE TL00% (6/6651]) KON = ) Z A TARKY B TIX0% (0/1431])
T o7z, SVRI2ZER L7222 TOWERE DY, SVR24M U'SVRABZ ZAL L 72,
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B L Y A 2 R ONEEI B OfE R oKy, BRI Mk
1l 2 DEBEEICBIT D ERIBREZIETHSE L LT, F2HLOEIFMERBR L5
Nr-HEICEET 57— X 2L F (F18~F21) ITRT,

F18 D/ A4 T1DHCYBEBEICHT HEEL DAY
B OE AR BI#E R O ERRE L8R
BT BHL DAY EiEa il SVR12 % % (n/N)
GREAE SRR 4) 1#5-H1H
Kia# (NEUTRINO?) SOF+PEG+RBV ES 90% (262/292)
12 18 Y=/ ¥4 7 1a 92% (206/225)
Vx ) AT 1b 83% (55/66)
RS 7 L 93% (253/273)
JFEZE S D 80% (43/54)
FIGFE, HIV EAEY SOF+RBV NS 76% (87/114)
(PHOTON-1) 24 38 Yz ) HA 7 1a 82% (74/90)
Vx ) 4T 1b 54% (13/24)
JFEEZE 7 L 77% (84/109)
JFEZE & 1) 60% (3/5)
KI5 (QUANTUMP J2 18 | SOF+RBV AfkC 65% (104/159)
11-1-0258) 24 3 Tz ) HAAT 1" 69% (84/121)
Vx ) AT 1 53% (20/38)
7 L © 68% (100/148)
JFELEHY © 36% (4/11)

n SVRI2ZMBELNTBELR N J—T757=0 OBREK

a YV /) HXAT1OHCVEEREETITREDODD%,E. YERATENL, UANEY VKRNI A v
Z—Txn el KARREOT — 2137\, 2D OBEZIEHRT HBITEE L, 1B
MlELTLRBEMABAT2UHEBECERETII LEBEITREITHDL T/ F¥—T =z
ER—ZA LT BHIRBEA~DOEN I VIENZ ERMENDER—RT A VAT GREDA VF—T =
72 RN S Y A KBRS 2 W, FFRRME(L TR T, X— R T A VRO &
TANAE, BA,IL28BIHCC V) XA T E) 2L EATHERE CTIIFICEE T
T D,

b. ERAISULE 2 R ER, WBREHD D72 <. SVR RITBE O THER D 7= O FE R ORI

WTIHEETDHZ &,

c. Ihb 2R BRORROEK,
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£19 PO/ B4 T2DOHCY BREEHICHT HARBBLIOAY
R UAERARE RIS R OGS ERRE LR

AR GUBRESABR4A) Bl LA 18| BB SVR12 # % (n/N)
53
BRI 95% (69/73)
ARIHE (FISSION) el FFERZE 72 L 97% (59/61)
JFREZ & D 83% (10/12)
4 93% (101/109
IFN GRS AR, ARk 36 % | SOF+RBV ;%qu 9@“%@2)
AL (POSITRON) 125 TR 7 6 (85/92)
" i & 94% (16/17)
EXE 82% (32/39)
AifiaskEd v (FUSION) il A7 L 90% (26/29)
FZd v 60% (6/10)
EXE 97% (31/32)
Adas (VALENCE) il A7 L 97% (29/30)
JFEZE & 1) 100% (2/2)
EXE 90% (37/41)
Al b (VALENCE) il RFRZE 72 L 91% (30/33)
JFEZ H D 88% (7/8)
ERXI 89% (31/35)
Al - (FUSION) et TFRZE 72 L 92% (24/26)
JFEZE & D 78% (7/9)
BRI 88% (23/26)
e s SOF+RBV - -
AR, HIV EEES: (PHOTON-1) | 5 JFREZE 22 L 88% (22/25)
JFZE & v 100% (1/1)
Aefk? 93% (14/15
HitAIR D ) | HIV B SOF+RBV £t . 6 (14/15)
(PHOTON-1) 24 RS 7 L 92% (12/13)
' . TFZh Y ¢ | 100% (212)
Ji6E (ELECTRON® & 0f PROTON®) f?;gPEG+RBV Sefhe 96% (25/26)
e BRI 96% (22/23)
NIy
CoNES AR 2) oS AL | 100 G
] = JFEZE S D 93% (13/14)

SVRI2 &b -BELH ;N IA—75H7=0 oBEK

T =4

PRIRH ST 2 FHERBR, BB 72 < . SVR RTHBEEZE OB TR B 7= D5 R OMRICH
WTCITEET A Z &, ELECTRON #BR (11 4) Tik, YHRATEN ERUANE D U EfFHL
7RI B —T za v o OFG5WIREIE 4~12 J8[H,
I 2W BT, TARTHFELAEZRIE L TR WEETH T,
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% 20

BB HR AR BI#E R O ERE L8

1/ B4 T3MOHCY EEEEIZHT BABRLIAY

AR GUBRESABR4A) Bl LA 18| BB SVR12 # % (n/N)
Rl
ENN 56% (102/183)
KR (FISSION) fg ERBV RS 75 L 61% (89/145)
iz Y 34% (13/38)
; . ; 4 61% (60
IFN MR RTIZS . Rk UTia%E % | SOF+RBV ik 0 (60/98)
2 5 EER L (POSITRON) 12 8 AFRZE7E L 68% (57/84)
- R $ 21% (3/14)
EXE 30% (19/64)
AAEH Y (FUSION) fggRBV JREZS 72 L 37% (14/38)
JFEZE & 0 19% (5/26)
EXE 62% (39/63)
AAEH Y (FUSION) fggRBV JREZS 72 L 63% (25/40)
JFEZ B D 61% (14/23)
EXE 93% (98/105)
Kih# (VALENCE) gfg RBV WFAEZE 72 L 94% (86/92)
JFEZ H D 92% (12/13)
EEUAN 77% (112/145)
AE#%H Y (VALENCE) gfg RBV FFREZE 70 L 85% (85/100)
IFREZE & 9 60% (27/45)
AN 0,
" o SOF+RBV ik 67% (28/42)
KIRE, HIV BEEEY: (PHOTON-1) 1258 FFREZE 70 L 67% (24/36)
JFREZ & D 67% (4/6)
PN a 0,
BidE % H 0 . HIV & & Y | SOF+RBV i 92% (12/13)
. W2 72 L 2 100% (8/8)
(PHOTON-1) 24
JFZEH b 80% (4/5)
Fi6% (ELECTRON® J2 1* PROTON®) f? EPEGJ'RBV SN 97% (38/39)
AN 0,
BiiaRED 0 SOF+PEG+RBV ;;gﬁ 0 22; ggﬁg)
(LONESTAR-2") 128 e 0 )
JFEZE S D 83% (10/12)

T =4

SVRI2 &b -BELH ;N IA—75H7=0 oBEK

PROGAY SIS 2 PR, BB H D72 <. SVR E(THBE OB TR D - DR R OMHRICD

WTIIEET 2 2 L, ELECTRON # B (11 ) Tid, YHEATENL ROUARED U EFAL
7RI B —T xa o OS5 MM 4~12 HiH,

=21

NG 23WBRTCIE, TN TIFEAZRIE L TWeWERETH -7z,
DI/ BA4T 4, 5RIE6MDHCY BREBE(CHITHAEL DA

o B A EREAR B #E R O ER R HL 3R

BERE GURE 5 ARS) BLELU AL il S| SVR12 # % (n/N)
151
SOF+PEG+RBV By 97% (34/35)
FiFE] (NEUTRINO) 12 A JFEZE 72 L 100% (33/33)
JFEZE & 1) 50% (1/2)

n SVRI2ZBWESNZEBEE ;N I A—TH7=0 OEREK
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N EE ]
RN =3 0T 13, C BB MEIT R DIGRIC BT 2 — 2L Eo/NREMICE T 2 VY R AT B %
PN TR B SR O OIE 2 7P v] L7 (/J‘/u BT HHEMHICOWTIZ 42 HSH) |

52 RYBEBFEHFE

YRATENZIX I VAF R Ty 7 THY ., INKR# SN D, GG IIAT
TS D 72O MAEP TIIHE SRV, SR D 90%iE 2 56 5 BTG 2 A L
T i EEEAEHY GS-331007 13, {EMEMREM DL & AT L TAEK SN D,

AN

VIRAT eV ONAEF EEEH T H H GS-331007 D IEMENRE LRI DUV TE,
TR O C BB BE Tst s v, YA\ VT 1 ORRO#EE#%, Y ERAT
BTN & A, AEFRE O E— 27 [ 3HE LU b b T 5559 0.5~2
REFIC A B ATz, GS-331007 D IMAEHRE v — 7 13 5% 2~4 Kl CAHA LN, Y= ) ¥
A 7 1~6 O HCV &Y EE (986 i) (21T % RHEM PK iEHT OFEFR., Y AR AT EL KN
GS-331007 D IE F#AIRAE TD AUC24 1%, Z 41241 1010 ngeh/mL 2 1) 7200 ngsh/mL T&H - 7=,
iR (284 f5]) &Mz LT, HCV BB D V7R A 7 E/L K TY GS-331007 D AUCq.24
ILENEI 5% L F7 KT 39%K T L7,

B
ZEMIEAC B LT, B AR I & & 1S Y R AT E LA RIS LA, A

T ENOWNGEE TR T Lz, YHEATZ E/VOWILOFEEITH 1.8 512 L7223, iR
FEOE—2713TE A EE LD o7z, GS-331007 O ILm G & OB E I L2 )

-7,

il
VRATENT, BT =42 b T U AR—=F—RIU_FF R (OATP) 1B1} (MB3, N
WCHEB T A N T AR—F— (OCT) 172 E DO F 7 v AR —% —DHE Tlidle,
GS-331007IXEHEM S D2, AT =4 > b7 AR —4— (OAT) 1, OAT3, HHI T
Fv b T AKR—%— (OCT) 2, MRP2, P-gp, BCRPX/ZMATELZ: EDENE b 7 o AR —
2 —DIETIER, Y ARAT BV KRUGS-3310071%, W T o AKR—%—Th HP-gp.
BCRP, MRP2, BSEP, OATP1B1, OATP1B3}% (*OCT1DFHEHITIX72\, GS-3310071%,
OAT1, OCT2}; O'MATE1DHLEHITIX/20,
VIRATENLDE MISES 37 ~DOFEEZITHIBE% TH Y (ex vivo) | 1 ug/mL~20 pg/mL
OFPHTIE, MR IKF L2V, GS-3310070 b MILEHX L /R 7 fEG=R 1T )
T o1, WEEREHZIZ[MC]-Y & 2 7 /1400 mg 4 BRI 0 #% 5.% O[MCl-hdr R 421/
MR HITF0.7 TH o 72,
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1R

VIR AT EVIIE CEREIEEEZ b oOX 7 LAY KT e =) iR (GS-461203) (Z4RHT
END, FMBANEMEREICIE, B b T 7Y A (CatA) XIHAARFL AT T —F

(CES1) T &V il X2 A1 ViR % 2 VB OEREINNAK G fRIE DN B A F 272 =5E A X
7 LAF RiEEZ 37 1 (HINT L) (2L AR AAnT I RBOBZICHE T, B IV
X7 VAT REGHREZN LIz VLN E EN D, £7o, Y Ui X X7 LA

¥ RHERTH H GS-331007 MK T 543, GS-331007 IXNLMICH Y VB S g, in

vitro THIHCV IEME & B 7= 72\, VAR A 7 L R TNGS-331007 13, UGT1AL %35 X3 CYP3A4,
CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 K U} CYP2D6 [#5% D & L EHIT

AR,

[*C]Y & A7 EJL 400 mg D O #5-4%, VR A7 EIL KT GS-331007 13, S4B YE O
PHIRGREDZIEIDOR 4% TN 90%IE (V7R A7 BV KO O 4518 THIIE L72#
AUC IZxf T 2HIE) & DTz,

Pttt

[MC]- Y /R 2 7 £ L 400 mg HLIEIRE (142 54 O PEIRRIEIILER T 92% B TH 1V . R, 3P K
ONEEHR D B ZNZ10K) 80%,  14% K% O 2.5% 3 AU S iz, R CIERESY (78%) 23
GS-331007 & L CTHEIL S, YHRAZTEL L LTOEINRZISN TH-T-, ZDI LI,
GS-331007 O ER PRI N TH D Z L AR LT D, YR AT E/L L GS-331007 D%
R O I X Z N E I 0.4 BER KON 27 BEEI T o 72,

BRIEAE  FERIEIE

VARATEN R OTEERE TH D GS-331007 D HELLHIPEIC SV T, EEeBRE 1022
JERF G- U TG L7z, Y AR A7 UL TR GS-331007 @ AUC | 200 mg~400 mg O f &
PAC A BT LT L7z,

Fenll e B E M 61T 2 S Eh e

PRI ONN FE

VIR AT BV R OGS-331007 DWW T AU DN T G, MBI XIXAFEIC L A ERIKRICEZROH D
BN RERY ZEEITER O H AL TR,

V)

HCV LB 12317 5 REH] PK AT IC K 0 | BeEt S - FlnkE (19 s~75 %) Tk, F
BRIE Y AR A 7 BV KT GS-331007 DR EICEHKAMICEROH D BT RIT SN &R
RSN, VIRAT ELVOKRERICIL 65 Ll EDOEFE D 65 kA AN b, akh
2B LT, 65l LOBEITIIT DIREDO AT 65 ATl OIS LRtk Th -7,

B REE
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VIRAT ENLOEYEREL . B (eGFRA350 mL/min/1.73m?LA_E80 mL/min/1.73 m2Ai) .
4 (eGFR7AY30 mL/min/1.73m?LA_ 50 mL/min/1.73 m?Ki) . HEJE (eGFRAS

30 mL/min/1.73 m*Aii) O BHEREREE & ONILIEGENT 2 B3 5 KRB A4 (ESRD) HCVIEE
YHiBREC, VAR AT EL 400 Mk AL G UG L7, BHSEEE# R (eGFRAY
80 mL/min/1.73 m*Hd) & b U C MR, t i K OVERLIE o0 BB IR T & A 3 2 BB T
VIR AT ENDAUC T A EH61%, 107% K N171%: < . GS-331007 DAUC. infl L% 41
Z4155%, 88% M M51%m > 7, ESRDOHERE Tid, [EHRBHEL AT Dkt &
LT, VARAT ELNDAUCind LEHTAILRFEIC Y AR A 7 e i b LT 561328%., @&
BARFIC B G L 72858 Tld60%m 7> - 72, ESRDERERFE 12 F5 1T 5 GS-331007 DAUC,. il
FBEMEEZ > THET D2 Z LIETE o7z, L, T—4 05, ESRDOYERE BT
% GS-331007 DI BT, BHTLRERHIRTIC Y /LT ¢ 28 U285 S T B RE IR 7 B
Bipd & HI0MELL B, BTG VST ¢ 2B L33 72 < L B 20050 B
A RT 2 LIRS N,

1fi H BRI T d 5 GS-331007I X MALEHTIC L 0 2 RIICERE SN D (FrREFEE3%) . 4
RFfH D MEEHT T & 5-EDOKIL8% AN RE S v7c, B T HP 5 O BRI FBF ITxT L
FIEFREO VIR, EEBEAERE R ORISR EBEICBT 5 Y LT 4 o4k
IR STV (4ATESR)

HFEERENE 2

D O EHE OIFRERE S (CPT 08B K O'C) #H 79 5 HCV EEFIZ, YRATE
/L 400mg & 7 ARG L CYHRAT ELOIEYBIRE 2 it LT, IFHGE IR 9B & bk
LT, YRATEILND AUCoo | FH L N OV EE DA RERE FBH TEN LN 126% 4

143%f7 < . GS-331007 @ AUCq.24 1T ZENZH 18% % ) 9% 72> > 7=, HCV I BF BT 5
FHER PK AT Tl FFEZE DA HEL Y A 2 7 eV K O GS-331007 DR &I FE R E 7%
Db LB RIF IRV EPRS T, BE, PSR OEEIFHEEEREAE T LT
VIRAT ENLDOHAEFHEOMLET 2 (A2HSHR) |

KW Ehhe 5 B

A NVALISE EFREE L LT & & OFIMEIC OV T, GS-331007 721 T/ <K YARATE
NOBBZEREMBET L Z EAREINTND, L, ZOWTHORERE L, HAHE
T D 400 mg %5 LIz DA (SVR12) ORBIFRIE L 2 BN 2 E VR EN TV D,

53 FEREKRREMET—42
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7w PROA X HWEKEERGRBRICBNT, YRATELVRREDOTT AT LA~ —
D1 LIREMOEHERGIZIY ., i (X)) KO (7> b)) ~OFFFRL, KO
HILE (M X) ~OREPBEINT, ToWBETORBRTIL, BZELIATZATIT—E
EEDTD Y RAT BV SN e o T2y, BAEERORD b/ & ToOFERH
W)Cd D GS-331007 DIRFE &L, B MY AR AT EI/L 400 mg = H 5 L7z & & ORI &
D29E (T v ) V1235 (4 X) Thoto, BHEFEERBR T, BRBEZDO IR (7
v B) KROR27 5 (A X) OIFEFTEEIZBOTH AL OB+ 2 B IR D b e o
77

VARAT EVITHIE & T A IR 2SR BB b MMM Y o RBRE FI o Ge R B R
BRI OV in vivo ~ 7 Z/ERRBR T O invitro DV invivo 2 7 Ny T ) — R Bk Tl &
IRZ IR0 T,

~ ARG v F &AW R AR T, 600 mg/kg/H (<7 2) | 750mglkg/H (5
v b)) FTORGEIZBOTYERATEMIRAFIIZRD behotz, Zh b DR
T GS-331007 DEEFE R, Y HR AT E/NL400mgll kb MgFEE L LT, ZEh
0% (vUR) ER15FF (Fv b)) @hrol,

VYERATENME, Ty MIBWT, - BRAFER S RRICEEET, £ v MK
VU F 2 W EBERRICB O TEAEIETERD b o, 7y MEHWIZH
AT R OHAE#ORAICET 2R TIL, YRR T EUITE, AEE X TIRE O E
B E RES o lz, VX EHANWEHERICHK T 5 Y RA T ELOBRERIL, b ME
EMRBEEOIGThoTe, 7y MEHWERERTIX Y AR T BV OB &ITHIE TE 20
S, b N TOFEERFMICESWIRER~— VX, VAR AT L 400 mg 12 LD EER
IRER (D 8~28 5 LHEE ST,

VIRAT ENMIHET IMEIZONWT, EIET v b CTHREBERENSRO b, FBHAT
v MZBWTHIH BTN RS TV D

6. FHIER S
6.1  Hhn¥—

FE
~ = h—/(E421)

fEEh B L e — 2 (E460(i)
JRAINVAR—=AF N 7L
R MK 7 A [2(E551)

AT T Y U~ 7 %27 IN(EATOD)

TN T T fE
RY =T Na— (o0 (E1203)
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gl F % L (E171)

~ 7 1 =— /13350 (E1521)
4 v (E553h)

Wt = TR LEk(ELT2)

6.2 %=
LR,

6.3  BEXhHIR
34

6.4 HRELDEE
AR HG TR A R E SR 2 LB L LR

6.5 ZBHREROMERUVARE
VINIVT BRI, T4 N a—T 4 T EE28EE R R Y T AT )L aA VN Ao T E B ER Y
iﬁww/MD%)%*“ IFEEL, Fr AN KLY RAZ U AEREN O T2 v v 7 Thitife
. RIS,
%ﬂiUT®k%D NFELREIC 7 4 v b a—T ¢ v 7 5E288E (288E A 0 Z5aR1{E) A
D&U%whﬁ T 4T —T ¢ T EEBAE (285EA D Aa3fH) AV, TRTOREER
PERRIE S D EITIR B 720,

6.6 BEEROIE
At o0 E R 5 S TR T O B IRV D5 2 L,

7. EXaMERTRINGE
Gilead Sciences International Ltd.
Cambridge

CB21 6GT

United Kingdom

8. RABEE
EU/1/13/894/001
EU/1/13/894/002

9. MEEZER/AEEHA
A& E 201441 H 14 A

33



34



1.8 Ivf3cE (%)
VIRAT EIL

JYRAXATJTEI

188 RFEF TEIFRR NRIEI BT 1FR

1.8 HIXE (F)
| |

XFY7RrR -4z XtkErt


tonda
Text Box
最新の添付文書を参照のこと


1.8 IRAICGE ()

VIRAT EIL
B R
1 IRITSUZE (Z2) e 3
2 FHHE » FNITLOFLTEFRIL ..o 9
2.1 T * 2 R ettt ettt ettt e ettt ann 9
2.2 ZHEE « NI DFLTERRIL ..o 9
3 2hie « WFACERE T D EOEB L OFEERIL .o 15
3.1 NRE « ZhFATBIE T D E O TEE et 15
3.2 ZHEE « W AR E T 2 EOTERE DR TERRIL oo 15
4 LR R B o A O et L SO 17
4.1 B R £ - OO 17
4.2 FHVE « FIBEDFBRIEARIL ..ot 17
5 Rk - HEICEET 26 EOTEB L OFEERIL oo 19
5.1 FHTE « FHEICBIE T D EDTEE e 19
5.2 L - HEICBEE T 26 H EOERE DR ERRIL oo 19
6 FEF B DR T OFETERRIL .....cooceeeeeeeese ettt st an et 20



1.8 Ivf3cE (%)
VIRAT EIL

1 AIXE ()
Y IIVT 4 BEOTRMACE () 2 TIORT,



2017 4F 2 A 1ERR
(FHRERZE )

Bl X 5y
fIr 3k
R IR

WU [E 3 %)
FEIRAT
AT IR 2

B4 ILRE

YNILT 1 ° §& 400 mg
SOVALDI® Tablets 400 mg
(VYRR T ELBH)

) IR -ERFOLAEICKYERTSIL

H AR S JE R
87625
400 mg
&R | 22700AMX00662000
AU 201545 A
e BR A 201545 A
[ Bt A 2013 412 A
LIS EN 2017 4F xx H

T

FHIE. 54 LZLFEBOARIZ+HEAE - BREROE
BOE ET, ARDORSHE LU SN SBEITHLTOH
B5T5L,

1. tﬂﬁ)b—j’Z(V:/&{jZ)(Di%A UAREY LD
PEARICEBWT, W%, AT Y A AT e & L T400 mg
Z1ALE, 12RO 5,

2. tu')’)b—j’l (x/84F1) XFEOGL—F2 (P
/8472 OWTFhICHEYLENNES: Ve v

[ (ROBEICEFHZESLEWNIE) ]

(1) FEIOBSDI<*t LBBEDBREREDHDEE

(2) EEDTHAEEE (eGFR <30 mU/4/1.73m?) RILEH %
WEBELTIBETF2OEE ( [(EMERE] OESE)
ROZEXNEHBEPDEE: HILIAIEEY . Tz b,
V27 ESY, B4 TA9F KUY (B D3 —
VX J—b) EEES ( [HEAERI OBESR)

(€))

(#ERL - K]
fR7e4 Y 7SVT 1 §iE 400 mg
ARGy » G . NN
(1 g2t YR AT /L 400 mg
MK A, ZVRAANAR—AF R YT A ATFTT Y

VB~ TR UL, D-wr=bh—, e ru—2 =2
o =—/L 4000, KU E=AT L a—L EsrTA) . ZL
7. BAbT o RO A = gk

wne

& - HE HEDHTCND T 4 N a—F ¢ v ThE

ki

CBIGD)

REE Ff20mm, MR 9mm, JEX 7mm, 1236 mg

el =— K GSI - 7977

[%h8k - $h2R]
ROWT D CALE
A IV A MIE D Y
1. ®aIn—72 (=) ZAT72) DB
2. B IN—T1 =) HFAT) Xk I—72 (¥

=) EAT2) DVFTHIZHIY LA WESE

PEAFR XUT CRRIEMEITIEZE IC 81T B ¥

(et - ZhRICEEET SEALOEE)

1. AAOHERICE L Tk, HCVRNAREMETH 5 Z L &2
RIDZ L, o, Frbe, BEEREC X0 IEREE
FFEZE G2 & 2R+ 52 &,

2. B IN—T1 =) FAT) Xk IN—72 (¥
= /)X AT2) ODVWTHICHEEY LARWEEOYE, [
Rl KO [BEh 3] oEONE LR L LC, B
54524,

EOPFRIZBWT, W, RAMSEYFERTELE LT
400 mgZ1H 1A, 24MRIR 0595,

(A% - AECEET SEALOEE)
ZK%IJ&G#H%a“é UANE D oG REIT, UAE D CORMIE
ED BT HRICHED Z &, FRICH - T, #5H
é‘ﬁué_m%ﬁ 0B EN12gIdLEL ETHDH 2 L A MERT D Z
L, Flo, BHEPRIZUAEY O AERAEGOR G P IEE S S
T DEWERANBIL LI HAIKE, VA Y CORMSCEE S
THZL, BB, UAEY roFEEPIET AT, AFIO
BEyhIETH L,

[(FERLDEE]
1. EE#S

BRINTIE 7 A N ARG (B3 OFBEA s (FHE ML

LRENDRS D, ) ( [EEZRERNEER) OESR)
2. EELEANEE
Q) AFNFXIANECV RS T H7®, U AEY U OWT
TEICHMIN TV L EE B HEKRS, EEREAR
MR, ERRAER%ED R EoEE] 207 R
HT L,
Bﬂﬁx?4wxmm@$%xi%ﬁﬁm%(Hm R
T, 2> OHBCHUA X IIHBSHLIRG ) 1238 T, CRIFR
Eﬁ@ﬁﬁ%wx%%&@%ﬁ%\cﬂm%ﬁ%wx%ﬁ
& T4 2% —HBETFSR 7 A L2 DFEHLAEE ST
50$ﬂ&5ﬁ%ﬁof\8ﬂﬁ%74w1@%@ﬁﬁ%
5 2 L, BRUATR A L 2 Y B TR R R
BCAKN 5+ 555813 . HBV DNARZDOBASITF & 7 A
NA—T—DF=Z Y T E{THRE, BEFRY AV
A DG OBBERTEROFBUCEERTH 2 &,

@

3. *EEM’FFH

VBRATEMI T o AR—F— (PHEER (P-gp)
JEMEEE (BCRP) ) OETHD

.
((Fwm@ie] omz

)
(1) RS BFHLZRVWZ L)
T4 FEAAER - #5185 1k HEF - faliR 1
U7y ARF O I p R EE A8 IS DOIERIDTERS) 73
(V77vv) KT L, AFOZHEN | P-gp OFFEIERIC K




HR=wEE

LS AP Shay 1 R/AY )

Y A MER

(77 v h—n) 2o METFT DBensd
Tz= kA %,

(FTre7Fv)
P E RS T

U (Er e Va—v
A U—h) GHR

(2) PPHER (BFHICEET S L)
S FRARAER - PR T ik BT - fEBRA T

V7 TFe AN O tin e b EE A D OFEHID P-gp

T L. AAIOBRD

Tz )NV EH—)L

|CEEI AP Skay 1 R/AY )

%o

OFEEMICLY A
# 0 1 B I E A3
TI2BEnnbd,

RBIEMA

Tz ) B AT 20 CRUEVEIF R BE UFCHRUAE VT aE A
BEZARITAF L U Y 2P U= E NS 3R
ARERIZIVN T, 14061 61451 (43.6%) IZRIVEA (FRRMRA
EEREZET) P bh, ERFEIERIX. B U3~
E7 a6 (15.0%) | BER7EI (5.0%) | MR
61 (4.3%) . HLL6H (43%) . % 9 EEE6H] (4.3%) %
Tholz, KGEKF)

¥z ) B A T I0CHRUEVEIF R BHE UFCHRAE VTR
BEZRABITAAIL VY 20 QeARES) Lz
4> DS 53R R IR SABR IZ 51 T 5550151403451 (72.6%)
WCEIER (BAERBEER T 28T 2B bhi, 728
YEAIE, 55715801 (28.5%) . FEJM11045 (19.8%) . AR
86l (15.5%) | & 5 FEAE7TH (13.9%) | M) iE63641 (11.4%) |
6301 (11.4%) EThotz,  (BhEEBAIKGEEE)

(1) EXGEHER
1) A (11.4%)

2

~

BMARHHDONDZENHLDOT, ~EZrE L BEEM
ANCHIET 5 70 EBEZ 51T, ~E 7 B BV EOR
Y ERBOTIGEIL. VAEY U OTRMCEIHENY AE Y
CORBEEREET AR E, MURLEESITI L, BB,
UARE Y rofh ik 28605, AFlo#EE b Ikd
52,

BILE (1.4%)

BILERS 5D Z ENRH Y | ULHES ML 180mmHgLA

b SOFIEEE M E110mmHgLL EICE S 72 b S ST

WAOT, BHEPIMEOHBECHIEETHZ L, B
(AL ONSY dWiak>” S Nl e €t o Al Rl o S WA T A A A U 8
1152 &,

3) RN EEE (HEERE)

RS, T S5 ORI I 288 B D = &R H 0D
T, BEE T, BEASRD bR
Hk 7L ORI (TS 2 L,

(2) ZntoBIER

IR D &5 ZREWER 30 b LT 358 13 ERITE T
WY ZREZATO 2 &,

PREVE | 5%LL R 1%Lh 5% 1A BHEEART™
JRYe FRIREE S
Mg - v ~EZ 0 U
%
Rt R 5 ¥, RIRE
IR st IR, HFEN EEmE
ik
B2 PRI, SRR,
IS (U P
U
ik O, @R AN HIERR
% IR,
LTS
fiFhise = E UL U IE
P& T HFEIE, B, BN RERR
JiESE
[RE 5 PO [T A |
i
Zoft BRI, W Gy I8 JJE
e

) BV, NSRBI IS D S FH Uic, B3 U O
RRBRIZ BV T SN RERIZBEE AR & LT,

BEE~DOERS

ENFEIMEARRBE T, AFEV A 2L E
X2, —BYEDE Y U L v MUES OIS BRI S
FIZHE_EWMH T o 7z, — RIS E IS CIIAERRREDS
KTFLTEY ., BEERESSAIHEEZ > THDZ ENZ VD
T, BEOREBABELANOEEICHREGETHZ &,
AR, EN. REMEAORE

AENZVANEY T B0, s SXUTEHR L TV 5
AREMED B DR AT, BE LWk, £2, MIRLT

WRNWZ & R ERT D720, IRFEBRIRICENL G, U e Y
VORMIEESB L, MERELEETLIZ L, [V
AT ENOEYER (T v NEORTHX) IZBWTHE . i
WRIAT T DRI R STV ARWAY, AH & BEH#
592 V3 v OB EER TREGT M R OYIE - G R B SE
TERRRD 5TV 5, ]

BT ORI G T2 2 L BT, R a5 TR G
LZEAIIRAEPIES TS 2 L, [BWER (T v )

T, FERBW TH HGS-331007 DI H~DBEITNERD
LN TWA2,]

IMNRE~ADESE

RHARER, e, $UR, SR U/ NRICx %4
PRI LTy (ERRER 72 WY)

BRESE

fre, R AR AB9BIIZ AAI1200 mg % HLEIE 5 L7
X ORFEREGORBELE, TELIL, AF1400 mg it~
T RELGRICHRE SN LD LRETH Y | AF OB E
B EIZ L A EFRLIIMRINLTHRNI,

QL AN OB 5% B R A fETEANT ARV, B
BHEOLAITIE, XA AP A v DE=F )V TRBED
HBAARIEO BRSO e K FRIE L BET 52 &, 72
B, PEER IR O FEERH# T H HGS-3310071%,  1MEE
Bz L 0B3wARESND L OWENRH D (AR DMK
BT L0 B EHEETRI8%) 9, ([FEpEike] omES
iy

BREEDEE

FNZZ AT : PTPEREEOIAFNIPTPY — M BEY H LT
AT AL OfFETLHZ &, [PTPY— FOFRERIZ LV
WA TS B IEREIE A~ L, SIS B ALA R 2 U CHERR
AREOERERAINEZIIRT 5 Z WG SN TN D,

[FEmEhiE]

Invitro SABRICB W T, X7 LAF R7r KT v 7/ THD YR
A7 EVEIFEA TIEEREICRB# SN D Z LR Eh
THH, b bOIlFD BIEIEERBEIIHRE STy,

AFNERAZE Lz & &, YRAT E/MTHOMIAH &=

i,

FORES (90%i8) 13T EFH GS-331007 & LTI

WCIFTE L, REMED HD 2EET 4% TH 72, AAIOHE
WIBNBEMRAT ClE, VR AT B KO GS-331007 % EIZHWT
FEAm L7z,

1.
(1) RERAIZETZENEE

I A BE

HARNBERERR AR 8B, AHKN400 mg% 28 JE IREIZ B[]
BO®EE L L 20 Y kA7 LK OGS-331007 D 3K Eh)
e T A—F BRUTT,

® 1 EEEAICER 400 mg ZEEHERBELIZEE20

BMRB/S A —4
VRATELC GS-331007 ©
Crnax 639 1440
(ng/mL)?* (28.6) (32.2)
05 2.1
tmae ()° (05,1.0) (L5,3.0)
AUCin 649 11,000
(ng-h/mL)* (46.5) (21.9)
tn () 0.4 250
(0.3,0.6) (21.8,34.3)
a: FEE (CEBRE) | b RO RERE) L oc: 8




(2

(3

(4)

(5)

@

CEMBM % BEIZH 1T 3 BEMEMEIERT ©

Tz ) B AT 20CHRUEVEIF R BT 14061 & SRR A & U
ANEY &G U7 EN 3 ER IR SRR C REER 3 SR
SN % FEHE L 7= RE R, EHEIRAEIZI 1T D AUC M U Crax®
SEHE (ETRE) X, YARRATEL (356 TERER
953 (27.8) ngsh/mL, 529 (34.2) ng/mL, GS-331007 (140%1)
TZNZF110,491 (26.9) ngeh/mL, 824 (26.5) ng/mLT&H -
7o VAR AT LR ONGS-331007 D HEM BN HELZ 6t 2 4l
PERI, BMI, {UEVERFEZE OG5, BRI SUIIER RO
HEIIRO bR o7,

BRORE BEADT—4%) 7

HAE A HE R AR E 39112 . AHI400 mg % ZE JE I K UV
BICHREROHZG LZEE D, YERATEALRD
GS-331007 DM EYAE /ST A — X B RKAIRT,

F 2 REERAICEH 400 mg ELMEFER VRSIC
BHEES L E0EDNB/ISA—4

Y RAT E L GS-331007
Ze Ik Rtk Ze Ik itk
(39 f5i) (38 ) (39 f3i) (38 #1)
Corax 675 764 1230 909
(ng/mL)? (46.9) (95.2) (32.1) (23.5)
oo () 0.5 15 3.0 4.0
max (0.3,2.0) (05,6.0) (15, 4.0) (2.0,9.0)
AUCo.nt 646 1230 13,500 13,800
(ngeh/mL)®|  (40.2)° (49.1)° (28.4) (23.6)
tn () 0.4 0.8 24.1 26.9
2 (0.3,0.7)° (0.4, 4.5)° (10.2, 46.9) (11.4, 45.8)
a: EEE (EEMRE0 | b hR(E (FEPE) | c: 3861, d: 344

BREEERECETIEVSE GMEAOT—4%)
HCV YL % (o7 WAMNE N BHERERE S D b 2 R IR
400 mg 25 L7z & & BHEEIER #5R#E (eGFR >80
mL/%3/1.73 md) 1ZEE LT, #RE (eGFR=50 %> =80 mL/
373 m?) | HEEE (eGFR=30 7> <50 mL/4y/1.73m?)
UTEEE (eGFR < 30 mL/43/1.73 m?) DB REREE D 1R
HTIE, YRATELD AUCins IXZFNEH 61%., 107%.
171%¢E < . GS-331007 D AUCq.int IZZ #L-F41 55%. 88%.
A51%E o T, Fio, MIREN 253 5 KRB AR 20w
BREITIIT D VIR AT EILD AUChins 1. EHERE IEH HE5R
FIZH LT, BRI S-T 28%., BATH G- T 60%m 7>

7= DIk L, GS-331007 @ AUCq.int 13 BHTHITIR 5T 1280%.

BTG 2070% VM2 R L7z, RIS EO5RE
TI% GS-331007 DR ITIXMIEE T A LETH Y | 4 HifE
D MLIEFEHT TR B DK 18% 07 GS-331007 3k ST,
FEEEREICB T 2ED8E MBADT—4)
HREERE X EE (Child-Pugh/y3EB X IEC) D ATFERERE S
B4 DHCVIEYYERHE 1T L, AHI1400 mgz 7 H [B#HE5E L
e &, FREEFREFEICI L, YERAT ELDAUCIT
ZFHhZFh126%. 143%E < . GS-331007DAUC T EFNEh
18%. 9%EiHo7=,
S, RE. it GFEAOT—%) ?
MCHER T A 7B 400 mg Z SERERR B MR |2 BALA]
BAOEE L&, RENTESCHITEIN X, GS-331007
(X7 vy RFER) & LCERICRPICHtt S, v
BRATEAOE MSEE ARSI 61~65%,
GS-331007 ® & kISR A EGHRIL 31~72%TH Y |
0.1 pg/mL 2> & 20 pg/mL O FEH C il hR e o F8N T T
RIno T2 0, g RE D4/ i A R 3R 0.7 T
D, YARATENKROEONHIE, mEkeky X EE L
THSFEFIC AT 5 2 & ARE Sz, MR EED
RESIFIEERBW TH D GS-331007 23 k5 6d Tz, Y
MRENERIE 92% % EEIY | JR, FEE, FEKHFIZENLEN
80%. 14%. 2.5%7NHEHES A7z,
EMHEEER
In vitroStERRRAE Y
VR AT EIVIEP-gp X O'BCRPDFEE T d» % 73, GS-331007
LI HOIEETIE R, BENDOP-gpa 5 5 35 &
OPERIC L Y . VAR AT B0 mE R R B B F
nad 5, A#Hl%ZP-gp X ITBCRPOIER & O Lz & &,
GS-331007 D MLIEHFIREE D _EFITFRD H e s, YR A
TENLOREN LRI BENNH D, AFNFP-gp T
BCRPONEFR & SN D AHEMER H DA, Y RATE

-6-

IV} (8GS-3310071%P-gp &% "BCRPD [LEATld /2N 2 &
BRENTND,
(2) ERERAE (NMBEADT—4)

# 3 YRR TELRUGS-331007OEMBEICRITTHAEOZE °
— g V7R AT EL K UGS-331007D
g
o {’Ef; DB | SEEIE T A — 2 I
(m;— 4k (D FH I/ A3 -5 (Q0% 1248 X D)
(mg) Conax AUC
or| 254 453
. o 600 400 (1.87-3.45) | (3.26~6.30)
B < 12) o sy
I | gim | 19 o 0.60 .04
(0.53-0.69) | (0.90~1.20)
sor| 097 113
. 5 400 (0.65-1.43) | (0.81~157)
I 2 s s
ArEY AR B[] gim | 10 o 097 .00
(0.83-1.14) | (0.87-113)
or| 1% 134
snrenr—ay| 800000 | 400 | o (110~1.92) | (L12~159)
—: U e 1H1[H B [A] cs 0.97 124
(0.90~1.05) | (118~130)
z7yELyyt Y 600
1A LE sor| o081 0.94
— w | (0.60~1.10) | (0.76~1.16)
= 1A 1 B[]
F)RELYY T 0
300 0.77 0.84
SaGAn
FIATIAMAT | g GS | (0.70~0.84) | (0.76~0.92)
sor | 087 0.95
I 400 400 (0.71~1.08) | (0.82~1.09)
= gy 13)
TITITER ypam | owm | Y 1.09 .03
(0.99-1.20) | (0.97~1.08)
or| 17z 1.09
s 25 400 (0.90-1.62) | (0.94~1.27)
1 1 13)
IAMEEY S pam | e | Y s .06 .01
(0.99-1.14) | (0.97~1.04)
- :
e | 400 sor| 095 1.30
AR 30~130 | 1H1 | 14 (0'%8;§;33) (1'01061;69)
LAE CS | (065-0.83) | (0.89-1.22)
or| 02 0.28
e 600 400 (0.19-0.20) | (0.24~0.32)
1 - < 15)
V7IIESSP g mm | e | Y s 123 0.95
(1.14~1.34) | (0.88~1.03)
SOF: VA7 E /L. GS : GS-331007
a : FRAA EAE B E R BR A M, b : BAA] (ENARKR) & LTS,

c:ERARUALTL b E—LTOHLEE
® 4 BIAXOEDHBICREFET VR TELOKE °

iEE S A PERIEDSEYENRE T X — X b
2 » o [ A j- P %1 3 i X [H
DEE - ?E Bl DF FHREEEM B 51 (90915 #E X [H])
BehH G- it c AUC C
(mg) (mg) e "
- 600 400 1.06 0.98
B 2Ry 2 o o
V7R g | owmE | 2| (094-118) | 0.85-114)| A
5 400 0.73 1.09
y 1 12)
[ iate wE | owE | 29| (059-090) | 0.84-140) NA
s -2z 800100 | 400 | o 097 0.97 0.86
e ™ | teim | v (0.94~1.01) | (0.94~1.00) | (0.780.96)
600 0.95 0.96 0.96
i Aaed 101 (0.85~1.06) | (0.91~1.03) | (0.93~0.98)
snkysmEs| 200 400 0.97 0.99 1.04
9 TALE | yig | 16 |(0.88~1.07)|(0.94~1.05) | (0.98~1.11)
SRTADUTE
300 1.25 0.98 0.99
FINTIMET| g gy (1.08~1.45) | (0.91~1.05) | (0.91~1.07)
T 400 400 057 0.73 0.95
= 13)|
IATTTEMT  mom | owm | 10| (0.44-0.75) | (0.59-091) | (0.81-1.12)
o 25 400 1.05 1.06 0.99
. 13)

IMEED S py i | Y7 | (0.97-1.15) | (1.02~1.09) | (0.94~1.04)
o | R 0.99 To1 0.94
RAY R a0~ | 400 |, 085116 ©85-121)] (077-114)
S o 130 [LH1E 0.95 0.95 0.95

1A & (0.79~1.13) | (0.77~1.17) | (0.74~1.22)
JNTEAEA kT ) 1.07 1.06 1.07
I INGT AT (0.94~1.22) | (0.92~1.21) | (0.89~1.28)
A=
0.180/0.215/
. 0250 | 400 118 1.19 123
S 16)|
INTARA By F o=l B 1| P | (0.99-141) | (0.98~1.45) | (1.00~1.51)
ARTUF
— 10,025 1
zF=Ax2 b g im 115 1.09 0.99
Dol 19 (0.97~1.36) | (0.94~1.26) | (0.80~1.23)




NA : #2472 L

a: SR EVE AR LA RS C M, b : BLAH (ENAREGR) & LTS

DLEREICHT 2HE

SME N GERER AR 59 B & %G AH] 400 mg K Y

1200 mg BT 517 & 0 LERICRH 5

B THMm L7 &

& AN QTe MR DIER 2R S7eino Tz,
() AMOARBES Ak - MRIE 1 H 116 400 mg 25T %,

(ERERRRAR]

1. BERACBHIREBEE (3 3E:A®m) ©

KGR XUTHNERE D B 5 ¥ = /) # A 72D CHRUB T B FH X
ITCRARMEMEATIEZE B 14001 & 5 & LT, AFIE Y e Y

£ 7 BE5RTH 1280 SVR (SVR12 &)

. ARBVERTREZE™
R 2 L P
. 83.9% 82.6% 87.5%
v — (26/31431) (19/2331) (7/8631)
IENBEIGHE - - -
e 100% 100% 100%
v — (14/14%1) (12/21451)) (3/345)
— JN— 86.7% 81.8% 100%
e (L3/15451) (9/11451)) (4/4151)
- 91.7% 90.5% 100%
w AR (22/24451) (19/21431) (3/343))
= —— 88.9% 95.2% 66.7%
= (2412715 (20/21451) (4/645i))

O (12 HE) 12 &2 FB3HERRER GRERIE R

AR 2 L, ERGRHMRE E T, H5R T 0D 1208 Wk

DHCV RNARASE f: FIRMFEAH 0% (SVR123) T, SVRI12
H1196.4% (135/14061) ThH Y . KRGO BH OSVRIZHIE

97.6% (81/83#1)) | RINEIED & % B DSVR125:1394.7% (54/57

#il) Tholz, EIEMIZIT HSVRI2ZE A KSITRT,

£ 5 B5#TH 128D SVR (SVR12 &)

Bt SR SVRI12 %
S 97.6% (81/83 fil)
i L 97.3% (73/75 141)
y g5 i)
PR IR Ty 100% (&8 )
™ ) . 65 i Rl 98.6% (68/69 141)
RitEE i 65 bl k- 92.9% (13/14 fil)
R 97.2% (69/71 141)
IFN A Rk 100% (5/5 £4i)
IFN 225 3° 100% (7/7 %)
S 94.7% (54/57 fil) 2
. L 96.0% (48/50 141) :
y g5 i)
PR IR Ty 85.7% (77 1)
[ . 65 i Rl 94.9% (37/39 141)
A mi;&; & i 65 B I- 94.4% (17/18 1)
- HE4) 100% (13/13 #i)
IRy Y b S a ) FRIT LA 2 92.7% (38/41 fil)
s A J—
IFN i % 100% (3/3 #4i)
TE) FFEZE o) RIS 1k, AR ST Fibroscan OFE R (> 12.5 kPa) % MV /=,
2. HAEACHITZHABREE P
RIEEIANERDSH DV = ) ¥ A T 3OCEUBHITFRHBEE X
ILCRURAE MR BT xR & LT, RAIL UV SEY L off
QA |2 X 540 OUEs 55 3HH R kiR & 92k L 7=,
FZEEM S H IZSVRI2:: T | R4 [ K OB /0 4E [ 51 DSVR12
REFR6IIRT,
® 6 ¥5#TH 128D SVR (SVR12 )
. ARBERTREZE™
2 Alk
— L& L X
- 94.3% 94.6% 92.3%
| L (99/10551) (87/9214) (12/134]) 3
o 78.6% 86.7% 61.7% .
IENBERHE | (114/1450) (85/9814) (29/47451)
- 88.3% 90.3% 81.8%
19 e (83/94151) (65/7243i)) (18/2245i))
— N 79.5% 81.5% 76.5%
IENEEISH | (7orgsyi) (aa/54l) (26/3411)
RIGHE - - -
e o 94.1% 100% 83.3%
IENBEISHE | (qernrp) (vfi) (5l6)
- 91.2% 90.7% 100.0%
N — (52/57431) (49/54451) (3/3%51)
N 85.7% 92.3% 78.3%
IENBERE | (aqrag) (@4126031) (18/230i)

1) AP OYEREC T, IFAER, 74 7n A% v OfER: (125 kPa ) # L

{F747v7ArAa7 (075#) 2O APRI 227 (2i#8) #Hvi-,

RIGREXTENER D & 5 Y = ) A T4ADCRUBPENT I EH X

(ICHRRAEPEATRE R B 2RI, KA L U e ) OB

(4 M#5) 12 & 235D AR AR 2 F2hi L 7=, Y

fii 5 H 1ZSVR12:E T | SREF K O AR OSVRI2HE 2 &

NIRRT,

) AP OHEREC T, IR, 7470 A% v O (125 kPa i) # L

{EFE747mFAbRxar7 (0.75H) O APRI 227 (2#8) &M,

¥ MR RBR CTHV SN ) N Y VoMY - AT, BN TERRSN TV D

Jik - B L3RR D,

[FERhEEE]
1.

1EFFF
VIR AT EVE, RN CIEERE TH I U Y=
UV UBRANIEBMINAX I VAT K7 R v 7 THhY .,
TEMEREMIE, CRUFA U A LA (HCV) ORI VAT
B HHCVIEREE 7 o 73 7 5B (NS5B) RNAMKIEERNAAR
U AT —BEHET D IGENHHYMOHCYY =/ % A4 71b,
2a, 3af UMaf KENS5B7R U A Z —F 1513 % 50%[H 2 &
(ICsofi) 130.36~3.3 umol/LTdb - 7-2), iHHEA#EIT
FDNAKRURNAK U 2 5 —PEAESETY I har R
T DIEBLGBLE LR,

In vitro 1 HCV &

VIRATEMI HCVY = ) XA T1I~6D L7 ) 2 U HlfE
ICBIT BRNAEEZAE Lz, HCVY =/ % A 71a, 1b,
2a. 2b. 3a. 4a. 5ak V6anZERIFEL 7V a Mz
W35 Y HRAT ENLDOE0%ENIRE (ECsfl) (XN Eh
0.040, 0.11, 0.050, 0.015, 0.050, 0.040. 0.015}%7%0.014
pUMOl/LCd » 722, BpAEMHCVY = /) % A Fla. 1b. 2a.
2b. 3a. 4a. 5akU%6ad> - EVEFEI L 7Y = IS 6
% VIR AT EIVDECsfEILZ N Z40.030, 0.022, 0.147.
0.013, 0.034, 0.036, 0.022}7*0.046 pmol/L T - =%
£7-, HCVY = 2 Z A 71a (6741) . 1b (29%) . 2 (15
B) K O3a (10641) MR/ Bk B sk ONSEBREI & A L~
U o N D Y R AT ELDECsE (HkfE) 1.
N Fh0.062, 0.10, 0.029%%7%0.081 pmol/LT&H - 727,
VIRATENLEYNEY V¥ —7 1 a, NSSARL
EAI NS3T' w77 — B EAl, T RINSSBRA E
HlEOPFRIZ X0 | AU 72T T A LV ATEE DR
HHNE®,

HeHmE

HCV Y = ) Z A F1~6 D L7 U 2 iz v Y kA
7 BV invitro MHEFRBERERICB W T, &2 THOY =/ ¥
A F L7 3 AR T NS5B fEi D S282T 25 B3GR b
N, 2T EREB AN LT NTOY = ) XA T LT
U o T Y R AT E ST DR DM T L, i
T HEAT L s U2, S282T A EAZx 5 ECs
% 24~181 fEHN L7230, F£7/2. U Y > kR
T NS5B BREAI, NS3 71 7 7 — B B EAI X I% NS5A BHE
FOMmHEIC B L ZRE ST L7 Y a VBBV T,
YRR ENAOIEITHERF S O, KAL)
OPFFIC X 0 F0H R OV e 2 5540 L 7= BN 3 FHER
KRB ClX, V= /A7 20 CHRUEMIFRLBREIIC
AURAEPERTREZE BT 140 Bl 5 BINS 7 A )L A2 TR % 38
DR, HEMEPOT LA 7 2 —133BD o T, B
PR LU 7= 5 B0 g T, NS5B fEIB 0> S282T MitPEZs 7 K O
VIR AT EMACKTT DR MR T % £ 5 BRRITEED 5
o729 D= ) XA 730 CRIBHETRBE T C
RIRMEPERTRE S B 205 & LT 4 > OUgs 3 fRERAR R
BRCIX, NS5B X7 LA REHEAIR G- Bdigs . (L159F
KEOVV321A) B, T ANV A FHERA R 2388, NS5B




BRFRIIAGE LN EBETHRHESh, ThHbEROF S
BTt 2 HIER SR 1 3.1% (555 il 17 f5il) T o iz 720,
V) BAT 4O CRUBMATRES X1 CBUEPERATIE
EEREZXZ L LT 3 SO A RER Tk, #& 5 WR

(GS-US-334-1344)

16) FEPVER B DRI & oo SEAR 1R AR
(GS-US-334-0146)

17) tENER - MRS SRR SR (GS-US-334-0133)

D7 A IV A BRI TERD 22 D> o 7225, 111 il 11

18) FLANER} - WS 3MHERREER (GS-US-334-0153)

Bl BF TR EGRICHREROI, 2L, ZRHEED

19) FENER} - WS SMHERREER (GS-US-334-0123)

N 2T A W T TS S282T MittEZE B T 54
BZER (L159F TN V321A) 3t EnRinoiz 22,

(BB HELFMA]
—fB& . YHRATENL
Sofosbuvir (JAN)

%4 : 1-Methylethyl
N-[(S)-{[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydropyrimidin
-1(2H)-yl)-4-fluoro-3-hydroxy-4-methyltetrahydrofuran-2-yl]
methoxy}phenoxyphosphoryl]-L-alaninate

53FF 1 CooHoFN3OoP

53FE : 52945
wE

/

N

',
Wy
\ /!
\ /!

\—
N,

O.. o}

H CH
H _H .
HN_ N L’O\!-""'-o-"#\u/‘{* _O___CH,
v H
bd

gH c j ~OH
: H

¥ R aeroMEAeOmE

B A¥ /-, TEMA TEI=MIAXEZS ) —
S (99.5) ITIEIFRd <, 2-7 u 8 — LSRRI < ik
R T IANZRREITIZ LK, by, YV a XX d~
TR AT E A EET R,

B R #9125°C

SBERE : log P=1.62 (1-174/-¥10.15 mol/L At H U 7 LIAEK)

[&EBEH]
IR Y R 7 EHEHE AR ED B, @WUNCHERT D Z &,

(2]
Y 2NVT ¢ BE 400 mg : 285N
148E (7THEXx2) PTP

[EEXE B U SCEREER ]
FEIC :
1) HNEE: Ty N RO XA AR R
(SA-PSI-7977-10-0008, SA-PSI-7977-11-0006)
2) tENEE: 7o MHEIFBATHEICET S5
(SA-PSI-7977-11-0009)
3) tENEEL: QT/QTCHIkE ~D R EIC B3 25 3k (P7977-0613)
4)  thNEEL  BHRER T RE ST 5 KB s
(P7977-0915)
5) FENEEL R AT IS T D KB REEER
(GS-US-334-0111)
6) tENERE : ENEMEEARRE (GS-US-334-0118)
7)) ANER: BREORBIIET 55 (P7977-1318)
8) tLNER} : ITHEREREE A TR T D B RE R ER
(P2938-0515)
9) tENER: = AT AR ER (P7977-0312)
10) *ENEEL MR B S ICBIT 23R
(PC-PSI-7977-11-0001)
11) HRNEE: b T AR—F =TT 5B (8215026,
AD-334-2002, PC-PSI-7977-11-0006)
12) HNEE : 27 u AR U ROZ 70l LA L OERYI A
EARER (P7977-1819)
13) AENERF : BLL b u A L 2K L IR B AR B
(GS-US-334-0131)
14) FENEEL D AV R & 0IEWHEAEHRE (P7977-0814)
15) #PNEE U 77 e L OB EAERRR

20) tENERL : VS EESMREE ARG (GS-US-334-0124)
21) tENEERL : VRSB MR R AR ER (GS-US-334-0114)
22) tENERL : VSRR EE AR (GS-US-334-0138)
23) FEPNERL : NSEBAR U A Z —BIEMEAEIZ B3 5 3Bk
(PC-334-2010)
24) HEWNER B RRY AT =BT B EH O
(PC-334-2013)
25) HWNEE: 2 v KU TSR 2 1EH O
(PC-334-2012, PC-334-2015)
26) +EPNERF : HFIHCVIEPEICBE4 5Bk (PC-334-2005,
PC-334-2009)
27) FEPNERE - RS BER T OFHCVIER I B3 5 38k
(PC-334-2016)
28) FLNEE} : HIHCVEE & oI A/EREER (PC-334-2004,
PC-334-2018)
29) tEWNER} : Wt HLCE T 238k (PC-334-2010)
30) PR : NSSBAEEE D S282T48 e Jr DA M B4~ 2 4%
# (PC-334-2006)
31) AR AFEMMEIC BT S F (PC-334-2017,
PC-334-2020)

SCHRFE SR 2 -
FETEICTEHOENERHZ D E E L TH FRIC TR T E W,
XUT K Yqf v ZEASAE
AF L INFR— b Z—
T100-6616 H A TRHERILON—T HIE2%
TN Xayh R T —
7Y — & A 7L 0120-506-295
FAX 03-5958-2959
SZATHREM : 9:00~17:30 (£ - B - fLH ROSHAE 2B%<)

&R

FYF7E-HAL T XK S

T100-6616 RER#MTFRARINOA—THOIE2E
TS50 boxanyox4a7—

® : BRERpE
10-GS



1.8 Ivf3cE (%)
VIRAT EIL

2 BNEE - IR KR UERERL
2015 4F 3 AT THGRR S NIEARIOREE - IR THD kw7 N—72 (V=247 2) OC
TS MEIT 2 1% C BURMEMENTEEZIZ BT 2 VA NV AMIED S E] 1A, 5%, e —71
(V=247 XTI N—72 (V= /) FA472) ODOTIUTHREE LRWEEO C g
PERFS S C RAREMEITREZR IS 36 1T 2 U A VL A MBEDOSE | OBGEZ AR E Uiz, AKRFEH
EHAGRHGE 21T 9,

2.1 shee - R

ROWF D CHRUMBMERTF R 1T C BARAEMERFREZ I 361T D 7 A /L A IME D el
1. taIN—T2 (=) EAT2) DEH
2. vt N—71 () AT XiFkEe I n—72 =) FZAT72) O
WP HIEY L ARWEE
(FHRREBZA )

2.2 $hEE - IR DX TR
V) XA T 3OEM HCV YL E IR 1SR 3 fHER R ER T O

ARHFETIE, Y=/ Z A7 30 CRUBHERT & B T C BUEMERTRIZ B (X 2 A&
Otttz AL LT, AFl L RBV 23 24 BRI G SNTZLLT D 4 SOHEsE 3 HHER
R &2 T,

o HCV HMURYLHBE LM CTOH 3 FHEGAKRAER : GS-US-334-0133 (VALENCE) &8k K& Y
GS-US-334-0153 (BOSON) &k

e  HCV/HIV EAERGEEEMTOE 3 GRS : GSUS 334 0123 (PHOTON-1) 7Bk K& O
GS US 3340124 (PHOTON-2) B

V) BAT 3O CRYEMEMRBEE T C BAREMERE AR T 5 24 #[H D SOF+RBV
B 5-OFZINEIL SN 3 FRER AR SR D 4 35k (GS-US-334-0133[ VALENCE J#5# . GS-US-334-0153
[BOSON] &, GS-US-334-0123 [PHOTON-1] k&% U8 GS-US-334-0124 [PHOTON-2] #tf#)
TRl U7z, s 3 MHEREREBR D 4 RBRT 24 #[H D SOF+RBV #5251} 7= = ) # A 7 3
D HCV &Y I BIT D SVRI2 OfE R A2 11277, KT, SVRI2 |3 85.8% (95%fFHEX
i : 82.6%~88.6%) TH 7=,



1.8 Ivf3cE (%)
VIRAT EIL

#F* 1  GS-US-334-0133 i%E&. GS-US-334-0153 itE&. GS-US-334-0123 iREE R N
GS-US-334-0124 : 24 ;BRIM SOF+RBV 5% 2+ /34 T30 C RIEEFRXEEXIE
CRREMITFELTEE TOH SVRI2 (RRDEBHNRER)

Genotype 3: SOF+RBV 24 Weeks
HCV-Monoinfected Subjects HCV/HIV-Coinfected Subjects
GS-US-334-0133 GS-US-334-0153 GS-US-334-0123 GS-US-334-0124
(VALENCE) (BOSON) (PHOTON-1) (PHOTON-2) Overall
TN TE TN TE TE TN TE TN/TE
(N=105) | (N=145) | (N=94) | (N=88) (N=17) (N=57) | (N=49) (N = 555)
SVR12 | 99/105 114/145 83/94 70/88 16/17 52/57 42149 476/555
(94.3%) (78.6%) (88.3%) | (79.5%) (94.1%) (91.2%) | (85.7%) (85.8%)
95% 88.0%to | 71.0%to | 80.0%to | 69.6%to | 71.3%1t099.9% | 80.7%to | 72.8% to 82.6% to
Cl 97.9% 85.0% 94.0% 87.4% 97.1% 94.1% 88.6%
JF A 87/92 85/98 65/72 4454 11/11 49/54 24126 365/407
74 | (94.6%) (86.7%) (90.3%) | (81.5%) (100%) (90.7%) (92.3%) (89.7%)
JrF s 12/13 29/47 18/22 26/34 5/6 3/3 18/23 111/148
AW | (92.3%) (61.7%) | (81.8%) (76.5%) (83.3%) (100.0%) | (78.3%) (75.0%)

TE = treatment experienced; TN = treatment naive; TND = target not detected

HCV RNA was analyzed using the COBAS TagMan HCV Test v2.0 for use with the High Pure System assay with a limit of
quantitation of 25 IU/mL, except for in Study GS-US-334-0153 where the lower limit of quantitation was 15 IU/mL.

The exact 95% CI for the proportion within treatment group was based on the Clopper-Pearson method °.

Missing SVR12 values were imputed as a success if it was bracketed by values that were termed successes (ie, ’< LLOQ
TND’ or ’< LLOQ detected”).

Source: m2.7.3, Table 6

1) FFEEZE OHEFEEZIT, AR, 7 4 7 r 2% ¥ CORER (125kPa i) #LIZ7 477 2 M Ax=7 (0.75
) O APRI 2 =7 (2#8) MW=,

* MSMRRHBR THWO N Y ASE Y oMk - iR, BRTARREISRTOWD HE - HELITRR D,

WAL 3 MR RBER O 4 3Bk T 24 #WH D SOF+RBV #5451} 7-2 = /) # A 7° 3 & C H& M
9 HBE UL C BURETEIFEAERBE O S B, 69 FINEHK TH 12 BE CTITHBKE L, 5 BInERE
AR IS & A L R AR & 72 o 72 (CTD[2.7.3, 3.2.1.2]H), B LRI 7 A L 2274
TR & 72 o= 5 B0 5 B 3BNTAMEOKINC L 0 Beh-2 ik U, 1 BlIIARERESE L&
Z BHiv, LENIE 558 TRNGBFRRE & e 572, 6 B C. SVRI2 BERK &I 544 T 1% 24 3 Okt
REIC B SR bl (CTD[2.7.3, 3.2.1.3]),

Y77 =TI OFE R, SVRI2 RIZKESOH 7 I N—T T (3 ), RIG#
BT 91.4% (234/256 ) . AR D & 5 BT 80.9% (242/299 i) Th-o7-, £, IFHEED
RV D D HARIRE A T 92.2% (201/218 1) . BRI D & 5 B3 Tl 86.8% (164/189 i)
ThHY WL ZH T 5BED 9 HRIBEBEHE TIX86.8%(33/38 i) . HITEHE D & 5 HBHE TIX 70.9%

(78/110 i) T 7=,

WS 3 FHERIR AR D 4 SRR 48 U C G5B DR G T 1% 24 B £ T2 U A VAR
AR & 720 . DD, NS5B FEI O ARSI IIE MG DB D 22.1% (17/77 1) (561
TU1E 3.1% [17/555 #4i]]1) T, HCV ® NS5B X 7 L A3 RERESICEE 5 2R Tdh 5 L159F it
V321A MR bz, FOWFRIE, L159F 28 16.9% (13/77 #1) . V321A 28 6.5% (5/77 ) T
ST THUEH 0 NS5B ZEH (%, invitro T SOF DS MEICBEE /e B b2 KIF S o T, 4 5
%38 UC, NS5B fHEIkIC S282T & BASNHEL L= BF 1L\ o7,
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Yz ) Z AT 3DV HCV RGIE A (63 % ifEdh 55 3 HHIERIREER T D2t

WIEAGRHEEE R (WIEIHFE CTD 2.74, 1.121H) TEHN LT —4ne, B“ettrer 74
JVTHCV V= ) A4 T TR TH S Z EDRINTND T2, HINE 3 FEERRRER D 4 35k
DEEMT — 2%, V=) ZAT 3VUNOERMETD, 2 HCV V= ) ¥ A THETOBEEZLT
Sfc, Fiz, AHREOBERIZO DL T T — X 206 Uiz, WIMH 3 MERRERO 4 3BT 24
WD SOF+RBV ¢ 5- %% 1 - BE CRILI-AEFROSERNEN 2R 2 18T, K—HEH
HKGBHFEE BN & O 721 3HHEFRRERIZ 1T 5 24 #H[H D SOF+RBV # 5- CHREL L - A EF R
DEEZR T 07 7 A X, PIEEAGRHFEER (WIEHES CTD 2.5, 5.1.3.11H) ([Z5 D 72iFshiG
PRARERIZ I 2 12 B[ % 24 I # D SOF+RBV #5- L Rk Th - 72,

F# 2 GS-US-334-0133 i#tER. GS-US-334-0153 ifER. GS-US-334-0123 SHEAR U
GS-US-334-0124 58E& : 24 ;BB SOF+RBV 5 %% (F1= C S X EE XX C BRE MR
BEEETCOASEROEAMEN (Z2MBITIRER)

SOF+RBV 24 Weeks
HCV-Monoinfected Subjects HCV/HIV-Coinfected Subjects
GS-US-334-0133 | GS-US-334-0153 | GS-US-334-0123 | GS-US-334-0124
(VALENCE) (BOSON) (PHOTON-1) (PHOTON-2)

TN/TE TN/TE TN/TE TN/TE
N (%) of Subjects Experiencing GT3 GT2/3 GT1/2/3 GT1/2/3/4
Any (N = 250) (N =199) (N = 155) (N = 255)
AE 229 (91.6) 188 (94.5) 143 (92.3) 229 (89.8)
Grade 3 or 4 AE 17 (6.8) 7 (3.5) 18 (11.6) 14 (5.5)
Grade 2, 3, or 4 AE 104 (41.6) 95 (47.7) 82 (52.9) 118 (46.3)
Treatment-Related AE 186 (74.4) 156 (78.4) 103 (66.5) 165 (64.7)
Grade 3 or 4 Treatment-Related 10 (4.0) 2 (1.0 8 (5.2) 3(1.2)
AE
Grade 2, 3, or 4 Treatment-Related 72 (28.8) 56 (28.1) 42 (27.1) 64 (25.1)
AE
SAE 10 (4.0) 10 (5.0) 9 (5.8) 15 (5.9)
Treatment-Related SAE 1(0.4) 1(0.5) 0 4 (1.6)
AE Leading to Permanent 1(0.4) 3(1.5) 4 (2.6) 8(3.1)
Discontinuation from Any Study
Drug
AE Leading to Permanent 1(0.4) 2 (1.0 4 (2.6) 6 (2.4)
Discontinuation from SOF
AE Leading to Modification or 14 (5.6) 17 (8.5) 20 (12.9) 24 (9.4)
Interruption of Study Drug
Death 0 0 0 0
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GT = genotype; SAE = serious adverse event; TE = treatment experienced; TN = treatment naive

All AEs were treatment emergent.

Data were included to the last dose date of study drug +30 days.

Percentages were calculated based on the number of subjects in the Safety Analysis Set for the group presented.
Source: m2.7.4, Section 2.1

TARBEES (DT rORER THBIRN 25%LL F) 13, 99 (FPE : 20.0%~41.7%) . SHIE

(#PH : 13.5%~36.2%) . RIRJE (HiPH : 14.8%~28.1%) KO 5 FEIE (#iPH : 5.2%~26.8%) T
ot (CTD[2.7.4. 2.1.1]5).,

Alkr LT, HEFESOKESIL Grade 1 XL Grade 2 T -7 (CTO 274, 2.0.2m), 4 3%
DWTHNDOERM T 2 HILL FIZFE8 H 7= Grade 3 X% Grade 4 DA EHGIXE S, i} O
5 (Wb Grade 3) A% GS-US-334-0133 iBr CEn 2t 2 # (0.8%) (2, GS-US-334-0123
AR cENZEINN L] (0.6%) ([ZHE Si7ziED, GS-US-334-0123 iR Tid, ik O e Y v
EUIE (W3 b Grade 3) NENEIL 261 (1.3%) 12, W ONZAMER R4 (Grade 3 23 1 1,
Grade 4 73 1 #51) 723 2 ] (1.3%) T& - 7=, Grade 3 X% Grade 4 D& Ifi } OV 571 GS-US-334-0153
FRBR N O GS-US-334-0124 RBR CTIXERD Do 72, 728, Al K OYE S5 X, RBV & OB
HBILTWND,

Grade 4 DA FEFGIT, 43 % 1H U T 5 FIIHEL L7, WARIE, GS-US-334-0133 7k 1 T
D AR, GS-US-334-0153 ik 1 5l CTORFMlENE, GS-US-334-0123 ik 2 il CoOfFHEH
G (BRRAERIRRE, BEIRIFMES b7 > = A BMEREEINGE, O, OEME, 2R
20 1 H K O ER GO 1)), WO GS-US-334-0124 iRERD 1 5] (V= / XA 7 1la®
HCV Y BF) TORREM TH -7z, BRI L ORI ZIR B S AR X 0 IR & B
i LHESRT,

V) XA T 4 OEM HCV YL EE Ik S SN R R ER CoF M - ek

ARKHEFETIE. V= /) XA 7 4O CHRUBVERFZBE XL C BB MERTAE £ B8 (25 2 A0 M
WESMOREZHIE LT, A%l RBV 2 24 MG E S K- LU FOWAE 2 FH R O 3
TR AR RBR R DR LT,

o RIGHED HCV/HIV BEEFRYEEEM COH 3 KRS : GS-US-334-0124 (PHOTON-2)

o RIGH K OBEIRHR O HCV HUAEYL B BE M C O 2 fHERIARRER : GS-US-334-0114 3B [
OV 3 AHERARHER : GS-US-334-0138 i (5 & & k)

GS-US-334-0124 iRER TiX. RIGED Y = / X A 7 4 HCV/IHIV EEKRYLES 1281) 5 SOF+RBV
D 24 FRB 5RO SVR12 513 83.9% (31 #il 26 f5) Th o7, Flo, Y=/ XA 7 4D HCV
BYYEZE T D RIBBEMORHEROB D=7 b NRBEE Zxi4 L L CSOF+RBV O 24 f [E#% 5
LA DI 24T - 728 2 FHRER  (GS-US-334-0114 #BR) MOV 3 FH#tER (GS-US-334-0138
AER) @O SVRI12 HiL, £ E41 93.1% (29 ik 27 f51]) . 90.2% (51 il 46 f5]) TohH -7 (£ 3),

Vx ) BAT 4D CRUBVEFREE L CHREMEIFZRE 2 X8R e L2 b 32D st
GARRER CIL, BEHIMT O U A NV A FHNERARIDIRD 2o 7273, 111 fif 11 FloEE T
BEBICERE BT, 7217l TNHEBREDR— T A WL FRERNC S282T MtPEZS 2
Fe 5 BEHZN R (L159F K TN V321A) (TR ST,
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F 3 GS-US-334-0124 FHE&R . GS-US-334-0114 5AE&. B U GS-US-334-0138: 24 ;@fE D SOF+RBV

BEZZT-c /34740 CRIEMIFXEBEREXRIE C HREMFELEERE TOH SVR12 E
] ffitenToEz
2k ER IR

L HY
- 83.9% 82.6% 87.5%
GS-US-334-0124 e (26/31 1) (19723 1) (718 )
IFN BEiRE
i 100% 100% 100%
e (14/14 451 (11/11 #il) (3/3 i)
GS-US-334-0114
N 86.7% 81.8% 100%
nen (13/15 ) (9/11 #if) (414 151
g 91.7% 90.5% 100%
o (22124 1) (19/21 15 (3/3 )
GS-US-334-0138
N 88.9% 95.2% 66.7%
nen (24127 15 (20721 {31) (4/6 131)

) FFEEOHEEREIIL, FER, 740 782X v COFRE (125 kPaB) H L X747 07 A A
27 (0.75#8) 2> APRI 227 (2#8) ZHWW-,
X MAMNERRBE CHW LR Y N Y o HE - HEE, BN TERINTHWIHE - HEL 3825,

SOF+RBV O 24 JE #5138 L TL 4T,
(2 &V SOF OFeH- kI E » 7= B
TR A5x4 b LT SOF+RBV O 24 i

BAEMEITEHFTHY . BEFES LR R E R
IO N oT=, B, /I/&475Xi6@Hm/
[ R G- D2 2 K OV 3 O R34 T i T 7y,

Pl b, A—EAEHARH G CIRET 2R T — % 2851 1A E 3 HEEERR O 4 3Bz
WMUT, Y=/ ¥A7 3 O HCV HMEYEE KO HCVIHIV B EE T2 24 ) W@
SOF+RBV #5-OAKMIZEEFTH Y | FiicleB a2ty 7 it Sninot, £/, ¥
J B AT 4D HCV BAMEG B 12359 % 24 #[H] D SOF+RBV 5O REMES Bif Ch o712, =
NoDOBREENTOREN T 07 7 A VL, wBEDF 3 HEEERBRIZE VT SOF+RBV #% 5 T5E
DoNTLENET a7 7 ANV EFRETH T, WTNOBEEMATH, A AR ARHEE L
BEMTDINORBOMBRIZEY SOF O T 4 v bV A7 T a7 7 A VLEWER O T
PEISEWNE R 0o T2,

LD Z Enn . RIBEXIIEHRED & 5180 HCV RYYEDIRFEE LT, Y= /XA 72 1C
Mz, P ) ZA T3 XFTAIZHLTHAFE UV AEY COfHAEGIIAESTHY . Hhorett
TUANEY TSN ZEMET a7 7 AV P L T,

BIfE, HCV :ffﬁélﬁ\if“ﬁkméﬂfb\é{zii’f’*fAL*ﬁ;ijé&i\ eI NN—T1RR2DHRTHDH L
DHYHHFEICBW L, B /L —TREICL Y I RBEEFETE D5 L5 AHOHFERE
hR A i ﬁébto L, YV s A A TRISORFOERICEE L, IRESCEO [EBREGE] KO
Eh3H] omEAZSRTHIMLERH DL Z LG, JhHE - DRICHEHET 2648 EORELEZRE L
7= (13, #hHE - ZhRICEIET 2 LOEE RO ERIL] OESM),
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L7225 T, RAIOHFEREE - 208 % ROWT 0 CBUEM:TFR X% C BRME T A C
BIFAUANAMIEDOSE 1. Eu s L—72 (V=) XA 72) OBEF 2. tur/L—71 (¥
=) BZATL) NiT'u I N—72(T= /) ZA472) OWVWTIITHEZEY LAWEE ] ERE LT,
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3 MEE - DRICEEST A FERALDETERUVRTEIRER
3.1 FhEE - HRICEET HFERALDEE
(Zhe « ZhFICEE I 26 L ooEE)
1. AFIOMEAIZEE L Tk, HCVRNA BNt CThr 2 L 2R+ o2 &, £72. IFFP
e, BRARIEIREE I X 0 JEEMERTRIZE TR & 2R+ 52 &,
2. Fu I N—71 (P ) AT NiFg'a Il L—72 (P /) ZALT72) OWLTH
WCHEZU LaWEEOEA, [FEARE] L [E5EE] oEONEZEE - b
T, 5352 L,
(FHEERIB)
3.2 MEE - DRICEEST S FERALDTEDR TR
1. AKIOEERBR L. HAER., 74 78 AF Yy U BREITT AN T 7 ¢ —|2 X AR
ZE DA Z OV THERS L. Child-Pugh A & BB3E & — S8k A, FEME MR 2 % R4 LTz,
L7 - T, RAEEHRT DR1IZ, C BB U C BB VERFZ OB 21T 5 M5
N5 G BT 5 7= ODICARI OIS CEEZSEITHRE LT,
2. vuln—71 (P2 X AT 1) iFika s —F2 (P ) FZ AT 2) ONTHICHE

BLAWREDRE, Y=/ X473, XL 4 O CHRUSMERTFRBE L C RGP ITEZE
BT ARG & UM R R B O TS el S ivie . [HRR AR ] DO N 2 #iR L
e b TRETDMENDDL ZENORE LT, Y=/ ZA 75, XL 6 DEME HCV EYL R
FIZxHd % SOF+RBV O 24 [ # G- 3MAMGERBR I Z B W THREF S LTV RN, Y
) BATFE L6 TDHYRATENLD invitro DFLT A NV ATEWIZY = 2 2 A4 F 2 T
Bz bo L HE L, Z2OEMENEIFFIRD Z L n . [FE2h3E] omEICFH S
TV invitro DHLY A NV AIED T — X PR Ul ECARKIZHE G T H0ERHDH T L
HEEE LT (THYTZM, PC-334-2005 K U PC-334-2009) ,

[3£%h3E] 2. In vitro T HCV HEiE

VYRATEMIHCY V= ) A T 1~6 DL 7V 3 UHIIICE T 5 RNA R ZFRE LT,
HCV Y= / % A 7 la. 1b, 2a. 2b. 3a. 4a, 5a &} 6a DZZEHREIL 7V 2 RIS
T2V RATEND 50%H B (ECsofif) 1FZ4£ 41 0.040, 0.11, 0.050, 0.015. 0.050,
0.040. 0.015 %7} 0.014 ymol/L TH o7z, BAERHCY Y=/ ¥ A 7 la. 1b. 2a. 2b. 3a.

4a, 5a KO 6a OB L 7Y 3 VISR T D Y AR AT ENLD ECs fHIZENEN
0.030. 0.022. 0.147. 0.013. 0.034. 0.036. 0.022 % 7*0.046 umol/L THhH~7=, £7=, HCV
V) ZA T 1a (67 41), 1b (29 i), 2 (15 %1) KT 3a (106 ) K&K 2B k> NS5B
FEEA LY a I kT D Y AR AT ELD ECy fH (FHE) X, FHF4 0.062,

0.10, 0.029 %X Tr0.081 umol/L TH -7z, YIHRATENLLEUNREY v AU X —Txa q,
NS5A BLEAI, NS3 7' r 7 7 —EBLEA], T IEZEEA NS5B FLEHK & off Hic XL v 8
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SUTAHTEAZ2HT T A L ATEERED S,
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4 A& - BERUVERTEIEN
4.1 Bi% - A=

1. vu I n—72 (=) 2472 OFE VB EDPFHIZBWT, EHE, K
MNIZIZYARATELELT400mg 2 1 B 18], 12 BEREA#EEST 5,

2. kI N—71 (P )AL Tk I n—72 (=) EZA72) DLTHIZ
LY L2WEA - VA EOfFHIZEBWT, lE . RAIZIE Y ARRAT L E LT
400mg & 1 H 1lnl, 24 MR OEST 5,

QN SHISEY))

4.2 % - AEDR TR

SOF HAIDBAFE 7' v 77 L OFIMI O 1 AHRER & O 2 FHEER T, GS-9851 (SOF KU D
T AT LA~ —DIREY) X% SOF @ 3 H M 5-0F DN SOF+Peg-IFN+RBV fJf H#% 5- L 7=
L EOFMMETTT K ENRE (PK) KRR 2 Gt L 72, SOF X3 GS-9851 ¢ 5-#% D4
HIRFEOIT & A L% SOF O Td 5 GS-331007 & L THERR S5 720 152 — SUSBIMR I T
|2 GS-331007 @D PK IZEEADWCHMG L7z, HUME G UEOFH G- (SOF+Peg-IFN+RBV) D7 — 4
EHWTHE LR KRR En) TTVTHE, ETADLL TPHISND U A VA BORKHEDHE

(Emax%0) 1%, GS-331007 Mg iE & V- (SOF % B 5 L7505 3 FEER) 1230 T 90%
LR FTRDOOLIFTANRIEEDN R R VSAANEE 705 Z PRSI, FERORE RN, SOF
D PKT—X AN CHLRO BN, ZHHHERLEE L9 2T, SOF HAIDORHR 7 o
77 T RBV XU Peg-IFN+RBV & OffH TOEME HCV BRYSETEFRIZ DOV TIE, H &k E Bk
DOOfAT —# 1% SOF D& L LT 400 mg DR A 3R LTz, SOF 400 mg H & D2 Y P,
SOF HA| DR 7' 1 77 AT 2 #HH &R ERAER T 5 P7977-0221 38R K O P7977-0422 55k
DEIER P LZEEDOHET —ZIZHESNWTE Y | REIOYEARRFEREO REEEE (PIEIHEE
CTD 2.7.2, 351H) ([ZRHEH IN TV D, AARANTOD 400 mg %5 D2 4MEX, AARANE A ANDOMRRE
WERE kGl LT PK 7' w0 73kB (GS-US-334-0111 58BR) THERR S4v. #IIRIA&GE HGERE
DOHFEEE (WEIHESE CTD 2.7.3, 411H) ([ZH#E S TW5,

V) BAT 2 T3 DOEME HCV YR Zxtge & U725 3 MR 2 3k [ (GS-US-334-0107
([POSITRON) ] B} (* P7977-1231 ([FISSION) ] #Bx]) T 12 #[H D SOF+RBV # kD724
PR OB ZFTAE L7, WThORBRTH, Y=/ XA 7 3 O HCV BLBEDINER (£h
ZI6L% KL TN56%) DN Y =) X AT 2D HCV RYLEBE DIGER (L 93% K% 8 97%)
L0 I o2, D DORERICHE-SE, GS-US-334-0133 (VALENCE) #RER CTI3iA5 5 i 5t
EBEUGETL, V= ) XA 7 30O HCV EYLBF K L Tix SOF+RBV ¢ 5-#[# % 24 WRHIZIEE L
TAHME L7z, F£72. SOF OFE 3IFAT a7 AOMOERORBRTEHL, Y=/ X A7 3O HCV H
MG BE K O HCVIHIV B RE & %15 & L C 24 #[# O SOF+RBV JEIEA G- S vi=, &
DR, V= ) XA 7 3 DMEM HCV RYLHBRE TD 24 8D SOF+RBV #i5: D SVR Hi 84%~
U TH -T2, TN DWESNE 3 fHEEKABRD 4 RBR (GS-US-334-0133 7k, GS-US-334-0153
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B, GS-US-334-0123 3BR M (Y GS-US-334-0124 3&Bk) #E L C, —H Lm0 aRMET R
7 M R OB T 0 7 7 A VDGR bivlz-, B % 24 BEA~ERE L7722 SI2fED #r
Torp @ eV T MIRER S e o T2,

KE R OWINESEOWNEETIX, Y=/ XA 7 3 OEME HCV EYYEICR L, 24 BEO
SOF+RBV ff H#% 5-2BEIC KRB I N THE D\ Z D5 L2 A 13 AASLD/IDSA K TF EASL @ HCV
BIETA R A CHIRFERREE LTS Tn D,

UbLomR LY, o= )24 F3%G e, ¥l —71 (= /) FA471) ik s/ r—7F
2 (V= ) B AT 2) ODOTHITHEZY LRWGE OEBME HCV &L EE OIREIZIBIT 5 AH 400
mg & UNEY U024 BRI G OZSELHR L, WAL HREERE L,

18



1.8 Ivf3cE (%)
VIRAT EIL

5 Ri% - REICEET 2EALOTIERVRERN
51 Ri% - REICEET SERLDIEE

(HIE - HEICEET 26/H EoFE)

AR EPHT DU A COBRGEIT, VB CORMCEICED LIV HE HEI
WS Z &, PEHICHT- - TiL, BEBBITNC~EZm s B8N 120dL L ETHD = & %
BT AL, o, BERICU ALY COHERGOR G T IEEZ LT LT 5RITEA N
FHELIZHEEIZIE, U Y COIRMICEELSHRT L2 L, B, VA rob5%
FIET 55813, AFlOFESHHIET 5 &,

5.2 % - REICEEYT 2ERALDIEDRERM

ENAOERRREBR CIX, 0FH3 % RBV Ok - A&, HEME., &5 1LEMEEZ RBV OUfT
CEICHE D TEM LI2T2ORE LTz, £72. RBV OF 5% d1 1k 5 5A 1A O Bl #% 51 3 HELE
SNV EMDLEE LT, 2B, AFILRY ALY COfHIZE D ~EZ v B EORD Xk
BIMAHEZNTND720, AF O GEERICII~NE 7 B &N 12 gldL UL ETHDH 2 & %
T 52 L xFEEME LT,
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6 ERALOFEERUKERM

nE

B EARML

#5605, SRR O EOTER
]

[%
AANT, T A VAR B OB 72 ik - BB A FSEMO b &
T, AFNOFEN Y &M S5 BEICKT L TOREEST S &,

AENT A NV APERFE B OREIC+

“&ﬁ% B AR OER O & Tl
Ul S n =B oxk LT T

62%75)3%)671 WZRRE LT,

(*)ka

M (ROBEIITEE LRV L))

1) ARAIOp xS UIBBUE OBEERE D & 5 B
(2) FEEEDOBHERERISE (eGFR < 30 mL/4»/1.73 m?)
LBEAR20RE ([EpiiE] oESR)

() ROFEHEZBEHTOEE A AvEE L, T f v, VT 7
vy g3 vA XYV VY (b Va—r X U—1)

GRS (FREEH] oEsR)

XX BT & o B L

1) AHlOBLIZ L0 | EERBEE
REBATLHEBZENDEDH DN H
BILEMNLERELT,

(2 BREERAFTICAHZHEEESE L
LA, HEOBRERSL T
REACR K OARH D I ZARH Y
(GS-331007) DR EAEIAK L,
KB R2EBHETH GS-331007
DOBEFEENHE KLz, Lo
T, BEOBEE &@m%@ﬁ%
EI L5 RMBE R RBEI
ﬁéri%;éﬂfw&w:&
MBERE LT,

) ZnhbsnEKI OB P-gp D
BERICE Y, Mg IERENMET

L+%5 @m%m%wﬁammw
BENWRHDHT-ORE LT,
[ EoFEE] 1 HERS ROEBEFITXEEICEEGETH2 L)
B U8 w7 A b A YLD B E BRI (BRI LT 22 nnd | ARG, CHRFREHEETY A v
%,) (TEBEAREANTE] OHEBR) A AP H5BMA% . CRFLR YA LA
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Evaluate the Safety and Efficacy of Sofosbuvir
Plus Ribavirin Administered for Either 12 or 24
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Experienced Egyptian Adults with Chronic
Genotype 4 HCV Infection
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(HCV) and Human Immunodeficiency Virus (HIV)
Co-infected Subjects
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Efficacy and Safety of Sofosbuvir plus Ribavirin in
Chronic Genotype 1, 2, 3 and 4 Hepatitis C Virus
(HCV) and Human Immunodeficiency Virus (HIV)
Co-infected Subjects
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Blind, Placebo-Controlled Study to Investigate the
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Weeks in Treatment Naive and Treatment
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3 HCV Infection
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with Genotype 2 or 3 Chronic HCV Infection
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