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1.5.4.1 CHUBMIFRICBITEA v 2 —T7 = a O AmIEE L CORBEORME .
1542 C BURAEMERFRE A ISR T B A v X —7 = o URFREE S L CORIREORAE ...

1.5.4.3 VIRATENLNEDHHICL D0 I —T2 (V= ) XA T72) O CHUBEATF
P P ON C BRURABNERFREZE LT F5 1T D BAFE DR oveoeeeeeeeeee e

1.5.4.4 FLEH ALK - XY ZTLEAKFIIY - U R FELEDOHHICL D
C BB PETF 28 B O C BB MERTAEZS 12 331F D BAFE DI oo

1.5.4.5 VRATENEDHRICE DY = ) 2 A4 T1RORERL CARUBMERFR KO C
FURAEPERFREZE (S I 1T D BATE DI oo,

1.5.4.6 VRATEI « NULRZ ZAENVELAREEE OOFHIC XL D, CRIIFREERIH Y
A VA X D RITBREZ A9 5 CRUEMAT A X% C R EMEATRE A I B 1T
) B A ettt ettt ettt ettt ettt et eenane
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5 K O R D E %

W& 55 BEEE HAGE
CPT Child-Pugh-Turcotte classification Child-Pugh-Turcotte
CYP cytochrome P450 F k7 1 L P450
DAA direct-acting antiviral agent BT D A L A 3K
DNA deoxyribonucleic acid T A XY B
HCV hepatitis C virus CHIFFR T A VA
HIV human immunodeficiency virus b NMEERET A LA
IFN interferon A HF—Tza
NS3/4A nonstructural protein 3/NS4A e & T B 3/AA
NS5A nonstructural protein 5A FEME X NI ES5A
NS5B nonstructural protein 5B FEME X N B 5B
OBV ombitasvir (hydrate) FALEF AN (KkFn)
PEG-IFN pegylated interferon NI B =Tz
PTV paritaprevir (hydrate) NY BT LENL KF)
RAV Resistance-associated variants TR 25 5
RBV ribavirin AN =) g
RNA ribonucleic acid U R
RTV ritonavir U rFENL
SOF sofosbuvir VIRATE
SVR sustained virologic response HCV-RNA Hrfgekati(l
SVR12 sustained virologic response 12 g%};@;@j&@%@ﬂﬁlzi@ﬁ%ﬁ@ HCV-RNA 5t
VEL velpatasvir NRJLINE AV
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1.5 EEXIEROZERUVHAEDRER

151 EEXEIEROEE

USE U > (LIF, RBV) 1%, 197242 Witkowski HIZ L > THEKEINTZTV X7 LAV R
FEEUATH Y | in vitro X W in vivo IZFB W T U AEEHE (RNA) KOT A ¥ U R (DNA) ¥
A VAR LTIV Y A VAR 2R T2 E ARG ST b, OGSz RBV 3%
DFINY% S 7> BRI S AL, A% & B LA D 48 DAL 34095, RBV O I H1 I8
I3AI290MFH] & & < | FFRBPYIC Bl p R e ] i BE R A L ZRIMER R0 A I b & < % 2 8T
Wb, -, ELLTEEZI LTSNS,

152 mEHBRORE
AHFEIZHTZ0 | I E M L7z BRI,

1.5.3  FFERFREABRDZHE
Z'KEEE%JEQ:})fCD\ %ﬁf\_ b‘iﬁbfx_é'zﬁuu PR %ﬁifc}?b\

154 EBRERAROZRE
1.5.4.1 CRIEMIRIZBITASA v2—T O VHAEEE L TORRDERE

RBV & C BUBVERFRIZ T D20 58R1E, RBY OBMKEICL VT 7= T ) h IV AT =27
—t (ALT) dERZBOOLNDL DD, FL7 A L AZRITRD 6nf;7b>o7to L75>L\ A H—
Zxnuly TATy2b (EETHBZ) (LT, IFNa2b) EOFHT 2281280, koA o
—7 =z (LLF, IFN) BUMEE &g L CENIZH Y A VAR BRBO B D 2 L&A )
Eipoiaiosd, CHUBMERTRICKTT % IFN PFETE & LT RBYV ORI Thii,

KE> =Y 7« 7F 74k (Bl Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.,
Whitehouse Station, N.J., U.S.A.) (X, CHEUEMATR ARG & LT, WK TIZE T IFNa-2b & O H
#5 (LLF, IFN/R 19‘-FFH%‘25) & LT RBV OBAFEICHET L, IFNa-2b Bl 512545 IFN/R ff
RS OEBIENHER SN2 LD KIETIX19984E6 A . BRI TIZ19994E5 H 12 C BB AT 4
Wk LT S e,

F7-. IFNR B G ORBICE T LIZEH, XA Z—T7=nm TN 77-2b GBIE TR
z) (BLF. PEG-IFNo-2b) O HME G- OB H 174041, PEG-IFNa-2b Hl$ 5-0 IFNa-2b HAl$
H\Zx D E AR Sz Z L S PEG-IFNo-2b & RBV OfFf#S (LLF, PEG/R
#5) OBFIZHAETF Lz, ZORFE. PEG/R DRG0 IFN/R G 451264 2 4B 25 fi sl
S, BRINTIE20014:3 H 12, KIETIF20014-8 A 12 C BB MERFRIZX L CTRR E 7z, RBV Hi5|
ThH D LN =" 7R F20184E 1 H AT, 7T4DE « il THAR I TV D,

AEIZIBNT S IFN/R 24 ORI G- D A BA& T #2418 U261 5 CHUIT 2 7 A L A (HCV)
-RNA 2P b (LUF. HCV-RNA FificfatE(t) 2R3 IFNo-2b & 512 b Lfﬁ% =AY
RENTZZ LB IFNR DG C BUEMEF RIS L C20014F 11 A ICA&RB S 7z, L L7

1.5 EJFE IR RORER OBIR ORE
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WH, RATO C BUEMHREFEORE D EEDD [V ) XA TIDOEmTANAR] OBRE
T IFN/R 2418 B0 4 5K HCV-RNA FrficfetE(k (BLF, SVR) F(X17~20% [E#}5.4: 001]
THORIBFEDREZTR LT D LTV 2T, CBUBMEFRDOT#%EEET D &= RIRERIEORM
HITER FLEBE ThHoTo, ZDH, 20 V=) XA T1nomuA VAR O C RIBMETFL
BE LG L& L2 PEGR JFHEG- OB (GHIFIT48IH) 2Bt Lz, £ DR5A. IFN/R 4818
IR G2k T 2 LMD REES NIz & & I, YRFEUER L T d o 7= TFN/R 2438 [ OF A
IZHARTHEWAERSE SN2 L5 2004452 H IZHTHE - ZhELIBINCER D AGRHIHD — 4
FAGRHFE 21TV, FAFE10H AR S Lz,

S, V= 2 A F1DOm U A N A ] DS C BUBMERTFREH 23 L TH, PEG/R 2418
[FIOF 4 G- IFN/R 2438 [ OF & G200 T 2 FFHEENRRES 72 2 L 22 B 20044E11 H IZ50HE +
OB AR 5 AR FHD — A FAGEHFE 21TV, 200512 H IZAR S N,

1.5.4.2 CHREMMHEZICEITA /4 2 —TJ O HAEREE L TORKEDRERE

KoK TIk, REMITEZ 25T C BUBMEATREE 235 & LT PEGR FH#5- & IFN/R HFH
5 & D iR A FE i < 41, PEG/R 488 [ OF I #% 50> SVR (%, IFN/R 48 M5 L0 &
BV E MR STz, Z ORGEICE-S & PEG/R 483 M 0F A B G- MUETEATRE A & & e C A8
PERFZR I L CAGR & iz,

AFRTIEL, 20024108 K0T _RCOV = ) XA 7O CRNRMEVERFEAEBE 2R E LT, CHl
P& PERF R R DI UER 1 - IR CT& D PEG-IFNa-2b (1.5 ug/kg/ifl) & RBV (fREIZJE U600
~1000 mg/ B Z & M $¢5) O483E M OF 5% 72 B AR EG R 35R  (JPC-02-320-34, LLF., 34
RER) ZFEM LT, LL2nb, MEBROFEMPICAEFFS, FRCPERELO~NEmE Y
WA E D EEFIENFHEL Y LEMBEEICRD DN OB E TR EZ R IE L, BRERgRE o &4
CHRBRGHE 2 58 T U7z, 3438 CI3 G- IS SBEE IR Sz b DD, SVR 235 b L= iR
FEb@BOLNTZ &b, CHRREMENFEEZ X9 5 PEG/R DFHE G- OB & ki 2 B&RITH
DL LT, £ 2T, 4RO A E 2 ABOEESATRE L 72D K 5. PEG-IFNo-2b O JH
B 1.0 pg/kg/HIZ TP, RBV OFBEZKEICINZ, A7V —=2 7RERFO~NEZ B B UEIZE
1V 400~1000 mg/ H (ZFR%& L 7= 55 AR EG R RRBR (JPC-06-320-35) % Efii L7z, TOFER, ZoL Y
A TP PEGR DFHHE 5 OF R NEEENRHER SN2 &b, CRREMERFEAIZRBIT 5
U A IV A MUE D UEDRNEE - ZhFIBNINCER D ARG FEO A HAGRHFE 2201143 A 127V, [
F12HTERGE STz,

15.4.3 YIRATENLEDHRBIZEZ AT IL—T2 (/54 72) O CEIEHFRRV
CEREMIFEEZICEIT2XDRE
VIRATE (LAF. SOF) 13K[E Gilead Sciences, Inc. (LA, VU 7 Fth) &k BIx &
DO EEERIETY A V23 (BLF, DAA) THd, SOF L, FHOX 7 LAF R K7
v 7 ThY | IEEEO T ) U= UERIC AR S HOV ORI MIE O FEREEE A SB
(NS5B) RY AT —BEAETHZ LICLD, FLHCV IEHEZ/RT,

1.5 R ETE FL DR K ONBH 38 D it
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#BAMZF\V T SOF (X, RBV (£PEG-IFNo) & DPFHICE D, Y=/ XA 7 1~60D C BUBVERF
RBF G L LTBIRRBR CAEIMENTHMi Sz, 2o ORBRT — X ICHEkS5%, U7 Ntk
IZ. SOF (Sovaldi®) |22\ T, RBV & O ik PEG-IFNa & O RBV & OO & L CAGRH
L. KEEOAFZTIE (V=) XA T 1~40 HCV EIIEHR ) ITR L, ZNEN2013412H6H
FOR013F12H13 31, BINTIE [V ) # A 7 1~6D HCV EYIE# | (2% L, 201441H16H
AR S T,

X U7 R#hi% SOF XU RBV JFHRIEIL, AN CORBFERZMEX DL, ARANDY =/ ¥
A 720 HCV BB HITH LTH, (1) ROROLTHER SNIZFOBREIEL R . (2) #EkD
IFN + RBV & — 2 &3 DIRFIEIC R U CIiR I 3 Bt S 4v. (3) BfE. U] TRaktisii
RV R (IFN AR AR, NS XL IFN R 22T 2 BER DR WEE | TN
PEG-IFNa + RBV IZ L A RIAEICHEZN O BE) 123t L, FioipiRiEz i35 2 LA rEe L 72
HEEZ, KMTORIBICETF Lz, XU 7 Rthid, A TOBKBAFIZEL> T, BARALD
FINERERE SR (2331 5 S BN RERRBR 2 K [ CFEMi L7, T ORER, BARAKROH NMEERERE
DERMEFHIICIB W TH B 20BN IR b T, EYEIREIC S W THERRIICERO & 5 21X
RO LIRS T2 2 &G SN TOHELERE A& TH 5400 mg & H AN C BUSMHEATR BE 2 &
B35 2 LIMERWEB 2 b, Ko T, ATIX, RIBELOCINGREOH DV = ) 2 A
720 AARNEM: HCV YT & X812, SOF &KUY RBV O 12 F G186 2 B, &
SR ORAEMOFEZ B & Lz, ZHiskdtR, A —7 0 7V MR A FElid 5 2 & &
L7z, ZOfEE, SOF X O'RBV O 12O A GIC LY, RIEMEFHEE LGy = /) X4 720
HCV &Y B 2BV TSR & AR D s WA IIME R O Z BN RSN 2 06 AT W
T, 201446 H ICROEIRFEAGEHFE 21TV, 201543 H ITRR S vz,

MSD ¥R EAEIE, U 7 FEESEM L7- GS-US-334-13453B2 (RBV BHI T 5 =~ 0 2 ¢
KOV =0 7 O A F S ERER) KUY GS-US-334-01185K8k  ([EI4 55 AR B AR A
BR) OFERICHESE . LN =" 71200 mg K SOF & DHFHDBE T, [EPE A
RakER (GS-US-334-01183858) L RIREOERN/EOND Z LN RBEINDL EZx NI &L
V. 20154E1 12, LR =" 7 & 1200mg D SOF & OO G- DG « R KO - &
BN ARD DGR HH AT AR FE ATV, FETHICER I,

15.4.4 FLEZREILKIY - /XU R TLELKIM - J FFEILLEDBRAIZK S C BIE
HHFXRU CEREMEFEEICS T SMFEOER

FLEZ AR Y ZTLEAKFIY U M EME, AL E X ZE L (LLTF, OBY),
RYZTLrEN (LLF, PTV) KOV b e (BUF, RTV) 2E56 5 2 FEEH &R AHA] (BEA])
T 5, OBV, PTV X O'RTV %, #K[E Abbott Laboratories (¥l AbbVie Inc.) (2L VY R &h7=1k
B TH 5, 0BV KO PTV X HCV O#EHRUZEI D 2 IS & o /37 E (LT NS) 5A KTV NS3/4A
TaTr T —EEENENMETDHZ LIZLY HCV O & MHT 5, RTV X, BARZET R
FHETERENTVDE MUERET A LA (HIV) 77 7 —EBHERTHY ., HLHCV iEFMET
72, B hF RZ AP0 (LT, CYP) 74 V¥ A LTHD CYPIA ~DEWEEHZAT

1.5 EJFE IR RORER OBIR ORE
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HZ b, EITCYPIA TR SLD PTV OIREZE RO KR EZ HICEL G SN TWD, £, K
QUREDTRIRE TIE, IRFERBRDMED A NV ADHBUZ SR D56036H 5 Z b, BHAIKIZ B W
TIEARE N 2R 1 > DEASEZ B LT,

OBV K OYPTV & RTV OfFF#E (LLT. DAA2FIOFH#IE) 1% Abbott Laboratories (¥ AbbVie
Inc.) (2 XV KETCHRUBMITA Z x5 & LI=BAFE N BALE S 41, Abbott Laboratories D43 fE{kiIZ &
Y AbbVie Inc.23BAFE 2 5| k72,

AHTIE, AAANCBVWTKREREEEZEDL D = ) 2 A T1RURO HCV [EYBE & R8I
TRy MY XU S B3 2 BAMR L. Abbott Laboratories D43 tHALLIRET » 7 ¢ & RI&4E

(LR, 7w 74 4h) BBl EfNTW D, DAAFIGFRRIED (V= 2 24 710 CRUBMEIFR X
1% C BURAEPERFRE A IZ 31T 2 U A VA MSE DOUE] OIS IE20154R9 A IZKRB ST,

20144E1 H K 0 BAgA L7z, RIGHE K OVIFN BRI (RIEEMITEZ 25 Te) O HCV Y= ) A7
UEYBF x5 L L, RBV ) T CO DAA2KIDF L DA MM OV Ve 2 f it U 72 25 A
AER (M14-15338k) C, 160 & SO BT REF (FEEOFE O G\ WRTE
) CTIXARED FERHBIEE [SVRI2IZBI L T, PEG-IFN/RBV ff 50 A kU #/L SVR
BEALSRIZ DWW RN E R LB RIS Y 22 BRE  (67%) 1Zxhd 2 ERE 2 FREE] 23R S
. Fo. FFEEORED L2 WEBEIRFERICTlE SVRIEKZRILT5.8% Tho7-, I, BN
TRFTLEEMEL RERMBER RN -T2 b, Ty U a3, o x5 v 7 2 mAEE

(OBV/PTV/RTV [EEHEELAAD) O (V= ) #4720 CHUBTEFFRICEIT D 7 A L A MIE DK
%J@%%-%%&@%%-%%ﬁmm%bé%m$@—%ﬁﬁﬂm FEA20154E 12 H 14TV,
20164F9 H 1T &GRS 7=,

MSD BERX&thiE. RBV FH T TO DAA2AIDF FHRIE DB RIWE R OV R & it L EFios
MAHFER (M14-153388) AAEICE D & DAA2AIDFAM L & OFR G L2355 O RBV O R
EREVENTRENT- L EZ, L= FEA200mg DT 4 XT v 7 A WAL OPFHE S
k2 [Pz 24720 C BUBHERFRICET 5 7 A VA MIEDHRE] OZhEE « 2R K OHIE -
FEIBINCER D 2 AR F I — A HAGEHEE A 2015912 HATV Y, 20164F9 H ITA&GR ST,

1.5.4.5 YRRTEIEDBRIZK DD/ 24 T1RU2%ER< CEMEMHFAR T C BR{E
MHEZICE T 5FRFEDRER

20164E5H ., JEAGME L0, TEE EOMLEMLEO R OAAGRIE - #ICIN RRGTSE) OfEs
E 2. RBV & SOF OO HFRIEIC L D [V = ) #4730 C BUBMERF & T C BUREMERFREZ 1

B D UANVAMIEDLFE ] ORIEE - WROKREIG A BELR I NI Z &b, MSD HERS LT F
U7 Rt UAGRHGE T 25 E L, TOBOMNORE, LXM=L 7 7L /1200mg &
SOF (Y /SLF 4 88") LOPRTEEICED [P 24 TR O2% KR C BUEMEAT % X% C Y
RABPERFEZIZ BT 2 U A NV AMIEDSE] ORIRE « ZREIIARD 2 /KGR — 2 KR
FEA20164E3 A IZIT\V, 201743 A ITARGR S vz,

1.5 EEJFOUEFE L OREHE M UVBA 8 Dt
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1.5.4.6 YIRRATEIL - RILNFREWEBEEFREDHRIZES., CEIFREERRDAILRE
2L BHEAEEZE TS CHBMIFANIZC BHREMIFELTICES TR ORE

VIRATE N « Lo 2L (LLIF, SOF/VEL) ELAANL. 22D0A %NS SOF 400 mg & Y
VEL 100 mg % —ANZEATHEEHETH D, VEL TN v Px ) XA 7 ORMAAE HCV
NSSA [HEH L L TH HCV iEMEZ R T, &R NSSA FREHICEH . VEL @ in vitro 4~
177 AVEISEINTE Y | REA7ZR NSSA MifHEZE R (RAV) (23 LT &Y JRHEIEEE =<,
SOF/VEL Bl & g%, FEARMEMEATEEIZ & O HCV DAA (2 X B A RIE 2 A+ 5 BREEMICBIT 5T
YAy R AT AN RERRET DT ORI T T b,

¥ U7 R TlE, SOF/VEL BLESEDREIRBHM 7' v 7T Kk | RI % 5 Lok Ml ¢ A1 F2hE
LT, KETIEF20164FE6H 1T, BN TIF20165E7HIC, V= XA 71, 2, 3, 4, 5F6D C
RUBMERT 28 Ko O C BURAEMERTAIZE . W ONS C BUIEAEMEATRIZE B3 (CPT 2948 B XX Q) I
KT BHHLT A VAR & L CORRBEINIZ[E RS .4: 002] [E£}5.4: 003],

ARH T, 2205 M AHFER (C BIFEUEMEITAEZ O A AR AR (Z RBV OFH FXUIIEDFA T
C SOF/VEL Ee A $E % 1208 B4 5 L 7= GS-US-342-401978%8%, K& DAA RiiiREBEEHET 50 =/
XA 71 T20 CHRUBMERT o O C BUAEPERFEZ O B AR A958R # 1 SOF/VEL il A 8E & RBV %
123324 M OF ¢ 5- U 7= GS-US-342-3921388k) A5 L7z, ¥V 7 F+ETlE, BN TEm L7
TR BB A, #ES CTHENi S 7z SOF/VEL Bl A8 0 A RBR S IS &, TESND
i - WA TCRMBMEIFR ., C AURMEMEFEZ XX C BIEMREMEITREZE ICI1T 5 U A L A MffiE
Dtk & LT, SOF/VEL BlASED KT HGE 2201845 H IC1T7e » 7=,

MSD BRI, ATl 0O DAA 2 L A RHEHRIEZH 9 5 C AUBMERTFR & O C BUARAE M AT 2 B
Faxtg & LB IAHRER (GS-US-342-39213%) OfE RICH:-S | SOF/VEL Bl 8 & OF iz 5
L7284 D RBV OFE L ZEMENRENT LB L, FESNDIHE - W% [C BT RE RS
LU A NV A XD RNAEEZ T 5 CHRUSVEIF & UL CRAREMEITFEZEIZ 1T 5 U A L A ffiE
D] L LT, b h—"F 71200 mg D SOF/VEL Bl A #E & O OF % 5 DORIEE « 2K O
AL - FHEBINIARD D KRBFEH AT ARRHE LTI L L L,

1.5 EEJFOUEFE L OREHE M UVBA 8 Dt
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UL YUY HTEAK
1.6 SMENZR T D EARREICET &k

B e 2
1.6 AMENCE T DRI BT T DR oo 3
16,1 AMENCIS T DA FIRIIES oo 3
1.6.2  AME D TRIT ST oo 5
1.6.2.1 SME DT SCEDBEZE (FIFR) oo 5
1.6.2.1.1 KETSAT SCEOBEE (FOBR) oo 5
1.62.1.2 EU AT SCEDBEZE (FUER) oo 29

1.6.2.2 SME O EFT SCE (RS0
1.6.2.2.1 KEWA SCE (RS0
1.62.2.2 EU O¥FCE (730

L6 AMEIZEIT D HAMKILEIZ B 2 &8

-1

C cConfidential



UL YUY HTEAK
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1.6-1
1.6-2
1.6-3
1.6-4
1.6-5

MR M R M

1.6-6
1.6-7
1.6-8

WO M

# 1.6-9

# 1.6-10

# 1.6-11

P

1.6-12

1.6-13
1.6-14
1.6-15
1.6-16

MR R

P

1.6-17
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KE B O BU AT I T DAEFIRTE covoeeeeeeeeeeeee e 4
LR M= DT A v ba PEHEEICBT D HESER G (BN e, 6
LA b L OHEE R DFFEEG UPVE) e 6
FEDEF B oo 7
FERRAEMEICE S RAKROWNETORT A v ha o XigA v b A L
LA R =L L DHFIREDHEMIER T GFIEDTA RT A4 2 s 9
B ABER A CRBUED 5% ZHB R TERIWER o 15
TRRICBIET D RIER (EBLE10%LA By BENED) oo 16
IHFRICEET 2 RIER R b/ RS OEIE (%)  (BEBREO
10%LL ETEROD BAUTE B D) oo 19
RIGEHRE AR LI LR =L /R A v o PG T LN
N— /A > har AGFREGC X BGOSR IR AR B (—H)
......................................................................................................................................... 20
TBRICBET DRIER (—&8) « RIBEOMABERE . A Lol AR
T ORTEIR D 7N EBEERTE oo 23
LR b=/ A v hay ARG IS A S IV REE O B R R A B 5 (—
i)« RIBREORRNEERE . FHA L 7o AR E R ORIG IR O/ NRGEBRE ....... 24
AV B =Tz o2b IRT A v H—Txzr v a2b & OPFHRFIZEIT S
INREBFEDOREIZHE S LR P VB e 30
BIEF DR IR () oo 30
BHEF OB EE (VL) et 31
RIHERERE E 2 T 2 BB 1T D B IE oo 32
LR R =L RIS v F =Tz q2b XidA v F—T =1 a-2b & Df
R 512 K 5 BRARRBR SO T TR % O T SAVIZEIER o 40
INRROEEE LR E LIV — L X —T 1 g-2b XTI A
VH—T7 xn s a-2b OPFHEGICEET 2 EARRBR TS S RIER GE
HIZELS AONDHFR, I ADNDIFG, bFEVHLNARNESR) ... 46

1.6 SMENZIS T L RIS I B 2 &k
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UL YUY HTEAK
1.6 SMENZR T D EARREICET &k

1.6 HNEIZETSFEAKRFICET SIEH
161  SEICHITHERKRE

UREY 3201841 HRFAU T, 74D [E - HUl CRGR SN TV 5, BINES (EU) Tk, £
FBAEG DA SN TS5, EUNTORREN B RO SCEIRF—Th 5,

KE K BU BT D2 ARKF OB - #AGRIRN A [ 1L.6-111mnT, £o. KERAMCEL D EU
WA SCEOME (FIak) Z[1.6.2. 1R, KERMSCEL O BU WA SCEOFICIE[1.6.2.21H]
(ZHRAE LT,

1.6 SENCRT DERRILECET 2 &k
-3 .
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RN I A e
1.6 SMNENZISUT 2 RIS B9 2 Bk

LA b—uid, oA O L, BRI 2% T2 &3m0 AMRERE
IR BN C TR /N Gl Lo/ R OE ) OiRFRICHEE 2 (TH
i &), MEELOMH EOER] OHBH),

= 1.6-1 XERUVEU IZE T 5FERIKR

E4 |5t KRBER B G BhRE - SR ik - A&

K[ |[Rebetol® 19984E6 7 (200 mg & 7 &1 |C BUBVEAT 4 A hur ALOJH :
LA =L (UNREY V) 1, A F—T=xr a2b (PEGEMRILUIEPEG | |[BEDKE (ko) [IHHE
EffiR) L ofFRIc kY, REHEFEREEZ AT 53 Lo CTUBHEIFRBEED|  [<75 1400 mg
BRI 2, 4600 mg

>75 #1600 mg

LR R X7 harXdAf vy hay A L OFREG 2T 21Ch iz 4600 mg
V. ROBICHETDHZ L,
P55 Bl b2 2418 13481 IKF 170> HCV-RNA 1 HHAS A Je O & G- 240K )50 (27 ¢ o fm v & o R -
HCV-RNA FfgefatE(l (SVR) 12 X 0 =5h %1y 2, BEOKE (kg |IAME
L=/ RTA v ba o RBEEIE, BN RIBIZEL 25720, LB <66 800 mg
—N/A b AFFRESELD BEE LYV, 66~80 1,000 mg
&@/%\%VC“MZ\ (ﬁf&ﬁ‘%&ﬁj Lfafz}")fl%/ﬁ\\ ﬁ?&“’ﬂt@:i 5@%61%@?T% fdfll\o 81~105 1,200 mg
~ LRI DI TR &R Ao T B ~105 1,400 mg
- RXTA =T 2a OB EZT I E N D LIRS :
- AL SUIIFREZE DT LWBEERM A N = ) ¥ 4 T 1EF
VEEHZ 5 EMOLZEEROEIET — 213730,

EU [Rebetol® 19994E5 A 200 mg /~— R4 | L =L, hoo3EH & gFH L, 180 CRIFRORNEEOIREICHEHRT S (v F—T7 v a2b I T A

T (THIE - A&, TBEROMEH EoEE] oHEBM), v A—Txua s a2b & DOHHRIC

BT H/NREEOEEIZE SV
~Nh— VR

BEOK 1BOEG I 7L

& (kg & £

47~49  |600mg |37

50~65 [800mg |4}

>65 BN DOHESE BN & 2
A

B SR, W2 TR
Wik 7L, K2 T
Syl N D HEAE P B

BEOKE (kg

<75 : 1,000 mg, >75 : 1,200 mg

C confidential
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162 SEORNXE
1.6.2.1 NEDRNTXEDHE (F1
1.6.2.1.1 RERTXEOME (30
WrFesh /IR t4

Rebetol/ Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J
08889, U.S.A.

A A

Y - G
L~ b —/1%200 mg 1 7L
L b — /L % O N ARI40 mg/mL

RNRE - BA

C RUBMEAT &

L_Xh—L (UREY ) 1F, A& —T7 x> 0-2b (PEG & & OFE PEG E&7) &
PERIC L D . REMEIFREEZ AT 230 B C BUBVERT 2 BE ORI T 5,

LR —= L ERT A bur A v by A LEOHKRSZBGT DICH720 . RO SITH
BEToZ &,
o RANOFEEGIZEY | 542400 X348 KF 5D HCV-RNA 25 HHAS 7] J OV 3 5-74.24
i FF S 0O HCV-RNA Hifgefa (b (SVR) DEERKIC & 0 Foh 2 fIlr+ 5,
o LRb— TS bu PR EIE. BRERPKRIBICELS DD, L =)/
A b AFFATERELD BEE LV,
« WOBFIL, WBRPEZ LR oTea . BRGICKD2RITHFH TSR0,
- LRTOIGE TR N A e o T2 B
- NXTA B =T 2u DG EZTIZZ LN DB
- WAL SUIRFREZ OHEITNE LVWBER N = ) X A T1RE
VEZE 2 2 RME G OREME R OENET —Z 13720,

Hik - HE
BTN EETZ0, HLOS LD, ELEZD Lz s, LR M—IBHBIZIRAT S Z
Lo ZVTTF=r 7 VT T AMENS0 mLI RO BEIIZ VX b= a2 R LW &,

1) IRONZA GV N = I PO S e 5 D E E =2
(1) RRANBHE
R7A v v ORI, K THRSICED15ugkgBTHY , BEOKREIZIGE T
LA h—)L 71 7 1800~1400 mg DR OHE G- LOFHT H[FE 1.6-2], <7 A b

1.6 SENCRT DERRILECET 2 &k
-5 -
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HEF, XA hrr0EgREEBEOKREILLS L TRET H[F 1.6-2],

BEHM— A v ¥ —T7 =a  a RIEREE

V) A A TIOBRFICHT HH G-I TH 5, K 5BIME% 128 FF T2 log,
A E D 3 HCV-RNA OIEHENTBD B2V, &5 WX, B E-BIa12 241K 5T
HCV-RNA NGMETH LG EIIT R EGEETIET 2L, V= /) A4 2R O3DEEDEE
248 &5 5,

B G —1RIR BT 5T v ha Yy /LR N — L O

ANAIR N EZY CTh - 72 BE OBGHIIE, HCV V= ) ¥ A TE O T48EHE TH 5,
RIRBHED S B, FH1207%Z HCV-RNA 2 ME T o 7o BF L U4 %R AICB N T
Btk T d o 72 83 Tl HCV-RNA FgifatE b s Eo e &G F k2t 5 2 &,

#* 1.6-2 LRM—LORTA 2 bOVHAREIZEIT2HEREE (BA)
KH kg (R R) L~ h—/L1 A #G& LA k=L TRV
<66 (<144) 800 mg/ A #1200 mg /7 7B V28E 4200 mg B 7R IL24E
66-80 (145-177) 1000 mg/ i #1200 mg H 7B V28E 4200 mg B 7R IL3E
81-105 (178-231) 1200 mg/ #1200 mg 7 7B V3EE 4200 mg B 7L
>105 (>231) 1400 mg/ H #1200 mg H 7B V3EE 4200 mg B 7 L4

(2) /NREE

R v b ATEERRBICEY, VRN VEREBEICLVREEEZRET D, 3~17
ROBZITIL, 2T A v b r 60 pg/m* B E R THRS L, LN h—/L15 mgkg/ H %1 H20E
RO THAEET D[R 1.6-3], <7 A hry /LR b= LOEGHRPIZISHIZEL
BEICIE, NEABOREEMT S, V) XA T1OBREOREREHIT4SHM &5,
Vx ) B A T2ROIOBE O G HEIZ24EM LT 5,

i+ 1.6-3 LR F—ILO#ERE HRAKRS (NR)
KEH kg (B K) LN h—/L 1 A5 & LA k=L 7l
<47 (<103) 15 mg/kg/ A LA s — L O N AR % A
47-59 (103-131) 800 mg/ A #1200 mg H 7 L25E 4200 mg B 7 &L 2%E
60-73 (132-162) 1000 mg/ H #1200 mg B 7 L25E 4200 mg B 7 &L 3bE
>73 (>162) 1200 mg/ H #1200 mg H 7 IL35E 4200 mg B &L 36E

T LA =T, RO A2 b 60 pg/miE & PR G5,
TR MU ORI, AREICEBRLS TRTOBRFICHRETE S,

L6 AMEIZEIT D HAMKILEIZ B 2 &8
-6 -
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2)

3)

LR b=/ A hur APFRES
(1) ARA
B HGHIM — A v F—T7 zu v o RIGEBEE

A har A OHEREFEIZ, 30005 IU OF3E L FHREGETHDH, L= b 7LD
FABITBREDOEREIN U TIRET B[ 1.644], 1 X —7 =0 L RIBFEEBE ORI G
MIF24~48 R T 5, #HEHIMIL, X—RAT A L ORIE, REESDO KGR OB
EOWTHEFEZTLICRET L Z &, &ERME24E 5T HCV-RNA Y b #Eml S iz
el d 5 Z &, 240 F TIZ HCV-RNA (LR A SN2 WEBFICOW T, #EH5oH Ik
BT O L, A =T =m URIGREEIZOVWTIL, 48lL B2 2 RHREGDOL4E
PR OB T — 213720,

BEME—FRLI-BEICTT A2 bar A/ LR —LOHEKE
JEPEG B A X —7 = v VBB 5 O% IR U728 T, 583248 TH
%y

x 164 HERE
N LR —Lh 7L
H1200 mg 1 7 V28
=75kg 4200 mg 7 7 &L %36
i AR O &5
#1200 mg B 7BV &3
>75 kg 4200 mg 7 7 &L %36
i AR 05

(2) /B

LA M= LOHEREH &L, ROKREGIZE D15 mgkg/H THD (Hl &L D2BNZ /51T TH
H), £ bhar A EOPFRFICBIT S L = LO/NEREIZSOW TR, [# 1.6-3]125
425z &, (KE)25~61 kg DFA. A > b A ENAA30005 IU/m’ THE3ER F#5
T2, KEN6 kg ZBZ DG A ITRAHEORELZRT 52 &,

Vx ) ZAT1O/NRBE TR 2 WS 5 X448 ] T d 5, ¢ 5B iR 2400 I 41 C
HCV-RNA [EMALSER SN il i+ 5 2 &, 55461243 Ff 47 £ TIZ HCV-RNA [&
PR HENIRWEZICOWTL, BEDOHIEAREFT 2L, Y=/ XA 72XUI3D /N
TEBE TR HELE R 5248 TH D,

W R PR A
LR M=V RKET 5T XTOBEITK LT, &E5BMGHTL OB A E BRI LT O

IR Z TS5 Z LRSS,
o BRHER R MIRFRIRAE - ~F 2 m ey (G, BREBIMGTHE2E K& U4 I DN FRIRAYIC

L6 AMEIZEIT D HAMKILEIZ B 2 &8
-7 -
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4)

ERRE) | AR, RS R ML MR
- MEE(CERE - APRAERE & O TSH

o HEUERRES - HEUEO TTREMED & B Kt A 1l D7 %2
. LB

FEAfIE

LR b=/ A hrr AL =)L /X7 A v ha OG- I EEORIE
MSOTREARARAE R B L2613, BEAERIT 2 EF THEZMIET 20, &5
EHIET AL, AHEEAMEL CTH®ENALNARWGAIL, IFRESZ2PIET22 L,
LR b=/ X7 ha PR EZT TV LA BRE TONT A v b e VR,
TOBMBAETH DS ngkg S FP1 ngkg B E CREL, KICKLEIZHELT
0.5 ng/kg/ i E TRET 2 & W I2BETITbid, <74 v buroEECET 5
MZONWTIE, X7 A v b TEAORMNCEESRT 52 &,

RN BE TOOFA B ICBT DR TIlE, X/ 4> hr 1S pgkg &L b—L
800 mg/H OOF 5% 5 T T BT D42% CTREDTHOILTI Y | KEN60 kg LT DA
FHTIEST% TWENM T, BRRBRATIE, LI =T A hrrOffHE S %
ZAF TR E D16% BT A b u ] pgkg £ THREL TR | BICHBRE D4% TILE]
TER D=9, 0.5 pghkg £ TO2RE DRI A hr U BEEE LT,

INREE TOWREIL, 74 v barOfEETORBIETH 560 ng/m*#l s £§
40 pg/m’AEE TRE L, KICHEIDS U T20 ng/m’ /il £ CliET 228 cirbns (3
1.6-5% M), NRE G E LGB T BTk, <7 A v Fr 60 pg/m’/#
& L R /115 mg/kg/ H OB 5% 21T T TR E D25% CIE M Thiviz, /NaHE
FTOWREIL, VX = VOHBEEZRBEHETH D15 mgky H 5 £9712 mg/kg/ H F Tl
L, WICHEIDG U T8 mg/kg/ B £ TIET 2B TiThh5[# 1.6-5],

VLT F= 7 VT T AMEDS0 mL/ AR DOEFIZ LN =L EFEH LN, B
FEREREE D & DR E K OSSO0 LA E DR ERE CTld, AMARE L TW7ZeWninE 9 MEE|C
BETHZ L,

LA N — WL EEOBEDO S 2 BEIIFEERICER ST 52 &, &5 ES O
e L., HEHET L EEEET S 2L, DMEZRORENEN LSS, BEE
Bikdaz &,

OIIE IR B OBEEED & V) FER L E LT T ~E 7 1 B ED4IA M T2 g/dL L L
BT LGB ET 52 & (HERITERGREZRS R, FiZ, 29 LILDREEDSH

1.6 SENCRT DERRILECET 2 &k
-8 -
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1.6 SMEIC

HEBAHET, WELTH4H

PIEd 5 Z L,

~NEZ B EUEN0 g/dL RIIKT Lz N BE
BehHEAEPIETDZ L,

ZAHIET 2 70,

#* 1.6-5

B BRI

(2B R

ERRREEICE D CHARVNMNE

WHEO~E 7 1 B EN2 g/dl Kl Th 2551, &S %

WE[#E L6-51I2it» TR h—L &

TORTA o rOVRIFA OV AELA

F—ILEDHRAKORAERERVEERLEDOHA K51V

Hifh PR A A AL DTFOEAIZIZ VX h— | LTFOBEEICIEZ. 71 v | UTOBRSICIE, #5421
NEEs/ B EBET D rer /A rer A | h+52 Lk
& (FE1ERBR) HEPHETHIE (2
i)
i ER % AR 1.0-<1.5x 10°/L <1.0x 10°/L
I EREL RN 0.5-<0.75 x 10°/L <0.5x 10°/L
LRI 84 FZ L7 25-<50x10%L (FEA) <25x 10%L (RN
B LA 50 - <70 x 10°L (]\JE) <50 x 10°/L (1)
LT F= 1% AR >2 mg/dL (/1)
~EZ ey DEEBOBE | 8.5-<10 g/dL YL <8.5g/dL
TERED 2 iR

UTOBEAICIE, L —/L&200mg/ HiEE L, ~<7
Ay bharXFAr ey AES0%EET A L

NET ey NEREBORE
ERENR S D IERNEE L
g

5 T D4 T2 g/dL LA KT

< 8.5g/dL T4 D FH &
JE%IC< 12 g/dL

L RARE 1B EO U AN ) OB EIF200 mg/ B (1400 mg D5 21 TV 5 BE DS

MBS UCL 2B R LT

200 mg B 7V EISE,

NN
*2

UREY & B
A IFEMRAT 5 Z &

2200 mg/ A # T D,

PG LT, 2B H T7 A v b %05 pg/ke/ll £ THET 5,
LR =Xy barOfREE 2% T 5 /hR
T A b\ E20 pgm’AE £ THET S,

LR bh—uf v by ARG 2% CVDEE A b A Z50%BET 5,

DREDOBAE 2 AT 5/h R

fifi & & ITMEFAIREZITS

tZoHA KT

[ «E\iﬁ%@ﬂ%?ﬁ?fﬁ&) DIERBLZE LI EBF xR L LTND,

s S

BEIC Rb‘f FEHIE T D4 T~E S v B fEMN2 gdL LR T L7285

LEFIZEFITA b E LR =V EFRES LW &,

A hay AXIRTA v har OREFECET S
RS A b DR CEE S

5 #&hHIE
(1) mA

BIsZ L,

AL, 400 mg/A) ZIET 5,

UAREY o HEE600 mg/El 2% ClE L 72 BE T

1EEETYU AN EY & 12mgke/H E T, 2BMHTY ANEY &8 mgkg/H E THET 5,

LR M= X7 A ha O 22T TOAHRANRE 1R Ty ba %] pgkg/lE CTHET S, &

1B H TR A > b u v &40 pg/m¥iB £ T, 2B PSR T

ZiE, EEORE

HRMIARLE RO EOYALED &

FEHIZOWTIZ A v h v A DR SCE

AU —=Txa o RIBEOHCV V= ) XA T1IOREIIRT A har U AREY

DU EZIT,
WA HAHWIE. B BHME%240
TBIRED B 5 BEITBWT,

HTZ &,

B #2121

ﬁhzb&%i@ﬂ&ﬂiHOﬂWA@ﬁ%ﬁw@%ﬂﬁ
5 C HCV-RNA 25T o 535
1238 &XimLﬁfHoumAﬁ%%f%ot

i%5%¢¢?

Wik, Y= 2 AT EMT, mmeA%ﬁ&ﬁMﬁ%@ﬁwt@\%5¢¢%&ﬁ?
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R
gl

5L,
(2) /MR 3~175%)

RX7A4 v by LR =G E 2T TWAERE (HCV Y x ) ¥ A T2 U3 % R
<) T, &HHMH#ZI120KE 50O HCV-RNA B &3 581 & T2 logokiiti To D55
(1T GBI 1205, F 72245 HCV-RNA 2351 TH 2 A 134 5B a4 240
Bl EE RIS D Z LRSS,

LA N — LI OBE IR E LW Ly

g, LN b= A EIEmICEG LSS, RIRICEEREENELD2BZER N L, O
7o, GERH O LM AR D ATREME D & D e ElTxt LTk, bR b— L OfEHITEE=T
o5, MIRFICAKZFEHT 500, RAOIRAFICEE LR LG, RIBICEERE
EBNECDAREMER S D Z L2 BEITEMTH I L,

TR — = DMER LT B

AT =T VA T a vy R, PEERKEIE, AR S, VYD T
AREND RS 2 WBOESUS DB ED & 5 B

B O TR B

B~ r/a v E (EEMY 727, SRR MR ) ofE

JVTF =T VT T AENRS0 mL/Ly A D R

DHE ) DIEWEREY) (T XL T T U5 E0 UR) OBBENEINT 570, Y
B )b X E— L OB GIIRETH D, VX /v E VAT U EOPFRERS
EZTTEETIE, BN RFARROM, KM= 2 — T — PR, SERMERILERE
MfE,/ FLEET  F— ARME SN T D,

2 T OV DVERS

)]

2)

B

LA =L PRV KON S — LR ONRIE L, RO REE KON EL LB
ENBDH D, LR VRGBT E H OERTOIRRAE DRI TRVIRY | 5 %5
L7z &, HBEHMPR OB G& TH%e» AL, BE IS EZ2EL EOFH L. A1
TR 2 Ei T 5 2 &, LMEREROBERE DL S — b — 3R L2V XK 51T
FREICHERE T2 2 &, MURRBRNFEM SN2 T R COBWE T, L b—/UIXBHE o
TR IRBOEEH 2R L TEBY . 2D OERHIE, Ve Y v OEKRAESH D 1/20
EVWHIRHETREL TS,

2 1.
U AREY roOFEEZFEIIELEEL CTHY . KRR TIXL X =1/ brr A
B SNT-BEHEORI0%ICBEZ SN, LR N—1h e LOFERICES &, &5

1.6 SENCRT DERRILECET 2 &k
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3)

4)

5)

6)

BRIGE 1~ 2B LIN CRELT A, ~EZ 2 E VBRI T REETH D Z L NBNEL N9,
BERET, BEEREHEEMEIC~E v I~~~ 7 Uy FE2RIE L. BRI L
ECTHIVUT X VHEBNCRIET 5 2 &, Z 0% RKRMICE#EY) 2 FiETREZBIFT5 2 &,

LA =/ & o TEMOREH L7z B8 TEOENE L OIEBSEME O DI EZE S iy Sh T
W5, UAE Y URRIEOBRMATNIZEE O LRB AT 5 2 &, DREOBEED
% BETIIHEANLEXRAZ FENM L, REHHEPOEOIBIET 52 &, DiE R
PEELTEEEE, B2 eI 20T 5, LR F—LOFERTLIEMICE T
DIRBDIEES D fEBRIEN B D 72D BRI NLE R IRBORBEERED & 2 B 12T v
Nh—vah5 LN &,

DS
ER DIER R OIS - SN DB AT LR b — LA v hr AT A hr D
ERHR G Z=1E L, R HER SN BAE IR EEZTIET A 2 L,

i

LN b= =T zu o OFGF P, PR NS, BRI, s, e i
JERE M Ok 7 E D DRI HE SN TR D DBARNSBIEMEDOMR HRI L T2,
B2, Pbad F=U ZAORIEXIHE L HE STV D, MiRE L OGRS 2R3
TETUARD LA, BEETOICBE L, vEZRGRE3NKG2TIET5 2 &,

AR pE

UREY UE, A v F—TxznrabOfHITHVWONS, f ¥ =Tz affbIC
o T, MK T USRI e, EEEEIE, MREIIRMASE, MERERAR AR AE, MRS i
B ORAEIR FIBE % & To I . HLrRiR e BlAmR PLEVR IR ONT SR PR A A5 B D FESE R
BN bND, SEFITK L TR GRMEANCIREHRE 2 Eii 42 2 &, REE R
SR PEREIEE X M EEEEE 2 &) OBEOH HZBETIE, A v F—T7xur a b D
MEhH, EECIRREZ ERT 2 2 &, RERSES DNIZEBFITIT, HONITHE
BEZERT D2 L, REEOHFHBE TIPSR DONTZEBE T, A4 —Txn
Yo lOREEERIETHZ L,

HR AR IR AT
NTA v hare YA O LIZSEE . HFTPERE O MBI O B O i
RS . NoWRE (TSH 72 L) WNCHRENECSB8EN0H 5,

NI by S LR =R G AT D I LT, RGBAAET L O 5B
PR EIAIC MR AR K O A L A 2 R 5 2 &0 RAZ R E LI IRR

1.6 SMENZIS T L RIS I B 2 &k
- 11 -
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7)

8)

9

FRBR T, RMERE (~E 71 AR, AR ERE M) K QLR AL PR A fE (AST,
ALT, BV LE | JRER) ZHGWIRT CIdsk, 4%, sk, 12#%,. ThUBETIX
6IF IR CHIE L, B 2580 DN HAT L 0 BEENCHE U7z, NERRERE 25 L CiER
FROBERMREBMO M Z 1T 5 & RIFEFZ, ~E7 v EE6GEZICHEEL W5, TSH
EDORE TG FIZ128 Z & (24T > 7o, FGHIF T3 HCV-RNA &4 & Hr9IfllE
5Tk,

ol e 7 R OBl S i

UNREY A =Tz IR_RTA 2 —T za  OFREEEZZ T TV L BRE
Tl RS R O EEE R H®E SN TS, BIZ, LXM=L X —Txm 2 0-2b X
IRTA o F =T xm a2b & O RHIFT 5 & ANEZERIZ L0 AL O A RS
JEA~DEEANA U5 et n d 5, BF T A2 Hlc i 2 B & EHMIcHE 2
2T D Z L EEDE LT A I BRI 2T T SR ICBE IR RT 2 L,

THFATV O HES

SCERIC K 2 & BRI E  RILERE, 47 I ERE M QM MR IR D B8 728 d) R OVE
BEINHIN, XA —Txay YN ETHFAT Y OO G BMEH%3I~TH
I CRALEZENPMESNTND, 29 LEFTRIZRSZH (84) OBRETRD S
nNTEY, ZnHoBHETIE, BHEEIT HCV Uy A WV ARELE T F 47 Y v o5
RGP R4~ CIHA L, EH0h—FHoE5EFA L THLRBE L 20 o7, Pl
EKBUENHBLLIZGE, XA bry ] LXM=L ROTHFAT Y vofkhb a2 dik
L. _XTA =T xuy /IR oG 2HET 256815, 7HFA47 ) 30
BH LW L,

iR~ D — /N A~ O]

3XMNOITRE COBE LG L LEHFERABR T A e LR F— L L Dff
ABHEBREICKIET B OWTT — X ZIUE L, KENOEEREM NS/ LN T
— X2 L HREROMEREOEbZ i L, 20N, 5 HEakzmtc, /1 b
v LR M=V OPFRES E T T NRICEB T A RE KOS RO, EHENEROT
—ZZES L THEZ TEl> T, HBEHIM TR, #ERE D70% T EE Dl o R L
BN—k A VEKG) BB BT, BEK TR, REOERE THlE OB L KED
HMAAZ BTz, LovL, NEEERE 2 RIMREBIE L7 — % Tk, X1 hry
ELR = VORI L ESE S, O BE TIIRARROE ENEDT 5
ZENRENRTND,

FERIC, HEML b=l A v by A OPFEREEZ T T2 8RE T R~
MO LTS, RONT-BIEOHRE 2 EYRRREIE LB, PRSI X
D —ERDOBEERE TR D AR 72 By e DN L=,

P2

1.6 SMENZIS T L RIS I B 2 &k
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10) ffi f b ooze s
BRARRRBROFE RO, U AE Y OB 513 C BUBMEFR 7 A LV A EIOIERICH )
ThRWZD, LXM=L 7 eI =R ANARE Z B TR L7222 &, A
Yhry A XEIRTA by (oA X —T v ThRY) A LESEAICRY
LA R — L) TRV RN R — Uik AN IRIE D222 o O M IR ST D,

HIV, 77/ UANA RS UANVAEYSE, T A TN oW FIA w7z oW
DIEGIZTDIRFEL L TOLR_ =LA huar A I~ T 4 v ha v oftfiEsb1c
& DR AEVER OEIEIMESL L TV, TS OHMISIZ L h— L P M LR
W2 &, MARYAEY ANTEHORMNIEN S D720, VB Y U ASRE L BT
L. ThaslRTbsZ &,

LR R—Lbe A hrYy AXEIRIA v ha vl OFHBREIZ L > T, BED I S &
OVE R 3% N E R W iitE i, B REssae ], B O K QUYL IERE T | Il e R
BE . WONTHEIRW 72 &, ERZRERDBEIRT L0 mettnd 5, 5P R OZE D%
ORBBZEHFIC BN T, BB T B R ORBBEE L, /NE (RICHFFEEE) B
RN % EElo T (2.4%%41%) . PG ZBGT 55681, FRlcA > ey A KD
NI b ORI CEE ISR REEREFEICHER TS 2 &,

|

YEH
LR =LA har XAy hay A O EIC X AERRBR I3 ~T765 D HER
#7,800%1 0L A& %t & L CHEhE S vz,

UANEY v OFERBEIIELMEEN CTH D, BEARGHEN DI~ T~E 7 v B ERN
KT Uz, AMIZEE D DRSS DFI10%IZFEL LT,

EERBBRIZ B W T LL EORIER TS bR E 1L, 2K D96% % LAl Tz, Xk
—NERTA b RTA v a s ADPEFRIERE T TE AR 1T B WD T b S SE
E o TEWERNE, ERELRIE NS, 57/ MEI)E, BER. FEIE. E .
PR M ORI RGE /BRI Cho7-, LR =TS v b XidA > hayr A
OPFRE G 25T 7o/ N RgERE Gkl b)) 2B W T bR BUEE O @ -RIERIX, 88, BH
. AFFRERIBUDE, BT, BAANIR, TERBALALEE R NEHTHh - 72,

TEEM ] OETHMELI-BRRBRZ L TIORT,
o LR b=/ RXT A PHEEIC L 5
- ERRERBRL - X7 A v b U HME SOV TR (RERAT SCE IR A B L e
1.6 AAENCRIT 2R ICET &8
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UL YUY HTEAK
1.6 SMENZR T D EARREICET &k

Vo ZORBOFEIC DN TIEAT A 2 b e FEAORM OB BT 5 2 &),

- ERIRAER - LN b—800 mg/H (FEME) 2874 hurUEA v bry A
1.5 pg/kg/ i & PEH L2 35A 1220 TR,

- EEERERBR - A v bhuy REMHAREL SN =L O E L NS A fa
S TEE AR LA b — L OB 5% R R R,

- B4 - 2RO~ A v b r (15 pgkg B O] pg/kg/illl) £ LS R — Lo ff
b AT A (180 pg/il) /=< A (1000~1200 mg/H) OPFFilf 545
FTEH3 OG- & R,

- ERIRERERS - BB E TH o T RE 2R L LT, <7 A hr (1.5 ngky
W) LARERIHE LR F— L OPE RS5OV TEHE,

o« INRITHT BT A hary /LR N— OB RE
o MAROVNEZ MG E Lz L h—u/A v ha v APFREGIC X 238

LR M=, FEOFHZRDT, X7 A2 b i LD KRB Cix, #5E 012%I2
FERBWERNRD biLlz, X7 A v hard bR s — L OPERERE 22 T - H3RE BV Tk
HRBBEE O E D> - EHERELRIT, 2 ORACHESETH Y, WIN b T OMEEIX1% AN T
hotz, HHEHIRT R OEO%ORBBIEHFICEW T, BB T A X ORBBEE T,
IR (FEIZEF) BAZE ElEl> T 24%%1%), <74 v byl L s — Lo 5
T TR I B W Tl b RHMEE O @ - 2 BFER R BIERI., DME LR, BEREE R OV &%
BETHY ., WTRHZOMEEITI%ARM TH o7,

EEARRBR DN FE M SN A SLMIIRE S B D720, 55 HEFN OREHFRER CHeR S - BITER 0%
BT, BIOIEANORRRBROFRR &L ERELET 52 13 T3, BEOBIKE CORBERE X
ML= D TRV L H D,

) HEAREBRAGR — L LT v ke RS
(1) RN
BEARTRBR CHRIRDP 5% e BATANER Z LN b=/ R7A b &R G (R
BR2) OFHRERNC[FE 1.6-61I1T7,

1.6 SMENZIS T L RIS I B 2 &k
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YAREY Y h TRV
1.6 SHENZISUT D HRILSF 2 B 2 Bk

& 1.6-6 BAHERE CRIRENS%ETBAT-EIER
BIEH O3 HE BITEH O3 HE
SV VAN = I G =2V, VA VAN = GV N = .Y,
AR 1.5 pg/kg/ LS h— R 1.5 ug/kg/ LA L
Lk —)L (N=505) Lk —)L (N=505)
(N=511) (N=511)
B GRAIREE B i R
SR A IE 25 18 i AL 56 50
TESRHERAL R 58 36 B i 34 28
H AR E RS 21 19
1N Rz fg 12 8 KPR
E2an 11 7 ENha 40 41
AL 4 3 RSy 31 34
o R R/ ERE
Sy E &/ S 47 47
&5 /T E 66 63 L EE 17 21
SAJE 62 58 T 8 5
e 48 41 SR 6 6
FEEN 46 33 LR AERHAS R EE
R E D 29 20 A Rk | 7 6
H_ERE A 12 6 IRPUE T O FEE
Jiiopra 8 7 A JL A 12 12
iRy 4 6 B 6 1
FPHE « R R R B IR 2 i
FEED T | 21 | 17 NP5 [ 26 24
o0 b SR B WK 23 16
FORIRBEREIS P | 5 | 4 WASE ¢ 12 13
L R =5 8 6
N 43 33 Bl e 6 5
R IR 32 27 25 - MHmaRhEE
T 22 17 Bl EAE 36 32
gt 14 12 % 9 FEIE 29 28
iz 13 13 e 24 23
HAER B 9 8 B S5 5 24 23
15 5 5 FRRRRE AR - T OO RS
i R BRI | 9 | 4
I BRI I 26 14 TR e
2 12 17 b2 ) 5 6
i R ek i 6 5 AEMRE S 4 5
/R R E 5 2
BF - RZE RS
JFIER | 4 | 4

*

LIAME — DEE BIRHEICE D BIEMH 2 280 Ly Lo d

b5,

R RBRA I B WD TR BIRN10%LL ETH - 78R ICE#E T 2 BWER 2 [£ 1.6-7)12R7 7,

C cConfidential
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DAY =) N A e 2|

L6 AMEICEIT D HAMKILEIZ B 2 &8

* 1.6-7 ABERICEEYT HEIER (RIEZE10%ULE. FIE)
i PR R B4
1R EE 9 2 EIVEAH O R Bl
Al RTA4 v hr L5 pgkg | XA > bl pgkg A 2180 pg
+ + +
L h—jL L h—jL a~H R
(n=1019) (n=1016) (n=1035)

i 67 68 64
SAJE 50 47 41
AL 40 35 34
HEIE 39 36 23
ARIRAGE 38 37 41
2 35 30 34
FEEN 35 32 21
TESRHERAL S 34 35 23
BEARIE 29 25 21
F5 29 25 34
5 PR 27 26 22
I BRI E 26 19 31
2 R 25 25 25
9 DY 25 19 20
Bl EAE 23 20 17
IR ] 21 20 22
B HiiJA 21 22 22
% ) FEIE 18 15 19
AT x PR R 16 15 15
EEMED F U 16 14 13
T 15 16 14
K 15 16 17
IRE 13 10 10
Mgt 12 10 9
FERIAR B DR 12 13 9
2 JF Wi A 11 11 12
R 11 11 10
i35 10 10 10
M 1 Bk iE 9 7 10

FEERREAORBERINTNORBRICE W THHEL L Tz, BRRBR3ICBV T,

RERIHE LN = AR L FEEMNE LN M= A CEREZRBEM ORI RIZTFELL L T\
(12%) , BRARRRER2IZ 1T 2 BERENWEHORBRIT, ~7 A bu v/ L h— L BE17%,
A A LR =L EE14% TH o7,

% < OREFNCIBN T, FEAIERE TG F IR ISR Lz, HREO—HTIL, 6
% A T ORRESBLEE I H C EE 22 EIEH O R SUTEHHIR B RO b, BARRERIZB 0
T, %< OWERE TG 1L %5y A BIXREIER R L7, 6 H HORmE 2 o
BTET, T A hr s pg/ b M= BEC BT DR R ORIWEH OB BR 4 4E
BIRDEE T L IR Lo L 2 A, KEMBEEN33%, TEREED220%, WNOWEE L)
BB E N5 10% T o 72, WEBRE OFI10~15%TiE, KERD . 557 L OGER AL L
2otz

1.6 SMENZR T D EARREICET &k
- 16 -
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UL YUY HTEAK
1.6 SMENZR T D EARREICET &k

ZAVD OEFRFER Tl #5-WIR U B S I3 F O TGO bz, i
IRKBRITlL, 7 A v br OB 542521 TWegRE TR, 1> fr A
DHIMEE 5% T TR S T2 (BN BREDIH], BRENIH]) Thoiz,
BERRBR2 TIL, UM v ba v LR =BG &5 TR C B &3 141,
A ry AU M= LEETREN A (HBYEFE) B0 b, BKRBR3OETIX
4FITHY . 5 BENIARZRDE, 5 BIFIIX S DHROBEEE AT 2 #5#E TR A A
DL TH o7, ERBAICB T IR RBITHY , T A bur /L =LA
Be b oA cixefl, [R7 A v ha s g/ LS h—LBE (101961) 5B, <7
A brlpg/ bR M—RE (101661) 161], 7T A /a0 Z0F G- 50T T ik
# (1035651]) TlE6fBI T - 7o, 5T % ORGBBIEHM TIE. <71 > ba v (1.5 pgkg)
[ M= U PFH G- % 52T T R T A BB HIREL L TV D,

BRI L U2 TlE, XA > ha r OFMEE I LR F—L E OffEE &%) 7=
WA D10~14% 13 G5- 2 HIE L, — ) TA > bry A BMFERETOFRIERIT6%, 1> b
2y AL LR LOOfHEG TOFIEEITI3% TH - 72, BRRER3 IV T H[RERIZ,
RTA v hr L ERERNHE LN ML E 22T T ERE D15%, <7 A v kbR
v EEEHE LA N VO E E 2 T TR E O14% B EWER O 7= Ic G2 ik L
7oo BGHIEOERBBIT, BHRRIER., 28 MHRIER OF%., 372 L), HLERE
EREWS A 2 =T = OBEROERICED D Th o7z, BRKRBRATIZ, <7 A~
Fa 1.5 pg/ LS b= AVBEOBERE D13%, <7 A > a1 ug/ X E— L BED10% K Y
ARITA180 ug T XA ARED13% N EWER O 7= DI 5% H ik Lz,

ERIREER2ICIB W CRIWEH O T OE N TN -DlX, ~7 A4 trr (1.5ugke) /L
RNV G Z 2 T T RE DR% LA > haey A LR NV G A2 T
WA D34% TH -T2, T A by (1.5ugkg) /L —UBETIE, KE60 kg LA T
DB DOKRN: (57%) THELSLETholz, 4 V¥ —7 xn O EITHEKRFNT
b, XT A bar 1.5 pgkg BETITA0% TH 7D L, 7 A hr 0.5 ngkg
XiTA v br Y ABETIEENEN27% L U028% CTh o T2, L h— L OREFNI3FEO VT
UCEBWTHHEBIL Tz (33~35%), FAEMIEOTABEL, ek E (18%) &
2 (9%) Thotz, TOMOHEB E LTIX, 20K, 7. El M O/ MIEAED 2%
< H BT, BRARBR3ICHE W T, RITERIC X 2 HEM ESTOI X, (RERH &
(29%) DOFHFNETEHERE (23%) LY bEhoT-, BKRRBR4TIE, 71 hrr o
OHHE G221 TR E D16%2, X7 A hrr &1 ugkg TTHEL, S5124%
OHERE TIL, BIERH D=, 05 ugkg ET2EDOT A ha v OEEE L, —FH,
R VA S T AREDOYERE D15% N A %135 ng/l £ TRE L, & HIZFEBEDT%
DOEFRHE TIZ90 png/lll F TEDH > A DJiE A F L7z,

1.6 SENCRT DERRILECET 2 &k
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DAY =) IVS 7J7‘lZ/l/§lJ
1.6 AMEICEIT D ERRNEICET 2 &8

A7 hay LR =BG L BRBRICE VT, b IEBBEE N TR
TERIIRBRORIER CTH 0 | BERRBRICE T 5 BERILTT%, BRRBR3ICRIT 5 %8
F(T68~69% T o7, ZH O DIEHRENWEH D 5B BEBHE D E2 > 72 b DI D DA,
DREME R OARIRIETH U, Wb T X T OB GRE THBRE DFI30~40% TREH bz,
HRIT4 (AEE., BREMEOAR) (X, #5HM TR OE 5 H IR ORGEE 2281
HCITAHBRE D2% 1258 ® bz, BRRBRAUCIS W TR REIER 2GR D 7o
DEIGIFIT A brr15ug/ bR M—ARED58%, ~7 A hr g/ L h— LR

DE5% K OTT S 2180 ng/” 2T AREDST% T o712,

RTA v b OFGITHE BBRE OFI35r DT I UL, AU BT
ENBOONTZ, ZNHORFIERO—H BB, SRR L) OREIZOWTIE, Gk
il & IR T MR A BNz, BRRBRI LU TR, X7 v ba AL L
% B AN IAE R OB G-I SOS (B, & 9 FER O Z2 &) OB (#5E Ok
75%) 1Z, 4> bur A FRBEEOKUETH -T2, 7272 L, EHEAER TV oRE
THEMBEECThH o7z (2~3%), A FRBRS TILIES BSOS T RNE D FE LRI T 42K T23
~24%TH o T,

WEOA L Z—T 2o PEHBEENEN TH S TR E I L X =L T b
PERBE G X D H&RG 21T 1258 ORIWERIL, RIBEWEERE 255 L U-EERRR T2
DR E-Z2 AW FE R S L L T,

(2) /NEpkER

ke LT, MNRERICBIT 2RWER 7 0 7 7 A VIR A TSR SN b O LFFETH
STz, INERER TR S Z < RO LAVZEWERIX, FE (80%) . KWTHHE (62%). #fF T
ERIE (33%) . 597 (30%) . BAKRIE (29%) . TEHBATALBE (29%) K& OVMEMH: (27%)
Tholz, AR THE SNERIERORI L, BRENRE X IHEEChoTz, HE
DREWER X 2HERE DT7% (8/107641]) T S, EHBAERE (1%) ., WEE (1%). B8
B (1%) . HHERAE (1%) ROFE (4%) ThoT-, /NRENNCHREL L - BEE 2 RIE
I, MRaR e (7%, 7/10761) , B (3%, 3/10761) . &0 (2%, 2/1076#1) . 5 2% (1%,
1/10768) Tohote, VAT XU VPR SN HREIISHITH Y . 9O BIFNLH IR
REAR FRE. 20T MEMNED TSH ERICE D b0 Th o7, #HHE k2@ T, S
A bharr b bR =D EGE2Z T /RSB D IRE L CE RO, EHEY
EHADOT — 2 IS FRIEA Tl > Tz, EHIF I, BBRE DT70% CHE DMK
HERRE GN—k ¥ A LK) BIRD LT,

WeBRE D25% Tik, 1RRICEET 2RWEFA OO0 4 ba KU BT O
BRNEL R FOEAREEITAM, FHERBAE R OEERD Th-o7-, BIWERORS
1.6 SMENCISIT B AR S B 2 R
- 18 -
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UoE Y 7J7“IZ/I/§'J
1.6 SMENZI T B ARSI B3 2 &k

R BH AL U 3261 2%, 2/10761) Thot-, /NEEXG L Lok TRIL
L10%L ETH - T-RWEH Z[#£ 1.6-8)IT/R7,

& 16-8 ARICEET SEMEANRO o N/MNRIFBREDEIS (%)
(ZHEBRED 10%ULTRDOONT=E D)
uD:—‘—»}DJIJj(/\*E ﬂi*}}i%ﬁ%
FATR (N=107)

s KO o RbEE

Af BRI iE 33%

il 1%

F i BRJB A iE 10%
HGiEE

i 21%

- RE R e 12%

g Rt 27%

Giallh 18%
—i% - BEEER LOREEOREE

FEEA 80%

L% 30%

PER R LALBE 29%

G 21%

MEIVIE 15%

Sy 14%
B AR R A

(ST 5%
R L OREEE

BRI 0%

ﬁ&?&j& 22%
i B A R ds X O AL gk 7

PE & 17%

I A9 17%
e e PR

S 62%

FEIMED FE W 14%
B J UV AR

Ji BIE | 17%

107451 HR 94451 23 SAE ] D B MRS B 2 BR I A AN BV, BRICKIT T RN 72528803, 48

HOREZ2Z kg L0 b, 24BOFE 22 T 1-RE D FH D Ieinolz, 24O E %%
T kERE D24% (11/4601) K O8I DFe 5% 52 1T T 4R D40% (19/48%1) Tlk, N—AF A
YTCON—R U Z AV E LT, BRI O SEM O RIS EIEKE TIRFE T, FlhlE & X
—B A A NDIE TSR = & A VE Elalo> Tz, 248 DB 5% 52 1T 724508 D 1% (5/46
B) KOS DG %252 F TR E D 13% (6/4851) Tlik, XR—ATA L TONR—BL X A )L &
g UC, BEG-R O S M O BRI EIZHE TR £ Clo, B g R —k v Z A L OIK 2330
W=t ZANV%E b Tz, TRXTOERBIETRDO LN TWND L DT, REIIBBIEK TR
R bEL RDHRERD Y A7 1%, REFEENE —7 L2 TR0 AES5 oM E MBI LT
WHEZEZ LN,

1.6 SENCRT DERRILECET 2 &k
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YAREY Y h TRV
1.6 SHENZISUT D HRILSF 2 B 2 Bk

B R AR AT
DYNSAOVINEY T &

X7 huy EREIHELSN = LVOHEREE XTI bry SEEMELASN =D
OF# G- % el L7 BRSO RIER 7' 7 7 A v b | A O FEHRIIEE R & (29%) D
FEEME (19%) LV HEWZ ERERINT, ZE LAMORTZITBETHY | WEN
Zh LTz,

LA b= PG CoRG IR FIZEB T 5 ORI EME O ZLIZ OV TEL TR~ 5,
NET B E R, AMIEREL, AR O MR O TR LT, B T A 1k & 2
LA nd 5, EEHHTICHT 5 —HMOBKRREME O Z[£ 1.6-9ITRT, NNEZxHRE L
e A hay /bR = U LD ERRER Tl EERBRAE DO Z b D I LB T Hp 25
ThoT,

#* 1.6-9 RABHEREENRELEZLARA =L/ R4 rOVHABRERIELA F—
WA bRy AHBREICKDAEBREHMTPOBEERREMERE (—1F)

W E OE S
N (ERARRBR2) /NI
S Y/ BV N =% FEVE =\ Y/ VAN =%
+ + +
L~ fh—)L L~ fh—)L L~ fh—)L
(N=511) (N=505) (N=107)"
~Frary (gdl)
9.5~ 1147 26 27 30
8.0~9.5 K7 3 3
6.5~7.9 0.2 0.2
F i Bk (x10%/L)
2.0~29 46 41 39
1.5~2.0A4%# 24 8 3
1.0~14 5 1 -
I ERE (x10°/0)
1.0~15 33 37 35
0.75~ 104 25 13 26
0.5~0.751i 18 7 13
0.5 A i 4 2 3
iR (x10°/0)
70~100 15 5 1
50~ 70A i3 3 0.8
30~49 0.2 0.2 -
25~ 50A i - -- 1
Bryrer (mg/dL) (umole/L)
1.5~3.0 10 13 --
1.26~2.59xULN" - - 7
3.1~6.0 0.6 0.2 -
2.6~5xULN' - -
6.1~12.0 0 0.2
ALT (U/L)
R—RA T A 2 D2UE 0.6 0.2 1
R— 2T A L D21~5(% 3 1 5
R—2F A4 D5.1~10f% 0 0 3

* ZORIT, ARETLHMICBN T, WRELOHEBREZ IR EEEOEN- 0B EF LEbDOTH S, BED
EE R AR CLUEA L EOBRBRAEMMDE D NI RE 0L ERG L LT 5,
T ULN=ZE#EfE LR

1.6 SMENZR T D EARREICET &k
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UL YUY HTEAK
1.6 SMENZR T D EARREICET &k

~NE/ ey

FE R RRER2 Tl #BRE DFI30% T 7 1 B A1 g/dL Rl £ TR T L7z, AR RER3 T,
REBIHE LN b= OG5 2% T 12 450H D47%., BEEHEL R b=V O 5 2% ) - 9iE
D33% T~EZ B B AEN gdL K E TR T L2, 9g/dL % RIS ~EZ v B AR TFIZ DN T
X, REBIHERE (4%) OFPEEHERE 2%) L0 bEWEE TR bz, BRRER2ICE
WCHEMIEZMNE L L7ogiBrE L, XA bay LR =B ER%, > harr A/ X
F—=ABER13% TH -T2, BRABRATIE, <74 bry (15ugkg) /LR b= E%
F7BRE D 9 B, ~F S 1 B EDS.5~10 g/dL OFLPHE T T L 7= 95 5328%., 8.5 g/dL R
W E TIRT L7oBRE D 3% T o 7228, _H T Z180 pg/ 2T A DG %% 1 - g T,
ZNENDOEEIT26% 4% ThoTo, ~E7 v EIL, L TEERG%E 4 ~60H £ T2
LTE LTz, MBI 708 & U C B BBR% 4 B & TIZA~EZ a B ERJRD L ZORELE L,
B G MR T £ CLRENMGET DBIDNHE T B D, T A > hr v O IZRE T 23R T,
NEZ B ECOBNTRICBRETH Y, AEMEXIEEA LT RNoT,

A HRER

UFHRERIB I, BRIRERBR2 TR A v b a v L OO 2% 0 7o R AR (85%) M OMA
Fwa s AL b= VO E G 25T TR (60%) DORF:TRD BTz, BRR 2O
WBRED S B, AfmA T AREND & 5 EEOFHERAE (0.5 x 10°7L Kil) 2RO L=
DIx, A bay A VRN —=LEED2%, X7 A har /LXM=L HOR4% ThH o7, i
KRB TR A by U b= VR G2 T T RE D18%ICK LT A v X —T =1
YORBHERLETH 72, BEGFILEZELHBRE IO (1%K0H) Thol, lH.
GFHPERE, B H R4 TR GRTE E CHIE L,

iR

i/ NEL A3 100,000/mm’ A5 & TR LB E 1, 227 A > b a VB 537 > b e
¥R N DB B T TR DF920%, A v hry A LR NG A
T T BB E DKI6% T d o 72, BED M/ IR OB (50,000/mm’ A4w) 135k AEERH D4%
RGO BT, MM ORBD N, BGFIEIHEMIEZET 2548005, KRR
BRACIHENTIE, A by ADBELE LIZHERE 1X1%, <7 A v hu rOREL LR
FII3% ThH o7, WE, /ML, &5 1E%4R TR E ChIE Lz,

AR i e
A H =7z a SFREICHED TSH ORE Tk, BARERDH 256 L R0GE LN H 5, BIR
ARER2 T, BRRMICH DR FRIREEE N A > Fr sy A BEXIT A v b B (LR F—b
ORI ZERIDI) & b REROBEE TR Sz (FURIRFSREIS TAEA 5%, IR AR AE TUEESE A3
3%), 5 R ORGBE 2R X, #5RE 12 TSH 2% OB EN A L, s
DI THEHZB VTS, 7% Tl TSH O BH A EHE L Tz,
1.6 %Em%ﬁ@@ﬁ%mgm%fégﬂ
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YAREY Y h TRV
1.6 SHENZISUT D HRILSF 2 B 2 Bk

UL E KR OREE
e R ERER2 ClE . RIS LR D10~14%12 8 B U L BV IME . 33~38%IZ 15 bR MILE 53 %
BT, 6B EE D & &S OJR R A FIE L 7=,

2) BRRRBRAGE LV_Xh—n/ A bar AR

(1) B AR

BRARFRERIC W T, PFHEGRED O B, RIGROPERE 19%., B L 72 BHE D 6%
EWERH O DI ZFRIELEE—F, A v —7cuaHTEENENOEEIT13% &
3% Tholz, KERBRICIB W TREAENS%L ETh - IIRICBEET 2 8EH O —H %
BHREANTRT ([ 1.6-101258), 20 OIERICEET 5 BIEH OFBLEIX, )
FE, A ¥ TV U PRRIEGERE, MRRREUL OV O FEIE 2 BR & | EMIKERER L 0 b EES
FL[RIVEER TR > 72,

(2) /hNpkERE

3~165% D/NAHERF 11851 &2 x5 & LR R T, 6%BRIEA O -olc &b % h
L7, HEMIEIT30% THEE S, £OEREHITE ML O FEEADE ThH - 72,
2R LCTUNUERICBIT 2E8ER 772 7 7 A WA TBIE SR b O LR TH -
7o BRABEBRE & b TNEBERRE T A DNT- b O, EFHRAREE, A, AECR
I, WRM K OMEBRZE CTh o7z, W, 7. HLRE, PR, RIRE, S RITMrE,
L REE | R IR EE K OV S BRI AR & B CONRRE D 3D 2o T,
HREAETOLX M=/ A v bar A PFREG 250 o2/ NREBRE IC BV T FBEL
FH5%LL ETh o L IGHRICBE T SRIER O—#H 4 [%& 1.6-101I77,

1.6 SMENZIS T L RIS I B 2 &k
- 20 .

C cConfidential



VRV HFEAH
1.6 SMENZR T D EARREICET &k

%= 1.6-10 AEICEET SEMER (—8B)  RABOBRAHERE. BRL-EAHBRERD
BEONBRIRERE
wERE OEE
KERBR CRIGH) KERE (R /NRBERE
2430 [ 5- 483 1 5- 2430 [ e 5- 4830 [ 5-
BIER" A harAlf bR VAlA R VAA S RBVAAM S FEBVAS SRR VA RV A
+ + + + + + +
L h— b 7T R L h— b 7T 'R L h— b 7T BN L h— b
(N=228) (N=231) (N=228) (N=225) (N=77) (N=76) (N=118)
B 50 E
S RIE 13 10 12 14 8 14
PSS 9 8 9 5 19
B hy- By EE
S 63 63 66 67 66 68 69
T 68 62 70 72 60 53 58
S 40 32 42 39 43 37 25
FE N 37 35 41 40 32 36 61
A 7 WREE R 14 18 18 20 13 13 31
M 779 9 4 9 9 10 4 5
ok 5 4 9 8 6 7 5
AP R R - SRR R
FEED F 17 15 23 19 26 21 20
THALE R b
L 38 35 46 33 47 33 33
BRAIE 27 16 25 19 21 14 51
HIERR 14 6 16 9 16 9 <1
Mg i 11 10 9 13 12 8 42
B A R P
3 AR 61 57 64 63 61 58 32
BAHn 30 27 33 36 29 29 15
B A 20 26 28 32 22 28 21
FE o pE
HRE 39 27 39 30 26 25 14
5 R 23 19 32 27 25 20 10
bReY i 32 25 36 37 23 14 13
B R E 7 6 11 8 12 8 16
LR AEE 11 14 14 14 10 12 5
AR IR 4 2 4 4 5 4 3
IR 25 B
I R 19 9 18 10 17 12 5
Bl Sl g% 9 7 10 14 12 7 <1
KRS - B ambEE
Ji S 28 27 32 28 27 26 23
W5 20 9 28 8 21 5 17
5 FEIE 21 9 19 8 13 4 12
Rk R R - £ OMOFEE
DRI | 7 [ 4 [ 8 [ 4 [ 6 5 [ <1
TOBIEAS L ERRD DR, 1FINE O E B EICE TR RIER A2 2MEL FRE LA L H D,

AR DIREHIEIF . B EBIMRIMET L (=t XA I LB EBRTRITT%) . REH
MBHETF Lz (N=t 2 XA/ LD FEETRITI%) , Zh b OEREIZ2SHEAHIE, TR
B O24MOMICRO 5N b D THD, L, RENIBIBEOHERE BT 5 REIH D
T—ZTiE, PFRBREGICL Y REBEE S, —EOBBRE TIIRARE O 228 K3+
DT EDRBESNTND,
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B PR A AL
B G PICBE SN O MR FIREME (~EZ7 v Ui, BifskE, 4 RERE Ol
IIRER) DAL ELLTIZEAT 5[ 1.6-11],

~NEJ ey

LR b=V a 5 LICRE D~T /7 m B AR TIXLABIZHAEY (48 H £ TIZLE LT,
48T 4 B S VI IRIEIE D 70 WHIRE Tl N— R 7 A Vi b OFH R RKAR T &3Ok ERER ©
3.1 g/dL, [EBRILENRERT2.9 g/dL TH v | FRA L7 g CIKERBR T2.8 g/dL., [ERRILFRER
T2.6 gdL ThoTo, 1FEAEDOHEHRE T, ~EZ 1 EAMEITERG TG4~ LNIC R
ATELZ B L7z,

v YL E L K ORER

ERARRRER CYRMLIZ Y 2 BV LB AER OYREEED ESANBIE S, 2 IXHEEOLEIFE
AL THY , E5P I DAEMUNICERE L, ZOBERIT, U X— WEBEREOBETED
HOLWRFICR B EZ L AbNT, 29 LA L, FEERECHARERE LEET 2O T
ot

= 1.6-11 LR M=AbAV AHBAESRIZAONE-EEDOEKRREEREE (—
) RABRDBEAERE. BRLE-BRABRERVURAED/NRHEGS

WEE OHIE
KERBR CRIGH) KERE (R NIRRT
2430 e 5 483 % 5 2430 e 5 483 fEl % 5
AN AN AN AN PN 2PN 2PN
+ + + + + + +
L~ h—b 7T R L h—b 7T 'R L fh—)b 77 R L~ fh—JL
(N=228) (N=231) (N=228) (N=225) (N=77) (N=76) (N=118)
~EZary (gdl)
9.5~10.9 24 1 32 1 21 3 24
8.0~9.4 5 0 4 0 4 0 3
6.5~7.9 0 0 0 0.4 0 0 0
<65 0 0 0 0 0 0 0
A EkEk (X10°/L)
2.0~2.9 40 20 38 23 45 26 35
1.5~1.9 4 1 9 2 5 3 8
1.0~14 0.9 0 2 0 0 0 0
<1.0 0 0 0 0 0 0 0
IR (X10°/L)
1.0~1.49 30 32 31 4 42 3 37
0.75~0.99 14 15 14 11 16 18 15
0.5~0.74 9 9 14 8 4 16
<05 11 8 11 5 5 8 3
i/ RE (X10°/L)
70~99 9 11 11 14 6 12 0.8
50~69 2 3 2 3 0 5 2
30~49 0 0.4 0 0.4 0 0 0
<30 0.9 0 1 0.9 0 0 0
BrUser (mg/dl)
1.5~3.0 27 13 32 13 21 7 2
3.1~6.0 0.9 0.4 2 0 3 0 0
6.1~12.0 0 0 0.4 0 0 0 0
>12.0 0 0 0 0 0 0 0
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3) iR e R
LR =Ll hry A XTI A v ba v b DR EO&RBIC, LTFORIEM
DHEIN TS, ZAbDOEWERIZ, BUEARHZRRER O OBREMRETH D720,
RHBEE ZHEFICTT 5 2 & UTEF OB L ORBERGREZH ST 5 2 L13sd
L& HA[RE T2\,

Mg LY o GREE
PREFERE, PR RMEA M
Hi LUK ESE
BERERRE, [RERMED E
RRO . BRI & ONERs e
Jif v L S

IR Fa

HRETR P A
WU

BRI

YR AAEH
)y VHEIvY
THE I EINEY VARG T DL UF ) U URIEEREY (VT A X T
TS R ~OBRBENEEML ., BBIREEOREBUIELZ B BEAR D D,
L7zBo T, LRE—=A ATV I LR b= URONRIKE P X 7 o L OG5
BoThD, BERR T, BENRFAEOM, K=o —a 8F— %K OER
PER LB MAE, JLER T ¥ R— v A S h T\ 5,

2) X7 LAY RERUA

JFREZE 2 £ 5 HIV, HCV HEEYEF T HIV IZxHT 550 b a oA L ZREIC A TA
vEA—Txzur o EUNEY COEGEToTER, FRERE ESEHEobobET)
NROONTZ, ZOBEELEMATIE, A X —T7 v a DEMFELGIU ALY & off
FBEZEMTAZET, VAZO ERICORRE5EE L DD, A X —T b AN
BV OB GITMZ T, X7 LAY FRYERGEEFEAESR (NRTD O 54251 TV
LA TIE, FHICED B, FROFRER 2L AMARI L TV hEEGES #lglT
52 L, EFRICHETITHAUX, NRTI OFG-HIEbET 252 & (NRTI OB CEE S
HR) o FFRAE R 42 % & Lo Bt O BRARIEIR 03 AL L 72354 (Child-Pugh /0036 2 X 572 &) |
Ao —=Txnr, UNREY Vv, IZ O OBERLEGTIELRET 52 L,

UREY E, HIVICHT DA T DU RO K72 ORI Y A L AR & §
1.6 AMENCH T BRI B 5 &k
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DAY =) IVS 7J7‘lZ/l/§lJ
1.6 AMEICEIT D ERRNEICET 2 &8

T 2R H D, VAR Y Mg, 370 AT VUKV RT Y
YOV b ERET S ZENRINTEY . 2L b e U A L ATEROK FIZD7
MWHEREMER S D, 72720, oI A v —T7zar UNE Y v EDOHHEEICLD
B TIXHIV, HCV YA ICR T 2 2 HI0FHZE G L LT AREY 27 I79 (18
Bl), A&7y (1061), IV K7 Vr (6#) ZFFHES Lz & 245, EYThRe2r0M
AAER (MAEFRIRE, RN =Y B ISTEREIREE 72 &) SR EER (HIV
JHCV U A NV AAREOW D 72 L) 13H LRI oT-, LIeRoT, UAEY & Bk
AN xRN G T 555IIXEET D 2 &,

3)  F 7 1L PASOIZ X B SRR
tREOT y MIFR 7 v Y —AEREFW Tz in vitro IRBROFER NS, F h 7 1 A P450
%%Kiéuﬂfuy@ﬁ% LA ENTELSED LT, PASOERIC X 2 WHHAAE
RO FREMEIFHR D TR 2 & 23R ST,

B 5 ERERABR ClI, £ > hr v A & L h—)Lh 7L & ORISR EIIEA1)
FEERITRD bR oTz,

4 THFATI
7%%%7Uyﬁ&ﬁéﬂfné$%@@écmﬁﬂ%ﬁkLTUAHUV%%%#%
&L HEOPMERAENFEI L, THFATV AL 2B EEORAY 27 BEmE b
TENHEERTWS, £ — /E&HFM(%E%% (IMDH) X, THFAET U ok
BRIED 1 DICHETH D, VB Y L, IMDH ICHT A EEHEZFT D 2 &85
NTHEH, IV roFEGIZEY BiEE GFPEREUME, L MRIBAME & OVE 1)
WCEEDH LT F ATV L OREMTHL6-ATFNLTHA /> — U U (6-MTIMP)
WEET D, THFAT VL VAT U ST D BE T LT, #5064%
1wﬂ%m%L B 5-BRMR2~3 » A M A 28], 0%k E A UTHESCH 55 EDE
EAMERGEITIEE L OB Tl MR 2 & oM EREGHE 2 i+ 2 2 &,

kA~ &L
1) 4R
SEAIRG VAR 434 X
B G IR & B HR T %
JRVEIZ kT BIEER D A 2
UANE Y ATHIEPNICERE L, PR RO GREWZ ERMLNTWD, BHZEEND
URE U URIRT & OZRE CIEGTEMER 2R3 E 2 NEARHTH D, 7 v MMTHEK200
mg/kg (K60 kg DN DR HFE T OMEEIZILS < BERH £7.14~28.6 mg/kg [ZFHY
UAEY O EBRHERAREOLIHLT) 25 LT, BESSEIERD b

1.6 SENCRT DERRILECET 2 &k
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2)

3)

MmoT-, LL, VA Y vgREIZL > T MUEFEIEERN SRR T D[RR H 5 Z
o BMEEIIT LS S — N —DERO Y AT ZEET A 7D H b A TSR
LA LH>fEETH L,

PESR D ATREME D & % oM, B GHIM TISA R 2k (BT 22M) 2 Auvian
RO LR P— &G LN &, BT, UANEY CRIERGEOERY () (3128
ThodZealiEar, KEKTHROY ARMITARLBHEEZ NS Z &,

BHBREROZDO/R— hF—04ktd, LR = L& SRR L O 5 T %61 AR’
(DU U MESMZ R S D A D 156%) XA ZREEE (BHE T 52f) 20V
HZE,

B HH ROEEETHRen HREIC Y N V55220 = kB E R OBHEEE O
LM = b —DMER U725 A ORHEA R OB VBT 2 R 2T 2720, U e Y v
(2 K DD S LD MRIRIC BT 2 BBk 35X T b T D, HYEKR B ILER
% 51-800-593-2214I1C 5T 5 Z &,

3L

LA R = e MREFLICEAT T 2008 9 IR TH D, FEMIZ X2 EERBIWE
RICELDBENNH D20, ADOTIEDH D WVIF R b —/L O GIEH 351D
WP ERIRT 5 Z &

/N

AT O /NREBEFIZONWTIE RIS v hrr Lo RHICB TS L =1 OR2M K
OFMEIESZ SN TV, LXM=L/ hry A OPFHEREGA21T 910472 - T,
INREBFE OG22 DB, IO RIECHMEL. 2RICET 2 TR+, HCV ¥
=) BAT TANABREVSTRBEITOZET V AZOWTHRFTT 2 &, #5DX
X7 4w M, BEMEICETOIALEL LabE, AETHZ L,

INRWEERE  BWIRRRBIE L -7 — 2 Tld, A herXIA v hr AL LR
M=V OPEFHFEEIC LV RENLESI N, —HOBRETIZIHEENBL T2 ENRENT
W3,

B WM L O 0% ORIBE LRI T, BEASE XIIAZEXKORRMEE L, /NE
(FIZHFHE) B AE ElBl> Tz 2.4%%1%), A TRD G- 912, /MNETHA
OREMIZEEIT DEIER (9 2. BEIRZE R OMEIRZ: &) . & i ) O BRIV E 23 3R
HIvT,

1.6 SENCRT DERRILECET 2 &k
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4) A
LR — LA ha AT A v har b w20 LR ClEesmll Eo sk
HEDRA 0 Tlemolzlzd, EERE T HERER DN EI iwmE T2 EMNT
XMoo,

LARM—UEEE L TELOHRES NS Z 03 Mmbn TRy, Bl EL 6 285
THEAANOFMHEEHDO Y 27 BNEne b s, @l TBHENMET L TWIHEE1%
W, EEICHEZBINT 22 L, BEEZBZEL, ORI THEMIEZITS
TE, VRE=F I VLT F = U T T 2 AMES0 mL/Ay AR O BRE TGS LR nw 2
s

—MIT, mEEE IR R VOB REDMER T LT D 2 < A OFEDRIESE XX
PFRHEOEHEE  EWZ LD, LRSI BV EZEHT 55 XEEZ Y L Tk
BHENLRMGT 5 Z &, AR TIIEimE OB MOREIR (67%) (LML (28%)
L0 bmnol,

5) @B EL vk
FFREAE S O fgs OB EF 21T 5 CHBFROIERICBE L T . A v br Yy A KD
RTA b ar OBEMBFEE T LR =L & ORGSO MK OE IS LT
720N, ANEUE (1641) « H—fERk - IERHBOFEFMIEIC L DL, A v F—T =z a &V
NEV O G 2 T B REBR AR BT 2 BARLOREME X, PRk %
o T2 B R R BT A FEHE CORBEN L THlEN S L0 bEhotz, BAR
4 & B RS OIS & OBEMII R TH 5,

6) HIV XX HBV O ik
HIV XX HBV Z EEY: L T\ 5 HCV BEIZx T A7 A v by /LR h— L&
HREOA > ha v A R s — VOG5 O M R O M TS LTy,

B 5
WERGORBRITIZTEA LR, L= 7 EN20g DAMEROER, 1> hrr A Dk

K 1E2000 15 BAALOFE D HE B OHERE B OB K100 A > o AD K FERRE STV 5,
BE SN ERRUSE, A > bay A O h— L OIEFRAE IS LE 5 BIFE R ORBLER K O
EOHMKTH-T, LvL, HRAELZBX DA hur ADEEE FEREICE- T, FiEER
wLOBAS, Ml OOIEENHRE STV D,

A Y AR =L O R G DR RN AL 2 < | i ET K ONERRGE T
& WAl Ot B e 51T D AR AR IRHRIE TIZR
1.6 SMEICH T B MR DL BT 2 ¥kt
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1.6.21.2 EU R XEDHE (FIER)

Wit Roeettss
Rebetol/ Merck Sharp & Dohme Limited, Hertford Road, Hoddesdon, Hertfordshire EN11 9BU, United

Kingdom

A - &

LA R —/L200 mg /N— RO 7k v

17 72200 mg DY ANEY U E2E A

BIERIE LT, 17 BIC40mg DT 7 b—Z— Kz &l
whEE - ZhE

LA b — U, oo FEH & G L, 18 C BIATFR O BE OIRRICER T2 (THE - &,
M R OME E oS OEBMR),

LA R Ud, MoK E G L, BEICEGE2ZH2 2 L0372, FFREREN 2 VEN C
Bt O/NREE Gkl EO/NRKOEF) OWRFICENT 2 (TR - &), HESE RO
FOER] oEBM]),

HiE - HE
C RIFRBH OISR O H D IEMA R G E2RRM L, Bl8E21T5 2 L,

&

LA R —uid T3hie « bR OFEEICHE > TH&REGT 52 &,

LA h— L &G 2 AN EG ORLF BRI L h—/L & OfF 5B 2 #ESE I
DNTIE, FRFIORMCELSHROZ &,

LR b= T, BRICHERER AERET 5,

IDIN:E

HESE ) &} OB 5 IR EE ORE R PRG35 AN ESWTIRET 5, L X h—L &
OB G3 2 AN OWRMN CEESRBOZ L,

M EIZBT 5 BRI HEE R 720 GE . LFTOHEZ LT 5 .

BE DOREMNTS kg A DHE1,000 mg, 75 kg 8 2 5 %5461,200 mg

ANGEE

3 AT D/NR DT — 2 IIAF L TR0,

6% : K47 kg Rili T 72N ZHE T TERVEEIZOWVTEL, b h— 140 mg/mL #%
AR DA LEESZRO Z &,

1.6 SENCRT DERRILECET 2 &k
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UAE Y 7J7JZ/I/§'J
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IR R OEEBRZ T A58 KBEICESWTIRET S, 21X A X —7 =1 0-2b
NIFRTA B —T vy a2b EDOPFHRHCBIT A EREICE S HEEZ[FE 1.6-12)127R-T, —H
OG- TIZ[FE L2\ TRTHRET A X A BWF L TWRNZ LN, LR h—L & fEH
B 5T AN OBAT LEESROZ L,

£ 1.6-12 A2 —T7xAY02b RERTAE—T O a-2b EDHFARKIZET S/
REEODKREIZE D LR M—LAE
HEOKE (kg 1A OFh& B 7T
47~49 600 mg 3"
50~65 800 mg 4*
> 65 RN DHEVEH] B4 2 [

T ENIh SR, K2 T EL
P Eh SR, W2 T

RITERIC X 2 HEAi1E

RN 2 & Al 1

LA R — Lo ElE, G T 2FEANES S LR =L OBRBHAEICESWTIRET 5,

LA N—)VICEET 5 L B2 b2 BERBEWENNRA LGE ., EERREANBRT 5 £
T, wWYRGE. HEEZMIET 20, H5E2FIET5Z &,

BEDONEZ v ERE, DIEROREBLAOHEE UL E U REIZHES < HEMIE& U5 H11k
BT 204 RT A4 v &[F 1.6-13[IT7T,

*x 1.6-13 BEMERDER (BAN)

I R R A AT PIFOHBEIZE, VLXF—1LD1HH | LTOHEIZIE, b h—fEE

E‘*@%&%ﬁ;@“é L HIETHZ &

DRBORVEEO~E B E <10 g/dL <8.5g/dL
VRIE
~EZubey  BZELOER | HESHIET, 488 T2 gdL Ll ED~ | 480 AERER 1212 g/dL Kk
OBAERED B % BE E7 0 v D
A&k
Mgy ey > 5 mg/dL >4 mg/dL (R A\)

T GED3,000 mg (RE2375 kg Ri) 0E1,200mg ((REN75 kg 22 5) OBEOHE. VX —1LOfE
%600 mg/ H (200 mg 7 7wV EF1EE, 4 528ERA) ICEET 2, REEAEE LS, 600 mg/ H TLX R
— VARG ZEE L, EMOUETE 52800 mg/ H ETHELTH WA, BARICETZ LITHEEAR N,
P 58723800 mg (fRE65 kg i) . 1,000 mg ((RE65~80kg). 1,200 mg (IKE81~105kg) XiZ1,400 mg (&
ﬁmugﬁ)@$%®%é1&5E@vAkww®ﬁ£imm@Humm%®&5%xffmé$%®ﬁA
X, 400mg/H) ZHET 5, LEIISU T, 2BEHICLAN =L OHEZFIZ200mg/HEET 5, X h—
w®ﬁ%%mm@ﬂmifﬁibk%%ﬁ\mm%ﬁftw%%w&5Unﬁ%ﬁ¢5:&

LR =L E GG 2 AN BT 5 LB 2 b S EERAERN A RE LIZhE, —Ho0
PE#ETIE[FE L6-1BIRT LA b — VO EMEROREGRILICET 201 7 A & 85F
1.6 AMENCIS 1S B AR I B9 2 Bkt
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LTCWARWZ END, LR E—LEOFHEGET HEANORMN CEESROZ L,

/NRBFT R 2 H S IE
DRBOZRVNLBFICBIT 2 EIL, DREREORWVRABEO~NE 0 B REICET 0
A RTA 2D [# 1.6-13],
DIEBROHH/NRBEDOTFT —ZIZIAFL TR (ML RO EoEE ] OEBR),

BEOMBEE Y NV EVREICESSEERILICET O TA RT A4 2[R 1.6-14IT577T,

& 1.6-14 BMERNDER (/MR)
B PR AR A AL UTOHEICIE, VX h—VES5EIEdHT &
MHEE Y Le 5mg/dLE (4EHME)
(f X —T7xnm v o2b &HEH LTV DN R OR4E)
Xix
4mg/dL HE (4HEEE)
(RTA =Tz a2b EGEH L TOD/NEROELE)

ok 7 4R

1))

2)

3)

rlin A ~ORA (655 k)
L R L OSBRI AR T L B X A B I LAY, SR LRI . L
AN B G ORI B R RIS 5 LD D,

NREBFE~OMEH Gl Lo/ R OE)

LR h—UE, XTI A F =Tz a2b XA U F—T xr a-2b & OO Z iR
EL, T2z EnTES (IBEERMEMH LOEE] OESM), BEORBICESZE
W ZRINT D, ZHODBREICY N o L EFEERRGY A L 2 KA G54 58
B OREER OEIMEIMHESL I N T, T—ZIFIAFL TV, FHESFEOHE
BT D HELERIHIC OV TR, LA M= L &P T 2 EAIDOIRA CEESRO Z L,

ERETIIRNTOI VLT F=o 7 VT T ABNKR T T 5720, LR F—LD
HEEENZET 5, KoT, UL M AEE5ORRLIANT, 2EE OBKELZ T 2
TN EIN D, FEEOBKERE (LT F=0 7 VT T2 AEA30~50 mL/min)
EAHTDHRANBEIZIE, 200 mg/H X400 mg/H 2R BI\ZHEGT 52 L, FHEOBHKRER
E(7 VT F=27 VT 72 AMENR<30 mL/min) % A3 5 A BE & OGR4 (ESRD)
AL IMAEENT O BRFIZIX, 200 mg/ A 2 & 535 2 &, BHERERE BT 2 HEME
BT 204 RIA4 U %[FR L6-151IR-T, BEEREREENEO b L BH T, Al
BLLARWONEERSBIE T2 2 &, BlERESEL 6T 2/NEEE IS 2 HEMEICET

1.6 SENCRT DERRILECET 2 &k
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L7 —ZIIAFL TN,

% 1.6-15 BEREEEZA T ORABREICHT SHERLE
JVTTF= I VT IR 1H D55
30~50 mL/min 200 mg/ A &% U400 mg/ H & 22 BT
<30 mL/min 200 mg/ H
i #%# T (ESRD) 200 mg/ H

4)  JIFHERERE T A ~ D]
LA R — VAT RE I DWW TR BN EAEHNIRE O by, FERETEITREZ 2338
HOoNDBEEETH5E6, L=V EHATERORMTLEEZSROZ &,

B5 51k
LR N LIBHICEOEGTH L,

L
gl

o AREIOF RS AT EIFN 5 D @E0E O B3,

o ik (TS5 ROMER EoEE). MR, w kO] OESR), Wik rTae /e otk
kL CiE, B EBBOBERNIERE CREDPHEE T HE T, LXM=L a2 &G L
&,

o 23w,

o iEey HUWNICREER T2y b a—/LREOOERERZ & T EE O DIREBOBEER D
bomE (M5 LOER EoEE] OESHR),

o BEATIuEUE (P77, SRIRMERE MR L),

LA b= &GS 2 AN E A OEERIZ OV TR, FRAIOTANLEFELSZROZ &,

BEROMEH EOEE

LA b — U O 3EHF & HEER G35 2 &,

B H BRI FRORIERICET 28 =4 U o 7 KR OVE BRI 2 HEERHIEIW NS Z Do
(RT) A F—=Tzmy g BT IEEFHOFEMIONTIE, (X)) f ¥ =Tz a
DB LEFEEZROZ &,

LR =l (7)) A FZ—Txznrr o OFHEGRICULT OEEZEERNGRD H T
5

o HEEOHMHEKOTRAREREE (958, BRSE., BEREMEOBKEATEIZR L)

o MREOEFEFRICBIT DMEHRE (—HOBE TIIARTTR)

o /NEEOEFFEIZET B HEREE A LVE Y (TSH) O ER
1.6 SMENZR T D EARREICET &k
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)

2)

3)

4)

5)

TR OIRREE
i 2 M O JE] [

AN &

INBBEFIC_RT A v —T zar 9-2b XiFIA v Z—T7 1 a2b & OHEAEE %2 LG
T 556, —MOEE T, FEAHICOFHEGIC L D RENRE SN D AREERH 5 =
LEEZEBIZANDULEND D, BEGOEMITIEFZ L ITHEFNT L &,

P2

a4l

FERARBRICB W T LR =L e XT v F =Tz a2b IA »F—T =1 a-2b
EDPFHIC L T, BABE TIH14%IT, /ML EFETITTI%IC~NEZ 2 EEDL0 g/dL
Z PR DR TABE Sz, b F—/VICEEN 2 DIEERIZ RV, L h—ric &
> THEL A MADEREDIR FOEBREBOIEROMEL 5 X Z T /iR H D, =
DI=d RBOBEEDOH 2 BFHITIZL RN M— VR EEICELGT5 2 L (15 0EBH),
#5-BREAATIZ ODIROIRAEZF-N L, 5T b ERRIICBIZE T2 2 &, BB O b
B, BEEFIETS 2 (THIE - HE) 0EZMR),

D R

9 o MM DA EOREIERE, DI ZE SUTREEARD EE 5 2 WL OBIEREO & 2 Rl N
FIRET 55813 H0IcBlET 52 8, BEOLRENH 5 BH I, BEATIMLOEKRE
HFIZOERBREZ EMmT 22 ENEE LV, ODAER (1 EEEAENR) ICI3@EE 130
FRIBRIENEZ TH LD, BHEORIERLERGE LD, WERBOBEROH 5/0NE
MIFHFFRRFICHET 7 —ZIid e\,

B ED Y 27

LA N — VB2 BT DR, ERIE MR etk B 1ok LT L b — L DR
PEY R RN RRETE 2 RO A SRS 2 B E | RN RIS B FTREME, LN R —
NG TR G IR U725 A ORI IS O W TR 25 2 & (T2 Rk, Ei
RO OHEZMR), BRREICLDMEREOT=2 1 v ZIzon i, [FEKRE] ©
HEZRDOZ L,

AR EUE

SVEEESOR GRS, MBI, SUE SN, 77 4 7 X v —) BRI LELGAIE.
EHIZL AR b= oG 20IE L, @WYREYREEIT) &, —wEORBIL. Kh5E
TS 2 BT ARV,

1.6 SENCRT DERRILECET 2 &k
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6)

7)

8)

9

TR RE

B G E R A RE R SR BL LB, R8BI snEThsd, &P
NMITHEMIEIZBET 2 HEEFIRIC OV TIE, U b= OG- 2 A ORM CEE
ZRDOZ L,

BN 2T 5, KoT, U M AEE5ORRLIANS, 2EE OBEELZ T 2
Zob, TPEERE R OVEE OBHEREREE RS TR N Y o MmEhRE N RIEIC R4 2
EMS, ZJ VLT F=0 7 VT T2 AMENS0 mL/min KON EBE TIE, L b= D H
BEFET LI ENEE L, BHERELZ AT 2/ NUEF T 2 HEMEICET 5T
—ZIIAFL TR (THE - &) oESR), 5P E~E/r e REEZE=4Y
Y7L MBS UTHIEEZITY 2 & (THE - &) OISR,

Sz il O ¥R D W] RE

iRz Lk p e, THEFATY VLRI A 2 —T = U RN h— L2 fH L
THB3I~THEBLIPIZ, JLIMERBUFE X OVE RSN AE LI L ORERH D, ZOFEE
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----------------------- WARNINGS AND PRECAUTIONS ----=====mmmmememmmamann
HIGHLIGHTS OF PRESCRIBING INFORMATION e  Pregnancy Category X (5.1, 8.1, 8.3)
These highlights do not include all the information needed to use o Birth defects and fetal death with ribavirin: Patients must have
REBETOL safely and effectively. See full prescribing information a negative pregnancy test prior to therapy; use at least 2 forms
for REBET®0L- of contraception and undergo monthly pregnancy tests.
REBETOL _ (ribavirin USP) capsules, for oral use Patients exhibiting the following conditions should be closely monitored
REBETOL" (ribavirin USP) oral solution and may require dose reduction or discontinuation of therapy:
Initial U.S. Approval: 1998 e Monotherapy with ribavirin is not permitted. (5.10)

¢ Hemolytic anemia may occur with a significant initial drop in
hemoglobin. (5.2)

Pancreatitis. (5.3)

Pulmonary infiltrates or pulmonary function impairment. (5.4)
New or worsening ophthalmologic disorders. (5.5)

WARNING: RISK OF SERIOUS DISORDERS AND RIBAVIRIN-
ASSOCIATED EFFECTS
See full prescribing information for complete boxed warning.
e REBETOL monotherapy is not effective for the treatment of

$:ro|:nc heipa_tltls C. 45'10) iated with REBETOL th Severe decreases in neutrophil and platelet counts, and
* e hemolytic anemia associated wi erapy may hematologic, endocrine (e.g., TSH), and hepatic abnormalities.

result in worsening of cardiac disease that has led to fatal (5.6)
and nonfatal myocardial infarctions. Patients with a history of )
significant or unstable cardiac disease should not be treated
with REBETOL. (2.4, 5.2, 6.1)

¢ Significant teratogenic and embryocidal effects have been
demonstrated in all animal species exposed to ribavirin.
Therefore, REBETOL therapy is contraindicated in women
who are pregnant and in the male partners of women who are
pregnant. Extreme care must be taken to avoid pregnancy
during therapy and for 6 months after completion of treatment
in both female patients and in female partners of male
patients who are taking REBETOL therapy. (4, 5.1, 8.1, 13.1,
17.2)

e Dental/periodontal disorders reported with combination therapy.
(5.7)

e Concomitant administration of azathioprine. (5.8)

e Weight loss and growth inhibition reported during combination
therapy in pediatric patients. Long-term growth inhibition (height)
reported in some patients. (5.9)

ADVERSE REACTIONS
Hemolytic anemia. (6.1)

Most common adverse reactions (approximately 40%) in adult patients
receiving REBETOL/PeglIntron or INTRON A combination therapy are
injection site reaction, fatigue/asthenia, headache, rigors, fevers,

nausea, myalgia and anxiety/emotional lability/irritability. (6.1, 6.2)
Most common adverse reactions (greater than 25%) in pediatric
patients receiving REBETOL/PeglIntron therapy are: pyrexia,
headache, neutropenia, fatigue, anorexia, injection site erythema, and
vomiting. (6.1)

INDICATIONS AND USAGE
REBETOL is a nucleoside analogue indicated in combination with
interferon alfa-2b (pegylated and nonpegylated) for the treatment of
Chronic Hepatitis C (CHC) in patients 3 years of age or older with
compensated liver disease. (1.1)
Patients with the following characteristics are less likely to benefit
from re-treatment after failing a course of therapy: previous
nonresponse, previous pegylated interferon treatment, significant
bridging fibrosis or cirrhosis, and genotype 1 infection.

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co. Inc. at 1-877-
888-4231 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Nucleoside analogues: Closely monitor for toxicities. Discontinue
nucleoside reverse transcriptase inhibitors or reduce dose or
discontinue interferon, ribavirin or both with worsening toxicities. (7.2)

REBETOL is administered according to body weight. (2.1, 2.2)

Dose reduction or discontinuation is recommended in patients
experiencing certain adverse reactions or renal dysfunction. (2.4, 2.5,
12.3)

¢ Nursing mothers: Potential adverse reactions from the drug in

REBETOL Capsules 200 mg (3)
REBETOL Oral Solution 40 mg per mL (3)

CONTRAINDICATIONS

e Pregnant women and men whose female partners are pregnant
(4,8.1)
e Known hypersensitivity reactions such as Stevens-Johnson

syndrome, toxic, epidermal necrolysis, and erythema multiforme to

ribavirin or any component of the product (4)
Autoimmune hepatitis (4)
Hemoglobinopathies (4)

Creatinine clearance less than 50 mL/min (4)
Coadministration with didanosine (4, 7.1)

nursing infants. (8.1, 8.3)

Pediatrics: Safety and efficacy in patients less than 3 years old
have not been established. (8.4)

Organ transplant recipients: Safety and efficacy not studied. (8.6)
Co-infected Patients: Safety and efficacy with HIV or HBV co-
infection have not been established. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 10/2017
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF SERIOUS DISORDERS AND RIBAVIRIN-ASSOCIATED EFFECTS

o REBETOL monotherapy is not effective for the treatment of chronic hepatitis C virus infection and should not be used alone for this
indication [see Warnings and Precautions (5.10)].

o The primary toxicity of ribavirin is hemolytic anemia. The anemia associated with REBETOL therapy may result in worsening of cardiac
disease that has led to fatal and nonfatal myocardial infarctions. Patients with a history of significant or unstable cardiac disease should
not be treated with REBETOL [see Dosage and Administration (2.4), Warnings and Precautions (5.2), and Adverse Reactions (6.1)].

¢ Significant teratogenic and embryocidal effects have been demonstrated in all animal species exposed to ribavirin. In addition, ribavirin
has a multiple-dose half-life of 12 days, and so it may persist in nonplasma compartments for as long as 6 months. Therefore, REBETOL
therapy is contraindicated in women who are pregnant and in the male partners of women who are pregnant. Extreme care must be taken
to avoid pregnancy during therapy and for 6 months after completion of treatment in both female patients and in female partners of male
patients who are taking REBETOL therapy. At least two reliable forms of effective contraception must be utilized during treatment and
during the 6-month post-treatment follow-up period [see Contraindications (4), Warnings and Precautions (5.1), Use in Specific
Populations (8.1), Nonclinical Toxicology (13.1), and Patient Counseling Information (17.2)].

1 INDICATIONS AND USAGE
1.1 Chronic Hepatitis C (CHC)

REBETOL® (ribavirin) in combination with interferon alfa-2b (pegylated and nonpegylated) is indicated for the treatment of Chronic Hepatitis C
(CHC) in patients 3 years of age and older with compensated liver disease [see Warnings and Precautions (5.9, 5.10), and Use in Specific Populations

(8.4)]

The following points should be considered when initiating REBETOL combination therapy with Peglntron® or INTRON A®:

e These indications are based on achieving undetectable HCV-RNA after treatment for 24 or 48 weeks and maintaining a Sustained Virologic
Response (SVR) 24 weeks after the last dose.

. Combination therapy with REBETOL/Peglntron is preferred over REBETOL/INTRON A as this combination provides substantially better
response rates [see Clinical Studies (14)].

. Patients with the following characteristics are less likely to benefit from re-treatment after failing a course of therapy: previous nonresponse,
previous pegylated interferon treatment, significant bridging fibrosis or cirrhosis, and genotype 1 infection [see Clinical Studies (14)].

. No safety and efficacy data are available for treatment of longer than one year.

2 DOSAGE AND ADMINISTRATION

Under no circumstances should REBETOL capsules be opened, crushed, or broken. REBETOL should be taken with food [see Clinical
Pharmacology (12.3)]. REBETOL should not be used in patients with creatinine clearance less than 50 mL/min.

2.1 REBETOL/Pegintron Combination Therapy

Adult Patients

The recommended dose of Peglntron is 1.5 mcg/kg/week subcutaneously in combination with 800 to 1400 mg REBETOL capsules orally based on
patient body weight (see Table 1). The volume of Peglntron to be injected depends on the strength of Peglntron and patient's body weight, refer to
labeling for Peglntron for additional dosing information.

Duration of Treatment — Interferon Alpha-naive Patients

The treatment duration for patients with genotype 1 is 48 weeks. Discontinuation of therapy should be considered in patients who do not achieve at
least a 2 logyo drop or loss of HCV-RNA at 12 weeks, or if HCV-RNA remains detectable after 24 weeks of therapy. Patients with genotype 2 and 3
should be treated for 24 weeks.

Duration of Treatment — Re-treatment with Peglntron/REBETOL of Prior Treatment Failures

The treatment duration for patients who previously failed therapy is 48 weeks, regardless of HCV genotype. Re-treated patients who fail to achieve
undetectable HCV-RNA at Week 12 of therapy, or whose HCV-RNA remains detectable after 24 weeks of therapy, are highly unlikely to achieve SVR
and discontinuation of therapy should be considered [see Clinical Studies (14.1)].

Table 1: Recommended Dosing for REBETOL in Combination Therapy
with Pegintron (Adults)

Body Weight
kg SaE"BEDTé)sLe REBETOL Number of Capsules
(Ibs) y
<66 2 x 200-mg capsules A.M.
800 mg/da
(<144) grcay 2 x 200-mg capsules P.M.
66-80 1000 2 x 200-mg capsules A.M.
(145-177) mg/day 3 x 200-mg capsules P.M.
81-105 3 x 200-mg capsules A.M.
(178-231) 1200 mg/day 3 x 200-mg capsules P.M.
>105 3 x 200-mg capsules A.M.
1400 mg/d
(231) mg/day 4 x 200-mg capsules P.M.

Pediatric Patients




Dosing for pediatric patients is determined by body surface area for Pegintron and by body weight for REBETOL. The recommended dose of
Peglntron is 60 mcg/m?/week subcutaneously in combination with 15 mg/kg/day of REBETOL orally in two divided doses (see Table 2) for pediatric
patients ages 3-17 years. Patients who reach their 18" birthday while receiving Pegintron/REBETOL should remain on the pediatric dosing regimen. The
treatment duration for patients with genotype 1 is 48 weeks. Patients with genotype 2 and 3 should be treated for 24 weeks.

Table 2: Recommended REBETOL* Dosing in Combination
Therapy (Pediatrics)

Body
Weight RE.BETOL REBETOL Number of Capsules
kg Daily Dose
(Ibs)
<47 "
(<103) 15 mg/kg/day Use REBETOL Oral Solution
2 x 200-mg capsules A.M.
47-59 800 mg/day ]
(103-131) 2 x 200-mg capsules P.M.
60-73 2 x 200-mg capsules A.M.
(132-162) | 1000 mg/day 3 x 200-mg capsules P.M.
>73 3 x 200-mg capsules A.M.
(>162) 1200 mg/day 3 x 200-mg capsules P.M.

*REBETOL to be used in combination with Peglntron 60 mcg/m? weekly.
T REBETOL Oral Solution may be used for any patient regardless of
body weight.

2.2 REBETOL/INTRON A Combination Therapy

Adults

Duration of Treatment — Interferon Alpha-naive Patients

The recommended dose of INTRON A is 3 million IU three times weekly subcutaneously. The recommended dose of REBETOL capsules depends
on the patient’s body weight (refer to Table 3). The recommended duration of treatment for patients previously untreated with interferon is 24 to 48
weeks. The duration of treatment should be individualized to the patient depending on baseline disease characteristics, response to therapy, and
tolerability of the regimen [see Indications and Usage (1.1), Adverse Reactions (6.1), and Clinical Studies (14)]. After 24 weeks of treatment, virologic
response should be assessed. Treatment discontinuation should be considered in any patient who has not achieved an HCV-RNA below the limit of
detection of the assay by 24 weeks. There are no safety and efficacy data on treatment for longer than 48 weeks in the previously untreated patient
population.

Duration of Treatment — Re-treatment with INTRON A/REBETOL in Relapse Patients
In patients who relapse following nonpegylated interferon monotherapy, the recommended duration of treatment is 24 weeks.

Table 3: Recommended Dosing
Body Weight REBETOL Capsules

2 x 200-mg capsules AM
<75 kg 3 x 200-mg capsules PM
daily orally
3 x 200-mg capsules AM
>75 kg 3 x 200-mg capsules PM
daily orally

Pediatrics The recommended dose of REBETOL is 15 mg/kg per day orally (divided dose AM and PM). Refer to Table 2 for Pediatric Dosing of
REBETOL in combination with INTRON A. INTRON A for Injection by body weight of 25 kg to 61 kg is 3 million 1U/m? three times weekly
subcutaneously. Refer to adult dosing table for greater than 61 kg body weight.

The recommended duration of treatment is 48 weeks for pediatric patients with genotype 1. After 24 weeks of treatment, virologic response should
be assessed. Treatment discontinuation should be considered in any patient who has not achieved an HCV-RNA below the limit of detection of the
assay by this time. The recommended duration of treatment for pediatric patients with genotype 2/3 is 24 weeks.

2.3 Laboratory Tests
The following laboratory tests are recommended for all patients treated with REBETOL, prior to beginning treatment and then periodically thereafter.
. Standard hematologic tests - including hemoglobin (pretreatment, Week 2 and Week 4 of therapy, and as clinically appropriate [see
Warnings and Precautions (5.2, 5.7)], complete and differential white blood cell counts, and platelet count.
e  Blood chemistries - liver function tests and TSH.
. Pregnancy - including monthly monitoring for women of childbearing potential.
. ECG [see Warnings and Precautions (5.2)].

2.4 Dose Modifications

If severe adverse reactions or laboratory abnormalities develop during combination REBETOL/INTRON A therapy or REBETOL/Pegintron therapy,
modify, or discontinue the dose until the adverse reaction abates or decreases in severity [see Warnings and Precautions (5)]. If intolerance persists
after dose adjustment, combination therapy should be discontinued. Dose reduction of Peglntron in adult patients on REBETOL/Pegintron combination
therapy is accomplished in a two-step process from the original starting dose of 1.5 mcg/kg/week, to 1 mcg/kg/week, then to 0.5 mcg/kg/week, if needed.
Refer to labeling for Peglntron for additional information regarding dose reduction of Peglntron.



In the adult combination therapy Study 2, dose reductions occurred in 42% of subjects receiving Peglntron 1.5 mcg/kg and REBETOL 800 mg daily,
including 57% of those subjects weighing 60 kg or less. In Study 4, 16% of subjects had a dose reduction of Peglntron to 1 mcg/kg in combination with
REBETOL, with an additional 4% requiring the second dose reduction of Peglntron to 0.5 mcg/kg due to adverse events [see Adverse Reactions (6.1)].

Dose reduction in pediatric patients is accomplished by modifying the recommended Peglintron dose in a two-step process from the original starting
dose of 60 mcg/m?/week, to 40 mcg/m?/week, then to 20 mcg/m?week, if needed (see Table 4). In the pediatric combination therapy trial, dose
reductions occurred in 25% of subjects receiving Peglntron 60 mcg/m2 weekly and REBETOL 15 mg/kg daily. Dose reduction in pediatric patients is
accomplished by modifying the recommended REBETOL dose from the original starting dose of 15 mg/kg daily in a two-step process to 12 mg/kg/day,
then to 8 mg/kg/day, if needed (see Table 4).

REBETOL should not be used in patients with creatinine clearance less than 50 mL/min. Patients with impaired renal function and those over the
age of 50 should be carefully monitored with respect to development of anemia [see Warnings and Precautions (5.2), Use in Specific Populations (8.5),
and Clinical Pharmacology (12.3)].

REBETOL should be administered with caution to patients with pre-existing cardiac disease. Patients should be assessed before commencement of
therapy and should be appropriately monitored during therapy. If there is any deterioration of cardiovascular status, therapy should be stopped [see
Warnings and Precautions (5.2)].

For patients with a history of stable cardiovascular disease, a permanent dose reduction is required if the hemoglobin decreases by greater than or
equal to 2 g/dL during any 4-week period. In addition, for these cardiac history patients, if the hemoglobin remains less than 12 g/dL after 4 weeks on a
reduced dose, the patient should discontinue combination therapy.

It is recommended that a patient whose hemoglobin level falls below 10 g/dL have his/her REBETOL dose modified or discontinued per Table 4
[see Warnings and Precautions (5.2)].

Table 4: Guidelines for Dose Modification and Discontinuation of REBETOL in combination with Pegintron or INTRON A
Based on Laboratory Parameters in Adults and Pediatrics

Laboratory Parameters Reduce (EEEEI:: ITI)Di?:'Iy Dose RedutI:)eOI:Q(Isn‘:;o:oct); IZ")‘.:-EON A Discontinue Therapy if:
WBC N/A 1.0 to <1.5 x 10°/L <1.0 x 10°/L
Neutrophils N/A 0.5 to <0.75 x 10°/L <0.5 x 10°/L
Platelets N/A 25 to < 50 x 10%/L (adults) <25 x 10%/L (adults)

N/A 50 to <70 x 10”/L (pediatrics) <50 x 10”/L (pediatrics)
Creatinine N/A N/A >2 mg/dL (pediatrics)
rI;I.emoglobin in. patignts without 8.5 to <10 g/dL N/A <8.5 gldL
istory of cardiac disease

Reduce REBETOL Dose by 200 mg/day and Peglntron or INTRON
A Dose by Half if:

>2 g/dL decrease in hemoglobin during any
four week period during treatment

Hemoglobin in patients with <8.5 g/dL or
history of stable cardiac <12 g/dL after four weeks of
disease*’ dose reduction
Note 1: Adult patients: 1 dose reduction of ribavirin is by 200 mg/day (except in patients receiving the 1,400 mg, dose reduction should be by
400 mg/day). If needed, 2" dose reduction of ribavirin is by an additional 200 mg/day. Patients whose dose of ribavirin is reduced to
600 mg daily receive one 200 mg capsule in the morning and two 200 mg capsules in the evening.
Pediatric patients: 1% dose reduction of ribavirin is to 12 mg/kg/day, 2" dose reduction of ribavirin is to 8 mg/kg/day.
Note 2: Adult patients treated with REBETOL and Pegintron: 1% dose reduction of Peglntron is to 1 mcg/kg/week. If needed, 2™ dose reduction of
Peglntron is to 0.5 mcg/kg/week.
Pediatric patients treated with REBETOL and Pegintron: 1% dose reduction of Peglntron is to 40 mcg/m?/week, 2™ dose reduction of
Pegintron is to 20 mcg/mzlweek.
For patients on REBETOL/INTRON A combination therapy: reduce INTRON A dose by 50%.
* Pediatric patients who have pre-existing cardiac conditions and experience a hemoglobin decrease greater than or equal to 2 g/dL during any 4-
week period during treatment should have weekly evaluations and hematology testing.
T These guidelines are for patients with stable cardiac disease. Patients with a history of significant or unstable cardiac disease should not be
treated with Pegintron /REBETOL combination therapy [see Warnings and Precautions (5.2)].

Refer to labeling for INTRON A or Peglntron for additional information about how to reduce an INTRON A or Peglntron dose.

2.5 Discontinuation of Dosing

Adults In HCV genotype 1, interferon-alfa-naive patients receiving PeglIntron in combination with ribavirin, discontinuation of therapy is
recommended if there is not at least a 2 logso drop or loss of HCV-RNA at 12 weeks of therapy, or if HCV-RNA levels remain detectable after 24 weeks
of therapy. Regardless of genotype, previously treated patients who have detectable HCV-RNA at Week 12 or 24 are highly unlikely to achieve SVR and
discontinuation of therapy should be considered.

Pediatrics (3-17 years of age) It is recommended that patients receiving Pegintron/REBETOL combination (excluding HCV Genotype 2 and 3) be
discontinued from therapy at 12 weeks if their treatment Week 12 HCV-RNA dropped less than 2 logi, compared to a pretreatment or at 24 weeks if they
have detectable HCV-RNA at treatment Week 24.

3 DOSAGE FORMS AND STRENGTHS

REBETOL Capsules 200 mg
REBETOL Oral Solution 40 mg per mL

4 CONTRAINDICATIONS

REBETOL combination therapy is contraindicated in:

e women who are pregnant. REBETOL may cause fetal harm when administered to a pregnant woman. REBETOL is contraindicated in women
who are or may become pregnant. If REBETOL is used during pregnancy, or if the patient becomes pregnant while taking REBETOL, the
patient should be apprised of the potential hazard to her fetus [see Warnings and Precautions (5.1), Use in Specific Populations (8.1), and
Patient Counseling Information (17.2)]

e men whose female partners are pregnant



e patients with known hypersensitivity reactions such as Stevens-Johnson syndrome, toxic, epidermal necrolysis, and erythema multiforme to
ribavirin or any component of the product

patients with autoimmune hepatitis

patients with hemoglobinopathies (e.g., thalassemia major, sickle-cell anemia)

patients with creatinine clearance less than 50 mL/min. [see Use in Specific Populations (8.5) and Clinical Pharmacology (12.3)]
Coadministration of REBETOL and didanosine is contraindicated because exposure to the active metabolite of didanosine (dideoxyadenosine
5’-triphosphate) is increased. Fatal hepatic failure, as well as peripheral neuropathy, pancreatitis, and symptomatic hyperlactatemia/lactic
acidosis have been reported in patients receiving didanosine in combination with ribavirin [see Drug Interactions (7.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Pregnancy

REBETOL capsules and oral solution may cause birth defects and death of the unborn child. REBETOL therapy should not be started
until a report of a negative pregnancy test has been obtained immediately prior to planned initiation of therapy. Patients should use at least
two forms of contraception and have monthly pregnancy tests during treatment and during the 6-month period after treatment has been
stopped. Extreme care must be taken to avoid pregnancy in female patients and in female partners of male patients. REBETOL has demonstrated
significant teratogenic and embryocidal effects in all animal species in which adequate studies have been conducted. These effects occurred at doses as
low as one twentieth of the recommended human dose of ribavirin. REBETOL therapy should not be started until a report of a negative pregnancy test
has been obtained immediately prior to planned initiation of therapy [see Boxed Warning, Contraindications (4), Use in Specific Populations (8.1), and
Patient Counseling Information (17.2)].

5.2 Anemia

The primary toxicity of ribavirin is hemolytic anemia, which was observed in approximately 10% of REBETOL/INTRON A-treated subjects in clinical
trials. The anemia associated with REBETOL capsules occurs within 1 to 2 weeks of initiation of therapy. Because the initial drop in hemoglobin may be
significant, it is advised that hemoglobin or hematocrit be obtained before the start of treatment and at Week 2 and Week 4 of therapy, or more
frequently if clinically indicated. Patients should then be followed as clinically appropriate [see Dosage and Administration (2.4, 2.5)].

Fatal and nonfatal myocardial infarctions have been reported in patients with anemia caused by REBETOL. Patients should be assessed for
underlying cardiac disease before initiation of ribavirin therapy. Patients with pre-existing cardiac disease should have electrocardiograms administered
before treatment, and should be appropriately monitored during therapy. If there is any deterioration of cardiovascular status, therapy should be
suspended or discontinued [see Dosage and Administration (2.4, 2.5)]. Because cardiac disease may be worsened by drug-induced anemia, patients
with a history of significant or unstable cardiac disease should not use REBETOL.

5.3 Pancreatitis
REBETOL and INTRON A or Peglntron therapy should be suspended in patients with signs and symptoms of pancreatitis and discontinued in
patients with confirmed pancreatitis.

5.4 Pulmonary Disorders

Pulmonary symptoms, including dyspnea, pulmonary infiltrates, pneumonitis, pulmonary hypertension, and pneumonia, have been reported during
therapy with REBETOL with alpha interferon combination therapy; occasional cases of fatal pneumonia have occurred. In addition, sarcoidosis or the
exacerbation of sarcoidosis has been reported. If there is evidence of pulmonary infiltrates or pulmonary function impairment, the patient should be
closely monitored, and if appropriate, combination therapy should be discontinued.

5.5 Ophthalmologic Disorders

Ribavirin is used in combination therapy with alpha interferons. Decrease or loss of vision, retinopathy including macular edema, retinal artery or
vein, thrombosis, retinal hemorrhages and cotton wool spots, optic neuritis, papilledema, and serous retinal detachment are induced or aggravated by
treatment with alpha interferons. All patients should receive an eye examination at baseline. Patients with pre-existing ophthalmologic disorders (e.g.,
diabetic or hypertensive retinopathy) should receive periodic ophthalmologic exams during combination therapy with alpha interferon treatment. Any
patient who develops ocular symptoms should receive a prompt and complete eye examination. Combination therapy with alpha interferons should be
discontinued in patients who develop new or worsening ophthalmologic disorders.

5.6 Laboratory Tests

Peglintron in combination with ribavirin may cause severe decreases in neutrophil and platelet counts, and hematologic, endocrine (e.g., TSH), and
hepatic abnormalities.

Patients on Pegintron/REBETOL combination therapy should have hematology and blood chemistry testing before the start of treatment and then
periodically thereafter. In the adult clinical trial, complete blood counts (including hemoglobin, neutrophil, and platelet counts) and chemistries (including
AST, ALT, bilirubin, and uric acid) were measured during the treatment period at Weeks 2, 4, 8, 12, and then at 6-week intervals, or more frequently if
abnormalities developed. In pediatric subjects, the same laboratory parameters were evaluated with additional assessment of hemoglobin at treatment
Week 6. TSH levels were measured every 12 weeks during the treatment period. HCV-RNA should be measured periodically during treatment [see
Dosage and Administration (2)].

5.7 Dental and Periodontal Disorders

Dental and periodontal disorders have been reported in patients receiving ribavirin and interferon or peginterferon combination therapy. In addition,
dry mouth could have a damaging effect on teeth and mucous membranes of the mouth during long-term treatment with the combination of REBETOL
and pegylated or nonpegylated interferon alfa-2b. Patients should brush their teeth thoroughly twice daily and have regular dental examinations. If
vomiting occurs, they should be advised to rinse out their mouth thoroughly afterwards.

5.8 Concomitant Administration of Azathioprine

Pancytopenia (marked decreases in red blood cells, neutrophils, and platelets) and bone marrow suppression have been reported in the literature to
occur within 3 to 7 weeks after the concomitant administration of pegylated interferon/ribavirin and azathioprine. In this limited number of patients (n=8),
myelotoxicity was reversible within 4 to 6 weeks upon withdrawal of both HCV antiviral therapy and concomitant azathioprine and did not recur upon
reintroduction of either treatment alone. Pegintron, REBETOL, and azathioprine should be discontinued for pancytopenia, and pegylated
interferon/ribavirin should not be reintroduced with concomitant azathioprine [see Drug Interactions (7.4)].

5.9 Impact on Growth - Pediatric Use

Data on the effects of Pegintron and REBETOL on growth come from an open-label study in subjects 3 through 17 years of age, in which weight and
height changes are compared to US normative population data. In general, the weight and height gain of pediatric subjects treated with PegIntron and
REBETOL lags behind that predicted by normative population data for the entire length of treatment. Severely inhibited growth velocity (less than 3™
percentile) was observed in 70% of the subjects while on treatment. Following treatment, rebound growth and weight gain occurred in most subjects.

6



Long-term follow-up data in pediatric subjects, however, indicates that Peglntron in combination therapy with REBETOL may induce a growth inhibition
that results in reduced adult height in some patients [see Adverse Reactions (6.1)].

Similarly, an impact on growth was seen in subjects after treatment with REBETOL and INTRON A combination therapy for one year. In a long-term
follow-up trial of a limited number of these subjects, combination therapy resulted in reduced final adult height in some subjects [see Adverse Reactions

(6.2).

5.10 Usage Safeguards

Based on results of clinical trials, ribavirin monotherapy is not effective for the treatment of chronic hepatitis C virus infection; therefore, REBETOL
capsules or oral solution must not be used alone. The safety and efficacy of REBETOL capsules and oral solution have only been established when
used together with INTRON A or Peglntron (not other interferons) as combination therapy.

The safety and efficacy of REBETOL/INTRON A and Pegintron therapy for the treatment of HIV infection, adenovirus, RSV, parainfluenza, or
influenza infections have not been established. REBETOL capsules should not be used for these indications. Ribavirin for inhalation has separate
labeling, which should be consulted if ribavirin inhalation therapy is being considered.

There are significant adverse reactions caused by REBETOL/INTRON A or Peglntron therapy, including severe depression and suicidal or
homicidal ideation, hemolytic anemia, suppression of bone marrow function, autoimmune and infectious disorders, pulmonary dysfunction, pancreatitis,
and diabetes. Suicidal ideation or attempts occurred more frequently among pediatric patients, primarily adolescents, compared to adult patients (2.4%
versus 1%) during treatment and off-therapy follow-up. Labeling for INTRON A and Peglntron should be reviewed in their entirety for additional safety
information prior to initiation of combination treatment.

6 ADVERSE REACTIONS
Clinical trials with REBETOL in combination with Pegintron or INTRON A have been conducted in over 7800 subjects from 3 to 76 years of age.

The primary toxicity of ribavirin is hemolytic anemia. Reductions in hemoglobin levels occurred within the first 1 to 2 weeks of oral therapy. Cardiac
and pulmonary reactions associated with anemia occurred in approximately 10% of patients [see Warnings and Precautions (5.2)].

Greater than 96% of all subjects in clinical trials experienced one or more adverse reactions. The most commonly reported adverse reactions in
adult subjects receiving Pegintron or INTRON A in combination with REBETOL were injection site inflammation/reaction, fatigue/asthenia, headache,
rigors, fevers, nausea, myalgia and anxiety/emotional lability/irritability. The most common adverse reactions in pediatric subjects, ages 3 and older,
receiving REBETOL in combination with Peglntron or INTRON A were pyrexia, headache, neutropenia, fatigue, anorexia, injection site erythema, and
vomiting.

The Adverse Reactions section references the following clinical trials:
. REBETOL/Peglntron Combination therapy trials:
o  Clinical Study 1 — evaluated Peglntron monotherapy (not further described in this label; see labeling for Peglntron for
information about this trial).
o  Study 2 — evaluated REBETOL 800 mg/day flat dose in combination with 1.5 mcg/kg/week Pegintron or with INTRON A.
o  Study 3 — evaluated Peglntron/weight-based REBETOL in combination with Peglntron/flat dose REBETOL regimen.
o  Study 4 — compared two Peglntron (1.5 mcg/kg/week and 1 mcg/kg/week) doses in combination with REBETOL and a third
treatment group receiving Pegasys® (180 mcg/week)/Copegus® (1000-1200 mg/day).
o  Study 5 — evaluated Peglntron (1.5 mcg/kg/week) in combination with weight-based REBETOL in prior treatment failure
subjects.
e  Peglintron/REBETOL Combination Therapy in Pediatric Patients
. REBETOL/INTRON A Combination Therapy trials for adults and pediatrics

Serious adverse reactions have occurred in approximately 12% of subjects in clinical trials with Peglintron with or without REBETOL [see BOXED
WARNING, Warnings and Precautions (5)]. The most common serious events occurring in subjects treated with Peglintron and REBETOL were
depression and suicidal ideation [see Warnings and Precautions (5.2)], each occurring at a frequency of less than 1%. Suicidal ideation or attempts
occurred more frequently among pediatric patients, primarily adolescents, compared to adult patients (2.4% versus 1%) during treatment and off-therapy
follow-up [see Warnings and Precautions (5.10)]. The most common fatal reaction occurring in subjects treated with Pegintron and REBETOL was
cardiac arrest, suicide ideation, and suicide attempt [see Warnings and Precautions (5.10)], all occurring in less than 1% of subjects.

Because clinical trials are conducted under widely varying conditions, adverse reactions 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 clinical practice.

6.1 Clinical Trials Experience — REBETOL/Peglintron Combination Therapy
Adult Subjects

Adverse reactions that occurred in the clinical trial at greater than 5% incidence are provided by treatment group from the REBETOL/Pegintron
Combination Therapy (Study 2) in Table 5.

Table 5: Adverse Reactions Occurring in Greater Than 5% of Adult Subjects

Percentage of Subjects Percentage of Subjects
Reporting Adverse Reactions* Reporting Adverse Reactions*
. Pegintron INTRON A/ . Pegintron INTRON A/
Adverse Reactions 15 ?ncg/kgl REBETOL Adverse Reactions 15 ?ncglkg/ REBETOL
REBETOL REBETOL
(N=511) (N=505) (N=511) (N=505)
Application Site Musculoskeletal
Injection Site Inflammation 25 18 Myalgia 56 50
Injection Site Reaction 58 36 Arthralgia 34 28
Autonomic Nervous System Musculoskeletal Pain 21 19
Dry Mouth 12 8 Psychiatric
Increased Sweating 11 7 Insomnia 40 41
Flushing 4 3 Depression 31 34
Body as a Whole Anxiety/Emotional 47 47




Lability/Irritability
Fatigue/Asthenia 66 63 Concentration Impaired 17 21
Headache 62 58 Agitation 8 5
Rigors 48 41 Nervousness 6 6
Fever 46 33 Reproductive, Female
Weight Loss 29 20 Menstrual Disorder 7 | 6
Right Upper Quadrant Pain 12 6 Resistance Mechanism
Chest Pain 8 7 Viral Infection 12 12
Malaise 4 6 Fungal Infection 6 1
Central/Peripheral Nervous System Respiratory System
Dizziness 21 | 17 Dyspnea 26 24
Endocrine Coughing 23 16
Hypothyroidism 5 | 4 Pharyngitis 12 13
Gastrointestinal Rhinitis 8 6
Nausea 43 33 Sinusitis 6 5
Anorexia 32 27 Skin and Appendages
Diarrhea 22 17 Alopecia 36 32
Vomiting 14 12 Pruritus 29 28
Abdominal Pain 13 13 Rash 24 23
Dyspepsia 9 8 Skin Dry 24 23
Constipation 5 5 Special Senses, Other
Hematologic Disorders Taste Perversion 9 4
Neutropenia 26 14 Vision Disorders
Anemia 12 17 Vision Blurred 5 6
Leukopenia 6 5 Conjunctivitis 4 5
Thrombocytopenia 5 2
Liver and Biliary System
Hepatomegaly 4 | 4

* A subject may have reported more than one adverse reaction within a body system/organ class category.
Table 6 summarizes the treatment-related adverse reactions in Study 4 that occurred at a greater than or equal to 10% incidence.

Table 6: Treatment-Related Adverse Reactions (Greater Than or Equal to 10% Incidence) By Descending Frequency

Study 4
Percentage of Subjects Reporting Treatment-Related Adverse Reactions
Adverse Reactions Peglntron 1.5 mcg/kg Pegintron 1 mcg/kg Pegasys 180 mcg with
with REBETOL with REBETOL Copegus
(N=1019) (N=1016) (N=1035)
Fatigue 67 68 64
Headache 50 47 41
Nausea 40 35 34
Chills 39 36 23
Insomnia 38 37 41
Anemia 35 30 34
Pyrexia 35 32 21
Injection Site Reactions 34 35 23
Anorexia 29 25 21
Rash 29 25 34
Myalgia 27 26 22
Neutropenia 26 19 31
Irritability 25 25 25
Depression 25 19 20
Alopecia 23 20 17
Dyspnea 21 20 22
Arthralgia 21 22 22
Pruritus 18 15 19
Influenza-like lliness 16 15 15
Dizziness 16 14 13
Diarrhea 15 16 14
Cough 15 16 17
Weight Decreased 13 10 10
Vomiting 12 10 9
Unspecified Pain 12 13 9
Dry Skin 11 11 12
Anxiety 11 11 10
Abdominal Pain 10 10 10
Leukopenia 9 7 10

The incidence of serious adverse reactions was comparable in all trials. In Study 3, there was a similar incidence of serious adverse reactions
reported for the weight-based REBETOL group (12%) and for the flat-dose REBETOL regimen. In Study 2, the incidence of serious adverse reactions
was 17% in the Peglntron/REBETOL groups compared to 14% in the INTRON A/REBETOL group.



In many but not all cases, adverse reactions resolved after dose reduction or discontinuation of therapy. Some subjects experienced ongoing or new
serious adverse reactions during the 6-month follow-up period. In Study 2, many subjects continued to experience adverse reactions several months
after discontinuation of therapy. By the end of the 6-month follow-up period, the incidence of ongoing adverse reactions by body class in the Peglntron
1.5/REBETOL group was 33% (psychiatric), 20% (musculoskeletal), and 10% (for endocrine and for GlI). In approximately 10 to 15% of subjects, weight
loss, fatigue, and headache had not resolved.

There have been 31 subject deaths that occurred during treatment or during follow-up in these clinical trials. In Study 1, there was 1 suicide in a
subject receiving Peglntron monotherapy and 2 deaths among subjects receiving INTRON A monotherapy (1 murder/suicide and 1 sudden death). In
Study 2, there was 1 suicide in a subject receiving Pegintron/REBETOL combination therapy; and 1 subject death in the INTRON A/REBETOL group
(motor vehicle accident). In Study 3, there were 14 deaths, 2 of which were probable suicides and 1 was an unexplained death in a person with a
relevant medical history of depression. In Study 4, there were 12 deaths, 6 of which occurred in subjects who received Peglntron/REBETOL combination
therapy, 5 in the Peglntron 1.5 mcg/REBETOL arm (N=1019) and 1 in the Pegintron 1 mcg/REBETOL arm (N=1016), and 6 of which occurred in
subjects receiving Pegasys/Copegus (N=1035); there were 3 suicides that occurred during the off treatment follow-up period in subjects who received
Peglintron (1.5 mcg/kg)/REBETOL combination therapy.

In Studies 1 and 2, 10 to 14% of subjects receiving Peglntron, alone or in combination with REBETOL, discontinued therapy compared with 6%
treated with INTRON A alone and 13% treated with INTRON A in combination with REBETOL. Similarly in Study 3, 15% of subjects receiving Peglintron
in combination with weight-based REBETOL and 14% of subjects receiving Peglntron and flat dose REBETOL discontinued therapy due to an adverse
reaction. The most common reasons for discontinuation of therapy were related to known interferon effects of psychiatric, systemic (e.g., fatigue,
headache), or gastrointestinal adverse reactions. In Study 4, 13% of subjects in the Peglntron 1.5 mcg/REBETOL arm, 10% in the Peglntron 1
mcg/REBETOL arm and 13% in the Pegasys 180 mcg/Copegus arm discontinued due to adverse events.

In Study 2, dose reductions due to adverse reactions occurred in 42% of subjects receiving Peglntron (1.5 mcg/kg)/REBETOL and in 34% of those
receiving INTRON A/REBETOL. The majority of subjects (57%) weighing 60 kg or less receiving Peglntron (1.5 mcg/kg)/REBETOL required dose
reduction. Reduction of interferon was dose-related (Peglintron 1.5 mcg/kg greater than Pegintron 0.5 mcg/kg or INTRON A), 40%, 27%, 28%,
respectively. Dose reduction for REBETOL was similar across all three groups, 33 to 35%. The most common reasons for dose modifications were
neutropenia (18%), or anemia (9%) (see Laboratory Values). Other common reasons included depression, fatigue, nausea, and thrombocytopenia. In
Study 3, dose madifications due to adverse reactions occurred more frequently with weight-based dosing (WBD) compared to flat dosing (29% and 23%,
respectively). In Study 4, 16% of subjects had a dose reduction of Peglntron to 1 mcg/kg in combination with REBETOL, with an additional 4% requiring
the second dose reduction of Pegintron to 0.5 mcg/kg due to adverse events compared to 15% of subjects in the Pegasys/Copegus arm, who required a
dose reduction to 135 mcg/week with Pegasys, with an additional 7% in the Pegasys/Copegus arm requiring second dose reduction to 90 mcg/week
with Pegasys.

In the Peglintron/REBETOL combination trials the most common adverse reactions were psychiatric, which occurred among 77% of subjects in
Study 2 and 68% to 69% of subjects in Study 3. These psychiatric adverse reactions included most commonly depression, irritability, and insomnia, each
reported by approximately 30% to 40% of subjects in all treatment groups. Suicidal behavior (ideation, attempts, and suicides) occurred in 2% of all
subjects during treatment or during follow-up after treatment cessation [see Warnings and Precautions (5)]. In Study 4, psychiatric adverse reactions
occurred in 58% of subjects in the Peglntron 1.5 mcg/REBETOL arm, 55% of subjects in the Pegintron 1 mcg/REBETOL arm, and 57% of subjects in
the Pegasys 180 mcg/Copegus arm.

Peglntron induced fatigue or headache in approximately two-thirds of subjects, with fever or rigors in approximately half of the subjects. The severity
of some of these systemic symptoms (e.g., fever and headache) tended to decrease as treatment continued. In Studies 1 and 2, application site
inflammation and reaction (e.g., bruise, itchiness, and irritation) occurred at approximately twice the incidence with Peglntron therapies (in up to 75% of
subjects) compared with INTRON A. However, injection site pain was infrequent (2 to 3%) in all groups. In Study 3, there was a 23% to 24% incidence
overall for injection site reactions or inflammation.

Subjects receiving REBETOL/Peglintron as re-treatment after failing a previous interferon combination regimen reported adverse reactions similar to
those previously associated with this regimen during clinical trials of treatment-naive subjects.

Pediatric Subjects

In general, the adverse-reaction profile in the pediatric population was similar to that observed in adults. In the pediatric trial, the most prevalent
adverse reactions in all subjects were pyrexia (80%), headache (62%), neutropenia (33%), fatigue (30%), anorexia (29%), injection-site erythema (29%)
and vomiting (27%). The majority of adverse reactions reported in the trial were mild or moderate in severity. Severe adverse reactions were reported in
7% (8/107) of all subjects and included injection site pain (1%), pain in extremity (1%), headache (1%), neutropenia (1%), and pyrexia (4%). Important
adverse reactions that occurred in this subject population were nervousness (7%; 7/107), aggression (3%; 3/107), anger (2%; 2/107), and depression
(1%; 1/107). Five subjects received levothyroxine treatment, three with clinical hypothyroidism and two with asymptomatic TSH elevations. Weight and
height gain of pediatric subjects treated with Pegintron plus REBETOL lagged behind that predicted by normative population data for the entire length of
treatment. Severely inhibited growth velocity (less than 3rd percentile) was observed in 70% of the subjects while on treatment.

Dose modifications of Peglntron and/or ribavirin were required in 25% of subjects due to treatment-related adverse reactions, most commonly for
anemia, neutropenia and weight loss. Two subjects (2%; 2/107) discontinued therapy as the result of an adverse reaction.

Adverse reactions that occurred with a greater than or equal to 10% incidence in the pediatric trial subjects are provided in Table 7.

Table 7: Percentage of Pediatric Subjects with Treatment-Related
Adverse Reactions (in At Least 10% of All Subjects)

System Organ Class All Subjects
Preferred Term (N=107)
Blood and Lymphatic System Disorders
Neutropenia 33%
Anemia 11%
Leukopenia 10%

Gastrointestinal Disorders
Abdominal Pain 21%




Abdominal Pain Upper 12%
Vomiting 27%
Nausea 18%
General Disorders and Administration Site Conditions
Pyrexia 80%
Fatigue 30%
Injection-site Erythema 29%
Chills 21%
Asthenia 15%
Irritability 14%
Investigations
Weight Loss 19%
Metabolism and Nutrition Disorders
Anorexia 29%
Decreased Appetite 22%
Musculoskeletal and Connective Tissue Disorders
Arthralgia 17%
Myalgia 17%
Nervous System Disorders
Headache 62%
Dizziness 14%

Skin and Subcutaneous Tissue Disorders

Alopecia 17%

Ninety-four of 107 subjects enrolled in a 5 year long-term follow-up trial. The long-term effects on growth were less in those subjects treated for 24
weeks than those treated for 48 weeks. Twenty-four percent of subjects (11/46) treated for 24 weeks and 40% of subjects (19/48) treated for 48 weeks
had a >15 percentile height-for-age decrease from pre-treatment to the end of 5 year long-term follow-up compared to pre-treatment baseline
percentiles. Eleven percent of subjects (5/46) treated for 24 weeks and 13% of subjects (6/48) treated for 48 weeks were observed to have a decrease
from pre-treatment baseline of >30 height-for-age percentiles to the end of the 5 year long-term follow-up. While observed across all age groups, the
highest risk for reduced height at the end of long-term follow-up appeared to correlate with initiation of combination therapy during the years of expected
peak growth velocity. [See Warnings and Precautions (5.9).]

Laboratory Values

Adult and Pediatric Subjects

The adverse reaction profile in Study 3, which compared Peglntron/weight-based REBETOL combination to a Pegintron/flat dose REBETOL
regimen, revealed an increased rate of anemia with weight-based dosing (29% vs. 19% for weight-based vs. flat dose regimens, respectively). However,
the majority of cases of anemia were mild and responded to dose reductions.

Changes in selected laboratory values during treatment in combination with REBETOL treatment are described below. Decreases in hemoglobin,
leukocytes, neutrophils, and platelets may require dose reduction or permanent discontinuation from therapy [see Dosage and Administration
(2.4)]. Changes in selected laboratory values during therapy are described in Table 8. Most of the changes in laboratory values in the
Peglntron/REBETOL trial with pediatrics were mild or moderate.
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Table 8: Selected Laboratory Abnormalities During Treatment with REBETOL
and Pegintron or REBETOL and INTRON A in Previously Untreated Subjects

Percentage of Subjects
Laboratory Adults (Study 2) Pediatrics
Parameters* Peglntron/ | INTRON A/ Peglntron/
REBETOL REBETOL REBETOL
(N=511) (N=505) (N=107)*
Hemoglobin (g/dL)
9.5t0<11.0 26 27 30
8.0 to <9.5 3 3 2
6.5-7.9 0.2 0.2 -
Leukocytes (x 10°/L)
2.0-2.9 46 41 39
1.5t0<2.0 24 8 3
1.0-14 5 1 -
Neutrophils (x 10°/L)
1.0-1.5 33 37 35
0.75t0 <1.0 25 13 26
0.5 to <0.75 18 7 13
<0.5 4 2 3
Platelets (x 10°/L)
70-100 15 5 1
50 to <70 3 0.8 -
30-49 0.2 0.2 -
25 to <50 - - 1
Total Bilirubin (mg/dL) (umolelL)
1.5-3.0 10 13 -
1.26-2.59 x ULN' - - 7
3.1-6.0 0.6 0.2 -
2.6-5x ULN' - - -
6.1-12.0 0 0.2 -
ALT (U/L)
2 x Baseline 0.6 0.2 1
2.1-5 x Baseline 3 1 5
5.1-10 x Baseline 0 0 3

* The table summarizes the worst category observed within the period per subject
per laboratory test. Only subjects with at least one treatment value for a given
laboratory test are included.

T ULN=Upper limit of normal.

Hemoglobin. Hemoglobin levels decreased to less than 11 g/dL in about 30% of subjects in Study 2. In Study 3, 47% of subjects receiving WBD
REBETOL and 33% on flat-dose REBETOL had decreases in hemoglobin levels less than 11 g/dl. Reductions in hemoglobin to less than 9 g/dL
occurred more frequently in subjects receiving WBD compared to flat dosing (4% and 2%, respectively). In Study 2, dose modification was required in
9% and 13% of subjects in the Pegintron/REBETOL and INTRON A/REBETOL groups. In Study 4, subjects receiving Peglntron (1.5 mcg/kg)/REBETOL
had decreases in hemoglobin levels to between 8.5 to less than 10 g/dL (28%) and to less than 8.5 g/dL (3%), whereas in patients receiving Pegasys
180 mcg/Copegus these decreases occurred in 26% and 4% of subjects respectively. Hemoglobin levels became stable by treatment Weeks 4-6 on
average. The typical pattern observed was a decrease in hemoglobin levels by treatment Week 4 followed by stabilization and a plateau, which was
maintained to the end of treatment. In the Peglntron monotherapy trial, hemoglobin decreases were generally mild and dose modifications were rarely
necessary [see Dosage and Administration (2.4)].

Neutrophils. Decreases in neutrophil counts were observed in a majority of adult subjects treated with combination therapy with REBETOL in Study
2 (85%) and INTRON A/REBETOL (60%). Severe potentially life-threatening neutropenia (less than 0.5 x 10%L) occurred in 2% of subjects treated with
INTRON A/REBETOL and in approximately 4% of subjects treated with Pegintron/REBETOL in Study 2. Eighteen percent of subjects receiving
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Peglintron/REBETOL in Study 2 required modification of interferon dosage. Few subjects (less than 1%) required permanent discontinuation of
treatment. Neutrophil counts generally returned to pre-treatment levels 4 weeks after cessation of therapy [see Dosage and Administration (2.4)].

Platelets. Platelet counts decreased to less than 100,000/mm? in approximately 20% of subjects treated with Peglintron alone or with REBETOL
and in 6% of adult subjects treated with INTRON A/REBETOL. Severe decreases in platelet counts (less than 50,000/mm?) occur in less than 4% of
adult subjects. Patients may require discontinuation or dose modification as a result of platelet decreases [see Dosage and Administration (2.4)]. In
Study 2, 1% or 3% of subjects required dose modification of INTRON A or Peglntron, respectively. Platelet counts generally returned to pretreatment
levels 4 weeks after the cessation of therapy.

Thyroid Function. Development of TSH abnormalities, with or without clinical manifestations, is associated with interferon therapies. In Study 2,
clinically apparent thyroid disorders occurred among subjects treated with either INTRON A or Pegintron (with or without REBETOL) at a similar
incidence (5% for hypothyroidism and 3% for hyperthyroidism). Subjects developed new onset TSH abnormalities while on treatment and during the
follow-up period. At the end of the follow-up period 7% of subjects still had abnormal TSH values.

Bilirubin and Uric Acid. In Study 2, 10 to 14% of subjects developed hyperbilirubinemia and 33 to 38% developed hyperuricemia in association
with hemolysis. Six subjects developed mild to moderate gout.

6.2 Clinical Trials Experience — REBETOL/INTRON A Combination Therapy

Adult Subjects

In clinical trials, 19% and 6% of previously untreated and relapse subjects, respectively, discontinued therapy due to adverse reactions in the
combination arms compared to 13% and 3% in the interferon arms. Selected treatment-related adverse reactions that occurred in the US trials with
greater than or equal to 5% incidence are provided by treatment group (see Table 9). In general, the selected treatment-related adverse reactions were
reported with lower incidence in the international trials as compared to the US trials, with the exception of asthenia, influenza-like symptoms,
nervousness, and pruritus.

Pediatric Subjects

In clinical trials of 118 pediatric subjects 3 to 16 years of age, 6% discontinued therapy due to adverse reactions. Dose modifications were required
in 30% of subjects, most commonly for anemia and neutropenia. In general, the adverse-reaction profile in the pediatric population was similar to that
observed in adults. Injection site disorders, fever, anorexia, vomiting, and emotional lability occurred more frequently in pediatric subjects compared to
adult subjects. Conversely, pediatric subjects experienced less fatigue, dyspepsia, arthralgia, insomnia, irritability, impaired concentration, dyspnea, and
pruritus compared to adult subjects. Selected treatment-related adverse reactions that occurred with greater than or equal to 5% incidence among all
pediatric subjects who received the recommended dose of REBETOL/INTRON A combination therapy are provided in Table 9.
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Table 9: Selected Treatment-Related Adverse Reactions: Previously Untreated and Relapse Adult Subjects and Previously Untreated
Pediatric Subjects

Percentage of Subjects
US Previously Untreated Study US Relapse Study ;ﬁg;:t;,::
24 weeks of treatment 48 weeks of treatment 24 weeks of treatment 48 weeks of
treatment
INTRON A/ INTRON A/ INTRON A/ INTRON A/ INTRON A/ INTRON A/ INTRON A/
Subjects Reporting REBETOL Placebo REBETOL Placebo REBETOL Placebo REBETOL
Adverse Reactions* (N=228) (N=231) (N=228) (N=225) (N=77) (N=76) (N=118)
Application Site Disorders
Injection Site 13 10 12 14 6 8 14
Inflammation
Injection Site Reaction 7 9 8 9 5 3 19
Body as a Whole - General Disorders
Headache 63 63 66 67 66 68 69
Fatigue 68 62 70 72 60 53 58
Rigors 40 32 42 39 43 37 25
Fever 37 35 41 40 32 36 61
Influenza-like Symptoms 14 18 18 20 13 13 31
Asthenia 9 4 9 9 10 4 5
Chest Pain 5 4 9 8 6 7 5
Central & Peripheral Nervous System Disorders
Dizziness | 17 [ 15 | 23 [ 19 | 26 [ 21 | 20
Gastrointestinal System Disorders
Nausea 38 35 46 33 47 33 33
Anorexia 27 16 25 19 21 14 51
Dyspepsia 14 6 16 9 16 9 <1
Vomiting 11 10 9 13 12 8 42
Musculoskeletal System Disorders
Myalgia 61 57 64 63 61 58 32
Arthralgia 30 27 33 36 29 29 15
Musculoskeletal Pain 20 26 28 32 22 28 21
Psychiatric Disorders
Insomnia 39 27 39 30 26 25 14
Irritability 23 19 32 27 25 20 10
Depression 32 25 36 37 23 14 13
Emotional Lability 7 6 11 8 12 8 16
Concentration Impaired 11 14 14 14 10 12 5
Nervousness 4 2 4 4 5 4 3
Respiratory System Disorders
Dyspnea 19 9 18 10 17 12
Sinusitis 9 7 10 14 12 7 <1
Skin and Appendages Disorders
Alopecia 28 27 32 28 27 26 23
Rash 20 9 28 8 21 5 17
Pruritus 21 9 19 8 13 4 12
Special Senses, Other Disorders
Taste Perversion | 7 | 4 | 8 | 4 | 6 | 5 | <1

* Subjects reporting one or more adverse reactions. A subject may have reported more than one adverse reaction within a body system/organ class
category.

During a 48-week course of therapy there was a decrease in the rate of linear growth (mean percentile assignment decrease of 7%) and a decrease
in the rate of weight gain (mean percentile assignment decrease of 9%). A general reversal of these trends was noted during the 24-week post-treatment
period. Long-term data in a limited number of patients, however, suggests that combination therapy may induce a growth inhibition that results in
reduced final adult height in some patients [see Warnings and Precautions (5.9)].

Laboratory Values

Changes in selected hematologic values (hemoglobin, white blood cells, neutrophils, and platelets) during therapy are described below (see Table
10).

Hemoglobin. Hemoglobin decreases among subjects receiving REBETOL therapy began at Week 1, with stabilization by Week 4. In previously
untreated subjects treated for 48 weeks, the mean maximum decrease from baseline was 3.1 g/dL in the US trial and 2.9 g/dL in the international trial. In
relapse subjects, the mean maximum decrease from baseline was 2.8 g/dL in the US trial and 2.6 g/dL in the international trial. Hemoglobin values
returned to pretreatment levels within 4 to 8 weeks of cessation of therapy in most subjects.

Bilirubin and Uric Acid. Increases in both bilirubin and uric acid, associated with hemolysis, were noted in clinical trials. Most were moderate
biochemical changes and were reversed within 4 weeks after treatment discontinuation. This observation occurred most frequently in subjects with a
previous diagnosis of Gilbert's syndrome. This has not been associated with hepatic dysfunction or clinical morbidity.
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Table 10: Selected Laboratory Abnormalities During Treatment With REBETOL and INTRON A: Previously Untreated and Relapse
Adult Subjects and Previously Untreated Pediatric Subjects

Percentage of Subjects
US Previously Untreated Study US Relapse Study Pediatric Subjects
24 weeks of treatment 48 weeks of treatment 24 weeks of treatment | 48 weeks of treatment
INTRON A/ | INTRON A/ INTRON INTRON A/ | INTRON A/ | INTRON A/ | INTRON A/ REBETOL
REBETOL Placebo |A/REBETOL | Placebo REBETOL Placebo (N=118)
(N=228) (N=231) (N=228) (N=225) (N=77) (N=76)
Hemoglobin (g/dL)
9.5t010.9 24 1 32 1 21 3 24
8.0t0 9.4 5 0 4 0 4 0 3
6.5t07.9 0 0 0 0.4 0 0 0
<6.5 0 0 0 0 0 0 0
Leukocytes (x 10°/L)
2.0t02.9 40 20 38 23 45 26 35
1.5t01.9 4 1 9 2 5 3 8
1.0to 1.4 0.9 0 2 0 0 0 0
<1.0 0 0 0 0 0 0 0
Neutrophils (x 10°/L)
1.0t0 1.49 30 32 31 44 42 34 37
0.7510 0.99 14 15 14 11 16 18 15
0.5t00.74 9 9 14 7 8 4 16
<0.5 11 8 11 5 5 8 3
Platelets (x 10°/L)
70 to 99 9 11 11 14 6 12 0.8
50 to 69 2 3 2 3 0 5 2
30 to 49 0 0.4 0 0.4 0 0 0
<30 0.9 0 1 0.9 0 0 0
Total Bilirubin (mg/dL)
1.5t0 3.0 27 13 32 13 21 7 2
3.1t06.0 0.9 0.4 2 0 3 0 0
6.1t012.0 0 0 0.4 0 0 0 0
>12.0 0 0 0 0 0 0 0

6.3 Postmarketing Experiences

The following adverse reactions have been identified and reported during post approval use of REBETOL in combination with INTRON A or
Peglntron. Because these 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.

Blood and Lymphatic System disorders
Pure red cell aplasia, aplastic anemia
Ear and Labyrinth disorders
Hearing disorder, vertigo
Respiratory, Thoracic and Mediastinal disorders
Pulmonary hypertension
Eye disorders
Serous retinal detachment
Endocrine disorders
Diabetes

7 DRUG INTERACTIONS

7.1 Didanosine

Exposure to didanosine or its active metabolite (dideoxyadenosine 5-triphosphate) is increased when didanosine is coadministered with ribavirin,
which could cause or worsen clinical toxicities; therefore, coadministration of REBETOL capsules or oral solution and didanosine is contraindicated.
Reports of fatal hepatic failure, as well as peripheral neuropathy, pancreatitis, and symptomatic hyperlactatemia/lactic acidosis have been reported in
clinical trials.

7.2 Nucleoside Analogues

Hepatic decompensation (some fatal) has occurred in cirrhotic HIV/HCV co-infected patients receiving combination antiretroviral therapy for HIV and
interferon alpha and ribavirin. Adding treatment with alpha interferons alone or in combination with ribavirin may increase the risk in this patient
population. Patients receiving interferon with ribavirin and nucleoside reverse transcriptase inhibitors (NRTIs) should be closely monitored for treatment-
associated toxicities, especially hepatic decompensation and anemia. Discontinuation of NRTIs should be considered as medically appropriate (see
labeling for individual NRTI product). Dose reduction or discontinuation of interferon, ribavirin, or both should also be considered if worsening clinical
toxicities are observed, including hepatic decompensation (e.g., Child-Pugh greater than 6).

Ribavirin may antagonize the cell culture antiviral activity of stavudine and zidovudine against HIV. Ribavirin has been shown in cell culture to inhibit
phosphorylation of lamivudine, stavudine, and zidovudine, which could lead to decreased antiretroviral activity. However, in a study with another
pegylated interferon in combination with ribavirin, no pharmacokinetic (e.g., plasma concentrations or intracellular triphosphorylated active metabolite
concentrations) or pharmacodynamic (e.g., loss of HIV/HCV virologic suppress) interaction was observed when ribavirin and lamivudine (n=18),
stavudine (n=10), or zidovudine (n=6) were coadministered as part of a multidrug regimen in HIV/HCV co-infected subjects. Therefore, concomitant use
of ribavirin with either of these drugs should be used with caution.

7.3 Drugs Metabolized by Cytochrome P-450

Results of in vitro studies using both human and rat liver microsome preparations indicated little or no cytochrome P-450 enzyme-mediated
metabolism of ribavirin, with minimal potential for P-450 enzyme-based drug interactions.

No pharmacokinetic interactions were noted between INTRON A and REBETOL capsules in a multiple-dose pharmacokinetic study.
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7.4 Azathioprine

The use of ribavirin for the treatment of chronic hepatitis C in patients receiving azathioprine has been reported to induce severe pancytopenia and
may increase the risk of azathioprine-related myelotoxicity. Inosine monophosphate dehydrogenase (IMDH) is required for one of the metabolic
pathways of azathioprine. Ribavirin is known to inhibit IMDH, thereby leading to accumulation of an azathioprine metabolite, 6-methylthioinosine
monophosphate (6-MTITP), which is associated with myelotoxicity (neutropenia, thrombocytopenia, and anemia). Patients receiving azathioprine with
ribavirin should have complete blood counts, including platelet counts, monitored weekly for the first month, twice monthly for the second and third
months of treatment, then monthly or more frequently if dosage or other therapy changes are necessary [see Warnings and Precautions (5.8)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category X
[See Contraindications (4), Warnings and Precautions (5.1), and Nonclinical Toxicology (13.1).]

Treatment and Post-treatment:

Potential Risk to the Fetus:

Ribavirin is known to accumulate in intracellular components from where it is cleared very slowly. It is not known whether ribavirin contained in
sperm will exert a potential teratogenic effect upon fertilization of the ova. In a study in rats, it was concluded that dominant lethality was not induced by
ribavirin at doses up to 200 mg/kg for 5 days (estimated human equivalent doses of 7.14 to 28.6 mg/kg, based on body surface area adjustment for a
60 kg adult; up to 1.7 times the maximum recommended human dose of ribavirin). However, because of the potential human teratogenic effects of
ribavirin, male patients should be advised to take every precaution to avoid risk of pregnancy for their female partners.

Women of childbearing potential should not receive REBETOL unless they are using effective contraception (two reliable forms) during the therapy
period. In addition, effective contraception should be utilized for 6 months post-therapy based on a multiple-dose half-life (t1,2) of ribavirin of 12 days.

Male patients and their female partners must practice effective contraception (two reliable forms) during treatment with REBETOL and for the 6-
month post-therapy period (e.g., 15 half-lives for ribavirin clearance from the body).

A Ribavirin Pregnancy Registry has been established to monitor maternal-fetal outcomes of pregnancies in female patients and female
partners of male patients exposed to ribavirin during treatment and for 6 months following cessation of treatment. Physicians and patients
are encouraged to report such cases by calling 1-800-593-2214.

8.3 Nursing Mothers
It is not known whether the REBETOL product is excreted in human milk. Because of the potential for serious adverse reactions from the drug in
nursing infants, a decision should be made whether to discontinue nursing or to delay or discontinue REBETOL.

8.4 Pediatric Use

Safety and effectiveness of REBETOL in combination with Peglntron has not been established in pediatric patients below the age of 3 years. For
treatment with REBETOL/INTRON A, evidence of disease progression, such as hepatic inflammation and fibrosis, as well as prognostic factors for
response, HCV genotype and viral load should be considered when deciding to treat a pediatric patient. The benefits of treatment should be weighed
against the safety findings observed.

Long-term follow-up data in pediatric subjects indicates that REBETOL in combination with Peglntron or with INTRON A may induce a growth
inhibition that results in reduced height in some patients [see Warnings and Precautions (5.9) and Adverse Reactions (6.1, 6.2)].

Suicidal ideation or attempts occurred more frequently among pediatric patients, primarily adolescents, compared to adult patients (2.4%
vs. 1%) during treatment and off-therapy follow-up [see Warnings and Precautions (5.10)]. As in adult patients, pediatric patients experienced other
psychiatric adverse reactions (e.g., depression, emotional lability, somnolence), anemia, and neutropenia [see Warnings and Precautions (5.2)].

8.5 Geriatric Use

Clinical trials of REBETOL/INTRON A or Peglntron therapy did not include sufficient numbers of subjects aged 65 and over to determine if they
respond differently from younger subjects.

REBETOL is known to be substantially excreted by the kidney, and the risk of toxic reactions to this drug may be greater in patients with impaired
renal function. Because elderly patients often have decreased renal function, care should be taken in dose selection. Renal function should be monitored
and dosage adjustments should be made accordingly. REBETOL should not be used in patients with creatinine clearance less than 50 mL/min [see
Contraindications (4)].

In general, REBETOL capsules should be administered to elderly patients cautiously, starting at the lower end of the dosing range, reflecting the
greater frequency of decreased hepatic and cardiac function, and of concomitant disease or other drug therapy. In clinical trials, elderly subjects had a
higher frequency of anemia (67%) than younger patients (28%) [see Warnings and Precautions (5.2)].

8.6 Organ Transplant Recipients

The safety and efficacy of INTRON A and Peglntron alone or in combination with REBETOL for the treatment of hepatitis C in liver or other organ
transplant recipients have not been established. In a small (n=16) single-center, uncontrolled case experience, renal failure in renal allograft recipients
receiving interferon alpha and ribavirin combination therapy was more frequent than expected from the center’s previous experience with renal allograft
recipients not receiving combination therapy. The relationship of the renal failure to renal allograft rejection is not clear.

8.7 HIV or HBV Co-infection
The safety and efficacy of Peglntron/REBETOL and INTRON A/REBETOL for the treatment of patients with HCV co-infected with HIV or HBV have
not been established.

10 OVERDOSAGE

There is limited experience with overdosage. Acute ingestion of up to 20 g of REBETOL capsules, INTRON A ingestion of up to 120 million units,
and subcutaneous doses of INTRON A up to 10 times the recommended doses have been reported. Primary effects that have been observed are
increased incidence and severity of the adverse reactions related to the therapeutic use of INTRON A and REBETOL. However, hepatic enzyme
abnormalities, renal failure, hemorrhage, and myocardial infarction have been reported with administration of single subcutaneous doses of INTRON A
that exceed dosing recommendations.

There is no specific antidote for INTRON A or REBETOL overdose, and hemodialysis and peritoneal dialysis are not effective for treatment of
overdose of these agents.
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11 DESCRIPTION

REBETOL (ribavirin), is a synthetic nucleoside analogue (purine analogue). The chemical name of ribavirin is 1-p-D-ribofuranosyl-1H-1,2,4-
triazole-3-carboxamide and has the following structural formula (see Figure 1).

HO N

OH OH

Figure 1: Structural Formula

Ribavirin is a white, crystalline powder. It is freely soluble in water and slightly soluble in anhydrous alcohol. The empirical formula is CsH12N4Os and
the molecular weight is 244.21.

REBETOL capsules consist of a white powder in a white, opaque, gelatin capsule. Each capsule contains 200 mg ribavirin and the inactive
ingredients microcrystalline cellulose, lactose monohydrate, croscarmellose sodium, and magnesium stearate. The capsule shell consists of gelatin,
sodium lauryl sulfate, silicon dioxide, and titanium dioxide. The capsule is printed with edible blue pharmaceutical ink which is made of shellac,
anhydrous ethyl alcohol, isopropyl alcohol, n-butyl alcohol, propylene glycol, ammonium hydroxide, and FD&C Blue #2 aluminum lake.

REBETOL oral solution is a clear, colorless to pale or light yellow bubble gum-flavored liquid. Each milliliter of the solution contains 40 mg of
ribavirin and the inactive ingredients sucrose, glycerin, sorbitol, propylene glycol, sodium citrate, citric acid, sodium benzoate, natural and artificial flavor
for bubble gum #15864, and water.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Ribavirin is an antiviral agent [see Microbiology (12.4)].

12.3 Pharmacokinetics

Single- and multiple-dose pharmacokinetic properties in adults are summarized in Table 11. Ribavirin was rapidly and extensively absorbed
following oral administration. However, due to first-pass metabolism, the absolute bioavailability averaged 64% (44%). There was a linear relationship
between dose and AUCy (AUC from time zero to last measurable concentration) following single doses of 200 to 1200 mg ribavirin. The relationship
between dose and Cnax Was curvilinear, tending to asymptote above single doses of 400 to 600 mg.

Upon multiple oral dosing, based on AUC 2., a 6-fold accumulation of ribavirin was observed in plasma. Following oral dosing with 600 mg twice
daily, steady-state was reached by approximately 4 weeks, with mean steady-state plasma concentrations of 2200 ng/mL (37%). Upon discontinuation
of dosing, the mean half-life was 298 (30%) hours, which probably reflects slow elimination from nonplasma compartments.

Effect of Antacid on Absorption of Ribavirin: Coadministration of REBETOL capsules with an antacid containing magnesium, aluminum, and
simethicone resulted in a 14% decrease in mean ribavirin AUCy. The clinical relevance of results from this single-dose study is unknown.

Table 11: Mean (% CV) Pharmacokinetic Parameters for REBETOL When Administered Individually to Adults

REBETOL
Single-Dose Single-Dose Multiple-Dose
Parameter 600 mg 600 mg 600 mg Capsules
Oral Solution Capsules twice daily
(N=14) (N=12) (N=12)
Timax (hr) 1.00 (34) 1.7 (46)* 3 (60)
Crnax (ng/mL) 872 (42) 782 (37) 3680 (85)
AUCy (ng-hr/mL) 14,098 (38) 13,400 (48) 228,000 (25)
T2 (hr) 43.6 (47) 298 (30)
Apparent Volume of Distribution (L) 2825 (9)'
Apparent Clearance (L/hr) 38.2 (40)
Absolute Bioavailability 64% (44)"
*N=11.
I Data obtained from a single-dose pharmacokinetic study using "C labeled ribavirin; N=5.
N=6.

Tissue Distribution: Ribavirin transport into nonplasma compartments has been most extensively studied in red blood cells, and has been identified to
be primarily via an es-type equilibrative nucleoside transporter. This type of transporter is present on virtually all cell types and may account for the
extensive volume of distribution. Ribavirin does not bind to plasma proteins.

Metabolism and Excretion: Ribavirin has two pathways of metabolism: (i) a reversible phosphorylation pathway in nucleated cells; and (ii) a
degradative pathway involving deribosylation and amide hydrolysis to yield a triazole carboxylic acid metabolite. Ribavirin and its triazole carboxamide
and triazole carboxylic acid metabolites are excreted renally. After oral administration of 600 mg of "C-ribavirin, approximately 61% and 12% of the
radioactivity was eliminated in the urine and feces, respectively, in 336 hours. Unchanged ribavirin accounted for 17% of the administered dose.

Special Populations:

Renal Dysfunction

The pharmacokinetics of ribavirin were assessed after administration of a single oral dose (400 mg) of ribavirin to non HCV-infected subjects with
varying degrees of renal dysfunction. The mean AUCy value was threefold greater in subjects with creatinine clearance values between 10 to 30 mL/min
when compared to control subjects (creatinine clearance greater than 90 mL/min). In subjects with creatinine clearance values between 30 to
60 mL/min, AUCy was twofold greater when compared to control subjects. The increased AUCyappears to be due to reduction of renal and nonrenal
clearance in these subjects. Phase 3 efficacy trials included subjects with creatinine clearance values greater than 50 mL/min. The multiple-dose
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pharmacokinetics of ribavirin cannot be accurately predicted in patients with renal dysfunction. Ribavirin is not effectively removed by hemodialysis.
Patients with creatinine clearance less than 50 mL/min should not be treated with REBETOL [see Contraindications (4)].

Hepatic Dysfunction

The effect of hepatic dysfunction was assessed after a single oral dose of ribavirin (600 mg). The mean AUCy values were not significantly
different in subjects with mild, moderate, or severe hepatic dysfunction (Child-Pugh Classification A, B, or C) when compared to control subjects.
However, the mean Cn. values increased with severity of hepatic dysfunction and was twofold greater in subjects with severe hepatic dysfunction when
compared to control subjects.

Elderly Patients

Pharmacokinetic evaluations in elderly subjects have not been performed.

Gender

There were no clinically significant pharmacokinetic differences noted in a single-dose trial of 18 male and 18 female subjects.

Pediatric Patients

Multiple-dose pharmacokinetic properties for REBETOL capsules and INTRON A in pediatric subjects with chronic hepatitis C between 5 and 16
years of age are summarized in Table 12. The pharmacokinetics of REBETOL and INTRON A (dose-normalized) are similar in adults and pediatric
subjects.

Complete pharmacokinetic characteristics of REBETOL oral solution have not been determined in pediatric subjects. Ribavirin Cr, values were
similar following administration of REBETOL oral solution or REBETOL capsules during 48 weeks of therapy in pediatric subjects (3 to 16 years of age).

Table 12: Mean (% CV) Multiple-dose Pharmacokinetic Parameters for
INTRON A and REBETOL Capsules When Administered to Pediatric
Subjects with Chronic Hepatitis C

REBETOL INTRON A
Parameter 15 mglkg/day as 2 3 MIU/m’ three
divided doses times weekly
(N=17) (N=54)
Tmax (1) 19 (83) 5.9 (36)
Crmax (ng/mL) 3275 (25) 51 (48)
AUC* 29,774 (26) 622 (48)
Apparent Clearance +
L/hr/kg 0.27 (27) ND

* AUC12 (ng-hr/mL) for REBETOL; AUCq.24 (IU-hr/mL) for INTRON A.
T ND=not done.
Note: numbers in parenthesis indicate % coefficient of variation.

A clinical trial in pediatric subjects with chronic hepatitis C between 3 and 17 years of age was conducted in which pharmacokinetics for Pegintron
and REBETOL (capsules and oral solution) were evaluated. In pediatric subjects receiving body surface area-adjusted dosing of Peglintron at
60 mcg/m?/week, the log transformed ratio estimate of exposure during the dosing interval was predicted to be 58% [90% CI: 141%, 177%)] higher than
observed in adults receiving 1.5 mcg/kg/week. The pharmacokinetics of REBETOL (dose-normalized) in this trial were similar to those reported in a prior
study of REBETOL in combination with INTRON A in pediatric subjects and in adults.

Effect of Food on Absorption of Ribavirin
Both AUCy and Cna increased by 70% when REBETOL capsules were administered with a high-fat meal (841 kcal, 53.8 g fat, 31.6 g protein, and
57.4 g carbohydrate) in a single-dose pharmacokinetic study [see Dosage and Administration (2)].

12.4 Microbiology

Mechanism of Action

The mechanism by which ribavirin contributes to its antiviral efficacy in the clinic is not fully understood. Ribavirin has direct antiviral activity in tissue
culture against many RNA viruses. Ribavirin increases the mutation frequency in the genomes of several viruses and ribavirin triphosphate inhibits HCV
polymerase in a biochemical reaction.

Antiviral Activity in Cell Culture

The antiviral activity of ribavirin in the HCV-replicon is not well understood and has not been defined because of the cellular toxicity of ribavirin.
Direct antiviral activity has been observed in tissue culture of other RNA viruses. The anti-HCV activity of interferon was demonstrated in cell containing
self-replicating HCV-RNS (HCV replicon cells) or HCV infection.

Resistance

HCV genotypes show wide variability in their response to pegylated recombinant human interferon/ribavirin therapy. Genetic changes associated
with the variable response have not been identified.

Cross-resistance

There is no reported cross-resistance between pegylated/non-pegylated interferons and ribavirin.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Ribavirin did not cause an increase in any tumor type when administered for 6 months in the transgenic p53 deficient mouse model at doses up to
300 mg/kg (estimated human equivalent of 25 mg/kg based on body surface area adjustment for a 60 kg adult; approximately 1.9 times the maximum
recommended human daily dose). Ribavirin was noncarcinogenic when administered for 2 years to rats at doses up to 40 mg/kg (estimated human
equivalent of 5.71 mg/kg based on body surface area adjustment for a 60 kg adult).

Mutagenesis

Ribavirin demonstrated increased incidences of mutation and cell transformation in multiple genotoxicity assays. Ribavirin was active in the
Balb/3T3 In Vitro Cell Transformation Assay. Mutagenic activity was observed in the mouse lymphoma assay, and at doses of 20 to 200 mg/kg
(estimated human equivalent of 1.67 to 16.7 mg/kg, based on body surface area adjustment for a 60 kg adult; 0.1 to 1 times the maximum
recommended human 24-hour dose of ribavirin) in a mouse micronucleus assay. A dominant lethal assay in rats was negative, indicating that if
mutations occurred in rats they were not transmitted through male gametes.
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Impairment of Fertility

Ribavirin demonstrated significant embryocidal and teratogenic effects at doses well below the recommended human dose in all animal species in
which adequate studies have been conducted. Malformations of the skull, palate, eye, jaw, limbs, skeleton, and gastrointestinal tract were noted. The
incidence and severity of teratogenic effects increased with escalation of the drug dose. Survival of fetuses and offspring was reduced. In conventional
embryotoxicity/teratogenicity studies in rats and rabbits, observed no-effect dose levels were well below those for proposed clinical use (0.3 mg/kg/day
for both the rat and rabbit; approximately 0.06 times the recommended human 24-hour dose of ribavirin). No maternal toxicity or effects on offspring
were observed in a peri/postnatal toxicity study in rats dosed orally at up to 1 mg/kg/day (estimated human equivalent dose of 0.17 mg/kg based on body
surface area adjustment for a 60 kg adult; approximately 0.01 times the maximum recommended human 24-hour dose of ribavirin) [see
Contraindications (4), and Warnings and Precautions (5.1)].

Fertile women and partners of fertile women should not receive REBETOL unless the patient and his/her partner are using effective contraception
(two reliable forms). Based on a multiple-dose half-life (t2) of ribavirin of 12 days, effective contraception must be utilized for 6 months post-therapy
(e.g., 15 half-lives of clearance for ribavirin).

REBETOL should be used with caution in fertile men. In studies in mice to evaluate the time course and reversibility of ribavirin-induced testicular
degeneration at doses of 15 to 150 mg/kg/day (estimated human equivalent of 1.25 to 12.5 mg/kg/day, based on body surface area adjustment for a 60-
kg adult; 0.1-0.8 times the maximum human 24-hour dose of ribavirin) administered for 3 or 6 months, abnormalities in sperm occurred. Upon cessation
of treatment, essentially total recovery from ribavirin-induced testicular toxicity was apparent within 1 or 2 spermatogenesis cycles.

13.2 Animal Toxicology and Pharmacology

Long-term studies in the mouse and rat [18 to 24 months; doses of 20 to 75 and 10 to 40 mg/kg/day, respectively (estimated human equivalent
doses of 1.67 to 6.25 and 1.43 to 5.71 mg/kg/day, respectively, based on body surface area adjustment for a 60 kg adult; approximately 0.1 to 0.4 times
the maximum human 24-hour dose of ribavirin)] have demonstrated a relationship between chronic ribavirin exposure and increased incidences of
vascular lesions (microscopic hemorrhages) in mice. In rats, retinal degeneration occurred in controls, but the incidence was increased in ribavirin-
treated rats.

In a study in which rat pups were dosed postnatally with ribavirin at doses of 10, 25, and 50 mg/kg/day, drug-related deaths occurred at 50 mg/kg
(at rat pup plasma concentrations below human plasma concentrations at the human therapeutic dose) between study Days 13 and 48. Rat pups dosed
from postnatal Days 7 through 63 demonstrated a minor, dose-related decrease in overall growth at all doses, which was subsequently manifested as
slight decreases in body weight, crown-rump length, and bone length. These effects showed evidence of reversibility, and no histopathological effects on
bone were observed. No ribavirin effects were observed regarding neurobehavioral or reproductive development.

14 CLINICAL STUDIES
Clinical Study 1 evaluated Peglntron monotherapy. See Peglntron labeling for information about this trial.
14.1 REBETOL/Pegintron Combination Therapy

Adult Subjects

Study 2

A randomized trial compared treatment with two Peglntron/REBETOL regimens [Peglntron 1.5 mcg/kg subcutaneously once weekly/REBETOL
800 mg orally daily (in divided doses); Peglintron 1.5 mcg/kg subcutaneously once weekly for 4 weeks then 0.5 mcg/kg subcutaneously once weekly for
44 weeks/REBETOL 1000 or 1200 mg orally daily (in divided doses)] with INTRON A [3 MIU subcutaneously three times weekly/REBETOL 1000 or
1200 mg orally daily (in divided doses)] in 1530 adults with chronic hepatitis C. Interferon-naive subjects were treated for 48 weeks and followed for 24
weeks post-treatment. Eligible subjects had compensated liver disease, detectable HCV-RNA, elevated ALT, and liver histopathology consistent with
chronic hepatitis.

Response to treatment was defined as undetectable HCV-RNA at 24 weeks post-treatment (see Table 13). The response rate to the Peglntron

1.5 mcg/kg and ribavirin 800 mg dose was higher than the response rate to INTRON A/REBETOL (see Table 13).The response rate to Peglintron
1.5—0.5 mcg/kg/REBETOL was essentially the same as the response to INTRON A/REBETOL (data not shown).

Table 13: Rates of Response to Combination Treatment — Study 2

Pegintron 1.5 mcg/kg once weekly INTRON A 3 MIU three times weekly

REBETOL 800 mg once daily REBETOL 1000/1200 mg once daily
Overall response*" 52% (264/511) 46% (231/505)
Genotype 1 41% (141/348) 33% (112/343)
Genotype 2-6 75% (123/163) 73% (119/162)

* Serum HCV-RNA was measured with a research-based quantitative polymerase chain reaction assay by a central
laboratory.

T Difference in overall treatment response (Pegintron/REBETOL vs. INTRON A/REBETOL) is 6% with 95%
confidence interval of (0.18, 11.63) adjusted for viral genotype and presence of cirrhosis at baseline. Response to
treatment was defined as undetectable HCV-RNA at 24 weeks post-treatment.

Subjects with viral genotype 1, regardless of viral load, had a lower response rate to Peglintron (1.5 mcg/kg)/REBETOL (800 mg) compared to
subjects with other viral genotypes. Subjects with both poor prognostic factors (genotype 1 and high viral load) had a response rate of 30% (78/256)
compared to a response rate of 29% (71/247) with INTRON A/REBETOL combination therapy.

Subjects with lower body weight tended to have higher adverse-reaction rates [see Adverse Reactions (6.1)] and higher response rates than
subjects with higher body weights. Differences in response rates between treatment arms did not substantially vary with body weight.

Treatment response rates with Peglntron/REBETOL combination therapy were 49% in men and 56% in women. Response rates were lower in
African American and Hispanic subjects and higher in Asians compared to Caucasians. Although African Americans had a higher proportion of poor
prognostic factors compared to Caucasians, the number of non-Caucasians studied (11% of the total) was insufficient to allow meaningful conclusions
about differences in response rates after adjusting for prognostic factors in this trial.

Liver biopsies were obtained before and after treatment in 68% of subjects. Compared to baseline, approximately two-thirds of subjects in all
treatment groups were observed to have a modest reduction in inflammation.

Study 3
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In a large United States community-based trial, 4913 subjects with chronic hepatitis C were randomized to receive Peglntron 1.5 mcg/kg
subcutaneously once weekly in combination with a REBETOL dose of 800 to 1400 mg (weight-based dosing [WBD]) or 800 mg (flat) orally daily (in
divided doses) for 24 or 48 weeks based on genotype. Response to treatment was defined as undetectable HCV-RNA (based on an assay with a lower
limit of detection of 125 IU/mL) at 24 weeks post-treatment.

Treatment with Peglntron 1.5 mcg/kg and REBETOL 800 to 1400 mg resulted in a higher sustained virologic response compared to Peglintron in
combination with a flat 800 mg daily dose of REBETOL. Subjects weighing greater than 105 kg obtained the greatest benefit with WBD, although a
modest benefit was also observed in subjects weighing greater than 85 to 105 kg (see Table 14). The benefit of WBD in subjects weighing greater than
85 kg was observed with HCV genotypes 1-3. Insufficient data were available to reach conclusions regarding other genotypes. Use of WBD resulted in
an increased incidence of anemia [see Adverse Reactions (6.1)].

Table 14: SVR Rate by Treatment and Baseline Weight - Study 3

Treatment Group Subject Baseline Weight

<65 kg 65-85 kg >85-105 kg >105 kg
(<143 Ib) (143-188 Ib) (>188-231 Ib) (>231 Ib)

WBD* 50% (173/348) | 45% (449/994) | 42% (351/835) | 47% (138/292)
Flat 51% (173/342) | 44% (443/1011) | 39% (318/819) | 33% (91/272)

* P=0.01, primary efficacy comparison (based on data from subjects weighing 65 kg or higher at baseline
and utilizing a logistic regression analysis that includes treatment [WBD or Flat], genotype and
presence/absence of advanced fibrosis, in the model).

A total of 1552 subjects weighing greater than 65 kg in Study 3 had genotype 2 or 3 and were randomized to 24 or 48 weeks of therapy. No
additional benefit was observed with the longer treatment duration.

Study 4

A large randomized trial compared the safety and efficacy of treatment for 48 weeks with two Pegintron/REBETOL regimens [Pegintron 1.5 mcg/kg
and 1 mcg/kg subcutaneously once weekly both in combination with REBETOL 800 to 1400 mg PO daily (in two divided doses)] and Pegasys 180 mcg
subcutaneously once weekly in combination with Copegus 1000 to 1200 mg PO daily (in two divided doses) in 3070 treatment-naive adults with chronic
hepatitis C genotype 1. In this trial, lack of early virologic response (undetectable HCV-RNA or greater than or equal to 2 logso reduction from baseline)
by treatment Week 12 was the criterion for discontinuation of treatment. SVR was defined as undetectable HCV-RNA (Roche COBAS TagMan assay, a
lower limit of quantitation of 27 IU/mL) at 24 weeks post-treatment (see Table 15).

Table 15: SVR Rate by Treatment — Study 4

% (number) of Subjects
Pegintron Pegintron Pegasys
1.5 mcg/kg/REBETOL 1 mcg/kg/REBETOL 180 mcg/Copegus
40 (406/1019) 38 (386/1016) 41 (423/1035)

Overall SVR rates were similar among the three treatment groups. Regardless of treatment group, SVR rates were lower in subjects with poor
prognostic factors. Subjects with poor prognostic factors randomized to Pegintron (1.5 mcg/kg)/REBETOL or Pegasys/Copegus, however, achieved
higher SVR rates compared to similar subjects randomized to Peglintron 1 mcg/kg/REBETOL. For the Peglntron 1.5 mcg/kg and REBETOL dose, SVR
rates for subjects with and without the following prognostic factors were as follows: cirrhosis (10% vs. 42%), normal ALT levels (32% vs. 42%), baseline
viral load greater than 600,000 IU/mL (35% vs. 61%), 40 years of age and older (38% vs. 50%), and African American race (23% vs. 44%). In subjects
with undetectable HCV-RNA at treatment Week 12 who received Peglntron (1.5 mcg/kg)/REBETOL, the SVR rate was 81% (328/407).

Study 5 - REBETOL/Pegintron Combination Therapy in Prior Treatment Failures

In a noncomparative trial, 2293 subjects with moderate to severe fibrosis who failed previous treatment with combination alpha interferon/ribavirin
were re-treated with Peglntron, 1.5 mcg/kg subcutaneously, once weekly, in combination with weight adjusted ribavirin. Eligible subjects included prior
nonresponders (subjects who were HCV-RNA positive at the end of a minimum 12 weeks of treatment) and prior relapsers (subjects who were HCV-
RNA negative at the end of a minimum 12 weeks of treatment and subsequently relapsed after post-treatment follow-up). Subjects who were negative at
Week 12 were treated for 48 weeks and followed for 24 weeks post-treatment. Response to treatment was defined as undetectable HCV-RNA at 24
weeks post-treatment (measured using a research-based test, limit of detection 125 |IU/mL). The overall response rate was 22% (497/2293) (99% Cl:
19.5, 23.9). Subjects with the following characteristics were less likely to benefit from re-treatment: previous nonresponse, previous pegylated interferon
treatment, significant bridging fibrosis or cirrhosis, and genotype 1 infection.

The re-treatment sustained virologic response rates by baseline characteristics are summarized in Table 16.

Table 16: SVR Rates by Baseline Characteristics of Prior Treatment Failures - Study 5

Overall SVR by Previous Response and Treatment

Nonresponder Relapser
HCV peginterferon (2a and peginterferon (2a and
Genotype/ interferon alfa/ribavirin | 2b combined)/ribavirin | interferon alfa/ribavirin | 2b combined)/ribavirin
Metavir % (number of % (number of % (number of % (number of
Fibrosis Score subjects) subjects) subjects) subjects)
Overall 18 (158/903) 6 (30/476) 43 (130/300) 35 (113/344)
HCV 1 13 (98/761) 4 (19/431) 32 (67/208) 23 (56/243)

F2 18 (36/202) 6 (7/117) 42 (33/79) 32 (23/72)
F3 16 (38/233) 4 (4/1112) 28 (16/58) 21 (14/67)
F4 7 (24/325) 4 (8/202) 26 (18/70) 18 (19/104)
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HCV 2/3 49 (53/109) 36 (10/28) 67 (54/81) 57 (52/92)
F2 68 (23/34) 56 (5/9) 76 (19/25) 61 (11/18)
F3 39 (11/28) 38 (3/8) 67 (18/27) 62 (18/29)
F4 40 (19/47) 18 (2/11) 59 (17/29) 51 (23/45)
HCV 4 17 (5/29) 7 (1/15) 88 (7/8) 50 (4/8)

Achievement of an undetectable HCV-RNA at treatment Week 12 was a strong predictor of SVR. In this trial, 1470 (64%) subjects did not achieve
an undetectable HCV-RNA at treatment Week 12, and were offered enroliment into long-term treatment trials, due to an inadequate treatment response.
Of the 823 (36%) subjects who were HCV-RNA undetectable at treatment Week 12, those infected with genotype 1 had an SVR of 48% (245/507), with
a range of responses by fibrosis scores (F4-F2) of 39-55%. Subjects infected with genotype 2/3 who were HCV-RNA undetectable at treatment Week 12
had an overall SVR of 70% (196/281), with a range of responses by fibrosis scores (F4-F2) of 60-83%. For all genotypes, higher fibrosis scores were
associated with a decreased likelihood of achieving SVR.

Pediatric Subjects

Previously untreated pediatric subjects 3 to 17 years of age with compensated chronic hepatitis C and detectable HCV-RNA were treated with
REBETOL 15 mg/kg per day and Peglntron 60 mcg/m? once weekly for 24 or 48 weeks based on HCV genotype and baseline viral load. All subjects
were to be followed for 24 weeks post-treatment. A total of 107 subjects received treatment, of which 52% were female, 89% were Caucasian, and 67%
were infected with HCV Genotype 1. Subjects infected with Genotypes 1, 4 or Genotype 3 with HCV-RNA greater than or equal to 600,000 IU/mL
received 48 weeks of therapy while those infected with Genotype 2 or Genotype 3 with HCV-RNA less than 600,000 IU/mL received 24 weeks of
therapy. The trial results are summarized in Table 17.

Table 17: Sustained Virologic Response Rates by Genotype and Assigned Treatment
Duration — Pediatric Trial

All Subjects
N=107
24 Weeks 48 Weeks
Virologic Response Virologic Response
Genotype N*1 (%) N*1 (%)

All 26/27 (96.3) 44/80 (55.0)
1 - 38/72 (52.8)
2 14/15 (93.3) -
3 12/12 (100) 2/3 (66.7)
4 - 4/5 (80.0)

* Response to treatment was defined as undetectable HCV-RNA at 24 weeks post-treatment.

T N=number of responders/number of subjects with given genotype, and assigned treatment
duration.

* Subjects with genotype 3 low viral load (less than 600,000 IU/mL) were to receive 24 weeks of
treatment while those with genotype 3 and high viral load were to receive 48 weeks of
treatment.
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14.2 REBETOL/INTRON A Combination Therapy

Adult Subjects
Previously Untreated Subjects
Adults with compensated chronic hepatitis C and detectable HCV-RNA (assessed by a central laboratory using a research-based RT-PCR assay)

who were previously untreated with alpha interferon therapy were enrolled into two multicenter, double-blind trials (US and international) and randomized
to receive REBETOL capsules 1200 mg/day (1000 mg/day for subjects weighing less than or equal to 75 kg) and INTRON A 3 MIU three times weekly
or INTRON A and placebo for 24 or 48 weeks followed by 24 weeks of off-therapy follow-up. The international trial did not contain a 24-week INTRON A
and placebo treatment arm. The US trial enrolled 912 subjects who, at baseline, were 67% male, 89% Caucasian with a mean Knodell HAI score
(I+11+111) of 7.5, and 72% genotype 1. The international trial, conducted in Europe, Israel, Canada, and Australia, enrolled 799 subjects (65% male, 95%
Caucasian, mean Knodell score 6.8, and 58% genotype 1).

Trial results are summarized in Table 18.

Table 18: Virologic and Histologic Responses: Previously Untreated Subjects*

US Trial International Trial
24 weeks of treatment 48 weeks of treatment 24 weeks of 48 weeks of treatment
treatment
INTRON A/ INTRON A/ INTRON A/ INTRON A/ INTRON A/ INTRON A/ INTRON A/
REBETOL Placebo REBETOL Placebo REBETOL REBETOL Placebo
(N=228) (N=231) (N=228) (N=225) (N=265) (N=268) (N=266)
Virologic
Response
Responder’ 65 (29) 13 (6) 85 (37) 27 (12) 86 (32) 113 (42) 46 (17)
Nonresponder 147 (64) 194 (84) 110 (48) 168 (75) 158 (60) 120 (45) 196 (74)
Missing Data 16 (7) 24 (10) 33 (14) 30 (13) 21 (8) 35 (13) 24 (9)
Histologic
Response
Improvement* 102 (45) 77 (33) 96 (42) 65 (29) 103 (39) 102 (38) 69 (26)
No improvement 77 (34) 99 (43) 61 (27) 93 (41) 85 (32) 58 (22) 111 (41)
Missing Data 49 (21) 55 (24) 71 (31) 67 (30) 77 (29) 108 (40) 86 (32)

* Number (%) of subjects.

" Defined as HCV-RNA below limit of detection using a research-based RT-PCR assay at end of treatment and during follow-up period.

* Defined as post-treatment (end of follow-up) minus pretreatment liver biopsy Knodell HAI score (I+11+l11) improvement of greater than or equal
to 2 points.

Of subjects who had not achieved HCV-RNA below the limit of detection of the research-based assay by Week 24 of REBETOL/INTRON A
treatment, less than 5% responded to an additional 24 weeks of combination treatment.

Among subjects with HCV Genotype 1 treated with REBETOL/INTRON A therapy who achieved HCV-RNA below the detection limit of the
research-based assay by 24 weeks, those randomized to 48 weeks of treatment had higher virologic responses compared to those in the 24-week
treatment group. There was no observed increase in response rates for subjects with HCV non-genotype 1 randomized to REBETOL/INTRON A therapy
for 48 weeks compared to 24 weeks.

Relapse Subjects

Subjects with compensated chronic hepatitis C and detectable HCV-RNA (assessed by a central laboratory using a research-based RT-PCR
assay) who had relapsed following one or two courses of interferon therapy (defined as abnormal serum ALT levels) were enrolled into two multicenter,
double-blind trials (US and international) and randomized to receive REBETOL 1200 mg/day (1000 mg/day for subjects weighing <75 kg) and INTRON
A 3 MIU three times weekly or INTRON A and placebo for 24 weeks followed by 24 weeks of off-therapy follow-up. The US trial enrolled 153 subjects
who, at baseline, were 67% male, 92% Caucasian with a mean Knodell HAI score (I+lI+lIl) of 6.8, and 58% genotype 1. The international trial,
conducted in Europe, Israel, Canada, and Australia, enrolled 192 subjects (64% male, 95% Caucasian, mean Knodell score 6.6, and 56% genotype 1).
Trial results are summarized in Table 19.

Table 19: Virologic and Histologic Responses: Relapse Subjects*

US Trial International Trial
INTRON A/ INTRON A/ INTRON A/ INTRON A/
REBETOL Placebo REBETOL Placebo
(N=77) (N=76) (N=96) (N=96)
Virologic Response
Responder' 33 (43) 3(4) 46 (48) 5(5)
Nonresponder 36 (47) 66 (87) 45 (47) 91 (95)
Missing Data 8 (10) 7(9) 5(5) 0(0)
Histologic Response
Improvement* 38 (49) 27 (36) 49 (51) 30 (31)
No improvement 23 (30) 37 (49) 29 (30) 44 (46)
Missing Data 16 (21) 12 (16) 18 (19) 22 (23)
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* Number (%) of subjects.

T Defined as HCV-RNA below limit of detection using a research-based RT-PCR assay at end of treatment and during
follow-up period.

* Defined as post-treatment (end of follow-up) minus pretreatment liver biopsy Knodell HAI score (I+11+11l) improvement of
greater than or equal to 2 points.

Virologic and histologic responses were similar among male and female subjects in both the previously untreated and relapse trials.
Pediatric Subjects

Pediatric subjects 3 to 16 years of age with compensated chronic hepatitis C and detectable HCV-RNA (assessed by a central laboratory using a
research-based RT-PCR assay) were treated with REBETOL 15 mg/kg per day and INTRON A 3 MIU/m? three times weekly for 48 weeks followed by
24 weeks of off-therapy follow-up. A total of 118 subjects received treatment, of which 57% were male, 80% Caucasian, and 78% genotype 1. Subjects
less than 5 years of age received REBETOL oral solution and those 5 years of age or older received either REBETOL oral solution or capsules.

Trial results are summarized in Table 20.

Table 20: Virologic Response: Previously Untreated Pediatric Subjects*

INTRON A 3 MIU/m? three times weekly/
REBETOL 15 mg/kg/day

Overall Response’ (N=118) 54 (46)
Genotype 1 (N=92) 33 (36)
Genotype non-1 (N=26) 21 (81)

* Number (%) of subjects.
' Defined as HCV-RNA below limit of detection using a research-based RT-
PCR assay at end of treatment and during follow-up period.

Subjects with viral genotype 1, regardless of viral load, had a lower response rate to INTRON A/REBETOL combination therapy compared to
subjects with genotype non-1, 36% vs. 81%. Subjects with both poor prognostic factors (genotype 1 and high viral load) had a response rate of 26%
(13/50).

16 HOW SUPPLIED/STORAGE AND HANDLING

REBETOL 200 mg Capsules are white, opaque capsules with REBETOL, 200 mg, and the Schering Corporation logo imprinted on the capsule
shell; the capsules are packaged in a bottle containing 56 capsules (NDC 0085-1351-05), 70 capsules (NDC 0085-1385-07), and 84 capsules (NDC
0085-1194-03).

REBETOL Oral Solution 40 mg per mL is a clear, colorless to pale or light yellow bubble gum-flavored liquid and it is packaged in 4-0z amber glass
bottles (100 mL/bottle) with child-resistant closures (NDC 0085-1318-01).

The bottle of REBETOL Capsules should be stored at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room
Temperature].

REBETOL Oral Solution should be stored between 2-8°C (36-46°F) or at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP
Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-Approved Patient Labeling (Medication Guide).

Anemia

The most common adverse experience occurring with REBETOL capsules is anemia, which may be severe [see Warnings and Precautions (5.2)
and Adverse Reactions (6)]. Patients should be advised that laboratory evaluations are required prior to starting therapy and periodically thereafter [see
Dosage and Administration (2.3)]. It is advised that patients be well hydrated, especially during the initial stages of treatment.

Pregnancy

Patients must be informed that REBETOL capsules and oral solution may cause birth defects and death of the unborn child. REBETOL must not
be used by women who are pregnant or by men whose female partners are pregnant. Extreme care must be taken to avoid pregnancy in female patients
and in female partners of male patients taking REBETOL. REBETOL should not be initiated until a report of a negative pregnancy test has been
obtained immediately prior to initiation of therapy. Patients must perform a pregnancy test monthly during therapy and for 6 months post therapy.
Women of childbearing potential must be counseled about use of effective contraception (two reliable forms) prior to initiating therapy. Patients (male
and female) must be advised of the teratogenic/embryocidal risks and must be instructed to practice effective contraception during REBETOL and for 6
months post therapy. Patients (male and female) should be advised to notify the physician immediately in the event of a pregnancy [see
Contraindications (4), Warnings and Precautions (5.1), and Use in Specific Populations (8.1)].

If pregnancy does occur during treatment or during 6 months post therapy, the patient must be advised of the teratogenic risk of REBETOL
therapy to the fetus. Patients, or partners of patients, should immediately report any pregnancy that occurs during treatment or within 6 months after
treatment cessation to their physician. Prescribers should report such cases by calling 1-800-593-2214.

Risks versus Benefits

Patients receiving REBETOL capsules should be informed of the benefits and risks associated with treatment, directed in its appropriate use, and
referred to the patient MEDICATION GUIDE. Patients should be informed 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 should be taken.

Patients should be informed about what to do in the event they miss a dose of REBETOL; the missed dose should be taken as soon as possible
during the same day. Patients should not double the next dose. Patients should be advised to contact their healthcare provider if they have questions.
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REBETOL Oral Solution manufactured for:
Merck Sharp & Dohme Corp., a subsidiary of

<MERCK & CO., INC.
Whitehouse Station, NJ 08889, USA

Manufactured by:
Famar Montréal Inc.
Pointe-Claire, Quebec H9R 1B4, Canada

REBETOL Capsules manufactured by:
Merck Sharp & Dohme Corp., a subsidiary of

<MERCK & CO., INC.
Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.html

Copyright © 2003-2017 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.

Trademarks depicted herein are the property of their respective owners.

uspi-mk8908-mtl-1710r032
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Rebetol 200 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 200 mg of ribavirin.

Excipient with known effect
Each hard capsule contains 40 mg of lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule (capsule)

White, opaque and imprinted with blue ink.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Rebetol 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).

Rebetol is indicated in combination with other medicinal products for the treatment of chronic
hepatitis C (CHC) for paediatric patients (children 3 years of age and older and adolescents) not
previously treated and without liver decompensation (see sections 4.2, 4.4 and 5.1).

4.2 Posology and method of administration

Treatment should be initiated, and monitored, by a physician experienced in the management of
chronic hepatitis C.

Posology

Rebetol must be used in combination therapy as described in section 4.1.

Please refer to the corresponding Summary of Product Characteristics (SmPC) of medicinal products
used in combination with Rebetol for additional prescribing information particular to that product and
for further dosage recommendations on co-administration with Rebetol.

Rebetol capsules are to be administered orally each day in two divided doses (morning and evening)
with food.

Adults

The recommended dose and duration of Rebetol depends on patient’s weight and on the medicinal
product that is used in combination. Please refer to the corresponding SmPC of medicinal products
used in combination with Rebetol.

In the cases in which no specific dose recommendation is made, the following dose should be used:
Patient weight: <75 kg =1,000 mg and > 75 kg = 1,200 mg.



Paediatric population
No data are available in children below 3 years of age.

Note: For patients who weigh <47 kg, or are unable to swallow capsules, please refer to the SmPC for
Rebetol 40 mg/mL oral solution.

Dosing of Rebetol for children and adolescent patients is determined by the patient body weight. For
example, the body weight dosing used in conjunction with interferon alfa-2b or peginterferon alfa-2b
is shown in Table 1. Please refer to the corresponding SmPC of medicinal products used in
combination with Rebetol as some combination regimens do not adhere to the Rebetol dosing
guidance provided in Table 1.

Table 1 Rebetol dose based on body weight when used in combination with interferon alfa-2b or
peginterferon alfa-2b in paediatric patients

Patient weight (kg) Daily Rebetol dose Number of 200 mg capsules
47 - 49 600 mg 3 capsules *
50 - 65 800 mg 4 capsules ”
> 65 Refer to adult dose recommendations

*1 morning, 2 evening
P2 morning, 2 evening

Dose modification for adverse reactions
Dose modification for adults
Dose reduction of Rebetol depends on the initial Rebetol posology which depends on the medicinal

product that is used in combination with Rebetol.

If a patient has a serious adverse reaction potentially related to Rebetol, the Rebetol 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, cardiac status and indirect bilirubin concentration.

Table 2 Management of Adverse Reactions

Laboratory values Reduce Rebetol dose* Discontinue

if: Rebetol if:
Haemoglobin in patients with <10 g/dL <8.5 g/dL
No Cardiac Disease
Haemoglobin: Patients with > 2 g/dL decrease in haemoglobin | <12 g/dL despite 4 weeks at
History of Stable Cardiac during any reduced dose
Disease 4 week period during treatment

(permanent dose reduction)

Bilirubin — Indirect > 5 mg/dL >4 mg/dL (adults)

* For patients receiving a 1,000 mg (< 75 kg) or 1,200 mg (> 75 kg) dose, Rebetol dose should be
reduced to 600 mg/day (administered as one 200 mg capsule in the morning and two 200 mg capsules
in the evening). If the abnormality is reversed, Rebetol may be restarted at 600 mg daily, and further
increased to 800 mg daily at the discretion of the treating physician. However, a return to higher doses
is not recommended.

For patients receiving a 800 mg (< 65 kg)-1,000 mg (65-80 kg)-1,200 mg (81-105 kg) or 1,400 mg

(> 105 kg) dose, 1* dose reduction of Rebetol is by 200 mg/day (except in patients receiving the

1,400 mg, dose reduction should be by 400 mg/day). If needed, 2™ dose reduction of Rebetol is by an
additional 200 mg/day. Patients whose dose of Rebetol is reduced to 600 mg daily receive one 200 mg
capsule in the morning and two 200 mg capsules in the evening.




In case of serious adverse reaction potentially related to medicinal products used in combination with
Rebetol, refer to the corresponding SmPC of these medicinal products as some combination regimens
do not adhere to the Rebetol dose modification and/or discontinuation guidelines as described in
Table 2.

Dose modification for paediatric patients
Dose reduction in paediatric patients without cardiac disease follows the same guidelines as adult
patients without cardiac disease regarding haemoglobin levels (Table 2).

There are no data for paediatric patients with cardiac disease (see section 4.4).

Table 3 provides guidelines for discontinuation based on the patient’s indirect bilirubin
concentration.

Table 3 Management of Adverse Reactions

Laboratory values Discontinue Rebetol if:

Bilirubin — Indirect > 5 mg/dL (for > 4 weeks)
(children and adolescents treated with interferon alfa-2b),
or
>4 mg/dL (for > 4 weeks)
(children and adolescents treated with peginterferon alfa-2b)

Special populations

Elderly (= 65 years of age)

There does not appear to be a significant age-related effect on the pharmacokinetics of Rebetol.
However, as in younger patients, renal function must be determined prior to administration of Rebetol
(see section 5.2).

Paediatric patients (children 3 years of age and older and adolescents)

Rebetol may be used in combination with peginterferon alfa-2b or interferon alfa-2b (see section 4.4).
The selection of Rebetol formulation is based on individual characteristics of the patient.

The safety and efficacy of ribavirin used together with direct-acting-anti-virals in these patients has
not been established. No data are available.

Please refer to the corresponding SmPC of medicinal products used in combination with Rebetol for
further dosage recommendations on co-administration.

Renal impairment

The pharmacokinetics of Rebetol is altered in patients with renal dysfunction due to reduction of
apparent creatinine clearance in these patients (see section 5.2). Therefore, it is recommended that
renal function be evaluated in all patients prior to initiation of Rebetol. Adult patients with moderate
renal impairment (creatinine clearance of 30-50 mL/minute) should be administered alternating daily
doses of 200 mg and 400 mg. Adult patients with severe renal impairment (creatinine clearance of
<30 mL/minute) and patients with End Stage Renal Disease (ESRD) or on haemodialysis should be
administered Rebetol 200 mg/day. Table 4 provides guidelines for dose modification for patients with
renal dysfunction. Patients with impaired renal function should be more carefully monitored with
respect to the development of anaemia. No data are available regarding dose modification for
paediatric patients with renal impairment.

Table 4 Dosage Modification for Renal Impairment in Adult Patients

Creatinine Clearance Rebetol Dose (daily)

30 to 50 mL/min Alternating doses, 200 mg and 400 mg every other day
Less than 30 mL/min 200 mg daily

Haemodialysis (ESRD) 200 mg daily




Hepatic impairment

No pharmacokinetic interaction appears between Rebetol and hepatic function (see section 5.2). For
use in patients with decompensated cirrhosis, see the corresponding SmPC of the medicinal products
used in combination with Rebetol.

Method of administration

Rebetol should be administered orally with food.
4.3 Contraindications

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

- Pregnancy (see sections 4.4, 4.6 and 5.3). In females of childbearing potential, Rebetol must not
be initiated until a report of a negative pregnancy test has been obtained immediately prior to
initiation of therapy.

- Breast-feeding.

- History of severe pre-existing cardiac disease, including unstable or uncontrolled cardiac disease,
in the previous six months (see section 4.4).

- Haemoglobinopathies (e.g., thalassemia, sickle-cell anaemia).

Please refer to the corresponding SmPC of medicinal products used in combination with Rebetol for
contraindications specific to these products.

4.4 Special warnings and precautions for use
Rebetol must be used in combination with other medicinal products (see section 5.1).

Please refer to the SmPC of (peg)interferon alfa for details on the recommendations of monitoring and
management regarding the adverse reactions listed below before initiating therapy and other
precautions associated with (peg)interferon alfa.

There are several serious adverse reactions associated with the combination therapy of Rebetol with

(peg)interferon alfa. These include:

- Severe psychiatric and central nervous system effects (such as depression, suicidal ideation,
attempted suicide and aggressive behaviour, etc.)

- Growth inhibition in children and adolescents that may be irreversible in some patients

- Increased thyroid stimulating hormone (TSH) in children and adolescents

- Severe ocular disorders

- Dental and periodontal disorders.

Paediatric population

When deciding not to defer combination treatment with peginterferon alfa-2b or interferon alfa-2b
until adulthood, it is important to consider that this combination therapy induced a growth inhibition
that may be irreversible in some patients. The decision to treat should be made on a case by case.

Haemolysis

A decrease in haemoglobin levels to < 10 g/dL was observed in up to 14 % of adult patients and 7 % of
children and adolescents treated with Rebetol in combination with peginterferon alfa-2b or interferon
alfa-2b in clinical trials. Although Rebetol has no direct cardiovascular effects, anaemia associated with
Rebetol may result in deterioration of cardiac function, or exacerbation of the symptoms of coronary
disease, or both. Thus, Rebetol must be administered with caution to patients with pre-existing cardiac
disease (see section 4.3). Cardiac status must be assessed before start of therapy and monitored clinically
during therapy; if any deterioration occurs, therapy must be stopped (see section 4.2).



Cardiovascular

Adult patients with a history of congestive heart failure, myocardial infarction and/or previous or current
arrhythmic disorders must be closely monitored. It is recommended that those patients who have
pre-existing cardiac abnormalities have electrocardiograms taken prior to and during the course of
treatment. Cardiac arrhythmias (primarily supraventricular) usually respond to conventional therapy but
may require discontinuation of therapy. There are no data in children or adolescents with a history of
cardiac disease.

Teratogenic risk

Prior to initiation of treatment with Rebetol the physician must comprehensively inform both male
and female patients of the teratogenic risk of Rebetol, the necessity of effective and continuous
contraception, the possibility that contraceptive methods may fail and the possible consequences of
pregnancy should it occur during or following treatment with Rebetol (see section 4.6). For laboratory
monitoring of pregnancy, please refer to Laboratory tests.

Acute hypersensitivity

If an acute hypersensitivity reaction (e.g., urticaria, angioedema, bronchoconstriction, anaphylaxis)
develops, Rebetol must be discontinued immediately and appropriate medical therapy instituted.
Transient rashes do not necessitate interruption of treatment.

Liver function
Any patient developing significant liver function abnormalities during treatment must be monitored
closely. Please refer to the corresponding SmPC of medicinal products used in combination with

Rebetol for discontinuation or dose modification recommendations.

Renal impairment

The pharmacokinetics of Rebetol is altered in patients with renal dysfunction due to reduction of
apparent clearance in these patients. Therefore, it is recommended that renal function be evaluated in
all patients prior to initiation of Rebetol. Due to substantial increases in ribavirin plasma
concentrations in patients with moderate and severe renal impairment, Rebetol dose adjustments are
recommended in adult patients with creatinine clearance < 50 mL/minute. No data are available
regarding dose modification for paediatric patients with renal impairment (see sections 4.2 and 5.2).
Haemoglobin concentrations should be monitored closely during treatment and corrective action taken
as necessary (see section 4.2).

Potential to exacerbate immunosuppression

Pancytopenia and bone marrow suppression have been reported in the literature to occur within 3 to

7 weeks after the administration of a peginterferon and Rebetol concomitantly with azathioprine. This
myelotoxicity was reversible within 4 to 6 weeks upon withdrawal of HCV antiviral therapy and
concomitant azathioprine and did not recur upon reintroduction of either treatment alone (see

section 4.5).

HCV/HIV Co-infection

Mitochondrial toxicity and lactic acidosis:

Caution should be taken in HIV-positive subjects co-infected with HCV who receive nucleoside
reverse transcriptase inhibitor (NRTI) treatment (especially ddI and d4T) and associated interferon
alfa/ribavirin treatment. In the HIV-positive population receiving an NRTI regimen, physicians should
carefully monitor markers of mitochondrial toxicity and lactic acidosis when Rebetol is administered.
For additional details see section 4.5.



Hepatic decompensation in HCV/HIV co-infected patients with advanced cirrhosis

Co-infected patients with advanced cirrhosis receiving combined anti-retroviral therapy (cART) may
be at increased risk of hepatic decompensation and death. Other baseline factors in co-infected
patients that may be associated with a higher risk of hepatic decompensation include treatment with
didanosine and elevated bilirubin serum concentrations.

Co-infected patients receiving both antiretroviral (ARV) and anti-hepatitis treatment should be closely
monitored, assessing their Child-Pugh score during treatment. Please refer to the corresponding SmPC
of medicinal products used in combination with Rebetol for discontinuation or dose modification
recommendations. Patients progressing to hepatic decompensation should have their anti-hepatitis
treatment immediately discontinued and the ARV treatment reassessed.

Haematological abnormalities in HCV/HIV co-infected patients

HCV/HIV co-infected patients receiving peginterferon alfa-2b/ribavirin treatment and cART may be
at increased risk to develop haematological abnormalities (as neutropenia, thrombocytopenia and
anaemia) compared to HCV mono-infected patients. Although, the majority of them could be
managed by dose reduction, close monitoring of haematological parameters should be undertaken in
this population of patients (see section 4.2 and below “Laboratory tests” and section 4.8).

Patients treated with Rebetol and zidovudine are at increased risk of developing anaemia; therefore,
the concomitant use of Rebetol with zidovudine is not recommended (see section 4.5).

Patients with low CD4 counts

In patients co-infected with HCV/HIV, limited efficacy and safety data (N = 25) are available in
subjects with CD4 counts less than 200 cells/puL. Caution is therefore warranted in the treatment of
patients with low CD4 counts.

Please refer to the corresponding SmPC of the antiretroviral medicinal products that are to be taken
concurrently with HCV therapy for awareness and management of toxicities specific for each product
and the potential for overlapping toxicities with Rebetol.

Laboratory tests

Standard haematologic tests, blood chemistries (complete blood count [CBC] and differential, platelet
count, electrolytes, serum creatinine, liver function tests, uric acid) and pregnancy tests must be
conducted in all patients prior to initiating therapy. Acceptable baseline values that may be considered as
a guideline prior to initiation of Rebetol therapy:

. Haemoglobin Adult: > 12 g/dL (females); > 13 g/dL (males)
Children and adolescents: > 11 g/dL (females); > 12 g/dL (males)

Laboratory evaluations are to be conducted at weeks 2 and 4 of therapy, and periodically thereafter as
clinically appropriate. HCV-RNA should be measured periodically during treatment (see section 4.2).

Uric acid may increase with Rebetol due to haemolysis; therefore, the potential for development of gout
must be carefully monitored in pre-disposed patients.

Information on excipients

Each Rebetol capsule contains 40 mg of lactose. Patients with rare hereditary problems of galactose
intolerance, Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies have only been performed in adults.



Results of in vitro studies using both human and rat liver microsome preparations indicated no
cytochrome P450 enzyme mediated metabolism of Rebetol. Rebetol does not inhibit cytochrome

P450 enzymes. There is no evidence from toxicity studies that Rebetol induces liver enzymes. Therefore,
there is a minimal potential for P450 enzyme-based interactions.

Rebetol, by having an inhibitory effect on inosine monophosphate dehydrogenase, may interfere with
azathioprine metabolism possibly leading to an accumulation of 6-methylthioinosine monophosphate
(6-MTIMP), which has been associated with myelotoxicity in patients treated with azathioprine. The
use of pegylated alpha interferons and Rebetol concomitantly with azathioprine should be avoided. In
individual cases where the benefit of administering Rebetol concomitantly with azathioprine warrants
the potential risk, it is recommended that close hematologic monitoring be done during concomitant
azathioprine use to identify signs of myelotoxicity, at which time treatment with these medicines
should be stopped (see section 4.4).

No interaction studies have been conducted with Rebetol and other medicinal products, except for
peginterferon alfa-2b, interferon alfa-2b and antacids.

No pharmacokinetic interactions were noted between Rebetol and peginterferon alfa-2b or interferon
alfa-2b in a multiple-dose pharmacokinetic study.

Antacid

The bioavailability of Rebetol 600 mg was decreased by co-administration with an antacid containing
magnesium aluminium and simethicone; AUC,; decreased 14 %. It is possible that the decreased
bioavailability in this study was due to delayed transit of Rebetol or modified pH. This interaction is not
considered to be clinically relevant.

Nucleoside analogues

Use of nucleoside analogs, alone or in combination with other nucleosides, has resulted in lactic
acidosis. Pharmacologically, Rebetol increases phosphorylated metabolites of purine nucleosides in
vitro. This activity could potentiate the risk of lactic acidosis induced by purine nucleoside analogs
(e.g. didanosine or abacavir). Co-administration of Rebetol and didanosine is not recommended.
Reports of mitochondrial toxicity, in particular lactic acidosis and pancreatitis, of which some fatal,
have been reported (see section 4.4).

The exacerbation of anaemia due to Rebetol has been reported when zidovudine is part of the regimen
used to treat HIV although the exact mechanism remains to be elucidated. The concomitant use of
Rebetol with zidovudine is not recommended due to an increased risk of anaemia (see section 4.4).
Consideration should be given to replacing zidovudine in a combination anti-retroviral treatment
(ART) regimen if this is already established. This would be particularly important in patients with a
known history of zidovudine induced anaemia.

Any potential for interactions may persist for up to two months (five half-lives for Rebetol) after
cessation of Rebetol therapy due to the long half-life (see section 5.2).

There is no evidence that Rebetol interacts with non-nucleoside reverse transcriptase inhibitors or
protease inhibitors.

Conlflicting findings are reported in literature on co-administration between abacavir and Rebetol.
Some data suggest that HIV/HCV co-infected patients receiving abacavir-containing ART may be at
risk of a lower response rate to pegylated interferon/Rebetol therapy. Caution should be exercised
when both medicines are co-administered.



4.6 Fertility, pregnancy and lactation

Women of childbearing potential/contraception in males and females

Female patients

Rebetol must not be used by females who are pregnant (see sections 4.3 and 5.3). Extreme care must be
taken to avoid pregnancy in female patients (see section 5.3). Rebetol therapy must not be initiated until
a report of a negative pregnancy test has been obtained immediately prior to initiation of therapy.
Females of childbearing potential must use an effective contraceptive during treatment and for

four months after treatment has been concluded; routine monthly pregnancy tests must be performed
during this time. If pregnancy does occur during treatment or within four months from stopping
treatment, the patient must be advised of the significant teratogenic risk of Rebetol to the foetus (see
section 4.4).

Male patients and their female partners

Extreme care must be taken to avoid pregnancy in partners of male patients taking Rebetol (see
sections 4.3, 4.4 and 5.3). Rebetol accumulates intracellularly and is cleared from the body very slowly.
It is unknown whether the Rebetol that is contained in sperm will exert its potential teratogenic or
genotoxic effects on the human embryo/foetus. Although data on approximately 300 prospectively
followed pregnancies with paternal exposure to Rebetol have not shown an increased risk of
malformation compared to the general population, nor any specific pattern of malformation, either
male patients or their female partners of childbearing age must be advised to use an effective
contraceptive during treatment with Rebetol and for seven months after treatment. Routine monthly
pregnancy tests must be performed during this time. Men whose partners are pregnant must be
instructed to use a condom to minimise delivery of Rebetol to the partner.

Pregnancy

The use of Rebetol is contraindicated during pregnancy. Rebetol has been shown in preclinical studies
to be teratogenic and genotoxic (see section 4.4 and 5.3).

Breast-feeding

It is not known whether Rebetol is excreted in human milk. Because of the potential for adverse
reactions in breast-fed infants, breast-feeding must be discontinued prior to initiation of treatment.

Fertility

Preclinical data

- Fertility: In animal studies, Rebetol produced reversible effects on spermatogenesis (see
section 5.3).

- Teratogenicity: Significant teratogenic and/or embryocidal potential have been demonstrated for
Rebetol in all animal species in which adequate studies have been conducted, occurring at doses
as low as one twentieth of the recommended human dose (see section 5.3).

- Genotoxicity: Rebetol induces genotoxicity (see section 5.3).

4.7  Effects on ability to drive and use machines
Rebetol has no or negligible influence on the ability to drive and use machines; however, other medicinal

products used in combination may have an effect. Thus, patients who develop fatigue, somnolence, or
confusion during treatment must be cautioned to avoid driving or operating machinery.



4.8 Undesirable effects

Summary of the safety profile

The salient safety issue of Rebetol is haemolytic anaemia occurring within the first weeks of therapy.
The haemolytic anaemia associated with Rebetol therapy may result in deterioration of cardiac
function and/or worsening of pre-existing cardiac disease. An increase in uric acid and indirect
bilirubin values associated with haemolysis were also observed in some patients.

The adverse reactions listed in this section are primarily derived from clinical trials and/or as adverse
drug reactions from spontaneous reports when Rebetol was used in combination with interferon
alfa-2b or peginterferon alfa-2b.

Please refer to the corresponding SmPC of medicinal products that are used in combination with
Rebetol for additional undesirable effects reported with these products.

Adults

Bitherapy with peginterferon alfa-2b or interferon alfa-2b

The safety of Rebetol capsules is evaluated from data from four clinical trials in patients with no
previous exposure to interferon (interferon-naive patients): two trials studied Rebetol in combination
with interferon alfa-2b, two trials studied Rebetol in combination with peginterferon alfa-2b.

Patients who are treated with interferon alfa-2b and Rebetol after previous relapse from interferon
therapy or who are treated for a shorter period are likely to have an improved safety profile than that

described below.

Tabulated list of adverse reactions for adults

The adverse reactions listed in Table 5 are based on experience from clinical trials in adult naive
patients treated for 1 year and post-marketing use. A certain number of adverse reactions, generally
attributed to interferon therapy but that have been reported in the context of hepatitis C therapy (in
combination with Rebetol) are also listed for reference in Table 5. Also, refer to peginterferon alfa-2b
and interferon alfa-2b SmPCs for adverse reactions that may be attributable to interferons
monotherapy. Within the organ system classes, adverse reactions are listed under headings of
frequency using the following categories: 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); very rare (< 1/10,000); not known.
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 5 Adverse reactions reported during clinical trials or following the marketing use of Rebetol
with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class | Adverse Reactions

Infections and infestations

Very common: Viral infection, pharyngitis

Common: Bacterial infection (including sepsis), fungal infection,

influenza, respiratory tract infection, bronchitis, herpes
simplex, sinusitis, otitis media, rhinitis, urinary tract

infection
Uncommon: Lower respiratory tract infection
Rare: Pneumonia*
Neoplasms benign, malignant and unspecified (including cysts and polyps)
Common: | Neoplasm unspecified
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Table 5 Adverse reactions reported during clinical trials or following the marketing use of Rebetol
with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class

| Adverse Reactions

Blood and lymphatic system disorders

Very common:

Anaemia, neutropenia

Common: Haemolitic anaemia, leukopenia, thrombocytopenia,
lymphadenopathy, lymphopenia

Very rare: Aplastic anaemia*

Not known: Pure red cell aplasia, idiopathic thrombocytopenic

purpura, thrombotic thrombocytopenic purpura

Immune system disorders

Uncommon: Drug hypersensitivity
Rare: Sarcoidosis*, rheumatoid arthritis (new or aggravated)
Not known: Vogt-Koyanagi-Harada syndrome, systemic lupus

erythematosus, vasculitis, acute hypersensitivity reactions
including urticaria, angioedema, bronchoconstriction,
anaphylaxis

Endocrine disorders

Common:

| Hypothyroidism, hyperthyroidism

Metabolism and nutrition disorders

Very common:

Anorexia

Common: Hyperglycaemia, hyperuricaemia, hypocalcaemia,
dehydration, increased appetite
Uncommon: Diabetes mellitus, hypertriglyceridemia*

Psychiatric disorders

Very common:

Depression, anxiety, emotional lability, insomnia

Common: Suicidal ideation, psychosis, aggressive behaviour,
confusion, agitation, anger, mood altered, abnormal
behaviour, nervousness, sleep disorder, decreased libido
apathy, abnormal dreams, crying

Uncommon: Suicide attempts, panic attack, hallucination

Rare: Bipolar disorder*

Very rare: Suicide*

Not known: Homicidal ideation*, mania*, mental status change

Nervous system disorders

Very common:

Headache, dizziness, dry mouth, concentration impaired

Common: Amnesia, memory impairment, syncope, migraine, ataxia,
paraesthaesia, dysphonia, taste loss, hypoaesthesia,
hyperaesthesia, hypertonia, somnolence, disturbance in
attention, tremor, dysgeusia

Uncommon: Neuropathy, peripheral neuropathy

Rare: Seizure (convulsion)*

Very rare: Cerebrovascular haemorrhage*, cerebrovascular
ischaemia*, encephalopathy®, polyneuropathy*

Not known: Facial palsy, mononeuropathies

Eye disorders

Common: Visual disturbance, blurred vision, conjunctivitis, eye
irritation, eye pain, abnormal vision, lacrimal gland
disorder, dry eye

Rare: Retinal haemorrhages*, retinopathies (including macular

oedema)*, retinal artery occlusion®, retinal vein
occlusion*, optic neuritis*, papilloedema*, loss of visual
acuity or visual field*, retinal exudates
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Table 5  Adverse reactions reported duri

ng clinical trials or following the marketing use of Rebetol

with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class

| Adverse Reactions

Ear and labyrinth disorders

Common: | Vertigo, hearing impaired/loss, tinnitus, ear pain
Cardiac disorders

Common: Palpitation, tachycardia
Uncommon: Myocardial infarction

Rare: Cardiomyopathy, arrhythmia*

Very rare: Cardiac ischaemia*

Not known: Pericardial effusion*, pericarditis*
Vascular disorders

Common: Hypotension, hypertension, flushing
Rare: Vasculitis

Very rare: Peripheral ischaemia*

Respiratory, thoracic and mediastinal disorders

Very common:

Dyspnoea, coughing

Common: Epistaxis, respiratory disorder, respiratory tract
congestion, sinus congestion, nasal congestion, rhinorrhea,
increased upper airway secretion, pharyngolaryngeal pain,
nonproductive cough

Very rare: Pulmonary infiltrates*, pneumonitis*, interstitial

pneumonitis*

Gastro-intestinal disorders

Very common:

Diarrhoea, vomiting, nausea, abdominal pain

Common: Ulcerative stomatitis, stomatitis, mouth ulceration, colitis,
upper right quadrant pain, dyspepsia, gastroesophoageal
reflux*, glossitis, cheilitis, abdominal distension, gingival
bleeding, gingivitis, loose stools, tooth disorder,
constipation, flatulence

Uncommon: Pancreatitis, oral pain

Rare: Ischaemic colitis

Very rare: Ulcerative colitis*

Not known: Periodontal disorder, dental disorder, tongue pigmentation

Hepatobiliary disorders

Common: Hepatomegaly, jaundice, hyperbilirubinemia*

Very rare: Hepatotoxicity (including fatalities)*

Skin and subcutaneous tissue disorders

Very common:

Alopecia, pruritus, skin dry, rash

Common:

Psoriasis, aggravated psoriasis, eczema, photosensitivity
reaction, maculopapular rash, erythematous rash, night
sweats, hyperhidrosis, dermatitis, acne, furuncule,
erythema, urticaria, skin disorder, bruise, sweating
increased, abnormal hair texture, nail disorder*

Rare:

Cutaneous sarcoidosis

Very rare:

Stevens Johnson syndrome*, toxic epidermal necrolysis*,
erythema multiforme*

Musculoskeletal and connective tissue d

isorders

Very common:

Arthralgia, myalgia, musculoskeletal pain

Common: Arthritis, back pain, muscle spasms, pain in extremity
Uncommon: Bone pain, muscle weakness
Rare: Rhabdomyolysis*, myositis*
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Table 5 Adverse reactions reported during clinical trials or following the marketing use of Rebetol
with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class | Adverse Reactions

Renal and urinary disorders

Common: Micturition frequency, polyuria, urine abnormality
Rare: Renal failure, renal insufficiency*

Very rare: Nephrotic syndrome*

Reproductive system and breast disorders

Common: Female: amenorrhea, menorrhagia, menstrual disorder,

dysmenorrhea, breast pain, ovarian disorder, vaginal
disorder. Male: impotence, prostatitis, erectile
dysfunction.

Sexual dysfunction (not specified)*

General disorders and administration site conditions

Very common: Fatigue, rigors, pyrexia, influenza like illness, asthenia,
irritability

Common: Chest pain, chest discomfort, peripheral oedema, malaise,
feeling abnormal, thirst

Uncommon: Face oedema

Investigations

Very common: Weight decrease

Common: Cardiac murmur

* Since Rebetol has always been prescribed with an alpha interferon product, and the listed adverse drug reactions included
reflecting post-marketing experience do not allow precise quantification of frequency, the frequency reported above is from
clinical trials using Rebetol in combination with interferon alfa-2b (pegylated or non-pegylated).

Description of selected adverse reactions

A reduction in haemoglobin concentrations by > 4 g/dL was observed in 30 % of patients treated with
Rebetol and peginterferon alfa-2b and 37 % of patients treated with Rebetol and interferon alfa-2b.
Haemoglobin levels dropped below 10 g/dL in up to 14 % of adult patients and 7 % of children and
adolescents treated with Rebetol in combination with either peginterferon alfa-2b or interferon
alfa-2b.

Most cases of anaemia, neutropenia, and thrombocytopenia were mild (WHO grades 1 or 2). There
were some cases of more severe neutropenia in patients treated with Rebetol in combination with
peginterferon alfa-2b (WHO grade 3: 39 of 186 [21 %]; and WHO grade 4: 13 of 186 [7 %]); WHO
grade 3 leukopenia was also reported in 7 % of this treatment group.

An increase in uric acid and indirect bilirubin values associated with haemolysis was observed in
some patients treated with Rebetol used in combination with peginterferon alfa-2b or interferon
alfa-2b in clinical trials, but values returned to baseline levels by four weeks after the end of therapy.
Among those patients with elevated uric acid levels, very few patients treated with the combination
developed clinical gout, none of which required treatment modification or discontinuation from the
clinical trials.

HCV/HIV co-infected patients

For HCV/HIV co-infected patients receiving Rebetol in combination with peginterferon alfa-2b, other
adverse reactions (that were not reported in mono-infected patients) which have been reported in the
studies with a frequency > 5 % were: oral candidiasis (14 %), lipodystrophy acquired (13 %), CD4
lymphocytes decreased (8 %), appetite decreased (8 %), gamma-glutamyltransferase increased (9 %),
back pain (5 %), blood amylase increased (6 %), blood lactic acid increased (5 %), cytolytic hepatitis
(6 %), lipase increased (6 %) and pain in limb (6 %).
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Mitochondrial toxicity
Mitochondrial toxicity and lactic acidosis have been reported in HIV-positive patients receiving NRTI
regimen and associated-Rebetol for co-HCV infection (see section 4.4).

Laboratory values for HCV/HIV co-infected patients

Although haematological toxicities of neutropenia, thrombocytopenia and anaemia occurred more
frequently in HCV/HIV co-infected patients, the majority could be managed by dose modification and
rarely required premature discontinuation of treatment (see section 4.4). Haematological
abnormalities were more frequently reported in patients receiving Rebetol in combination with
peginterferon alfa-2b when compared to patients receiving Rebetol in combination with interferon
alfa-2b. In Study 1 (see section 5.1), decrease in absolute neutrophil count levels below 500 cells/mm’
was observed in 4 % (8/194) of patients and decrease in platelets below 50,000/mm’ was observed in
4 % (8/194) of patients receiving Rebetol in combination with peginterferon alfa-2b. Anaemia
(haemoglobin < 9.4 g/dL) was reported in 12 % (23/194) of patients treated with Rebetol in
combination with peginterferon alfa-2b.

CD4 lymphocytes decrease

Treatment with Rebetol in combination with peginterferon alfa-2b was associated with decreases in
absolute CD4+ cell counts within the first 4 weeks without a reduction in CD4+ cell percentage. The
decrease in CD4+ cell counts was reversible upon dose reduction or cessation of therapy. The use of
Rebetol in combination with peginterferon alfa-2b had no observable negative impact on the control
of HIV viraemia during therapy or follow-up. Limited safety data (N = 25) are available in co-infected
patients with CD4+ cell counts < 200/uL (see section 4.4).

Please refer to the corresponding SmPC of the antiretroviral medicinal products that are to be taken
concurrently with HCV therapy for awareness and management of toxicities specific for each product

and the potential for overlapping toxicities with Rebetol in combination with other medicinal products.

Paediatric population

In combination with peginterferon alfa-2b

In a clinical trial with 107 children and adolescent patients (3 to 17 years of age) treated with
combination therapy of peginterferon alfa-2b and Rebetol, dose modifications were required in 25 %
of patients, most commonly for anaemia, neutropenia and weight loss. In general, the adverse
reactions profile in children and adolescents was similar to that observed in adults, although there is a
paediatric-specific concern regarding growth inhibition. During combination therapy for up to

48 weeks with pegylated interferon alfa-2b and Rebetol, growth inhibition was observed that resulted
in reduced height in some patients (see section 4.4). Weight loss and growth inhibition were very
common during the treatment (at the end of treatment, mean decrease from baseline in weight and in
height percentiles were of 15 percentiles and 8 percentiles, respectively) and growth velocity was
inhibited (< 3" percentile in 70 % of the patients).

At the end of 24 weeks post-treatment follow-up, mean decrease from baseline in weight and height
percentiles were still 3 percentiles and 7 percentiles, respectively, and 20% of the children continued
to have inhibited growth (growth velocity < 3™ percentile). Ninety-four of 107 children enrolled in the
5 year long-term follow-up trial. The effects on growth were less in those children treated for

24 weeks than those treated for 48 weeks. From pre-treatment to end of long-term follow-up among
children treated for 24 or 48 weeks, height-for-age percentiles decreased 1.3 and 9.0 percentiles,
respectively. Twenty-four percent of children (11/46) treated for 24 weeks and 40 % of children
(19/48) treated for 48 weeks had a > 15 percentile height-for-age decrease from pre-treatment to the
end of 5 year long-term follow-up compared to pre-treatment baseline percentiles. Eleven percent of
children (5/46) treated for 24 weeks and 13 % of children (6/48) treated for 48 weeks were observed
to have a decrease from pre-treatment baseline > 30 height-for-age percentiles to the end of the 5 year
long-term follow-up. For weight, pre-treatment to end of long-term follow-up, weight-for-age
percentiles decreased 1.3 and 5.5 percentiles among children treated for 24 weeks or 48 weeks,
respectively. For BMI, pre-treatment to end of long-term follow-up, BMI-for-age percentiles
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decreased 1.8 and 7.5 percentiles among children treated for 24 weeks or 48 weeks, respectively.
Decrease in mean height percentile at year 1 of long term follow-up was most prominent in
prepubertal age children. The decline of height, weight and BMI Z scores observed during the
treatment phase in comparison to a normative population did not fully recover at the end of long-term
follow-up period for children treated with 48 weeks of therapy (see section 4.4).

In the treatment phase of this study, the most prevalent adverse reactions in all subjects were pyrexia
(80 %), headache (62 %), neutropenia (33 %), fatigue (30 %), anorexia (29 %) and injection-site
erythema (29 %). Only 1 subject discontinued therapy as the result of an adverse reaction
(thrombocytopenia). The majority of adverse reactions reported in the study were mild or moderate in
severity. Severe adverse reactions were reported in 7 % (8/107) of all subjects and included injection
site pain (1 %), pain in extremity (1 %), headache (1 %), neutropenia (1 %), and pyrexia (4 %).
Important treatment-emergent adverse reactions that occurred in this patient population were
nervousness (8 %), aggression (3 %), anger (2 %), depression/depressed mood (4 %) and
hypothyroidism (3 %) and 5 subjects received levothyroxine treatment for hypothyroidism/elevated
TSH.

In combination with interferon alfa-2b

In clinical trials of 118 children and adolescents 3 to 16 years of age treated with combination therapy
of interferon alfa-2b and Rebetol, 6 % discontinued therapy due to adverse reactions. In general, the
adverse reaction profile in the limited children and adolescent population studied was similar to that
observed in adults, although there is a paediatric-specific concern regarding growth inhibition, as
decrease in height percentile (mean percentile decrease of 9 percentile) and weight percentile (mean
percentile decrease of 13 percentile) were observed during treatment. Within the 5 years follow-up
post-treatment period, the children had a mean height of 44™ percentile, which was below the median
of the normative population and less than their mean baseline height (48" percentile). Twenty (21 %)
of 97 children had a > 15 percentile decrease in height percentile, of whom 10 of the 20 children had a
> 30 percentile decrease in their height percentile from the start of treatment to the end of long-term
follow-up (up to 5 years). Final adult height was available for 14 of those children and demonstrated
that 12 continued to show height deficits > 15 percentiles, 10 to 12 years after the end of treatment.
During combination therapy for up to 48 weeks with interferon alfa-2b and Rebetol, growth inhibition
was observed that resulted in reduced final adult height in some patients. In particular, decrease in
mean height percentile from baseline to the end of the long-term follow-up was most prominent in
prepubertal age children (see section 4.4).

Furthermore, suicidal ideation or attempts were reported more frequently compared to adult patients
(2.4 % vs. 1 %) during treatment and during the 6 month follow-up after treatment. As in adult
patients, children and adolescents also experienced other psychiatric adverse reactions (e.g.,
depression, emotional lability, and somnolence) (see section 4.4). In addition, injection site disorders,
pyrexia, anorexia, vomiting and emotional lability occurred more frequently in children and
adolescents compared to adult patients. Dose modifications were required in 30 % of patients, most
commonly for anaemia and neutropenia.

Tabulated list of adverse reactions in paediatric population

Reported adverse reactions listed in Table 6 are based on experience from the two multicentre
children and adolescents clinical trials using Rebetol with interferon alfa-2b or peginterferon alfa-2b.
Within the organ system classes, adverse reactions are listed under headings of frequency using the
following categories: very common (> 1/10); common (> 1/100 to < 1/10), and uncommon (> 1/1,000
to < 1/100). Within each frequency grouping, undesirable effects are presented in order of decreasing
seriousness.
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Table 6 Adverse reactions very commonly, commonly and uncommonly reported during clinical
trials in children and adolescents with Rebetol in combination with interferon alfa-2b or

peginterferon alfa-2b

System Organ Class

| Adverse Reactions

Infections and infestations

Very common:

Viral infection, pharyngitis

Common: Fungal infection, bacterial infection, pulmonary infection,
nasopharyngitis, pharyngitis streptococcal, otitis media,
sinusitis, tooth abscess, influenza, oral herpes, herpes
simplex, urinary tract infection, vaginitis, gastroenteritis

Uncommon: Pneumonia, ascariasis, enterobiasis, herpes zoster, cellulitis

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Common:

| Neoplasm unspecified

Blood and lymphatic system disorders

Very common:

Anaemia, neutropenia

Common:

Thrombocytopenia, lymphadenopathy

Endocrine disorders

Very common:

Hypothyroidism

Common:

Hyperthyroidism, virilism

Metabolism and nutrition disorders

Very common:

Anorexia, increased appetite, decreased appetite

Common:

Hypertriglyceridemia, hyperuricemia

Psychiatric disorders

Very common:

Depression, insomnia, emotional lability

Common: Suicidal ideation, aggression, confusion, affect liability,
behaviour disorder, agitation, somnambulism, anxiety,
mood altered, restlessness, nervousness, sleep disorder,
abnormal dreaming, apathy

Uncommon: Abnormal behaviour, depressed mood, emotional disorder,

fear, nightmare

Nervous system disorders

Very common:

Headache, dizziness

Common: Hyperkinesia, tremor, dysphonia, paresthaesia,
hypoaesthesia, hyperaesthesia, concentration impaired,
somnolence, disturbance in attention, poor quality of sleep

Uncommon: Neuralgia, lethargy, psychomotor hyperactivity

Eye disorders

Common: Conjunctivitis, eye pain, abnormal vision, lacrimal gland
disorder

Uncommon: Conjunctival haemorrhage, eye pruritus, keratitis, vision

blurred, photophobia

Ear and labyrinth disorders

Common: | Vertigo

Cardiac disorders

Common: | Tachycardia, palpitations
Vascular disorders

Common: Pallor, flushing
Uncommon: Hypotension
Respiratory, thoracic and mediastinal disorders

Common:

Dyspnoea, tachypnea, epistaxis, coughing, nasal
congestion, nasal irritation, rhinorrhoea, sneezing,
pharyngolaryngeal pain

Uncommon:

Wheezing, nasal discomfort
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Table 6 Adverse reactions very commonly, commonly and uncommonly reported during clinical
trials in children and adolescents with Rebetol in combination with interferon alfa-2b or
peginterferon alfa-2b

System Organ Class | Adverse Reactions
Gastro-intestinal disorders
Very common: Abdominal pain, abdominal pain upper, vomiting ,
diarrhoea, nausea
Common: Mouth ulceration, stomatitis ulcerative, stomatitis, aphthous

stomatitis, dyspepsia, cheilosis, glossitis, gastroesophoageal
reflux, rectal disorder, gastrointestinal disorder,
constipation, loose stools, toothache, tooth disorder,
stomach discomfort, oral pain

Uncommon: Gingivitis

Hepatobiliary disorders

Common: Hepatic function abnormal

Uncommon: Hepatomegaly

Skin and subcutaneous tissue disorders

Very common: Alopecia, rash

Common: Pruritus, photosensitivity reaction, maculopapular rash,

eczema, hyperhidrosis, acne, skin disorder, nail disorder,
skin discolouration, dry skin, erythema, bruise

Uncommon: Pigmentation disorder, dermatitis atopic, skin exfoliation

Musculoskeletal and connective tissue disorders

Very common: Arthralgia, myalgia, musculoskeletal pain

Common: Pain in extremity, back pain, muscle contracture

Renal and urinary disorders

Common: Enuresis, micturition disorder, urinary incontinence,
proteinuria

Reproductive system and breast disorders

Common: Female: amenorrhea, menorrhagia, menstrual disorder,
vaginal disorder, Male: testicular pain

Uncommon: Female: dysmenorrhoea

General disorders and administration site conditions

Very common: Fatigue, rigors, pyrexia, influenza-like illness, asthenia,
malaise, irritability

Common: Chest pain, oedema, pain, feeling cold

Uncommon: Chest discomfort, facial pain

Investigations

Very common: Growth rate decrease (height and/or weight decrease for
age)

Common: Blood thyroid stimulating hormone increased, thyroglobulin
increased

Uncommon: Anti-thyroid antibody positive

Injury, poisoning and procedural complications

Common: Skin laceration

Uncommon: Contusion

Most of the changes in laboratory values in the Rebetol/peginterferon alfa-2b clinical trial were mild
or moderate. Decreases in haemoglobin, white blood cells, platelets, neutrophils and increase in
bilirubin may require dose reduction or permanent discontinuation from therapy (see section 4.2).
While changes in laboratory values were observed in some patients treated with Rebetol used in
combination with peginterferon alfa-2b in the clinical trial, values returned to baseline levels within a
few weeks after the end of therapy.
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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

In clinical trials with Rebetol used in combination with peginterferon alfa-2b or interferon alfa-2b, the
maximum overdose reported was a total dose of 10 g of Rebetol (50 x 200 mg capsules) and 39 MIU of
interferon alfa-2b (13 subcutaneous injections of 3 MIU each) taken in one day by a patient in an attempt
at suicide. The patient was observed for two days in the emergency room, during which time no adverse
reaction from the overdose was noted.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antivirals for systemic use, nucleosides and nucleotides excl. reverse
transcriptase inhibitors, ATC code: JOSABO04.

Mechanism of action

Ribavirin (Rebetol) is a synthetic nucleoside analogue which has shown in vitro activity against some
RNA and DNA viruses. The mechanism by which Rebetol in combination with other medicinal products
exerts its effects against HCV is unknown. Oral formulations of Rebetol monotherapy have been
investigated as therapy for chronic hepatitis C in several clinical trials. Results of these investigations
showed that Rebetol monotherapy had no effect on eliminating hepatitis virus (HCV-RNA) or improving
hepatic histology after 6 to 12 months of therapy and 6 months of follow-up.

Clinical efficacy and safety

Rebetol in combination with Direct Antiviral Agent (DAA):

Please refer to the SmPC of the corresponding DAA for a full description of the clinical data with
such combination.

Only the description of the use of Rebetol from the original development with (peg)interferon alfa-2b
is detailed in the current SmPC:

Bitherapy with peginterferon alfa-2b or interferon alfa-2b:

The use of Rebetol in combination treatment with peginterferon alfa-2b or interferon alfa-2b was
evaluated in a number of clinical trials. Eligible patients for these trials had chronic hepatitis C
confirmed by a positive HCV-RNA polymerase chain reaction assay (PCR) (> 30 IU/mL), a liver
biopsy consistent with a histological diagnosis of chronic hepatitis with no other cause for the chronic
hepatitis, and abnormal serum ALT.

Naive patients

Three trials examined the use of interferon in naive patients, two with Rebetol + interferon alfa-2b
(C95-132 and 195-143) and one with Rebetol + peginterferon alfa-2b (C/198-580). In all cases the
treatment was for one year with a follow-up of six months. The sustained response at the end of
follow-up was significantly increased by the addition of Rebetol to interferon alfa-2b (41 % vs 16 %,
p <0.001).

In clinical trials C95-132 and 195-143, Rebetol + interferon alfa-2b combination therapy proved to be
significantly more effective than interferon alfa-2b monotherapy (a doubling in sustained response).
Combination therapy also decreased the relapse rate. This was true for all HCV genotypes,
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particularly Genotype 1, in which the relapse rate was reduced by 30 % compared with interferon
alfa-2b monotherapy.

In clinical trial C/198-580, 1,530 naive patients were treated for one year with one of the following

combination regimens:

o Rebetol (800 mg/day) + peginterferon alfa-2b (1.5 micrograms/kg/week) (n=511).

. Rebetol (1,000/1,200 mg/day) + peginterferon alfa-2b (1.5 micrograms/kg/week for one month
followed by 0.5 microgram/kg/week for 11 months) (n = 514).

. Rebetol (1,000/1,200 mg/day) + interferon alfa-2b (3 MIU three times a week) (n = 505).

In this trial, the combination of Rebetol and peginterferon alfa-2b (1.5 micrograms/kg/week) was
significantly more effective than the combination of Rebetol and interferon alfa-2b, particularly in
patients infected with Genotype 1. Sustained response was assessed by the response rate six months
after the cessation of treatment.

HCYV genotype and baseline virus load are prognostic factors which are known to affect response
rates. However, response rates in this trial were shown to be dependent also on the dose of Rebetol
administered in combination with peginterferon alfa-2b or interferon alfa-2b. In those patients that
received > 10.6 mg/kg Rebetol (800 mg dose in typical 75 kg patient), regardless of genotype or viral
load, response rates were significantly higher than in those patients that received < 10.6 mg/kg
Rebetol (Table 7), while response rates in patients that received > 13.2 mg/kg Rebetol were even
higher.

Table 7 Sustained response rates with Rebetol + peginterferon alfa-2b
(by Rebetol dose [mg/kg], genotype and viral load)

HCYV Genotype Rebetol dose P 1.5/R P 0.5/R /R
(mg/kg)

All Genotypes All 54 % 47 % 47 %
<10.6 50 % 41 % 27 %
>10.6 61 % 48 % 47 %

Genotype 1 All 42 % 34 % 33%
<10.6 38 % 25% 20 %
>10.6 48 % 34 % 34 %

Genotype 1 All 73 % 51 % 45 %
<600,000 IU/mL <10.6 74 % 25% 33%
>10.6 71 % 52 % 45 %
Genotype 1 All 30 % 27 % 29 %
> 600,000 IU/mL <10.6 27 % 25% 17 %
>10.6 37 % 27 % 29 %

Genotype 2/3 All 82 % 80 % 79 %
<10.6 79 % 73 % 50 %
>10.6 88 % 80 % 80 %

P1.5/R Rebetol (800 mg) + peginterferon alfa-2b (1.5 micrograms/kg)

P0.5/R Rebetol (1,000/1,200 mg) + peginterferon alfa-2b (1.5 to 0.5 microgram/kg)

I/R Rebetol (1,000/1,200 mg) + interferon alfa-2b (3 MIU)

In a separate trial, 224 patients with genotype 2 or 3 received peginterferon alfa-2b, 1.5 microgram/kg
subcutaneously, once weekly, in combination with ribavirin 800 mg —1,400 mg p.o. for 6 months
(based on body weight, only three patients weighing > 105 kg, received the 1,400 mg dose) (Table 8).
Twenty-four % had bridging fibrosis or cirrhosis (Knodell 3/4).
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Table 8 Virologic Response at End of Treatment, Sustained Virologic Response and Relapse by
HCV Genotype and Viral Load*

Rebetol 800-1,400 mg/day plus peginterferon alfa-2b 1.5 pg/kg once weekly
End of Treatment Sustained Virologic Response Relapse
Response
All Subjects 94 % (211/224) 81 % (182/224) 12 % (27/224)
HCV 2 100 % (42/42) 93 % (39/42) 7 % (3/42)
<600,000 100 % (20/20) 95 % (19/20) 5 % (1/20)
IU/mL
> 600,000 100 % (22/22) 91 % (20/22) 9 % (2/22)
IU/mL
HCV 3 93 % (169/182) 79 % (143/182) 14 % (24/166)
<600,000 93 % (92/99) 86 % (85/99) 8 % (7/91)
IU/mL
> 600,000 93 % (77/83) 70 % (58/83) 23 % (17/75)
IU/mL

* Any subject with an undetectable HCV-RNA level at the follow-up week 12 visit and missing data at the follow-up
week 24 visit was considered a sustained responder. Any subject with missing data in and after the follow-up
week 12 window was considered to be a non-responder at week 24 of follow-up.

The 6 month treatment duration in this trial was better tolerated than one year of treatment in the
pivotal combination trial; for discontinuation 5 % vs. 14 %, for dose modification 18 % vs. 49 %.

In a non-comparative trial, 235 patients with genotype 1 and low viral load (< 600,000 IU/mL)
received peginterferon alfa-2b, 1.5 microgram/kg subcutaneously, once weekly, in combination with
weight adjusted Rebetol. The overall sustained response rate after a 24-week treatment duration was
50 %. Forty-one percent of subjects (97/235) had nondetectable plasma HCV-RNA levels at week 4
and week 24 of therapy. In this subgroup, there was a 92 % (89/97) sustained virological response
rate. The high sustained response rate in this subgroup of patients was identified in an interim analysis
(n=49) and prospectively confirmed (n=48).

Limited historical data indicate that treatment for 48 weeks might be associated with a higher
sustained response rate (11/11) and with a lower risk of relapse (0/11 as compared to 7/96 following
24 weeks of treatment).

A large randomized trial compared the safety and efficacy of treatment for 48 weeks with two
peginterferon alfa-2b/Rebetol regimens [peginterferon alfa-2b 1.5 pg/kg and 1 pg/kg subcutaneously
once weekly both in combination with Rebetol 800 to 1,400 mg p.o. daily (in two divided doses)] and
peginterferon alfa-2a 180 pg subcutaneously once weekly with ribavirin 1,000 to 1,200 mg p.o. daily
(in two divided doses) in 3,070 treatment-naive adults with chronic hepatitis C genotype 1. Response
to the treatment was measured by Sustained Virologic Response (SVR) which is defined as
undetectable HCV-RNA at 24 weeks post-treatment (see Table 9).

Table 9 Virologic response at treatment week 12, end of treatment response, relapse rate* and
Sustained Virologic Response (SVR)

Treatment group % (number) of patients

peginterferon alfa-2b peginterferon alfa-2b | peginterferon alfa-2a

1.5 ng/kg
+ Rebetol

1 ng/kg
+ Rebetol

180 ng
+ ribavirin

Undetectable HCV-RNA
at treatment week 12

40 (407/1,019)

36 (366/1,016)

45 (466/1,035)

End of treatment

53 (542/1,019)

49 (500/1,016)

64 (667/1,035)

response*
Relapse* 24 (123/523) 20 (95/475) 32 (193/612)
SVR* 40 (406/1,019) 38 (386/1,016) 41 (423/1,035)
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Treatment group % (number) of patients

SVR in patients with
undetectable HCV-RNA 81 (328/407) 83 (303/366) 74 (344/466)

at treatment week 12

*HCV-RNA PCR assay, with a lower limit of quantitation of 27 ITU/mL
Lack of early virologic response by treatment week 12 (detectable HCV-RNA with a < 2 log;, reduction from
baseline) was a criterion for discontinuation of treatment.

In all three treatment groups, sustained virologic response rates were similar. In patients of African
American origin (which is known to be a poor prognostic factor for HCV eradication), treatment with
peginterferon alfa-2b (1.5 ng/kg)/Rebetol combination therapy resulted in a higher sustained virologic
response rate compared to peginterferon alfa-2b 1 pg/kg dose. At the peginterferon alfa-2b 1.5 pg/kg
plus Rebetol dose, sustained virologic response rates were lower in patients with cirrhosis, in patients
with normal ALT levels, in patients with a baseline viral load > 600,000 IU/mL and in patients

> 40 years old. Caucasian patients had a higher sustained virologic response rate compared to the
African Americans. Among patients with undetectable HCV-RNA at the end of treatment, the relapse
rate was 24 %.

Predictability of sustained virological response in naive patients

Virological response by week 12 is defined as at least 2-log viral load decrease or undetectable levels
of HCV-RNA. Virological response by week 4 is defined as at least 1-log viral load decrease or
undetectable levels of HCV-RNA. These time points (treatment week 4 and treatment week 12) have
been shown to be predictive for sustained response (Table 10).

Table 10 Predictive Value of In-Treatment Virologic Response while on peginterferon alfa-2b
1.5 pg/kg/Rebetol 800-1,400 mg Combination Therapy

Negative Positive
No
response Response
at No at
Treatment sustained Predictive | Treatment Sustained Predictive
Week Response Value Week Response Value
Genotype 1*
By Week 4***
(n=950)
HCV-RNA negative 834 539 65 % 116 107 92 %
(539/834) (107/116)
HCV-RNA negative 220 210 95 % 730 392 54 %
or (210/220) (392/730)
> 1 log decrease in
viral load
By Week 12***
(n=915)
HCV-RNA negative 508 433 85 % 407 328 81 %
(433/508) (328/407)
HCV-RNA negative 206 205 N/AY 709 402 57 %
or (402/709)
> 2 log decrease in
viral load
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Genotype 2, 3**

By Week 12
(n=215)

HCV-RNA negative 2 1 50 % 213 177 83 %
or (1/2) (177/213)
> 2 log decrease in
viral load

*QGenotype 1 receive 48 weeks treatment
**QGenotype 2, 3 receive 24 weeks treatment

***The presented results are from a single point of time. A patient may be missing or have had a different result for week 4 or
week 12.

T These criteria were used in the protocol: If week 12 HCV-RNA is positive and < 2 log;, decrease from baseline, patients to
stop therapy. If week 12 HCV-RNA is positive and decreased > 2 log;, from baseline, then retest HCV-RNA at week 24
and if positive, patients to stop therapy.

HCV/HIV Co-infected patients

Two trials have been conducted in patients co-infected with HIV and HCV. The response to treatment
in both of these trials is presented in Table 11. Study 1 (RIBAVIC; P01017) was a randomized,
multicentre study which enrolled 412 previously untreated adult patients with chronic hepatitis C who
were co-infected with HIV. Patients were randomized to receive either Rebetol (800 mg/day) plus
peginterferon alfa-2b (1.5 ug/kg/week) or Rebetol (800 mg/day) plus interferon alfa-2b (3 MIU TIW)
for 48 weeks with a follow-up period of 6 months. Study 2 (P02080) was a randomized, single centre
study that enrolled 95 previously untreated adult patients with chronic hepatitis C who were
co-infected with HIV. Patients were randomized to receive either Rebetol (800-1,200 mg/day based
on weight) plus peginterferon alfa-2b (100 or 150 pg/week based on weight) or Rebetol

(800-1,200 mg/day based on weight) plus interferon alfa-2b (3 MIU TIW). The duration of therapy
was 48 weeks with a follow-up period of 6 months except for patients infected with genotypes 2 or 3
and viral load < 800,000 IU/mL (Amplicor) who were treated for 24 weeks with a 6 month follow-up
period.

Table 11 Sustained virological response based on genotype after Rebetol in combination with
peginterferon alfa-2b in HCV/HIV co-infected patients

Study 1' Study 2°
Rebetol
(800 mg/day) Rebetol (800- | Rebetol (800-
+ Rebetol 1,200 mg/day)® | 1,200 mg/day)*
peginterferon | (800 mg/day) + + +
alfa-2b interferon peginterferon interferon
(1.5 pg/kg/ |alfa-2b 3MIU | p alfa-2b (100 or alfa-2b p
week) TIW) value® | 150° pg/week) | (3 MIU TIW) | value”
All 27 % (56/205) | 20 % (41/205) | 0.047 | 44 % (23/52) 21 % (9/43) | 0.017
Genotype 1,4 | 17 % (21/125) | 6 % (8/129) | 0.006 | 38 % (12/32) 7% (2/27) 0.007
Genotype 2,3 | 44 % (35/80) | 43 % (33/76) | 0.88 | 53 % (10/19) 47 % (7/15) | 0.730

MIU = million international units; TIW = three times a week.
a: p value based on Cochran-Mantel Haenszel Chi square test.
b: p value based on chi-square test.

c: subjects < 75 kg received 100 ng/week peginterferon alfa-2b and subjects > 75 kg received 150 pg/week peginterferon
alfa-2b .

d: Rebetol dosing was 800 mg for patients < 60 kg, 1,000 mg for patients 60-75 kg, and 1,200 mg for patients > 75 kg.

!Carrat F, Bani-Sadr F, Pol S et al. JAMA 2004; 292(23): 2839-2848.
2 Laguno M, Murillas J, Blanco J.L et al. AIDS 2004; 18(13): F27-F36.

Histological response

Liver biopsies were obtained before and after treatment in Study 1 and were available for 210 of the
412 subjects (51 %). Both the Metavir score and Ishak grade decreased among subjects treated with
Rebetol in combination with peginterferon alfa-2b. This decline was significant among responders
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(-0.3 for Metavir and -1.2 for Ishak) and stable (-0.1 for Metavir and -0.2 for Ishak) among
non-responders. In terms of activity, about one-third of sustained responders showed improvement
and none showed worsening. There was no improvement in terms of fibrosis observed in this study.
Steatosis was significantly improved in patients infected with HCV Genotype 3.

Previously treated patients

- Retreatment of prior treatment failures (relapse and non-responder patients) with peginterferon
alfa-2b in combination with Rebetol:

In a non-comparative trial, 2,293 patients with moderate to severe fibrosis who failed previous
treatment with combination alpha interferon/ribavirin were retreated with peginterferon alfa-2b,

1.5 microgram/kg subcutaneously, once weekly, in combination with weight adjusted Rebetol. Failure
to prior therapy was defined as relapse or non-response (HCV-RNA positive at the end of a minimum
of 12 weeks of treatment).

Patients who were HCV-RNA negative at Treatment week 12 continued treatment for 48 weeks and
were followed for 24 weeks post-treatment. Response week 12 was defined as undetectable
HCV-RNA after 12 weeks of treatment. Sustained Virologic Response (SVR) is defined as
undetectable HCV-RNA at 24 weeks post-treatment (Table 12).

Table 12 Rates of Response to retreatment in prior treatment failures
Patients with undetectable HCV-RNA
at treatment week 12 and SVR upon retreatement
Overall
interferon alpha/ribavirin peginterferon alpha/ribavirin Population*
Response SVR % (n/N) | Response SVR % (n/N) | SVR % (n/N)
week 12 % 99% CI week 12 % 99% CI 99 % CI
(/N) (/N)
Overall 38.6 59.4 31.5 50.4 21.7
(549/1,423) (326/549) (272/863) (137/272) (497/2,293)
54.0,64.8 42.6, 58.2 19.5,23.9
Prior Response
Relapse 67.7 (203/300) | 59.6 58.1 52.5 37.7 (243/645)
(121/203) (200/344) (105/200) 32.8,42.6
50.7, 68.5 43.4,61.6
Genotype 1/4 | 59.7 (129/216) | 51.2 (66/129) | 48.6 44.3 (54/122) | 28.6 (134/468)
39.8, 62.5 (122/251) 32.7,55.8 23.3,34.0
Genotype 2/3 | 88.9 (72/81) 73.6 (53/72) 83.7(77/92) | 64.9 (50/77) | 61.3 (106/173)
(60.2, 87.0) 50.9, 78.9 51.7,70.8
NR 28.6 (258/903) | 57.0 12.4 (59/476) | 44.1 (26/59) | 13.6
(147/258) 27.4,60.7 (188/1,385)
49.0, 64.9 11.2,15.9
Genotype 1/4 | 23.0 (182/790) | 51.6 (94/182) | 9.9 (44/446) | 38.6 (17/44) | 9.9 (123/1,242)
42.1,61.2 19.7,57.5 7.7,12.1
Genotype 2/3 | 67.9 (74/109) 70.3 (52/74) 53.6 (15/28) | 60.0 (9/15) 46.0 (63/137)
56.6, 84.0 27.4,92.6 35.0,57.0
Genotype
1 30.2 513 23.0 42.6 (69/162) | 14.6
(343/1,135) (176/343) (162/704) 32.6,52.6 (270/1,846)
44.4,58.3 12.5,16.7
2/3 77.1 (185/240) | 73.0 75.6 (96/127) | 63.5(61/96) | 55.3 (203/367)
(135/185) 50.9,76.2 48.6, 62.0
64.6,81.4
4 42.5 (17/40) 70.6 (12/17) 44.4 (12/27) | 50.0 (6/12) 28.4 (19/67)
42.1,99.1 12.8, 87.2 14.2,42.5
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Table 12

Rates of Response to retreatment in prior treatment failures

Patients with undetectable HCV-RNA
at treatment week 12 and SVR upon retreatement
Overall
interferon alpha/ribavirin peginterferon alpha/ribavirin Population*
Response SVR % (n/N) | Response SVR % (n/N) | SVR % (n/N)
week 12 % 99% CI week 12 % 99% CI 99 % CI
(/N) (/N)
METAVIR
Fibrosis score
F2 46.0 (193/420) | 66.8 33.6 (78/232) | 57.7 (45/78) | 29.2 (191/653)
(129/193) 43.3,72.1 24.7,33.8
58.1,75.6
F3 38.0(163/429) | 62.6 32.4(78/241) | 51.3 (40/78) | 21.9 (147/672)
(102/163) 36.7,65.9 17.8,26.0
52.8,72.3
F4 33.6 (192/572) | 49.5(95/192) | 29.7 44.8 (52/116) | 16.5 (159/966)
40.2, 58.8 (116/390) 32.9,56.7 13.4,19.5
Baseline Viral
Load
HVL (>600,000 | 32.4 (280/864) | 56.1 26.5 41.4 (63/152) | 16.6
IU/mL) (157/280) (152/573) 31.2,51.7 (239/1,441)
48.4, 63.7 14.1, 19.1
LVL (600,000 | 48.3 (269/557) | 62.8 41.0 61.0 (72/118) | 30.2 (256/848)
IU/mL) (169/269) (118/288) 49.5,72.6 26.1,34.2
55.2,70.4

NR: Non-responder defined as serum/plasma HCV-RNA positive at the end of a minimum of 12 weeks of treatment.
Plasma HCV-RNA is measured with a research-based quantitative polymerase chain reaction assay by a central

laboratory

*Intent to treat population includes 7 patients for whom at least 12 weeks of prior therapy could not be confirmed.

Overall, approximately 36 % (821/2,286) of patients had undetectable plasma HCV-RNA levels at
week 12 of therapy measured using a research-based test (limit of detection 125 IU/mL). In this
subgroup, there was a 56 % (463/823) sustained virological response rate. For patients with prior
failure on therapy with non-pegylated interferon or pegylated interferon and negative at week 12, the
sustained response rates were 59 % and 50 %, respectively. Among 480 patients with > 2 log viral
reduction but detectable virus at week 12, altogether 188 patients continued therapy. In those patients
the SVR was 12 %.

Non-responders to prior therapy with pegylated interferon alpha/ribavirin were less likely to achieve a
week 12 response to retreatment than non-responders to non-pegylated interferon alpha/ribavirin

(12.4 % vs. 28.6 %). However, if a week 12 response was achieved, there was little difference in SVR
regardless of prior treatment or prior response.

- Retreatment of relapse patients with Rebetol and interferon alfa-2b combination treatment

Two trials examined the use of Rebetol and interferon alfa-2b combination treatment in relapse
patients (C95-144 and 195-145); 345 chronic hepatitis patients who had relapsed after previous
interferon treatment were treated for six months with a six month follow-up. Combination therapy
with Rebetol and interferon alfa-2b resulted in a sustained virological response that was ten-fold

higher than that with interferon alfa-2b alone (49 % vs 5 %, p < 0.0001). This benefit was maintained
irrespective of standard predictors of response to interferon alfa-2b such as virus level, HCV genotype
and histological staging.
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Long-term efficacy data — Adults

Two large long-term follow-up studies enrolled 1,071 patients and 567 patients after treatment in
prior studies with non-pegylated interferon alfa-2b (with or without Rebetol) and pegylated interferon
alfa-2b (with or without Rebetol), respectively. The purpose of the studies was to evaluate the
durability of sustained virologic response (SVR) and assess the impact of continued viral negativity
on clinical outcomes. At least 5 years of long-term follow-up was completed after treatment in

462 patients and 327 patients, respectively. Twelve out of 492 sustained responders and only 3 out of
366 sustained responders relapsed, respectively, in the studies.

The Kaplan-Meier estimate for continued sustained response over 5 years is 97 % (95 % CI: 95-99 %)
for patients receiving non-pegylated interferon alfa-2b (with or without Rebetol), and is 99 % (95 %
CI: 98-100 %) for patients receiving pegylated interferon alfa-2b (with or without Rebetol).

SVR after treatment of chronic HCV with interferon alfa-2b (pegylated and non-pegylated, with or
without Rebetol) results in long-term clearance of the virus providing resolution of the hepatic
infection and clinical 'cure' from chronic HCV. However, this does not preclude the occurrence of
hepatic events in patients with cirrhosis (including hepatocarcinoma).

Paediatric population

Clinical efficacy and safety

Rebetol in combination with peginterferon alfa-2b

Children and adolescents 3 to 17 years of age with compensated chronic hepatitis C and detectable
HCV-RNA were enrolled in a multicentre trial and treated with Rebetol 15 mg/kg per day plus
pegylated interferon alfa-2b 60 ug/m” once weekly for 24 or 48 weeks, based on HCV genotype and
baseline viral load. All patients were to be followed for 24 weeks post-treatment. A total of

107 patients received treatment of whom 52 % were female, 89 % Caucasian, 67 % with HCV
Genotype 1 and 63 % < 12 years of age. The population enrolled mainly consisted of children with
mild to moderate hepatitis C. Due to the lack of data in children with severe progression of the
disease, and the potential for undesirable effects, the benefit/risk of the combination of Rebetol and
pegylated interferon alfa-2b needs to be carefully considered in this population (see sections 4.1, 4.4
and 4.8). The study results are summarized in Table 13.

Table 13 Sustained virological response rates (n*” (%)) in previously untreated children and
adolescents by genotype and treatment duration — All subjects

n=107
24 weeks 48 weeks
All Genotypes 26/27 (96 %) 44/80 (55 %)
Genotype 1 - 38/72 (53 %)
Genotype 2 14/15 (93 %) -
Genotype 3° 12/12 (100 %) 2/3 (67 %)
Genotype 4 - 4/5 (80 %)

a: Response to treatment was defined as undetectable HCV-RNA at 24 weeks post-treatment, lower limit of
detection = 125 TU/mL.

b: n = number of responders/number of subjects with given genotype, and assigned treatment duration.

c: Patients with genotype 3 low viral load (< 600,000 IU/mL) were to receive 24 weeks of treatment while those with

genotype 3 and high viral load (= 600,000 IU/mL) were to receive 48 weeks of treatment.

Rebetol in combination with interferon alfa-2b

Children and adolescents 3 to 16 years of age with compensated chronic hepatitis C and detectable
HCV-RNA (assessed by a central laboratory using a research-based RT-PCR assay) were enrolled in
two multicentre trials and received Rebetol 15 mg/kg per day plus interferon alfa-2b 3 MIU/m’

3 times a week for 1 year followed by 6 months follow-up after treatment. A total of 118 patients were
enrolled: 57 % male, 80 % Caucasian, and 78 % genotype 1, 64 % < 12 years of age. The population
enrolled mainly consisted in children with mild to moderate hepatitis C. In the two multicentre trials,
sustained virological response rates in children and adolescents were similar to those in adults. Due to
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the lack of data in these two multicentre trials for children with severe progression of the disease, and
the potential for undesirable effects, the benefit/risk of the combination of Rebetol and interferon
alfa-2b needs to be carefully considered in this population (see sections 4.1, 4.4 and 4.8).The study
results are summarized in Table 14.

Table 14 Sustained virological response in previously untreated children and adolescents

Rebetol 15 mg/kg/day
+
interferon alfa-2b 3 MIU/m’ 3 times a week
Overall Response” (n = 118) 54 (46 %)*
Genotype 1 (n=92) 33 (36 %)*
Genotype 2/3/4 (n = 26) 21 (81 %)*

* Number (%) of patients
a. Defined as HCV-RNA below limit of detection using a research based RT-PCR assay at end of treatment and during
follow-up period.

Long-term efficacy data

Rebetol in combination with peginterferon alfa-2b

A five-year long-term, observational, follow-up study enrolled 94 paediatric chronic hepatitis C
patients after treatment in a multicentre trial. Of these, sixty-three were sustained responders. The
purpose of the study was to annually evaluate the durability of sustained virologic response (SVR)
and assess the impact of continued viral negativity on clinical outcomes for patients who were
sustained responders 24 weeks post-treatment with 24 or 48 weeks of peginterferon alfa-2b and
ribavirin treatment. At the end of 5 years, 85 % (80/94) of all enrolled subjects and 86 % (54/63) of
sustained responders completed the study. No paediatric subjects with SVR relapsed during the

5 years of follow-up.

Rebetol in combination with interferon alfa-2b

A five-year long-term, observational, follow-up study enrolled 97 paediatric chronic hepatitis C
patients after treatment in two previously mentioned multicentre trials. Seventy percent (68/97) of all
enrolled subjects completed this study of which 75 % (42/56) were sustained responders. The purpose
of the study was to annually evaluate the durability of sustained virologic response (SVR) and assess
the impact of continued viral negativity on clinical outcomes for patients who were sustained
responders 24 weeks post-treatment of the 48-week interferon alfa-2b and ribavirin treatment. All but
one of the paediatric subjects remained sustained virologic responders during long-term follow-up
after completion of treatment with interferon alfa-2b plus ribavirin. The Kaplan-Meier estimate for
continued sustained response over 5 years is 98 % [95 % CI: 95 %, 100 %] for paediatric patients
treated with interferon alfa-2b and ribavirin. Additionally, 98 % (51/52) with normal ALT levels at
follow-up week 24 maintained normal ALT levels at their last visit.

SVR after treatment of chronic HCV with non-pegylated interferon alfa-2b with Rebetol results in
long-term clearance of the virus providing resolution of the hepatic infection and clinical 'cure' from
chronic HCV. However, this does not preclude the occurrence of hepatic events in patients with
cirrhosis (including hepatocarcinoma).

5.2 Pharmacokinetic properties

In a single dose, crossover study of ribavirin in healthy adult subjects, the capsule and oral solution
formulations were found to be bioequivalent.

Absorption
Ribavirin is absorbed rapidly following oral administration of a single dose (mean T,,,,,= 1.5 hours),

followed by rapid distribution and prolonged elimination phases (single dose half-lives of absorption,
distribution and elimination are 0.05, 3.73 and 79 hours, respectively). Absorption is extensive with
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approximately 10 % of a radiolabelled dose excreted in the facces. However, absolute bioavailability is
approximately 45 %-65 %, which appears to be due to first pass metabolism. There is a linear
relationship between dose and AUC following single doses of 200-1,200 mg ribavirin. Volume of
distribution is approximately 5,000 1. Ribavirin does not bind to plasma proteins.

Distribution

Ribavirin transport in non-plasma compartments has been most extensively studied in red cells, and has
been identified to be primarily via an es-type equilibrative nucleoside transporter. This type of transporter
is present on virtually all cell types and may account for the high volume of distribution of ribavirin. The
ratio of whole blood:plasma ribavirin concentrations is approximately 60:1; the excess of ribavirin in
whole blood exists as ribavirin nucleotides sequestered in erythrocytes.

Biotransformation

Ribavirin has two pathways of metabolism: 1) a reversible phosphorylation pathway; 2) a degradative
pathway involving deribosylation and amide hydrolysis to yield a triazole carboxyacid metabolite. Both
ribavirin and its triazole carboxamide and triazole carboxylic acid metabolites are also excreted renally.

Ribavirin has been shown to produce high inter- and intra-subject pharmacokinetic variability following
single oral doses (intrasubject variability of approximately 30 % for both AUC and C,,,), which may be
due to extensive first pass metabolism and transfer within and beyond the blood compartment.

Elimination

Upon multiple dosing, ribavirin accumulates extensively in plasma with a six-fold ratio of multiple-dose
to single-dose AUC,y,. Following oral dosing with 600 mg BID, steady-state was reached by
approximately four weeks, with mean steady state plasma concentrations approximately 2,200 ng/mL.
Upon discontinuation of dosing the half-life was approximately 298 hours, which probably reflects slow
elimination from non-plasma compartments.

Transfer into seminal fluid

Seminal transfer of ribavirin has been studied. Ribavirin concentration in seminal fluid is
approximately two-fold higher compared to serum. However, ribavirin systemic exposure of a female
partner after sexual intercourse with a treated patient has been estimated and remains extremely
limited compared to therapeutic plasma concentration of ribavirin.

Food effect

The bioavailability of a single oral dose of ribavirin was increased by co-administration of a high fat
meal (AUCysand C,, both increased by 70 %). It is possible that the increased bioavailability in this
study was due to delayed transit of ribavirin or modified pH. The clinical relevance of results from this
single dose study is unknown. In the pivotal clinical efficacy trial, patients were instructed to take
ribavirin with food to achieve the maximal plasma concentration of ribavirin.

Renal function

Based on published data, single-dose ribavirin pharmacokinetics was altered (increased AUC s and C,.x)
in patients with renal dysfunction compared with control subjects (creatinine clearance > 90 mL/minute).
The mean AUC,; was threefold greater in subjects with creatinine clearance between 10 and

30 mL/min compared with control subjects. In subjects with creatinine clearance between 30 and

50 mL/min, AUCys was twofold greater compared with control subjects. This appears to be due to
reduction of apparent clearance in these patients. Ribavirin concentrations are essentially unchanged by
haemodialysis.

Hepatic function
Single-dose pharmacokinetics of ribavirin in patients with mild, moderate or severe hepatic dysfunction
(Child-Pugh Classification A, B or C) is similar to those of normal controls.
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Elderly patients (= 65 years of age)

Specific pharmacokinetic evaluations for elderly subjects have not been performed. However, in a
population pharmacokinetic study, age was not a key factor in the kinetics of ribavirin; renal function is
the determining factor.

Population pharmacokinetic analysis was performed using sparsely sampled serum concentration values
from four controlled clinical trials. The clearance model developed showed that body weight, gender,
age, and serum creatinine were the main covariates. For males, clearance was approximately 20 % higher
than for females. Clearance increased as a function of body weight and was reduced at ages greater than
40 years. Effects of these covariates on ribavirin clearance appear to be of limited clinical significance
due to the substantial residual variability not accounted for by the model.

Paediatric population

Rebetol in combination with peginterferon alfa-2b

Multiple-dose pharmacokinetic properties for Rebetol and peginterferon alfa-2b in children and
adolescent patients with chronic hepatitis C have been evaluated during a clinical study. In children
and adolescent patients receiving body surface area-adjusted dosing of peginterferon alfa-2b at

60 pg/m’*/week, the log transformed ratio estimate of exposure during the dosing interval is predicted
to be 58 % (90 % CI: 141-177 %) higher than observed in adults receiving 1.5 pg/kg/week. The
pharmacokinetics of Rebetol (dose-normalized) in this trial was similar to those reported in a prior
study of Rebetol in combination with interferon alfa-2b in children and adolescent patients and in
adult patients.

Rebetol in combination with interferon alfa-2b

Multiple-dose pharmacokinetic properties for Rebetol capsules and interferon alfa-2b in children and
adolescents with chronic hepatitis C between 5 and 16 years of age are summarized in Table 15. The
pharmacokinetics of Rebetol and interferon alfa-2b (dose-normalized) is similar in adults and children
or adolescents.

Table 15 Mean (% CV) multiple-dose pharmacokinetic parameters for interferon alfa-2b and
Rebetol capsules when administered to paediatric patients with chronic hepatitis C

Parameter Rebetol Interferon alfa-2b
15 mg/kg/day as 2 divided doses 3 MIU/m’ 3 times a week
(n=17) (n=54)
Tina (hr) 1.9 (83) 5.9 (36)
Cinax (ng/mL) 3,275 (25) 51(48)
AUC* 29,774 (26) 622 (48)
Apparent clearance L/hr/kg 0.27 (27) Not done

*AUC, (ng.hr/mL) for Rebetol; AUC.,4 (IU.hr/mL) for interferon alfa-2b
5.3  Preclinical safety data

Ribavirin

Ribavirin is embryotoxic or teratogenic, or both, at doses well below the recommended human dose in
all animal species in which studies have been conducted. Malformations of the skull, palate, eye, jaw,

limbs, skeleton and gastrointestinal tract were noted. The incidence and severity of teratogenic effects
increased with escalation of the dose. Survival of foetuses and offspring was reduced.

In a juvenile rat toxicity study, pups dosed from postnatal day 7 to 63 with 10, 25 and 50 mg/kg of
ribavirin demonstrated a dose-related decrease in overall growth, which was subsequently manifested
as slight decreases in body weight, crown-rump length and bone length. At the end of the recovery
period, tibial and femoral changes were minimal although generally statistically significant compared
to controls in males at all dose levels and in females dosed with the two highest doses compared to
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controls. No histopathological effects on bone were observed. No ribavirin effects were observed
regarding neurobehavioural or reproductive development. Plasma concentrations achieved in rat pups
were below human plasma concentrations at the therapeutic dose.

Erythrocytes are a primary target of toxicity for ribavirin in animal studies. Anaemia occurs shortly after
initiation of dosing, but is rapidly reversible upon cessation of treatment.

In 3- and 6-month studies in mice to investigate ribavirin-induced testicular and sperm effects,
abnormalities in sperm, occurred at doses of 15 mg/kg and above. These doses in animals produce
systemic exposures well below those achieved in humans at therapeutic doses. Upon cessation of
treatment, essentially total recovery from ribavirin-induced testicular toxicity occurred within one or two
spermatogenic cycles (see section 4.6).

Genotoxicity studies have demonstrated that ribavirin does exert some genotoxic activity. Ribavirin was
active in the Balb/3T3 in vitro transformation assay. Genotoxic activity was observed in the mouse
lymphoma assay, and at doses of 20-200 mg/kg in a mouse micronucleus assay. A dominant lethal assay
in rats was negative, indicating that if mutations occurred in rats they were not transmitted through male
gametes.

Conventional carcinogenicity rodent studies with low exposures compared to human exposure under
therapeutic conditions (factor 0.1 in rats and 1 in mice) did not reveal tumorigenicity of ribavirin. In
addition, in a 26 week carcinogenicity study using the heterozygous p53(+/-) mouse model, ribavirin
did not produce tumours at the maximally tolerated dose of 300 mg/kg (plasma exposure factor
approximately 2.5 compared to human exposure). These studies suggest that a carcinogenic potential
of ribavirin in humans is unlikely.

Ribavirin plus interferon

When used in combination with peginterferon alfa-2b or interferon alfa-2b, ribavirin did not cause any
effects not previously seen with either active substance alone. The major treatment-related change
was a reversible mild to moderate anaemia, the severity of which was greater than that produced by
either active substance alone.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents

Microcrystalline cellulose
Lactose monohydrate
Croscarmellose sodium
Magnesium stearate

Capsule shell

Gelatine
Titanium dioxide

Capsule imprint

Shellac

Propylene glycol
Ammonium hydroxide
Colouring agent (E 132)
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6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4  Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

Rebetol capsules are packaged in blisters consisting of polyvinyl chloride (PVC)/polyethylene
(PE)/polyvinylidene chloride (PVdC).

Packs of 84, 112, 140 and 168 capsules.
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
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/99/107/001 84 hard capsules

EU/1/99/107/005 112 hard capsules

EU/1/99/107/002 140 hard capsules

EU/1/99/107/003 168 hard capsules

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 07 May 1999

Date of latest renewal: 23 April 2009

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.eu.
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1. NAME OF THE MEDICINAL PRODUCT

Rebetol 40 mg/mL oral solution

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each mL of oral solution contains 40 mg of ribavirin.

Excipients with known effect
Rebetol contains 142 mg of sorbitol and 300 mg of sucrose per mL.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Oral solution

Clear, colourless to pale or light yellow oral solution

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Rebetol is indicated in combination with other medicinal products for the treatment of chronic
hepatitis C (CHC) for paediatric patients (children 3 years of age and older and adolescents) not
previously treated and without liver decompensation (see sections 4.2, 4.4, and 5.1).

4.2  Posology and method of administration

Treatment should be initiated, and monitored, by a physician experienced in the management of
chronic hepatitis C.

Posology

Rebetol must be used in combination therapy as described in section 4.1.

Please refer to the corresponding Summary of Product Characteristics (SmPC) of medicinal products
used in combination with Rebetol for additional prescribing information particular to that product and
for further dosage recommendations on co-administration with Rebetol.

Rebetol oral solution is supplied in a concentration of 40 mg/mL.
Rebetol oral solution is administered orally in two divided doses (morning and evening) with food.

Paediatric population
No data are available in children below 3 years of age.

Dosing of Rebetol for children and adolescent patients is determined by the patient body weight. For
example, the body weight dosing used in conjunction with interferon alfa-2b or peginterferon alfa-2b
is shown in Table 1. Please refer to the corresponding SmPC of medicinal products used in
combination with Rebetol as some combination regimens do not adhere to the Rebetol dosing
guidance provided in Table 1.

In clinical studies performed in this population, Rebetol was used in doses of 15 mg/kg/day (Table 1).
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Table 1 Rebetol oral solution - Children and adolescents dosage to be administered with interferon
alfa-2b or peginterferon alfa-2b

Body Weight (kg) Measured Dose
(Morning / Evening)
10-12 2mL/2mL
13-14 3mL/2mL
15-17 3mL/3mL
18-20 4mL /3 mL
21-22 4mL/4mL
23-25 S5mL/4mL
26-28 S5mL/5mL
29-31 6mL/5mL
32-33 6 mL /6 mL
34-36 7mL /6 mL
37-39 7mL/7mL
40-41 8 mL /7 mL
42-44 8 mL /8 mL
45-47 9mL /8 mL

Patients who weigh > 47 kg and are able to swallow capsules may take the equivalent dose of
ribavirin 200 mg capsules in two divided doses (Please see SmPC for Rebetol capsules).

Dose modification for adverse reactions
Dose reduction of Rebetol depends on the initial Rebetol posology which depends on the medicinal

product that is used in combination with Rebetol.

If a patient has a serious adverse reaction potentially related to Rebetol, the Rebetol 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 indirect bilirubin concentration.

There are no data for paediatric patients with cardiac disease (see section 4.4).

Table 2 Management of Adverse Reactions

Laboratory values Reduce Rebetol dose* Discontinue
if: Rebetol if:
Haemoglobin in patients with <10 g/dL <8.5 g/dL
No Cardiac Disease
Bilirubin - Indirect - > 5 mg/dL (for > 4 weeks)

(children and adolescents
treated with interferon
alfa-2b),
or
>4 mg/dL (for > 4 weeks)
(children and adolescents
treated with peginterferon
alfa-2b)

* In children and adolescent patients treated with Rebetol plus peginterferon alfa-2b, 1% dose
reduction of Rebetol is to 12 mg/kg/day, 2™ dose reduction of Rebetol is to 8 mg/kg/day.

In children and adolescent patients treated with Rebetol plus interferon alfa-2b, reduce Rebetol dose
to 7.5 mg/kg/day.

In case of serious adverse reaction potentially related to medicinal products used in combination with
Rebetol, please refer to the corresponding SmPC of these medicinal products as some combination
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regimens do not adhere to the Rebetol dose modification and/or discontinuation guidelines as
described in Table 2.

Special populations

Paediatric patients (children 3 years of age and older and adolescents)

Rebetol may be used in combination with peginterferon alfa-2b or interferon alfa-2b (see section 4.4).
The selection of Rebetol formulation is based on individual characteristics of the patient.

The safety and efficacy of ribavirin used together with direct-acting-anti-virals in these patients has
not been established. No data are available.

Please refer to the corresponding SmPC of medicinal products used in combination with Rebetol for
further dosage recommendations on co-administration.

Renal impairment

The pharmacokinetics of Rebetol is altered in patients with renal dysfunction due to reduction of
apparent creatinine clearance in these patients (see section 5.2). Therefore, it is recommended that
renal function be evaluated in all patients prior to initiation of Rebetol. Adult patients with moderate
renal impairment (creatinine clearance 30- 50 mL/minute) should be administered alternating daily
doses of 200 mg and 400 mg. Adult patients with severe renal impairment (creatinine clearance
<30 mL/minute) and patients with End Stage Renal Disease (ESRD) or on haemodialysis should be
administered Rebetol 200 mg/day. Table 3 provides guidelines for dose modification for patients with
renal dysfunction. Patients with impaired renal function should be more carefully monitored with
respect to the development of anaemia. No data are available regarding dose modification for
paediatric patients with renal impairment.

Table 3 Dosage Modification for Renal Impairment in Adult Patients

Creatinine Clearance Rebetol Dose (daily)

30 to 50 mL/min Alternating doses, 200 mg and 400 mg every other day
Less than 30 mL/min 200 mg daily

Haemodialysis (ESRD) 200 mg daily

Hepatic impairment

No pharmacokinetic interaction appears between Rebetol and hepatic function (see section 5.2). For
use in patients with decompensated cirrhosis, see the corresponding SmPC of medicinal products used
in combination with Rebetol.

Method of administration

Rebetol should be administered orally with food.
4.3 Contraindications

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

- Pregnancy (see sections 4.4, 4.6 and 5.3). In females of childbearing potential, Rebetol must not
be initiated until a report of a negative pregnancy test has been obtained immediately prior to
initiation of therapy.

- Breast-feeding.

- History of severe pre-existing cardiac disease, including unstable or uncontrolled cardiac disease,
in the previous six months (see section 4.4).

- Haemoglobinopathies (e.g., thalassemia, sickle-cell anaemia).

Please refer to the corresponding SmPC of medicinal products used in combination with Rebetol for
contraindications specific to these products.
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4.4 Special warnings and precautions for use
Rebetol must be used in combination with other medicinal products (see section 5.1).

Please refer to the SmPC of (peg)interferon alfa for details on the recommendations of monitoring and
management regarding the adverse reactions listed below before initiating therapy and other
precautions associated with (peg)interferon alfa.

There are several serious adverse reactions associated with the combination therapy of Rebetol with

(peg)interferon alfa. These include:

- Severe psychiatric and central nervous system effects (such as depression, suicidal ideation,
attempted suicide and aggressive behaviour, etc.)

- Growth inhibition in children and adolescents that may be irreversible in some patients

- Increased thyroid stimulating hormone (TSH) in children and adolscents

- Severe ocular disorders

- Dental and periodontal disorders.

Paediatric population

When deciding not to defer combination treatment with peginterferon alfa-2b or interferon alfa-2b
until adulthood, it is important to consider that this combination therapy induced a growth inhibition
that may be irreversible in some patients. The decision to treat should be made on a case by case.

Haemolysis

A decrease in haemoglobin levels to < 10 g/dL was observed in up to 14 % of adult patients and in 7 %
of children and adolescents treated with Rebetol in combination with peginterferon alfa-2b or interferon
alfa-2b in clinical trials. Although Rebetol has no direct cardiovascular effects, anaemia associated with
Rebetol may result in deterioration of cardiac function, or exacerbation of the symptoms of coronary
disease or both. Thus, Rebetol must be administered with caution to patients with pre-existing cardiac
disease (see section 4.3). Cardiac status must be assessed before start of therapy and monitored clinically
during therapy; if any deterioration occurs, therapy must be stopped (see section 4.2).

Cardiovascular

Adult patients with a history of congestive heart failure, myocardial infarction and/or previous or current
arrhythmic disorders must be closely monitored. It is recommended that those patients who have
pre-existing cardiac abnormalities have electrocardiograms taken prior to and during the course of
treatment. Cardiac arrhythmias (primarily supraventricular) usually respond to conventional therapy but
may require discontinuation of therapy. There are no data in children or adolescents with a history of
cardiac disease.

Teratogenic risk

Prior to initiation of treatment with Rebetol the physician must comprehensively inform both male
and female patients of the teratogenic risk of Rebetol, the necessity of effective and continuous
contraception, the possibility that contraceptive methods may fail and the possible consequences of
pregnancy should it occur during or following treatment with Rebetol (see section 4.6). For laboratory
monitoring of pregnancy, please refer to Laboratory tests.

Acute hypersensitivity

If an acute hypersensitivity reaction (e.g., urticaria, angioedema, bronchoconstriction, anaphylaxis)
develops, Rebetol must be discontinued immediately and appropriate medical therapy instituted.
Transient rashes do not necessitate interruption of treatment.
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Liver function
Any patient developing significant liver function abnormalities during treatment must be monitored
closely. Please refer to the corresponding SmPC of medicinal products used in combination with

Rebetol for discontinuation or dose modification recommendations.

Renal impairment

The pharmacokinetics of Rebetol is altered in patients with renal dysfunction due to reduction of
apparent clearance in these patients. Therefore, it is recommended that renal function be evaluated in
all patients prior to initiation of Rebetol. Due to substantial increases in ribavirin plasma
concentrations in patients with moderate and severe renal impairment, Rebetol dose adjustments are
recommended in adult patients with creatinine clearance < 50 mL/minute. No data are available
regarding dose modification for paediatric patients with renal impairment (see sections 4.2 and 5.2).
Haemoglobin concentrations should be monitored closely during treatment and corrective action taken
as necessary (see section 4.2).

Potential to exacerbate immunosuppression

Pancytopenia and bone marrow suppression have been reported in the literature to occur within 3 to

7 weeks after the administration of a peginterferon and Rebetol concomitantly with azathioprine. This
myelotoxicity was reversible within 4 to 6 weeks upon withdrawal of HCV antiviral therapy and
concomitant azathioprine and did not recur upon reintroduction of either treatment alone (see

section 4.5).

HCV/HIV Co-infection

Mitochondrial toxicity and lactic acidosis:

Caution should be taken in HIV-positive subjects co-infected with HCV who receive nucleoside
reverse transcriptase inhibitor (NRTI) treatment (especially ddI and d4T) and associated interferon
alfa/ribavirin treatment. In the HIV-positive population receiving an NRTI regimen, physicians should
carefully monitor markers of mitochondrial toxicity and lactic acidosis when Rebetol is administered.
For additional details see section 4.5.

Hepatic decompensation in HCV/HIV co-infected patients with advanced cirrhosis

Co-infected patients with advanced cirrhosis receiving combined anti-retroviral therapy (cART) may
be at increased risk of hepatic decompensation and death. Other baseline factors in co-infected
patients that may be associated with a higher risk of hepatic decompensation include treatment with
didanosine and elevated bilirubin serum concentrations.

Co-infected patients receiving both antiretroviral (ARV) and anti-hepatitis treatment should be closely
monitored, assessing their Child-Pugh score during treatment. Please refer to the corresponding SmPC
of medicinal products used in combination with Rebetol for discontinuation or dose modification
recommendations. Patients progressing to hepatic decompensation should have their anti-hepatitis
treatment immediately discontinued and the ARV treatment reassessed.

Haematological abnormalities in HCV/HIV co-infected patients

HCV/HIV co-infected patients receiving peginterferon alfa-2b/ribavirin treatment and cART may be
at increased risk to develop haematological abnormalities (as neutropenia, thrombocytopenia and
anaemia) compared to HCV mono-infected patients. Although, the majority of them could be
managed by dose reduction, close monitoring of haematological parameters should be undertaken in
this population of patients (see section 4.2 and below “Laboratory tests” and section 4.8).

Patients treated with Rebetol and zidovudine are at increased risk of developing anaemia; therefore, the
concomitant use of Rebetol with zidovudine is not recommended (see section 4.5).
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Patients with low CD4 counts

In patients co-infected with HCV/HIV, limited efficacy and safety data (N = 25) are available in
subjects with CD4 counts less than 200 cells/uL. Caution is therefore warranted in the treatment of
patients with low CD4 counts.

Please refer to the corresponding SmPC of the antiretroviral medicinal products that are to be taken
concurrently with HCV therapy for awareness and management of toxicities specific for each product
and the potential for overlapping toxicities with Rebetol.

Laboratory tests

Standard haematologic tests, blood chemistries (complete blood count [CBC] and differential, platelet
count, electrolytes, serum creatinine, liver function tests, uric acid) and pregnancy tests must be
conducted in all patients prior to initiating therapy. Acceptable baseline values that may be considered
as a guideline prior to initiation of Rebetol therapy in children and adolescents:

o Haemoglobin > 11 g/dL (females); > 12 g/dL (males)

Laboratory evaluations are to be conducted at weeks 2 and 4 of therapy, and periodically thereafter as
clinically appropriate. HCV-RNA should be measured periodically during treatment (see section 4.2).

Uric acid may increase with Rebetol due to haemolysis; therefore, the potential for development of gout
must be carefully monitored in pre-disposed patients.

Information on excipients

This product contains sucrose and sorbitol. Patients with rare hereditary problems of fructose
intolerance, glucose-galactose malabsorption syndrome or sucrose-isomaltase insufficiency should not
take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Results of in vitro studies using both human and rat liver microsome preparations indicated no
cytochrome P450 enzyme mediated metabolism of Rebetol. Rebetol does not inhibit cytochrome

P450 enzymes. There is no evidence from toxicity studies that Rebetol induces liver enzymes. Therefore,
there is a minimal potential for P450 enzyme-based interactions.

Rebetol, by having an inhibitory effect on inosine monophosphate dehydrogenase, may interfere with
azathioprine metabolism possibly leading to an accumulation of 6-methylthioinosine monophosphate
(6-MTIMP), which has been associated with myelotoxicity in patients treated with azathioprine. The
use of pegylated alpha interferons and Rebetol concomitantly with azathioprine should be avoided. In
individual cases where the benefit of administering Rebetol concomitantly with azathioprine warrants
the potential risk, it is recommended that close hematologic monitoring be done during concomitant
azathioprine use to identify signs of myelotoxicity, at which time treatment with these medicines
should be stopped (see section 4.4).

No interaction studies have been conducted with Rebetol and other medicinal products, except for
interferon alfa-2b and antacids.

No pharmacokinetic interactions were noted between Rebetol and interferon alfa-2b in a
multiple-dose pharmacokinetic study.
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Antacid

The bioavailability of Rebetol 600 mg was decreased by co-administration with an antacid containing
magnesium, aluminium and simethicone; AUC,; decreased 14 %. It is possible that the decreased
bioavailability in this study was due to delayed transit of Rebetol or modified pH. This interaction is not
considered to be clinically relevant.

Nucleoside analogues

Use of nucleoside analogs, alone or in combination with other nucleosides, has resulted in lactic
acidosis. Pharmacologically, Rebetol increases phosphorylated metabolites of purine nucleosides in
vitro. This activity could potentiate the risk of lactic acidosis induced by purine nucleoside analogs
(e.g. didanosine or abacavir). Co-administration of Rebetol and didanosine is not recommended.
Reports of mitochondrial toxicity, in particular lactic acidosis and pancreatitis, of which some fatal,
have been reported (see section 4.4).

The exacerbation of anaemia due to Rebetol has been reported when zidovudine is part of the regimen
used to treat HIV although the exact mechanism remains to be elucidated. The concomitant use of
Rebetol with zidovudine is not recommended due to an increased risk of anaemia (see section 4.4).
Consideration should be given to replacing zidovudine in a combination anti-retroviral treatment (ART)
regimen if this is already established. This would be particularly important in patients with a known
history of zidovudine induced anaemia.

Any potential for interactions may persist for up to two months (five half-lives for Rebetol) after
cessation of Rebetol therapy due to the long half-life (see section 5.2).

There is no evidence that Rebetol interacts with non-nucleoside reverse transcriptase inhibitors or
protease inhibitors.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential/contraception in males and females

Female patients

Rebetol must not be used by females who are pregnant (see sections 4.3 and 5.3). Extreme care must be
taken to avoid pregnancy in female patients (see section 5.3). Rebetol therapy must not be initiated until
a report of a negative pregnancy test has been obtained immediately prior to initiation of therapy.
Females of childbearing potential must use an effective contraceptive during treatment and for

four months after treatment has been concluded; routine monthly pregnancy tests must be performed
during this time. If pregnancy does occur during treatment or within four months from stopping
treatment, the patient must be advised of the significant teratogenic risk of Rebetol to the foetus (see
section 4.4).

Male patients and their female partners

Extreme care must be taken to avoid pregnancy in partners of male patients taking Rebetol (see
sections 4.3, 4.4 and 5.3). Rebetol accumulates intracellularly and is cleared from the body very slowly.
It is unknown whether the Rebetol that is contained in sperm will exert its potential teratogenic or
genotoxic effects on the human embryo/foetus. Although data on approximately 300 prospectively
followed pregnancies with paternal exposure to Rebetol have not shown an increased risk of
malformation compared to the general population, nor any specific pattern of malformation, either
male patients or their female partners of childbearing age must be advised to use an effective
contraceptive during treatment with Rebetol and for seven months after treatment. Routine monthly
pregnancy tests must be performed during this time. Men whose partners are pregnant must be
instructed to use a condom to minimise delivery of Rebetol to the partner.

Pregnancy

The use of Rebetol is contraindicated during pregnancy. Rebetol has been shown in preclinical studies
to be teratogenic and genotoxic (see section 4.4 and 5.3).
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Breast-feeding

It is not known whether Rebetol is excreted in human milk. Because of the potential for adverse
reactions in breast-fed infants, breast-feeding must be discontinued prior to initiation of treatment.

Fertility

Preclinical data

- Fertility: In animal studies, Rebetol produced reversible effects on spermatogenesis (see
section 5.3).

- Teratogenicity: Significant teratogenic and/or embryocidal potential have been demonstrated for
Rebetol in all animal species in which adequate studies have been conducted, occurring at doses
as low as one twentieth of the recommended human dose (see section 5.3).

- Genotoxicity: Rebetol induces genotoxicity (see section 5.3).

4.7  Effects on ability to drive and use machines

Rebetol has no or negligible influence on the ability to drive and use machines; however, other medicinal
products used in combination may have an effect. Thus, patients who develop fatigue, somnolence, or
confusion during treatment must be cautioned to avoid driving or operating machinery.

4.8 Undesirable effects

Summary of safety profile

The salient safety issue of Rebetol is haemolytic anaemia occurring within the first weeks of therapy.
The haemolytic anaemia associated with Rebetol therapy may result in deterioration of cardiac
function and/or worsening of pre-existing cardiac disease. An increase in uric acid and indirect
bilirubin values associated with haemolysis were also observed in some patients.

The adverse reactions listed in this section are primarily derived from clinical trials and/or as adverse
drug reactions from spontaneous reports when Rebetol was used in combination with interferon

alfa-2b or peginterferon alfa-2b.

Please refer to the corresponding SmPC of medicinal products that are used in combination with
Rebetol for additional undesirable effects reported with these products.

Paediatric population

In combination with peginterferon alfa-2b

In a clinical trial with 107 children and adolescent patients (3 to 17 years of age) treated with
combination therapy of peginterferon alfa-2b and Rebetol, dose modifications were required in 25 %
of patients, most commonly for anaemia, neutropenia and weight loss. In general, the adverse
reactions profile in children and adolescents was similar to that observed in adults, although there is a
paediatric-specific concern regarding growth inhibition. During combination therapy for up to

48 weeks with pegylated interferon alfa-2b and Rebetol, growth inhibition was observed that resulted
in reduced height in some patients (see section 4.4). Weight loss and growth inhibition were very
common during the treatment (at the end of treatment, mean decrease from baseline in weight and in
height percentiles were of 15 percentiles and 8 percentiles, respectively) and growth velocity was
inhibited (< 3" percentile in 70 % of the patients).

At the end of 24 weeks post-treatment follow-up, mean decrease from baseline in weight and height
percentiles were still 3 percentiles and 7 percentiles, respectively, and 20% of the children continued
to have inhibited growth (growth velocity < 3™ percentile). Ninety-four of 107 children enrolled in the
5 year long-term follow-up trial. The effects on growth were less in those children treated for
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24 weeks than those treated for 48 weeks. From pre-treatment to end of long-term follow-up among
children treated for 24 or 48 weeks, height-for-age percentiles decreased 1.3 and 9.0 percentiles,
respectively. Twenty-four percent of children (11/46) treated for 24 weeks and 40 % of children
(19/48) treated for 48 weeks had a > 15 percentile height-for-age decrease from pre-treatment to the
end of 5 year long-term follow-up compared to pre-treatment baseline percentiles. Eleven percent of
children (5/46) treated for 24 weeks and 13 % of children (6/48) treated for 48 weeks were observed
to have a decrease from pre-treatment baseline > 30 height-for-age percentiles to the end of the 5 year
long-term follow-up. For weight, pre-treatment to end of long-term follow-up, weight-for-age
percentiles decreased 1.3 and 5.5 percentiles among children treated for 24 weeks or 48 weeks,
respectively. For BMI, pre-treatment to end of long-term follow-up, BMI-for-age percentiles
decreased 1.8 and 7.5 percentiles among children treated for 24 weeks or 48 weeks, respectively.
Decrease in mean height percentile at year 1 of long term follow-up was most prominent in
prepubertal age children. The decline of height, weight and BMI Z scores observed during the
treatment phase in comparison to a normative population did not fully recover at the end of long-term
follow-up period for children treated with 48 weeks of therapy (see section 4.4).

In the treatment phase of this study, the most prevalent adverse reactions in all subjects were pyrexia
(80 %), headache (62 %), neutropenia (33 %), fatigue (30 %), anorexia (29 %) and injection site
erythema (29 %). Only 1 subject discontinued therapy as the result of an adverse reaction
(thrombocytopenia). The majority of adverse reactions reported in the study were mild or moderate in
severity. Severe adverse reactions were reported in 7 % (8/107) of all subjects and included injection
site pain (1 %), pain in extremity (1 %), headache (1 %), neutropenia (1 %), and pyrexia (4 %).
Important treatment-emergent adverse reactions that occurred in this patient population were
nervousness (8 %), aggression (3 %), anger (2 %), depression/depressed mood (4 %) and
hypothyroidism (3 %) and 5 subjects received levothyroxine treatment for hypothyroidism/elevated
TSH.

In combination with interferon alfa-2b

In clinical trials of 118 children and adolescents 3 to 16 years of age treated with combination therapy
of interferon alfa-2b and Rebetol, 6 % discontinued therapy due to adverse reactions. In general, the
adverse reaction profile in the limited children and adolescent population studied was similar to that
observed in adults, although there is a paediatric-specific concern regarding growth inhibition, as
decrease in height percentile (mean percentile decrease of 9 percentile) and weight percentile (mean
percentile decrease of 13 percentile) were observed during treatment. Within the 5 years follow-up
post-treatment period, the children had a mean height of 44™ percentile, which was below the median
of the normative population and less than their mean baseline height (48" percentile). Twenty (21 %)
of 97 children had a > 15 percentile decrease in height percentile, of whom 10 of the 20 children had a
> 30 percentile decrease in their height percentile from the start of treatment to the end of long-term
follow-up (up to 5 years). Final adult height was available for 14 of those children and demonstrated
that 12 continued to show height deficits > 15 percentiles, 10 to 12 years after the end of treatment.
During combination therapy for up to 48 weeks with interferon alfa-2b and Rebetol, growth inhibition
was observed that resulted in reduced final adult height in some patients. In particular, decrease in
mean height percentile from baseline to the end of the long-term follow-up was most prominent in
prepubertal age children (see section 4.4).

Furthermore, suicidal ideation or attempts were reported more frequently compared to adult patients
(2.4 % vs. 1 %) during treatment and during the 6 month follow-up after treatment. As in adult
patients, children and adolescents also experienced other psychiatric adverse reactions (e.g.,
depression, emotional lability, and somnolence) (see section 4.4). In addition, injection site disorders,
pyrexia, anorexia, vomiting and emotional lability occurred more frequently in children and
adolescents compared to adult patients. Dose modifications were required in 30 % of patients, most
commonly for anaemia and neutropenia.
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Tabulated list of adverse reactions in paediatric population

Reported adverse reactions listed in Table 4 are based on experience from the two multicentre
children and adolescents clinical trials using Rebetol with interferon alfa-2b or peginterferon alfa-2b.
Within the organ system classes, adverse reactions are listed under headings of frequency using the
following categories: very common (> 1/10); common (= 1/100 to < 1/10), and uncommon (> 1/1,000
to < 1/100). Within each frequency grouping, undesirable effects are presented in order of decreasing
seriousness.

Table 4 Adverse reactions very commonly, commonly and uncommonly reported during clinical
trials in children and adolescents with Rebetol in combination with interferon alfa-2b or
peginterferon alfa-2b

System Organ Class | Adverse Reactions
Infections and infestations
Very common: Viral infection, pharyngitis
Common: Fungal infection, bacterial infection, pulmonary infection,

nasopharyngitis, pharyngitis streptococcal, otitis media,
sinusitis, tooth abscess, influenza, oral herpes, herpes
simplex, urinary tract infection, vaginitis, gastroenteritis

Uncommon: Pneumonia, ascariasis, enterobiasis, herpes zoster, cellulitis
Neoplasms benign, malignant and unspecified (including cysts and polyps)

Common: | Neoplasm unspecified

Blood and lymphatic system disorders

Very common: Anaemia, neutropenia

Common: Thrombocytopenia, lymphadenopathy

Endocrine disorders

Very common: Hypothyroidism

Common: Hyperthyroidism, virilism

Metabolism and nutrition disorders

Very common: Anorexia, increased appetite, decreased appetite
Common: Hypertriglyceridemia, hyperuricemia

Psychiatric disorders

Very common: Depression, insomnia, emotional lability

Common: Suicidal ideation, aggression, confusion, affect liability,

behaviour disorder, agitation, somnambulism, anxiety,
mood altered, restlessness, nervousness, sleep disorder,
abnormal dreaming, apathy

Uncommon: Abnormal behaviour, depressed mood, emotional disorder,
fear, nightmare

Nervous system disorders

Very common: Headache, dizziness

Common: Hyperkinesia, tremor, dysphonia, paresthaesia,
hypoaesthesia, hyperaesthesia, concentration impaired,
somnolence, disturbance in attention, poor quality of sleep

Uncommon: Neuralgia, lethargy, psychomotor hyperactivity

Eye disorders

Common: Conjunctivitis, eye pain, abnormal vision, lacrimal gland
disorder

Uncommon: Conjunctival haemorrhage, eye pruritus, keratitis, vision

blurred, photophobia

Ear and labyrinth disorders

Common: | Vertigo
Cardiac disorders
Common: | Tachycardia, palpitations
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Table 4 Adverse reactions very commonly, commonly and uncommonly reported during clinical
trials in children and adolescents with Rebetol in combination with interferon alfa-2b or

peginterferon alfa-2b

System Organ Class

| Adverse Reactions

Vascular disorders

Common: Pallor, flushing
Uncommon: Hypotension
Respiratory, thoracic and mediastinal disorders

Common:

Dyspnoea, tachypnea, epistaxis, coughing, nasal
congestion, nasal irritation, rhinorrhoea, sneezing,
pharyngolaryngeal pain

Uncommon:

Wheezing, nasal discomfort

Gastro-intestinal disorders

Very common:

Abdominal pain, abdominal pain upper, vomiting ,
diarrhoea, nausea

Common:

Mouth ulceration, stomatitis ulcerative, stomatitis, aphthous
stomatitis, dyspepsia, cheilosis, glossitis, gastroesophoageal
reflux, rectal disorder, gastrointestinal disorder,
constipation, loose stools, toothache, tooth disorder,
stomach discomfort, oral pain

Uncommon:

Gingivitis

Hepatobiliary disorders

Common:

Hepatic function abnormal

Uncommon:

Hepatomegaly

Skin and subcutaneous tissue disorders

Very common:

Alopecia, rash

Common: Pruritus, photosensitivity reaction, maculopapular rash,
eczema, hyperhidrosis, acne, skin disorder, nail disorder,
skin discolouration, dry skin, erythema, bruise

Uncommon: Pigmentation disorder, dermatitis atopic, skin exfoliation

Musculoskeletal and connective tissue

disorders

Very common:

Arthralgia, myalgia, musculoskeletal pain

Common: Pain in extremity, back pain, muscle contracture
Renal and urinary disorders
Common: Enuresis, micturition disorder, urinary incontinence,

proteinuria

Reproductive system and breast disorders

Common: Female: amenorrhea, menorrhagia, menstrual disorder,
vaginal disorder, Male: testicular pain
Uncommon: Female: dysmenorrhoea

General disorders and administration

site conditions

Very common:

Fatigue, rigors, pyrexia, influenza-like illness, asthenia,
malaise, irritability

Common: Chest pain, oedema, pain, feeling cold
Uncommon: Chest discomfort, facial pain
Investigations

Very common:

Growth rate decrease (height and/or weight decrease for
age)

Common: Blood thyroid stimulating hormone increased, thyroglobulin
increased
Uncommon: Anti-thyroid antibody positive
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Table 4 Adverse reactions very commonly, commonly and uncommonly reported during clinical
trials in children and adolescents with Rebetol in combination with interferon alfa-2b or
peginterferon alfa-2b

System Organ Class | Adverse Reactions
Injury, poisoning and procedural complications
Common: Skin laceration
Uncommon: Contusion

Most of the changes in laboratory values in the Rebetol/peginterferon alfa-2b clinical trial were mild
or moderate. Decreases in haemoglobin, white blood cells, platelets, neutrophils and increase in
bilirubin may require dose reduction or permanent discontinuation from therapy (see section 4.2).
While changes in laboratory values were observed in some patients treated with Rebetol used in
combination with peginterferon alfa-2b in the clinical trial, values returned to baseline levels within a
few weeks after the end of therapy.

Adults

Adverse reactions reported with a > 10 % incidence in adult patients treated with Rebetol capsules in
combination with interferon alfa-2b or pegylated interferon alfa-2b for one year have also been
reported in children and adolescents. The side effect profile was also similar at the lower incidences.

Tabulated list of adverse reactions for adults

The adverse reactions listed in Table 5 are based on experience from clinical trials in adult naive
patients treated for 1 year and post-marketing use. A certain number of adverse reactions, generally
attributed to interferon therapy but that have been reported in the context of hepatitis C therapy (in
combination with Rebetol) are also listed for reference in Table 5. Also, refer to peginterferon alfa-2b
and interferon alfa-2b SmPCs for adverse reactions that may be attributable to interferons
monotherapy. Within the organ system classes, adverse reactions are listed under headings of
frequency using the following categories: 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); very rare (< 1/10,000); not known.
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 5 Adverse reactions reported during clinical trials or following the marketing use of Rebetol
with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class | Adverse Reactions
Infections and infestations
Very common: Viral infection, pharyngitis
Common: Bacterial infection (including sepsis), fungal infection,

influenza, respiratory tract infection, bronchitis, herpes
simplex, sinusitis, otitis media, rhinitis, urinary tract

infection

Uncommon: Lower respiratory tract infection

Rare: Pneumonia*

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Common: | Neoplasm unspecified

Blood and lymphatic system disorders

Very common: Anaemia, neutropenia

Common: Haemolitic anaemia, leukopenia, thrombocytopenia,
lymphadenopathy, lymphopenia

Very rare: Aplastic anaemia*

Not known: Pure red cell aplasia, idiopathic thrombocytopenic

purpura, thrombotic thrombocytopenic purpura

Immune system disorders

Uncommon: Drug hypersensitivity

Rare: Sarcoidosis* rheumatoid arthritis (new or aggravated)
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Table 5 Adverse reactions reported during clinical trials or following the marketing use of Rebetol
with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class

Adverse Reactions

Not known:

Vogt-Koyanagi-Harada syndrome, systemic lupus
erythematosus, vasculitis, acute hypersensitivity reactions
including urticaria, angioedema, bronchoconstriction,
anaphylaxis

Endocrine disorders

Common:

Hypothyroidism, hyperthyroidism

Metabolism and nutrition disorders

Very common: Anorexia

Common: Hyperglycaemia, hyperuricaemia, hypocalcaemia,
dehydration, increased appetite

Uncommon: Diabetes mellitus, hypertriglyceridemia*

Psychiatric disorders

Very common:

Depression, anxiety, emotional lability, insomnia

Common: Suicidal ideation, psychosis, aggressive behaviour,
confusion, agitation, anger, mood altered, abnormal
behaviour,nervousness, sleep disorder, decreased libido,
apathy, abnormal dreams, crying

Uncommon: Suicide attempts, panic attack, hallucination

Rare: Bipolar disporder*

Very rare: Suicide*

Not known: Homicidal ideation*, mania*, mental status change

Nervous system disorders

Very common:

Headache, dizziness, dry mouth, concentration impaired

Common: Amnesia, memory impairment, syncope, migraine, ataxia,
paresthaesia, dysphonia, taste loss, hypoaesthesia,
hyperaesthesia, hypertonia, somnolence, disturbance in
attention, tremor, dysgeusia

Uncommon: Neuropathy, peripheral neuropathy

Rare: Seizure (convulsion)

Very rare: Cerebrovascular haemorrhage™®, cerebrovascular
ischaemia*, encephalopathy®, polyneuropathy*

Not known: Facial palsy, mononeuropathies

Eye disorders

Common: Visual disturbance, blurred vision, conjunctivitis, eye
irritiation, eye pain, abnormal vision, lacrimal gland
disorder, dry eye

Rare: Retinal haemorrhages*, retinopathies (including macular

oedema)*, retinal artery occlusion®, retinal vein
occlusion*, optic neuritis*, papilloedema*, loss of visual
acuity or visual field*, retinal exudates

Ear and labyrinth disorders

Common:

| Vertigo, hearing impaired/loss, tinnitus, ear pain

Cardiac disorders

Common: Palpitation, tachycardia

Uncommon: Myocardial infarction

Rare: Cardiomyopathy, arrhythmia*

Very rare: Cardiac ischaemia*

Not known: Pericardial effusion*, pericarditis*
Vascular disorders

Common: | Hypotension, hypertension, flushing

43




Table 5 Adverse reactions reported during clinical trials or following the marketing use of Rebetol
with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class

Adverse Reactions

Rare:

Vasculitis

Very rare:

Peripheral ischaemia*

Respiratory, thoracic and mediastinal d

isorders

Very common:

Dyspnoea, coughing

Common: Epistaxis, respiratory disorder, respiratory tract
congestion, sinus congestion, nasal congestion, rhinorrhea,
increased upper airway secretion, pharyngolaryngeal pain,
nonproductive cough

Very rare: Pulmonary infiltrates*, pneumonitis*, interstitial

pneumonitis*

Gastro-intestinal disorders

Very common:

Diarrhoea, vomiting, nausea, abdominal pain

Common: Ulcerative stomatitis, stomatitis, mouth ulceration, colitis,
upper right quadrant pain, dyspepsia, gastroesophoageal
reflux*, glossitis, cheilitis, abdominal distension, gingival
bleeding, gingivitis, loose stools, tooth disorder,
constipation, flatulence

Uncommon: Pancreatitis, oral pain

Rare: Ischaemic colitis

Very rare: ulcerative colitis*

Not known: Periodontal disorder, dental disorder, tongue pigmentation

Hepatobiliary disorders

Common: Hepatomegaly, jaundice, hyperbilirubinemia*

Very rare: Hepatotoxicity (including fatalities)*

Skin and subcutaneous tissue disorders

Very common:

Alopecia, pruritus, skin dry, rash

Common:

Psoriasis, aggravated psoriasis, eczema, photosensitivity
reaction, maculopapular rash, erythematous rash, night
sweats, hyperhidrosis, dermatitis, acne, furuncule,
erythema, urticaria, skin disorder, bruise, sweating
increased, abnormal hair texture, nail disorder*

Rare:

Cutaneous sarcoidosis

Very rare:

Stevens Johnson syndrome*, toxic epidermal necrolysis*,
erythema multiforme*

Musculoskeletal and connective tissue disorders

Very common:

Arthralgia, myalgia, musculoskeletal pain

Common: Arthritis, back pain, muscle spasms, pain in extremity
Uncommon: Bone pain, muscle weakness

Rare: Rhabdomyolysis*, myositis*

Renal and urinary disorders

Common: Micturition frequency, polyuria, urine abnormality
Rare: Renal failure*, renal insufficiency*

Very rare: Nephrotic syndrome*

Reproductive system and breast disorders

Common:

Female: amenorrhea, menorrhagia, menstrual disorder,
dysmenorrhea, breast pain, ovarian disorder, vaginal
disorder. Male: impotence, prostatitis, erectile
dysfunction.

Sexual dysfunction (not specified)*
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Table 5 Adverse reactions reported during clinical trials or following the marketing use of Rebetol
with pegylated interferon alfa-2b or interferon alfa-2b

System Organ Class | Adverse Reactions

General disorders and administration site conditions

Very common: Fatigue, rigors, pyrexia, influenza like illness, asthenia,
irritability

Common: Chest pain, chest discomfort, peripheral oedema, malaise,
feeling abnormal, thirst

Uncommon: Face oedema

Investigations

Very common: Weight decrease

Common: Cardiac murmur

* Since Rebetol has always been prescribed with an alpha interferon product, and the listed adverse drug reactions included
reflecting post-marketing experience do not allow precise quantification of frequency, the frequency reported above is from
clinical trials using Rebetol in combination with interferon alfa-2b (pegylated or non-pegylated).

Description of selected adverse reactions

An increase in uric acid and indirect bilirubin values associated with haemolysis was observed in
some patients treated with Rebetol used in combination with interferon alfa-2b in clinical trials, but
values returned to baseline levels by four weeks after the end of therapy.

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

In clinical trials with Rebetol used in combination with interferon alfa-2b, the maximum overdose
reported was a total dose of 10 g of Rebetol (50 x 200 mg capsules) and 39 MIU of interferon alfa-2b
(13 subcutaneous injections of 3 MIU each) taken in one day by a patient in an attempt at suicide. The
patient was observed for two days in the emergency room, during which time no adverse reaction from
the overdose was noted.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antivirals for systemic use, nucleosides and nucleotides excl. reverse
transcriptase inhibitors, ATC code: JOSABO04.

Mechanism of action

Ribavirin (Rebetol) is a synthetic nucleoside analogue which has shown in vitro activity against some
RNA and DNA viruses. The mechanism by which Rebetol in combination with other medicinal products
exerts its effects against HCV is unknown. Oral formulations of Rebetol monotherapy have been
investigated as therapy for chronic hepatitis C in several clinical trials. Results of these investigations
showed that Rebetol monotherapy had no effect on eliminating hepatitis virus (HCV-RNA) or improving
hepatic histology after 6 to 12 months of therapy and 6 months of follow-up.
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Clinical efficacy and safety

Only the description of the use of Rebetol from the original development with (peg)interferon alfa-2b
is detailed in the current SmPC.

Paediatric population

Rebetol in combination with peginterferon alfa-2b

Children and adolescents 3 to 17 years of age with compensated chronic hepatitis C and detectable
HCV-RNA were enrolled in a multicentre trial and treated with Rebetol 15 mg/kg per day plus
pegylated interferon alfa-2b 60 ug/m” once weekly for 24 or 48 weeks, based on HCV genotype and
baseline viral load. All patients were to be followed for 24 weeks post-treatment. A total of

107 patients received treatment of whom 52 % were female, 89 % Caucasian, 67 % with HCV
Genotype 1 and 63 % < 12 years of age. The population enrolled mainly consisted of children with
mild to moderate hepatitis C. Due to the lack of data in children with severe progression of the
disease, and the potential for undesirable effects, the benefit/risk of the combination of Rebetol and
pegylated interferon alfa-2b needs to be carefully considered in this population (see sections 4.1, 4.4
and 4.8).The study results are summarized in Table 6

Table 6 Sustained virological response rates (n*® (%)) in previously untreated children and
adolescents by genotype and treatment duration —All subjects

n=107
24 weeks 48 weeks
All Genotypes 26/27 (96 %) 44/80 (55 %)
Genotype 1 - 38/72 (53 %)
Genotype 2 14/15 (93 %) -
Genotype 3° 12/12 (100 %) 2/3 (67 %)
Genotype 4 - 4/5 (80 %)

a: Response to treatment was defined as undetectable HCV-RNA at 24 weeks post-treatment, lower limit of
detection = 125 TU/mL.
b: n = number of responders/number of subjects with given genotype, and assigned treatment duration.
c: Patients with genotype 3 low viral load (< 600,000 IU/mL) were to receive 24 weeks of treatment while those with
genotype 3 and high viral load (> 600,000 IU/mL) were to receive 48 weeks of treatment.

Rebetol in combination with interferon alfa-2b

Children and adolescents 3 to 16 years of age with compensated chronic hepatitis C and detectable
HCV-RNA (assessed by a central laboratory using a research-based RT-PCR assay) were enrolled in
two multicentre trials and received Rebetol 15 mg/kg per day plus interferon alfa-2b 3 MIU/m’ three
times a week for 1 year followed by 6 months follow-up after-treatment. A total of 118 patients were
enrolled: 57 % male, 80 % Caucasian, and 78 % genotype 1, 64 % < 12 years of age. The population
enrolled mainly consisted in children with mild to moderate hepatitis C. The population enrolled
mainly consisted in children with mild to moderate hepatitis C. In the two multicentre trials, sustained
virological response rates in children and adolescents were similar to those in adults (see Table 7).
Due to the lack of data in these two multicentre trials for children with severe progression of the
disease, and the potential for undesirable effects, the benefit/risk of the combination of Rebetol and
interferon alfa-2b needs to be carefully considered in this population (see sections 4.1, 4.4 and 4.8).
The study results are summarized in Table 7.
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Table 7 Sustained virological response: previously untreated children and adolescents

Rebetol 15 mg/kg/day
+
interferon alfa-2b 3 MIU/m’ 3 times a week
Overall Response” (n = 118) 54 (46 %)*
Genotype 1 (n=92) 33 (36 %)*
Genotype 2/3/4 (n = 26) 21 (81 %)*

*Number (%) of patients
a. Defined as HCV RNA below limit of detection using a research based RT-PCR assay at end of treatment and during
follow-up period

Long-term efficacy data

Rebetol in combination with peginterferon alfa-2b

A five-year long-term, observational, follow-up study enrolled 94 paediatric chronic hepatitis C
patients after treatment in a multicentre trial. Of these, sixty-three were sustained responders. The
purpose of the study was to annually evaluate the durability of sustained virologic response (SVR)
and assess the impact of continued viral negativity on clinical outcomes for patients who were
sustained responders 24 weeks post-treatment with 24 or 48 weeks of peginterferon alfa-2b and
ribavirin treatment. At the end of 5 years, 85 % (80/94) of all enrolled subjects and 86 % (54/63) of
sustained responders completed the study. No paediatric subjects with SVR relapsed during the

5 years of follow-up.

Rebetol in combination with interferon alfa-2b

A five-year long-term, observational, follow-up study enrolled 97 paediatric chronic hepatitis C
patients after treatment in two previously mentioned multicentre trials. Seventy percent (68/97) of all
enrolled subjects completed this study of which 75 % (42/56) were sustained responders. The purpose
of the study was to annually evaluate the durability of sustained virologic response (SVR) and assess
the impact of continued viral negativity on clinical outcomes for patients who were sustained
responders 24 weeks post-treatment of the 48-week interferon alfa-2b and ribavirin treatment. All but
one of the paediatric subjects remained sustained virologic responders during long-term follow-up
after completion of treatment with interferon alfa-2b plus ribavirin. The Kaplan-Meier estimate for
continued sustained response over 5 years is 98 % [95 % CI: 95 %, 100 %] for paediatric patients
treated with interferon alfa-2b and ribavirin. Additionally, 98 % (51/52) with normal ALT levels at
follow-up week 24 maintained normal ALT levels at their last visit.

SVR after treatment of chronic HCV with non-pegylated interferon alfa-2b with Rebetol results in
long-term clearance of the virus providing resolution of the hepatic infection and clinical 'cure' from
chronic HCV. However, this does not preclude the occurrence of hepatic events in patients with
cirrhosis (including hepatocarcinoma).

5.2 Pharmacokinetic properties

In a single dose, crossover study of ribavirin in healthy adult subjects, the capsule and oral solution
formulations were found to be bioequivalent.

Absorption

Ribavirin is absorbed rapidly following oral administration of a single dose (mean T,,,,= 1.5 hours),
followed by rapid distribution and prolonged elimination phases (single dose half-lives of absorption,
distribution and elimination are 0.05, 3.73 and 79 hours, respectively). Absorption is extensive with
approximately 10 % of a radiolabelled dose excreted in the facces. However, absolute bioavailability is
approximately 45 %-65 %, which appears to be due to first pass metabolism. There is a linear
relationship between dose and AUCfollowing single doses of 200-1,200 mg ribavirin. Volume of
distribution is approximately 5,000 1. Ribavirin does not bind to plasma proteins.
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Distribution

Ribavirin transport in non-plasma compartments has been most extensively studied in red cells, and has
been identified to be primarily via an es-type equilibrative nucleoside transporter. This type of transporter
is present on virtually all cell types and may account for the high volume of distribution of ribavirin. The
ratio of whole blood:plasma ribavirin concentrations is approximately 60:1; the excess of ribavirin in
whole blood exists as ribavirin nucleotides sequestered in erythrocytes.

Biotransformation

Ribavirin has two pathways of metabolism: 1) a reversible phosphorylation pathway; 2) a degradative
pathway involving deribosylation and amide hydrolysis to yield a triazole carboxyacid metabolite. Both
ribavirin and its triazole, carboxamide and triazole carboxylic acid metabolites are also excreted renally.

Ribavirin has been shown to produce high inter- and intra-subject pharmacokinetic variability following
single oral doses (intrasubject variability of approximately 30 % for both AUC and C,,,), which may be
due to extensive first pass metabolism and transfer within and beyond the blood compartment.

Elimination

Upon multiple dosing, ribavirin accumulates extensively in plasma with a six-fold ratio of multiple-dose
to single-dose AUC,y,. Following oral dosing with 600 mg BID, steady-state was reached by
approximately four weeks, with mean steady state plasma concentrations approximately 2,200 ng/mL.
Upon discontinuation of dosing the half-life was approximately 298 hours, which probably reflects slow
elimination from non-plasma compartments.

Transfer into seminal fluid

Seminal transfer of ribavirin has been studied. Ribavirin concentration in seminal fluid is
approximately two-fold higher compared to serum. However, ribavirin systemic exposure of a female
partner after sexual intercourse with a treated patient has been estimated and remains extremely
limited compared to therapeutic plasma concentration of ribavirin.

Food effect

The bioavailability of a single oral dose of ribavirin was increased by co-administration of a high fat
meal (AUCysand C,,, both increased by 70 %). It is possible that the increased bioavailability in this
study was due to delayed transit of ribavirin or modified pH. The clinical relevance of results from this
single dose study is unknown. In the pivotal clinical efficacy trial, patients were instructed to take
ribavirin with food to achieve the maximal plasma concentration of ribavirin.

Renal function

Based on published data, single-dose ribavirin pharmacokinetics was altered (increased AUC s and C,x)
in patients with renal dysfunction compared with control subjects (creatinine clearance > 90 mL/minute).
The mean AUC,; was threefold greater in subjects with creatinine clearance between 10 and

30 mL/min compared with control subjects. In subjects with creatinine clearance between 30 and

50 mL/min, AUCys was twofold greater compared with control subjects. This appears to be due to
reduction of apparent clearance in these patients. Ribavirin concentrations are essentially unchanged by
haemodialysis.

Hepatic function

Single-dose pharmacokinetics of ribavirin in patients with mild, moderate or severe hepatic dysfunction
(Child-Pugh Classification A, B or C) is similar to those of normal controls.
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Paediatric population

Rebetol in combination with peginterferon alfa-2b

Multiple-dose pharmacokinetic properties for Rebetol and peginterferon alfa-2b in children and
adolescent patients with chronic hepatitis C have been evaluated during a clinical study. In children
and adolescent patients receiving body surface area-adjusted dosing of peginterferon alfa-2b at

60 pg/m?*/week, the log transformed ratio estimate of exposure during the dosing interval is predicted
to be 58 % (90 % CI: 141-177 %) higher than observed in adults receiving 1.5 pg/kg/week. The
pharmacokinetics of Rebetol (dose-normalized) in this trial was similar to those reported in a prior
study of Rebetol in combination with interferon alfa-2b in children and adolescent patients and in
adult patients.

Rebetol in combination with interferon alfa-2b

Multiple-dose pharmacokinetic properties for Rebetol capsules and interferon alfa-2b in children and
adolescents with chronic hepatitis C between 5 and 16 years of age are summarized in Table 8. The
pharmacokinetics of Rebetol and interferon alfa-2b (dose-normalized) is similar in adults and children
or adolescents.

Table 8 Mean (% CV) multiple-dose pharmacokinetic parameters for interferon alfa-2b and
Rebetol capsules when administered to paediatric patients with chronic hepatitis C

PARAMETER Rebetol Interferon alfa-2b
15 mg/kg/day as 2 divided doses 3 MIU/m’ 3 times a week
(n=17) (n=54)
Tina (hr) 1.9 (83) 5.9 (36)
Cinax (ng/mL) 3,275 (25) 51(48)
AUC* 29,774 (26) 622 (48)
Apparent clearance L/hr/kg 0.27 (27) Not done

*AUC, (ng.hr/mL) for Rebetol; AUC.,4 (IU.hr/mL) for interferon alfa-2b
5.3  Preclinical safety data

Ribavirin

Ribavirin is embryotoxic or teratogenic, or both, at doses well below the recommended human dose in
all animal species in which studies have been conducted. Malformations of the skull, palate, eye, jaw,

limbs, skeleton and gastrointestinal tract were noted. The incidence and severity of teratogenic effects

increased with escalation of the dose. Survival of foetuses and offspring was reduced.

In a juvenile rat toxicity study, pups dosed from postnatal day 7 to 63 with 10, 25 and 50 mg/kg of
ribavirin demonstrated a dose-related decrease in overall growth, which was subsequently manifested
as slight decreases in body weight, crown-rump length and bone length. At the end of the recovery
period, tibial and femoral changes were minimal although generally statistically significant compared
to controls in males at all dose levels and in females dosed with the two highest doses compared to
controls. No histopathological effects on bone were observed. No ribavirin effects were observed
regarding neurobehavioural or reproductive development. Plasma concentrations achieved in rat pups
were below human plasma concentrations at the therapeutic dose.

Erythrocytes are a primary target of toxicity for ribavirin in animal studies. Anaemia occurs shortly after
initiation of dosing, but is rapidly reversible upon cessation of treatment.

In 3-and 6-month studies in mice to investigate ribavirin-induced testicular and sperm effects,
abnormalities in sperm occurred at doses of 15 mg/kg and above. These doses in animals produce
systemic exposures well below those achieved in humans at therapeutic doses. Upon cessation of
treatment, essentially total recovery from ribavirin-induced testicular toxicity occurred within one or
two spermatogenic cycles (see section 4.6).
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Genotoxicity studies have demonstrated that ribavirin does exert some genotoxic activity. Ribavirin was
active in the Balb/3T3 in vitro transformation assay. Genotoxic activity was observed in the mouse
lymphoma assay, and at doses of 20-200 mg/kg in a mouse micronucleus assay. A dominant lethal assay
in rats was negative, indicating that if mutations occurred in rats they were not transmitted through male
gametes.

Conventional carcinogenicity rodent studies with low exposures compared to human exposure under
therapeutic conditions (factor 0.1 in rats and 1 in mice) did not reveal tumorigenicity of ribavirin. In
addition, in a 26 week carcinogenicity study using the heterozygous p53(+/-) mouse model, ribavirin
did not produce tumours at the maximally tolerated dose of 300 mg/kg (plasma exposure factor
approximately 2.5 compared to human exposure). These studies suggest that a carcinogenic potential
of ribavirin in humans is unlikely.

Ribavirin plus interferon

When used in combination with peginterferon alfa-2b or interferon alfa-2b, ribavirin did not cause any
effects not previously seen with either active substance alone. The major treatment-related change
was a reversible mild to moderate anaemia, the severity of which was greater than that produced by
either active substance alone.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium citrate

Citric acid, anhydrous

Sodium benzoate

Glycerol

Sucrose

Sorbitol liquid (crystallising)

Propylene glycol

Purified Water

Natural and artificial bubble gum flavouring

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

3 years
After first opening: the medicinal product should be used within one month.

6.4 Special precautions for storage

Do not store above 30°C.
For storage conditions after first opening of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Rebetol oral solution 100 mL is packaged in 118 mL amber glass bottles (coloured EP Type IV glass, Ph
Eur.).
The child-resistant cap has inner and outer polypropylene shells.

The 10 mL oral dosing syringe consists of a natural polyethylene barrel, with a white polystyrene
plunger rod. Calibrations are marked at 0.5 mL increments from 1.5 mL to 10 mL.
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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

Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/99/107/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 25 January 2005
Date of latest renewal: 23 April 2009

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.eu.
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ANNEX II

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT

52



A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release for the hard capsules

SP Labo N.V.
Industriepark 30

2220 Heist op den Berg
Belgium

Name and address of the manufacturer responsible for batch release for the oral solution

Cenexi HSC

2, rue Louis Pasteur

14200 Hérouville-Saint-Clair
France

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex [: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

REBETOL - 84, 112, 140, 168 hard capsules

1. NAME OF THE MEDICINAL PRODUCT

Rebetol 200 mg hard capsules
ribavirin

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 200 mg of ribavirin.

3. LIST OF EXCIPIENTS

Contains lactose
See leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

84 hard capsules

112 hard capsules
140 hard capsules
168 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/99/107/001 (84 hard capsules)

EU/1/99/107/005 (112 hard capsules)
EU/1/99/107/002 (140 hard capsules)
EU/1/99/107/003 (168 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Rebetol

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Immediate packaging (blister foil)

1. NAME OF THE MEDICINAL PRODUCT

Rebetol 200 mg capsules
ribavirin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

MSD

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Rebetol oral solution 40 mg/mL

1. NAME OF THE MEDICINAL PRODUCT

Rebetol 40 mg/mL oral solution
ribavirin

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each mL of oral solution contains 40 mg of ribavirin.

3. LIST OF EXCIPIENTS

Contains Sorbitol liquid (crystallising), sucrose.
See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

oral solution
1 bottle of 100 mL
10 mL oral dosing syringe

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/99/107/004

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Rebetol

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

Rebetol oral solution 40 mg/mL

1. NAME OF THE MEDICINAL PRODUCT

Rebetol 40 mg/mL oral solution
ribavirin

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each mL of oral solution contains 40 mg of ribavirin.

3. LIST OF EXCIPIENTS

Contains Sorbitol liquid (crystallising), sucrose.
See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

oral solution
100 mL

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/99/107/004

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

Not applicable.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

Not applicable.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Rebetol 200 mg hard capsules
ribavirin

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Rebetol is and what it is used for

2. What you need to know before you use Rebetol
3. How to use Rebetol

4, Possible side effects

5. How to store Rebetol

6. Contents of the pack and other information

1. What Rebetol is and what it is used for

Rebetol contains the active substance ribavirin. This medicine stops the multiplication of hepatitis C
virus. Rebetol must not be used alone.

Depending on the genotype of the hepatitis C virus that you have, your doctor may choose to treat you
with a combination of this medicine with other medicines. There may be some further treatment
limitations if you have or have not been previously treated for chronic hepatitis C infection. Your
doctor will recommend the best course of therapy.

The combination of Rebetol and other medicines is used to treat adult patients who have chronic
hepatitis C (HCV).
Rebetol may be used in paediatric patients (children 3 years of age and older and adolescents) who are

not previously treated and without severe liver disease.

For paediatric patients (children and adolescents) weighing less than 47 kg a solution formulation is
available.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

2. What you need to know before you use Rebetol

Do not take Rebetol
Do not take Rebetol if any of the following apply to you or the child you are caring for.

If you are not sure, talk to your doctor or pharmacist before taking Rebetol.

o are allergic to ribavirin or any of the other ingredients of this medicine (listed in section 6).

o are pregnant or planning to become pregnant (see section “Pregnancy and breast-feeding”).
. are breast-feeding.

o had a serious heart problem during the past 6 months.
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° have any blood disorders, such as anaemia (low blood count), thalassemia, sickle-cell anaemia.

Reminder: Please read the “Do not take” section of the Package Leaflet for the other medicines used
in combination with this medicine.

Warnings and precautions

There are several serious adverse reactions associated with the combination therapy of ribavirin with

(peg)interferon alfa. These include:

. Psychiatric and central nervous system effects (such as depression, suicidal thoughts, attempted
suicide and aggressive behaviour, etc.). Be sure to seek emergency care if you notice that you
are becoming depressed or have suicidal thoughts or change in your behaviour. You may want
to consider asking a family member or close friend to help you stay alert to signs of depression
or changes in your behaviour

o Severe eye disorders

o Dental and periodontal disorders: Dental and gum disorders have been reported in patients
receiving Rebetol in combination with (peg)interferon alfa-2b. You should brush your teeth
thoroughly twice daily and have regular dental examinations. In addition some patients may
experience vomiting. If you have this reaction, be sure to rinse your mouth thoroughly

afterwards
o Inability to achieve full adult height may occur in some children and adolescents
o Increased hormone related to your thyroid (TSH) in children and adolescents

Paediatric population

If you are caring for a child and your doctor decides not to defer combination treatment with
peginterferon alfa-2b or interferon alfa-2b until adulthood, it is important to understand that this
combination therapy induces a growth inhibition that may be irreversible in some patients.

In addition these events have occurred in patients taking Rebetol:

Haemolysis: Rebetol can cause a break down in red blood cells causing anaemia which may impair
your heart function or worsen symptoms of heart disease.

Pancytopenia: Rebetol can cause a decrease in your platelet and red and white blood cell count when
used in combination with peginterferon.

Standard blood tests will be taken to check your blood, kidney and liver function.

- Blood tests will be done regularly to help your doctor to know if this treatment is working.

- Depending upon the results of these tests, your doctor may change/adjust the number of hard
capsules you or the child you are caring for take, prescribe a different pack size of this
medicine, and/or change the length of time to take this treatment.

- If you have or develop severe kidney or liver problems, this treatment will be stopped.

Seek medical help immediately if you develop symptoms of a severe allergic reaction (such as
difficulty in breathing, wheezing or hives) while taking this treatment.

Talk to your doctor if you or the child you are caring for:

. are a woman of childbearing age (see section “Pregnancy and breast-feeding”).

o are a male and your female partner is of childbearing age (see section “Pregnancy and
breast-feeding”).

o had a previous heart condition or have heart disease.

o have another liver problem in addition to hepatitis C infection.

o have problems with your kidneys.

. have HIV (human immunodeficiency virus) or have ever had any other problems with your

immune system.

Please refer to the Package Leaflet of (peg)interferon alfa for more detailed information on these
safety issues.
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Reminder: Please read the “Warnings and precautions” section of the Package Leaflet for the other
medicines used in combination with Rebetol before you begin combination treatment.

Use in children and adolescents
If the child is weighing less than 47 kg or unable to swallow an oral solution of Rebetol is available.

Other medicines with Rebetol

Tell your doctor or pharmacist if you or the child you are caring for are taking, have recently taken or

might take:

- azathioprine is a medicine that suppresses your immune system, using this medicine in
combination with Rebetol may increase your risk of developing severe blood disorders.

- anti-Human Immunodeficiency Virus (HIV) medicines - [nucleoside reverse transcriptase
inhibitor (NRTI), and/or combined anti-retroviral therapy (cART)]:

- Taking this medicine in combination with an alpha interferon and an anti-HIV medicine
may increase the risk of lactic acidosis, liver failure, and blood abnormalities
development (reduction in number of red blood cells which carry oxygen, certain white
blood cells that fight infection, and blood clotting cells called platelets).

- With zidovudine or stavudine, it is not certain if this medicine will change the way
these medicines work. Therefore, your blood will be checked regularly to be sure that the
HIV infection is not getting worse. If it gets worse, your doctor will decide whether or
not your Rebetol treatment needs to be changed. Additionally, patients receiving
zidovudine with ribavirin in combination with alpha interferons could be at increased
risk of developing anaemia (low number of red blood cells). Therefore the use of
zidovudine and ribavirin in combination with alpha interferons is not recommended.

- Due to the risk of lactic acidosis (a build-up of lactic acid in the body) and pancreatitis,
the use of ribavirin and didanosine is not recommended and the use of ribavirin and
stavudine should be avoided.

- Co-infected patients with advanced liver disease receiving cART may be at increased
risk of worsening liver function. Adding treatment with an alpha interferon alone or in
combination with ribavirin may increase the risk in this patient subset.

Reminder: Please read the “Other medicines" section of the Package Leaflet for the other medicines
used in combination with Rebetol before you begin combination treatment with this
medicine.

Pregnancy and breast-feeding
If you are pregnant, you must not take this medicine. This medicine can be very damaging to your
unborn baby (embryo).

Both female and male patients must take special precautions in their sexual activity if there is any

possibility for pregnancy to occur:

- Girl or woman of childbearing age:
You must have a negative pregnancy test before treatment, each month during treatment, and
for the 4 months after treatment is stopped. This should be discussed with your doctor.

- Men:
Do not have sex with a pregnant woman unless you use a condom. This will lessen the
possibility for ribavirin to be left in the woman’s body.
If your female partner is not pregnant now but is of childbearing age, she must be tested for
pregnancy each month during treatment and for the 7 months after treatment has stopped.
You or your female partner must use an effective contraceptive during the time you are taking
Rebetol and for 7 months after stopping treatment. This should be discussed with your doctor
(see section “Do not take Rebetol”).
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If you are a woman who is breast-feeding, you must not take this medicine. Discontinue
breast-feeding before starting to take this medicine.

Driving and using machines

This medicine does not affect your ability to drive or use machines; however, other medicines used in
combination with Rebetol may affect your ability to drive or use machines. Therefore, do not drive or
use machines if you become tired, sleepy, or confused from this treatment.

Rebetol contains lactose

Each capsule contains a small amount of lactose.

If you have been told by your doctor that you have an intolerance to some sugars, discuss with your
doctor before taking this medicine.

3. How to use Rebetol

General information about taking this medicine:

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure.

Do not take more than the recommended dosage and take the medicine for as long as prescribed.

Your doctor has determined the correct dose of this medicine based on how much you or the child you
are caring for weighs.

Adults
The recommended dose and duration of Rebetol depends on how much the patient weighs and the
medicines that are used in combination.

Use in children and adolescents

Dosing for children above 3 years of age and adolescents depends on how much the person weighs
and the medicines that are used in combination. The recommended dose of Rebetol combined with
interferon alfa-2b or peginterferon alfa-2b, is shown in the below table.

Rebetol dose based on body weight when used in combination with interferon alfa-2b or peginterferon
alfa-2b in children above 3 years of age and adolescents

If the child/adolescent weighs Usual daily Rebetol dose Number of 200 mg capsules
(kg)
47 - 49 600 mg 1 capsule in the morning and
2 capsules in the evening
50-65 800 mg 2 capsules in the morning and
2 capsules in the evening
> 65 See adult dose

Take your prescribed dose by mouth with water and during your meal. Do not chew the hard capsules.
For children or adolescents who cannot swallow a hard capsule, an oral solution of this medicine is
available.

Reminder: This medicine is used in combination with other medicines for hepatitis C virus infection.
For complete information be sure to read the “How to use” section of the Package Leaflet

for the other medicines used in combination with Rebetol.

If you take more Rebetol than you should
Tell your doctor or pharmacist as soon as possible.
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If you forget to take Rebetol
Take/administer the missed dose as soon as possible during the same day. If an entire day has gone
by, check with your doctor. Do not take a double dose to make up for a forgotten dose.

4. Possible side effects

Please read the “Possible side effects” section of the Package Leaflet for the other medicines used in
combination with Rebetol.

Like all medicines, this medicine used in combination with other medicines can cause side effects,
although not everybody gets them. Although not all of these unwanted effects may occur, they may
need medical attention if they do occur.

Contact your doctor immediately if you notice any of the following side effects occurring during

combination treatment with other medicines:

- chest pain or persistent cough; changes in the way your heart beats, fainting,

- confusion, feeling depressed; suicidal thoughts or aggressive behaviour, attempt suicide,
thoughts about threatening the life of others,

- feelings of numbness or tingling,

- trouble sleeping, thinking or concentrating,

— severe stomach pain, black or tar-like stools, blood in stool or urine, lower back or side pain,

- painful or difficult urination,

- severe bleeding from your nose,

- fever or chills beginning after a few weeks of treatment,

- problems with your eyesight or hearing,

- severe skin rash or redness.

The following side effects have been reported with the combination of this medicine hard capsules
and an alpha interferon product in adults:

Very commonly reported side effects (may affect more than 1 in 10 people):

- decreases in the number of red blood cells (that may cause fatigue, shortness of breath,
dizziness), decrease in neutrophils (that make you more susceptible to different infections),

- difficulty concentrating, feeling anxious or nervous, mood swings, feeling depressed or
irritable, tired feeling, trouble falling asleep or staying asleep,

- cough, dry mouth, pharyngitis (sore throat),

— diarrhoea, dizziness, fever, flu-like symptoms, headache, nausea, shaking chills, virus infection,
vomiting, weakness,

- loss of appetite, loss of weight, stomach pain,

— dry skin, irritation, hair loss, itching, muscle pain, muscle aches, pain in joints and muscles,
rash.

Commonly reported side effects (may affect up to 1 in 10 people):

- decrease in blood clotting cells called platelets that may result in easy bruising and spontaneous
bleeding, decrease in certain white blood cells called lymphocytes that help fight infection,
decrease in thyroid gland activity (which may make you feel tired, depressed, increase your
sensitivity to cold and other symptoms), excess of sugar or uric acid (as in gout) in the blood, low
calcium level in the blood, severe anaemia,

- fungal or bacterial infections, crying, agitation, amnesia, memory impaired, nervousness,
abnormal behaviour, aggressive behaviour, anger, feeling confused, lack of interest, mental
disorder, mood changes, unusual dreams, wanting to harm yourself, feeling sleepy, trouble
sleeping, lack of interest in sex or inability to perform, vertigo (spinning feeling),

- blurred or abnormal vision, eye irritation or pain or infection, dry or teary eyes, changes in your
hearing or voice, ringing in ears, ear infection, earache, cold sores (herpes simplex), change in
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taste, taste loss, bleeding gums or sores in mouth, burning sensation on tongue, sore tongue,
inflamed gums, tooth problem, migraine, respiratory infections, sinusitis, nose bleed,
nonproductive cough, rapid or difficult breathing, stuffy or runny nose, thirst, tooth disorder,

- cardiac murmur (abnormal heart beat sounds), chest pain or discomfort, feeling faint, feeling
unwell, flushing, increased sweating, heat intolerance and excessive sweating, low or high
blood pressure, palpitations (pounding heart beat), rapid heart rate,

- bloating, constipation, indigestion, intestinal gas (flatus), increased appetite, irritated colon,
irritation of prostate gland, jaundice (yellow skin), loose stools, pain on the right side around
your ribs, enlarged liver, stomach upset, frequent need to urinate, passing more urine than usual,
urinary tract infection, abnormal urine,

- difficult, irregular, or no menstrual period, abnormally heavy and prolonged menstrual periods,
painful menstruation, disorder of ovary or vagina, breast pain, erectile problem,

— abnormal hair texture, acne, arthritis, bruising, eczema (inflamed, red, itchy and dryness of the
skin with possible oozing lesions), hives, increased or decreased sensitivity to touch, nail disorder,
muscle spasms, numbness or tingling feeling, limb pain, pain in joints, shaky hands, psoriasis,
puffy or swollen hands and ankles, sensitivity to sunlight, rash with raised spotted lesions,
redness of skin or skin disorder, swollen face, swollen glands (swollen lymph nodes), tense
muscles, tumour (unspecified), unsteady when walking, water impairment.

Uncommonly reported side effects (may affect up to 1 in 100 people):
hearing or seeing images that are not present,

— heart attack, panic attack,

- hypersensitivity reaction to the medication,

- inflammation of pancreas, pain in bone, diabetes mellitus,

- muscle weakness.

Rarely reported side effects (may affect up to 1 in 1,000 people):
seizure (convulsions)

- pneumonia,

- rheumatoid arthritis, kidney problems,

- dark or bloody stools, intense abdominal pain,

- sarcoidosis (a disease characterised by persistent fever, weight loss, joint pain and swelling,
skin lesions and swollen glands),

- vasculitis.

Very rarely reported side effects (may affect up to 1 in 10,000 people):
— suicide,
- stroke (cerebrovascular events).

Not known side effects (frequency cannot be estimated from the available data):

- thoughts about threatening the life of others,

- mania (excessive or unreasonable enthusiasm),

- pericarditis (inflammation of the lining of the heart), pericardial effusion [a fluid collection that
develops between the pericardium (the lining of the heart) and the heart itself],

- change in colour of the tongue.

Side effects in children and adolescents
The following side effects have been reported with the combination of this medicine and an interferon
alfa-2b product in children and adolescents:

Very commonly reported side effects (may affect more than 1 in 10 people):

- decreases in the number of red blood cells (that may cause fatigue, shortness of breath,
dizziness), decrease in neutrophils (that make you more susceptible to different infections),
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decrease in thyroid gland activity (which may make you feel tired, depressed, increase your
sensitivity to cold and other symptoms),

feeling depressed or irritable, feeling sick to stomach, feeling unwell, mood swings, tired
feeling, trouble falling asleep or staying asleep, virus infection, weakness,

diarrhoea, dizziness, fever, flu-like symptoms, headache, loss of or increase in appetite, loss of
weight, decrease in the rate of growth (height and weight), pain on right side of ribs,
pharyngitis (sore throat), shaking chills, stomach pain, vomiting,

dry skin, hair loss, irritation, itching, muscle pain, muscle aches, pain in joints and muscles,
rash.

Commonly reported side effects (may affect up to 1 in 10 people):

decrease in blood clotting cells called platelets (that may result in easy bruising and
spontaneous bleeding),

excess of triglycerides in the blood, excess of uric acid (as in gout) in the blood, increase in
thyroid gland activity (which may cause nervousness, heat intolerance and excessive sweating,
weight loss, palpitation, tremors),

agitation, anger, aggressive behaviour, behaviour disorder, difficulty concentrating, emotional
instability, fainting, feeling anxious or nervous, feeling cold, feeling confused, feeling of
restlessness, feeling sleepy, lack of interest or attention, mood changes, pain, poor quality sleep,
sleepwalking, suicide attempt, trouble sleeping, unusual dreams, wanting to harm yourself,
bacterial infections, common cold, fungal infections, abnormal vision, dry or teary eyes, ear
infection, eye irritation or pain or infection, change in taste, changes in your voice, cold sores,
coughing, inflamed gums, nose bleed, nose irritation, oral pain, pharyngitis (sore throat), rapid
breathing, respiratory infections, scaling lips and clefts in the corners of the mouth, shortness of
breath, sinusitis, sneezing, sores in mouth, sore tongue, stuffy or runny nose, throat pain,
toothache, tooth abscess, tooth disorder, vertigo (spinning feeling), weakness,

chest pain, flushing, palpitations (pounding heart beat), rapid heart rate,

abnormal liver function,

acid reflux, back pain, bedwetting, constipation, gastroesophageal or rectal disorder,
incontinence, increased appetite, inflammation of the membrane of the stomach and intestine,
stomach upset, loose stools,

urination disorders, urinary tract infection,

difficult, irregular, or no menstrual period, abnormally heavy and prolonged menstrual periods,
disorder of vagina, inflammation of the vagina, testis pain, development of male body traits,
acne, bruising, eczema (inflamed, red, itchy and dryness of the skin with possible oozing lesions),
increased or decreased sensitivity to touch, increased sweating, increase in muscle movement,
tense muscle, limb pain, nail disorder, numbness or tingling feeling, pale skin, rash with raised
spotted lesions, shaky hands, redness of skin or skin disorder, skin discolouration, skin sensitive
to sunlight, skin wound, swelling due to a build-up of excess water, swollen glands (swollen
lymph nodes), tremor, tumour (unspecified).

Uncommonly reported side effects (may affect up to 1 in 100 people):

abnormal behaviour, emotional disorder, fear, nightmare,

bleeding of the mucous membrane that lines the inner surface of the eyelids, blurred vision,
drowsiness, intolerance to light, itchy eyes, facial pain, inflamed gums,

chest discomfort, difficult breathing, lung infection, nasal discomfort, pneumonia, wheezing,
low blood pressure,

enlarged liver,

painful menstruation,

itchy anal area (pinworms or ascarids), blistering rash (shingles), decreased sensitivity to touch,
muscle twitching, pain in skin, paleness, peeling of skin, redness, swelling.

The attempt to self-harm has also been reported in adults, children, and adolescents.
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This medicine in combination with an alpha interferon product may also cause:

- aplastic anaemia, pure red cell aplasia (a condition where the body stopped or reduced the
production of red blood cells); this causes severe anaemia, symptoms of which would include
unusual tiredness and a lack of energy,

— delusions,

- upper and lower respiratory tract infection,

- inflammation of the pancreas,

— severe rashes which may be associated with blisters in the mouth, nose, eyes and other mucosal
membranes (erythema multiforme, Stevens Johnson syndrome), toxic epidermal necrolysis
(blistering and peeling of the top layer of skin).

The following other side effects have also been reported with the combination of this medicine and an

alpha interferon product:

- abnormal thoughts, hearing or seeing images that are not present, altered mental status,
disorientation,

— angioedema (swelling of the hands, feet, ankles, face, lips, mouth, or throat which may cause
difficulty in swallowing or breathing),

- Vogt-Koyanagi-Harada syndrome (an autoimmune inflammatory disorder affecting the eyes, skin
and the membranes of the ears, brain and spinal cord),

- bronchoconstriction and anaphylaxis (a severe, whole-body allergic reaction), constant cough,
- eye problems including damage to the retina, obstruction of the retinal artery, inflammation of
the optic nerve, swelling of the eye and cotton wool spots (white deposits on the retina),

- enlarged abdominal area, heartburn, trouble having bowel movement or painful bowel
movement,

- acute hypersensitivity reactions including urticaria (hives), bruises, intense pain in a limb, leg
or thigh pain, loss of range of motion, stiffness, sarcoidosis (a disease characterised by
persistent fever, weight loss, joint pain and swelling, skin lesions and swollen glands).

This medicine in combination with peginterferon alfa-2b or interferon alfa-2b may also cause:

- dark, cloudy or abnormally coloured urine,

- difficulty breathing, changes in the way your heart beats, chest pain, pain down left arm, jaw
pain,

- loss of consciousness,

- loss of use, drooping or loss of power of facial muscles, loss of feeling sensation,

- loss of vision.

You or your caregiver should call your doctor immediately if you have any of these side effects.

If you are a HCV/HIV co-infected adult patient receiving anti-HIV treatment, the addition of this
medicine and peginterferon alfa may increase your risk of worsening liver function (combined
anti-retroviral therapy (cART)) and increase your risk of lactic acidosis, liver failure, and blood
abnormalities development (reduction in number of red blood cells which carry oxygen, certain white
blood cells that fight infection, and blood clotting cells called platelets) (NRTI).

In HCV/HIV co-infected patients receivingcART, the following other side effects have occurred with
the combination of Rebetol hard capsules and peginterferon alfa-2b (not listed above in adults side
effects):

- appetite decreased,

- back pain,

- CD4 lymphocytes decreased,

— defective metabolism of fat,

- hepatitis,

- limb pain,

- oral candidiasis (oral thrush),

- various laboratory blood values abnormalities.
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Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects, you can also help provide more information on
the safety of this medicine.

5. How to store Rebetol

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton. The expiry date refers to
the last day of that month.

Do not store above 30°C.

Do not use this medicine without advice of your doctor or pharmacist if you notice any change in the
appearance of the hard capsules.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What Rebetol contains

- The active substance is ribavirin 200 mg.

- The other ingredients are microcrystalline cellulose, lactose monohydrate (40 mg),
croscarmellose sodium, magnesium stearate. The capsule shell contains gelatine, titanium
dioxide. The capsule shell imprint contains shellac, propylene glycol, ammonium hydroxide,
colouring agent (E 132).

What Rebetol looks like and contents of the pack

This medicine is a white, opaque, hard capsule imprinted with blue ink.

This medicine is available in different pack sizes containing 84, 112, 140 or 168 capsules of 200 mg
to be swallowed.

Not all pack sizes may be marketed.

Your physician will prescribe the pack size which is best for you.

Marketing Authorisation Holder: Manufacturer:

Merck Sharp & Dohme B.V. SP Labo N.V.
Waarderweg 39 Industriepark 30

2031 BN Haarlem B-2220 Heist-op-den-Berg
The Netherlands Belgium

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié¢/Belgique/Belgien Lietuva

MSD Belgium BVBA/SPRL UAB Merck Sharp & Dohme
Tél/Tel: 0800 38 693 (+32(0)27766211) Tel. +370 5 278 02 47
dpoc_belux@merck.com msd_lietuva@merck.com
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Bbarapus

Mepk Hlapm u loym benrapus EOOJI
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.o.
Tel: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf: + 45 4482 4000
dkmail@merck.com

Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EALada

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 38516611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

sland
Vistor hf.
Simi: + 354 53570 00

Luxembourg/Luxemburg
MSD Belgium BVBA/SPRL
Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel.: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme BV

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 3220 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
clic@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 2900
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila

d.o.o.
Tel: +386 1 5204 201
msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com



Italia

MSD Italia S.r.1.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvnpog

Merck Sharp & Dohme Cyprus Limited
TnA.: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija
SIA Merck Sharp & Dohme Latvija

Tel: +371 67364224
msd_lv@merck.com

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom

Merck Sharp & Dohme Limited
Tel: +44 (0) 1992 467272
medicalinformationuk@merck.com



Package leaflet: Information for the user

Rebetol 40 mg/mL oral solution
ribavirin

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Rebetol is and what it is used for

What you need to know before you use Rebetol
How to use Rebetol

Possible side effects

How to store Rebetol

Contents of the pack and other information

A

This Package Leaflet contains information for the paediatric patient (child or adolescent, 3 through
17 years of age), or for his or her parent or caregiver.
1.  What Rebetol is and what it is used for

Rebetol contains the active substance ribavirin. This medicine stops the multiplication of hepatitis C
virus. Rebetol must not be used alone.

The combination of Rebetol and other medicines is used to treat patients who have chronic hepatitis C
(HCV).

Rebetol may be used in paediatric patients (children 3 years of age and older and adolescents), who
are not previously treated and without severe liver disease.

2. What you need to know before you use Rebetol

Do not take Rebetol
Do not take Rebetol if any of the following apply to you or the child you are caring for.

If you are not sure, talk to your doctor or pharmacist before taking Rebetol.

o are allergic to ribavirin or any of the other ingredients of this medicine (listed in section 6).

o are pregnant or planning to become pregnant (see section “Pregnancy and breast-feeding”).
. are breast-feeding.

o had a serious heart problem during the past 6 months.

. have any blood disorders, such as anaemia (low blood count), thalassemia, sickle-cell anaemia.

Reminder: Please read the “Do not take” section of the Package Leaflet for the other medicines used
in combination with this medicine.
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Warnings and precautions

There are several serious adverse reactions associated with the combination therapy of ribavirin with

(peg)interferon alfa. These include:

. Psychiatric and central nervous system effects (such as depression, suicidal thoughts, attempted
suicide and aggressive behaviour, etc.). Be sure to seek emergency care if you notice that you
are becoming depressed or have suicidal thoughts or change in your behaviour. You may want
to consider asking a family member or close friend to help you stay alert to signs of depression
or changes in your behaviour

o Severe eye disorders

o Dental and periodontal disorders: Dental and gum disorders have been reported in patients
receiving Rebetol in combination with (peg)interferon alfa-2b. You should brush your teeth
thoroughly twice daily and have regular dental examinations. In addition some patients may
experience vomiting. If you have this reaction, be sure to rinse your mouth thoroughly

afterwards
o Inability to achieve full adult height may occur in some children and adolescents
o Increased hormone related to your thyroid (TSH) in children and adolescents

Paediatric population

If you are caring for a child and your doctor decides not to defer combination treatment with
peginterferon alfa-2b or interferon alfa-2b until adulthood, it is important to understand that this
combination therapy induces a growth inhibition that may be irreversible in some patients.

In addition these events have occurred in patients taking Rebetol:

Haemolysis: Rebetol can cause a break down in red blood cells causing anaemia which may impair
your heart function or worsen symptoms of heart disease.

Pancytopenia: Rebetol can cause a decrease in your platelet and red and white blood cell count when
used in combination with peginterferon.

Standard blood tests will be taken to check your blood, kidney and liver function.

- Blood tests will be done regularly to help your doctor to know if this treatment is working.

- Depending upon the results of these tests, your doctor may change/adjust the number of hard
capsules you or the child you are caring for take, prescribe a different pack size of this
medicine, and/or change the length of time to take this treatment.

- If you have or develop severe kidney or liver problems, this treatment will be stopped.

Seek medical help immediately if you develop symptoms of a severe allergic reaction (such as
difficulty in breathing, wheezing or hives) while taking this treatment.

Talk to your doctor if you or the child you are caring for:

. are a woman of childbearing age (see section “Pregnancy and breast-feeding”).

o are a male and your female partner is of childbearing age (see section “Pregnancy and
breast-feeding”).

o had a previous heart condition or have heart disease.

o have another liver problem in addition to hepatitis C infection.

o have problems with your kidneys.

. have HIV (human immunodeficiency virus) or have ever had any other problems with your

immune system.

Please refer to the Package Leaflet of (peg)interferon alfa for more detailed information on these
safety issues.

Reminder: Please read the “Warnings and precautions” section of the Package Leaflet for the other
medicines used in combination with Rebetol before you begin combination treatment.
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Other medicines with Rebetol

Tell your doctor or pharmacist if you or the child you are caring for are taking, have recently taken or

might take:

- azathioprine is a medicine that suppresses your immune system, using this medicine in
combination with Rebetol may increase your risk of developing severe blood disorders.

- anti-Human Immunodeficiency Virus (HIV) medicines - [nucleoside reverse transcriptase
inhibitor (NRTI), and/or combined anti-retroviral therapy (cART)]:

- Taking this medicine in combination with an alpha interferon and an anti-HIV medicine
may increase the risk of lactic acidosis, liver failure, and blood abnormalities
development (reduction in number of red blood cells which carry oxygen, certain white
blood cells that fight infection, and blood clotting cells called platelets).

- With zidovudine or stavudine, it is not certain if this medicine will change the way
these medicines work. Therefore, your blood will be checked regularly to be sure that the
HIV infection is not getting worse. If it gets worse, your doctor will decide whether or
not your Rebetol treatment needs to be changed. Additionally, patients receiving
zidovudine with ribavirin in combination with alpha interferons could be at increased
risk of developing anaemia (low number of red blood cells). Therefore the use of
zidovudine and ribavirin in combination with alpha interferons is not recommended.

- Due to the risk of lactic acidosis (a build-up of lactic acid in the body) and pancreatitis,
the use of ribavirin and didanosine is not recommended and the use of ribavirin and
stavudine should be avoided.

- Co-infected patients with advanced liver disease receiving cCART may be at increased
risk of worsening liver function. Adding treatment with an alpha interferon alone or in
combination with ribavirin may increase the risk in this patient subset.

Reminder: Please read the “Other medicines” section of the Package Leaflet for the other medicines
used in combination with Rebetol before you begin combination treatment with this
medicine.

Pregnancy and breast-feeding
If you are pregnant, you must not take this medicine. This medicine can be very damaging to your
unborn baby (embryo).

Both female and male patients must take special precautions in their sexual activity if there is any

possibility for pregnancy to occur:

- Girl or woman of childbearing age:
You must have a negative pregnancy test before treatment, each month during treatment, and
for the 4 months after treatment is stopped. This should be discussed with your doctor.

- Men:
Do not have sex with a pregnant woman unless you use a condom. This will lessen the
possibility for ribavirin to be left in the woman’s body.
If your female partner is not pregnant now but is of childbearing age, she must be tested for
pregnancy each month during treatment and for the 7 months after treatment has stopped.
You or your female partner must use an effective contraceptive during the time you are taking
Rebetol and for 7 months after stopping treatment. This should be discussed with your doctor
(see section “Do not take Rebetol”).

If you are a woman who is breast-feeding, you must not take this medicine. Discontinue
breast-feeding before starting to take this medicine.

Driving and using machines

This medicine does not affect your ability to drive or use machines; however, other medicines used in
combination with Rebetol may affect your ability to drive or use machines. Therefore, do not drive or
use machines if you become tired, sleepy, or confused from this treatment.
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Rebetol contains sucrose and sorbitol

This medicine contains sucrose and sorbitol, these are types of sugars.

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicine.

3. How to use Rebetol

General information about taking this medicine:

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure.

Do not take more than the recommended dosage and take the medicine for as long as prescribed.

Your doctor has determined the correct dose of this medicine based on how much you or the child you
are caring for weighs.

Use in children and adolescents

Dosing for children above 3 years of age and adolescents depends on how much the person weighs
and the medicines that are used in combination. The recommended dose of Rebetol combined with
interferon alfa-2b or peginterferon alfa-2b, is shown in the below table.

Rebetol oral solution -
Usual dosage to be used with interferon alfa-2b or peginterferon alfa-2b in children above 3 years of
age and adolescents

If the patient weighs this many kg Measure and give this dose
Morning Dose Evening Dose

10-12 2 mL 2 mL
13-14 3mL 2mL
15-17 3mL 3mL
18-20 4 mL 3mL
21-22 4 mL 4 mL
23-25 5mL 4 mL
26-28 5mL 5mL
29-31 6 mL 5mL
32-33 6 mL 6 mL
34-36 7 mL 6 mL
37-39 7 mL 7 mL
40-41 8 mL 7 mL
42-44 8 mL 8 mL
45-47 9 mL 8 mL
1. Measure:

You can measure the dose with the oral dosing syringe provided.
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The plastic oral dosing syringe consists of two parts, an opaque barrel, and a white plunger rod that
fits into the barrel.

The rod is marked with 0.5 mL markings starting at 1.5 mL (at the very top of the rod) and ending at
10 mL.

A. Insert the assembled dosing syringe into the bottle of Rebetol oral
solution.

B. While keeping the tip in the liquid, pull the rod out. As the solution
fills the syringe, you will see the numbers on the rod go up, such as
1.5mL, 2.0 mL, 2.5 mL, etc.

Reminder: Your doctor may have changed the amount based on
recent test results.

C. Pull the rod out until you can read the correct number of mL for the
dose you are measuring.

D. Take the oral syringe out of the bottle and check to see that the correct
amount appears in the bottom of the syringe. If you have too much or
too little, try again until you have the correct amount.

Try not to let the oral syringe touch the inside of the mouth.

Hold the syringe to your mouth and release the dose into your mouth (or

the mouth of the patient you are caring for) by pushing in the rod.

Swallow the dose.

3. Rinse: If the syringe has touched the inside of the mouth, rinse it with water
before inserting it in the bottle again.
The syringe should be rinsed with water after each use to avoid
stickiness.

4. Taking all your medicine:
Take or give the prescribed dose by mouth in the morning and evening, with a meal.

Reminder: This medicine is used in combination with other medicines for hepatitis C virus infection.
For complete information be sure to read the “How to use” section of the Package Leaflet
for the other medicines used in combination with Rebetol.

If you take more Rebetol than you should
Tell your doctor or pharmacist as soon as possible.

If you forget to take Rebetol

Take/administer the missed dose as soon as possible during the same day. If an entire day has gone
by, check with your doctor. Do not take a double dose to make up for a forgotten dose.
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4. Possible side effects

Please read the “Possible side effects” section of the Package Leaflet for the other medicines used in
combination with Rebetol.

Like all medicines, this medicine used in combination with other medicines can cause side effects,
although not everybody gets them. Although not all of these unwanted effects may occur, they may
need medical attention if they do occur.

Contact your doctor immediately if you notice any of the following side effects occurring during

combination treatment with other medicines:

- chest pain or persistent cough, changes in the way your heart beats, fainting,

- confusion, feeling depressed, suicidal thoughts or aggressive behaviour, attempt suicide,
thoughts about threatening the life of others,

- feelings of numbness or tingling,

- trouble sleeping, thinking or concentrating,

— severe stomach pain; black or tar-like stools, blood in stool or urine, lower back or side pain,

- painful or difficult urination,

- severe bleeding from your nose,

- fever or chills beginning after a few weeks of treatment,

- problems with your eyesight or hearing,

- severe skin rash or redness.

Children and adolescents
The following side effects have been reported with the combination of this medicine and an interferon
alfa-2b product in children and adolescents:

Very commonly reported side effects (may affect more than 1 in 10 people):

- decreases in the number of red blood cells (that may cause fatigue, shortness of breath,
dizziness), decrease in neutrophils (that make you more susceptible to different infections),

- decrease in thyroid gland activity (which may make you feel tired, depressed, increase your
sensitivity to cold and other symptoms),

- feeling depressed or irritable, feeling sick to stomach, feeling unwell, mood swings, tired
feeling, trouble falling asleep or staying asleep, virus infection, weakness,

— diarrhoea, dizziness, fever, flu-like symptoms, headache, loss of or increase in appetite, loss of
weight, decrease in the rate of growth (height and weight), pain on right side of ribs,
pharyngitis (sore throat), shaking chills, stomach pain, vomiting,

— dry skin, hair loss, irritation, itching, muscle pain, muscle aches, pain in joints and muscles,
rash.

Commonly reported side effects (may affect up to 1 in 10 people):

- decrease in blood clotting cells called platelets (that may result in easy bruising and
spontaneous bleeding),

- excess of triglycerides in the blood, excess of uric acid (as in gout) in the blood, increase in
thyroid gland activity (which may cause nervousness, heat intolerance and excessive sweating,
weight loss, palpitation, tremors),

- agitation, anger, aggressive behaviour, behaviour disorder, difficulty concentrating, emotional
instability, fainting, feeling anxious or nervous, feeling cold, feeling confused, feeling of
restlessness, feeling sleepy, lack of interest or attention, mood changes, pain, poor quality sleep,
sleepwalking, suicide attempt, trouble sleeping, unusual dreams, wanting to harm yourself,

- bacterial infections, common cold, fungal infections, abnormal vision, dry or teary eyes, ear
infection, eye irritation or pain or infection, change in taste, changes in your voice, cold sores,
coughing, inflamed gums, nose bleed, nose irritation, oral pain, pharyngitis (sore throat), rapid
breathing, respiratory infections, scaling lips and clefts in the corners of the mouth, shortness of
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breath, sinusitis, sneezing, sores in mouth, sore tongue, stuffy or runny nose, throat pain,
toothache, tooth abscess, tooth disorder, vertigo (spinning feeling), weakness,

chest pain, flushing, palpitations (pounding heart beat), rapid heart rate,

abnormal liver function,

acid reflux, back pain, bedwetting, constipation, gastroesophageal or rectal disorder,
incontinence, increased appetite, inflammation of the membrane of the stomach and intestine,
stomach upset, loose stools,

urination disorders, urinary tract infection,

difficult, irregular, or no menstrual period, abnormally heavy and prolonged menstrual periods,
disorder of vagina, inflammation of the vagina, testis pain, development of male body traits,
acne, bruising, eczema (inflamed, red, itchy and dryness of the skin with possible oozing lesions),
increased or decreased sensitivity to touch, increased sweating, increase in muscle movement,
tense muscle, limb pain, nail disorder, numbness or tingling feeling, pale skin, rash with raised
spotted lesions, shaky hands, redness of skin or skin disorder, skin discolouration, skin sensitive
to sunlight, skin wound, swelling due to a build-up of excess water, swollen glands (swollen
lymph nodes), tremor, tumour (unspecified).

Uncommonly reported side effects (may affect up to 1 in 100 people):

abnormal behaviour, emotional disorder, fear, nightmare,

bleeding of the mucous membrane that lines the inner surface of the eyelids, blurred vision,
drowsiness, intolerance to light, itchy eyes, facial pain,

chest discomfort, difficult breathing, lung infection, nasal discomfort, pneumonia, wheezing,
low blood pressure,

enlarged liver,

painful menstruation,

itchy anal area (pinworms or ascarids), blistering rash (shingles), decreased sensitivity to touch,
muscle twitching, pain in skin, paleness, peeling of skin, redness, swelling.

Adults
The additional following side effects have occurred with the combination of this medicine and an
alpha interferon product in adults but not in children:

Commonly reported side effects (may affect up to 1 in 10 people):

decrease in certain white blood cells called leukocytes that help fight infection, excess of sugar in
the blood, low calcium level in the blood,

amnesia, crying, bleeding gums, feeling faint, anger, memory impaired, mental disorder,
cardiac murmur (abnormal heart beat sounds), difficult breathing, low or high blood pressure,
blurred vision, changes in your hearing, ringing in ears, earache, bloating, burning sensation on
tongue, change in taste, taste loss, dry mouth, migraine, nonproductive cough, thirst,

abnormal urine, passing more urine than usual,

irritated colon, irritation of prostate gland, intestinal gas (flatus),

jaundice (yellow skin),

disorder of ovary, breast pain, lack of interest in sex or inability to perform, erectile problem,
abnormal hair texture, arthritis, psoriasis, muscle spasm, puffy or swollen hands and ankles,
swollen face, unsteady when walking, water impairment.

Uncommonly reported side effects (may affect up to 1 in 100 people):

hearing or seeing images that are not present,

heart attack, panic attack,

hypersensitivity reaction to the medication,

inflammation of pancreas, pain in bone, diabetes mellitus,
muscle weakness.
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Rarely reported side effects (may affect up to 1 in 1,000 people):

- seizure (convulsions),

- pneumonia,

- rheumatoid arthritis, kidney problems,

- dark or bloody stools, intense abdominal pain,

- sarcoidosis (a disease characterised by persistent fever, weight loss, joint pain and swelling,
skin lesions and swollen glands),

- vasculitis.

Very rarely reported side effects (may affect up to 1 in 10,000 people):
— suicide,
- stroke (cerebrovascular events).

Not known side effects (frequency cannot be estimated from the available data):

- thoughts about threatening the life of others,

- mania (excessive or unreasonable enthusiasm),

- pericarditis (inflammation of the lining of the heart), pericardial effusion [a fluid collection that
develops between the pericardium (the lining of the heart) and the heart itself],

- change in colour of the tongue.

The attempt to self-harm has also been reported in adults, children, and adolescents.

This medicine in combination with an alpha interferon product may also cause:

- aplastic anaemia, pure red cell aplasia (a condition where the body stopped or reduced the
production of red blood cells); this causes severe anaemia, symptoms of which would include
unusual tiredness and a lack of energy,

— delusions,

- upper and lower respiratory tract infection,

- inflammation of the pancreas,

— severe rashes which may be associated with blisters in the mouth, nose, eyes and other mucosal
membranes (erythema multiforme, Stevens Johnson syndrome), and toxic epidermal necrolysis
(blistering and peeling of the top layer of skin).

The following other side effects have also been reported with the combination of this medicine and an

alpha interferon product:

- abnormal thoughts, hearing or seeing images that are not present, altered mental status,
disorientation,

— angioedema (swelling of the hands, feet, ankles, face, lips, mouth, or throat which may cause
difficulty in swallowing or breathing),

- Vogt-Koyanagi-Harada syndrome (an autoimmune inflammatory disorder affecting the eyes, skin
and the membranes of the ears, brain and spinal cord),

- bronchoconstriction and anaphylaxis (a severe, whole-body allergic reaction), constant cough,
- eye problems including damage to the retina, obstruction of the retinal artery, inflammation of
the optic nerve, swelling of the eye and cotton wool spots (white deposits on the retina),

- enlarged abdominal area, heartburn, trouble having bowel movement or painful bowel
movement,

- acute hypersensitivity reactions including urticaria (hives), bruises, intense pain in a limb, leg
or thigh pain, loss of range of motion, stiffness, sarcoidosis (a disease characterised by
persistent fever, weight loss, joint pain and swelling, skin lesions and swollen glands).

This medicine in combination with peginterferon alfa-2b or interferon alfa-2b may also cause:

- dark, cloudy or abnormally coloured urine,

- difficulty breathing, changes in the way your heart beats, chest pain, pain down left arm, jaw
pain,
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- loss of consciousness,

- loss of use, drooping or loss of power of facial muscles, loss of feeling sensation,

- loss of vision.

You or your caregiver should call your doctor immediately if you have any of these side effects.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects, you can also help provide more information on
the safety of this medicine.

5. How to store Rebetol

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label. The expiry date refers to
the last day of that month. Once the bottle has been opened, the oral solution can be used for 1 month.

Do not store above 30°C.

Do not use this medicine without advice of your doctor or pharmacist if you notice any change in the
appearance of the solution.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Rebetol contains

- The active substance is ribavirin 40 mg/mL.

- The other ingredients are: sodium citrate, citric acid, anhydrous, sodium benzoate, glycerol,

sucrose, sorbitol liquid (crystallising), propylene glycol, purified water, natural and artificial
bubble gum flavouring

What Rebetol looks like and contents of the pack

This solution is packaged in 118 mL size amber glass bottles containing 100 mL of oral solution.
A 10 mL oral dosing syringe is provided to measure the dose.

Marketing Authorisation Holder: Manufacturer:

Merck Sharp & Dohme B.V. Cenexi HSC

Waarderweg 39 2, rue Louis Pasteur

2031 BN Haarlem 14200 Hérouville-Saint-Clair
The Netherlands France

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié¢/Belgique/Belgien Lietuva

MSD Belgium BVBA/SPRL UAB Merck Sharp & Dohme
Tél/Tel: 0800 38 693 (+32(0)27766211) Tel. +370 5 278 02 47
dpoc_belux@merck.com msd_lietuva@merck.com
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Bbarapus

Mepk Hlapm u loym benrapus EOOJI
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.o.
Tel: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf: + 45 4482 4000
dkmail@merck.com

Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EALada

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 38516611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

sland
Vistor hf.
Simi: + 354 53570 00

Luxembourg/Luxemburg
MSD Belgium BVBA/SPRL
Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel.: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme BV

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 3220 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
clic@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 2900
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila

d.o.o.
Tel: +386 1 5204 201
msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com



Italia

MSD Italia S.r.1.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvnpog

Merck Sharp & Dohme Cyprus Limited
TnA.: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija
SIA Merck Sharp & Dohme Latvija

Tel: +371 67364224
msd_lv@merck.com

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom

Merck Sharp & Dohme Limited
Tel: +44 (0) 1992 467272
medicalinformationuk@merck.com
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60kg LA T 600mg 200mg 400mg
60kg % i X 80kg LA T 800mg 400mg 400mg
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£ 1.7-1 RiERZ&E—E (VANEY A TRILAL
URe Y vl S EIVAI
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Y EYARATEAENALZENS MHERKRBRICB VT, 140661
Bl (43.6%) WZEIEA (BKMEMEREZE5T) BZBD oz, E2FEEM
1T, Bl iE~F 7 v e @214 (15.0%) . F768 (5.0%) . 1BR2&6eH)
(4.3%) . B.06l] (43%). % 9 FEHE6H] (43%) S Th o7, (BhREBINK
)
Vx ) HATIOCHRIBMEF B T C BRE ML R E AR Y R
Y U EYRATEAEDHE Q4AGEMES) Lm40 0 U5 AR KR B
BT, 555614140361 (72.6%) ([CRIMER (BRKRMRAEM BT % 5T) N
o, ERBEMWERIX, 515861 (28.5%) . FHE 11041 (19.8%). K86
B (15.5%) . & 2 FERETTH (13.9%) . MEFRE63H] (11.4%) . 6361 (11.4%)
HThH oo, (BhagBMARE)
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UAEY > T EAA
1.7 [AIFERIZh S — SR

x 1.7-1 RERMSE—E (YANEYATELE, VANEY Vi) (HE)
— R4 B UANEY L H TR I

(1) ERARER [VERXT et HE)

) Al (11.4%) : BfAH b LRHLDOT, ~E/REVEE
EMECHET D7 EBBEEZ+HIITW . ~AET nE V BEOED ERD
TWmAIE. AR OREEFET 0, MERLAEEZITO Z &, B,
K OBEEPIET 55813, YEATEAOEE LT IET S &,

2)  @IE (1.4%) : SfERH oD 2 EMNH Y . IUHE M E 180mmHg
DL B OF R E S I E 110mmHg L EICE > 2l b ME SN THWDHD T,
FHEPIMEDOHBFICHHEET D I L RERBD LA
BHEEZRIET L3, WEURAELITO 2 &,

3)  MIMAFREE (B O MRZE. RIS oM EREEN D S b
NHZERDDLZOT, BEEL STV, BENRD bR GEICITH
Gahibd 2L, MURAEEZITY Z &,

Q) TOMORER [V &R 7 NG R
RO LD REMERMARD SN EICIE, ERICISC THET RAEZIT S 2

L,
5%LL - 1~ 5% i 1% | B R
JE Y 52 K 58 2%
i - U o8 ~ES B UED
A
TR R 9 O, AHRAE
o 1% R S fEIR, o F W HENREE
e IR TR n%
ik
6 5% 7 R, SRR
S A IR
i
L% L, ER. AN HAER B
IR N YN
TR, AER
HF ik BEE ULy iE
B O PEIE. BB R L 5
Jit =& e
IS i 9 ANk R . R
i
1.7 [AIFEFRIZh S — SR
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= 1.71 RERMS—E (VANEYYATELE. YAREY UE) (EE)

— B4

U ey hE

YR 7 eIVEA
% D R, JEH Gy R | E
FEEL

O

M

9) FEBUHEEIT. ENERRBREICESTRE Lz, BRERE XSO
MR B W T O R #RE SN ZRIERITEERR & Lk,

FAEZ ALK - Y XS LEAKY -V N FEALRSHK L DA
DGE
AENE AL EZAENKIY - XY 2T L ELKIY - U N EALERAFE
PR LZERENMERRRICBNT, Y=/ %4 720 CRIBMFXES
R DEIER (BRMAEMBR 2 &) (2160619861 (61.3%) IZFEH 5
N, ERRBERE LT, Aif36fl (22.5%) . ifiH e UL e 8in294
(18.1%) . % 5 FE1401 (8.8%) WO LN, (T4 XT v 7 AWMEBIEDH
fF3CEIZ L D) (BhaeE KGR )

ERARBIER (Fav g2kl - Y 2T LELKY -V b FEL

B A 451 OF F g )

1) RIERIFE - R MEERIE (1.9%) . FHIE (0.6%). BHMFIE, MiKENH
bbb EnNH D, KME (0.6%)., MIRICES72FHHE STV
0T, B(EEHNIITV, BERARDONEEESICE, E5EEPIET
L7 CHYRAEEITY 2L, eB, RIRIFEIT CafiBiAlEZ O LT
WHERETHLDORRT W,

2)  JFHgEEREE . R4 - ALT (GPT) ¥ (1.3%). B UL E ¥ (3.8%)
D LRI TEERENLLODLND Z END D, £7-. ITEEE L5
OFEWIZhrrLbT, PV VEAERE L EF L, A, JFHEK
EEEZEOIIFRERNSH LD ENH 5, FHERENRBD NS
B LV HERENCREZITV., B2 +0I2TH 2 &, BERRBDO LN
LEREsEERIET 22 CWEY R AEEITH 2 L, ALT (GPT) 28 FEH4E
Tl ERO1065 % FRNICEB X 55685 2 WIFIFR 2O #MENRED b
A IcEEsEPIE L, B RNEEZITO 2L

WOLYEME LIRSHEAE, XORILUEE FIR3M

3) Al Aifl (10.1%) BHLbLNDLIIERHHDOT, ~EI/BE VB
EWNCMET 572 CEEE+ITITW ANET R E L EBOHDEZRD
HmAIE. AROREEFET 0, WURAEZITO Z &,

4) AEEEE (HEARR) AUEBEREERLOLDLRLIZIENHLIOT, &
WMICEBEREZITO REBELZ R IITV . BRELRRD ONIEHGE

2
i

o
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%
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S HENRE % & 1)
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= 1.71 RERMS—E (VANEYYATELE. YAREY UE) (EE)

— B4

YR 7 eIVEA

Ve fE

O YVEKRATENL « UK ZAEAREHEOHAOEE

MGREAZ A+ 5 CREMITA T CRHREETEERE B ICAK L Y
BRAT BV UL K R EJVEL A A A 2488 B OF & 5 U 72 B PN LA g R 3R
BBV T, 60F 2141 (35.0%) ICRMEAZRS Shiz, EABEMAIZ.
2136 (21.7%) . BEESH (5.0%) . £ 9 FERE2H] (3.3%) % Tho7,
(BhaEBMAREE) (=77 V—VEEEOHRMCEICL D]

() BERARBEMER (YERRATENL « ~LRF R ELEES HIDE R

) AHifn 21.7%) : BfiAdb bbb EnHDHDODT, ~ET BV B
EMMOICHES 572 CBEE+DIITV, ~E T u bV B0 ER
DieHEE, AROREZHFHEG T L2 L, WU RAELZITH Z L,

2) EiJE GEER T EmERSHSbNDS I LAY L IHE S
JE180 mmHg VA b I HEE MM E 110 mmHe PL BIZE - 7201 & #)iE S
NTWsoT, FEPEFMIEOHBECH PEET LI L, BENE
OoNEHEICEEREERIET AL, WUIRMNEERZITH Z L,

3) MMM EEE EEEARB o) o MEEZE. MM o R EEND 5
b EBnHHDOT, BEE DTV, REPRD LNH AT
S ERIET ALY, EHURNEERITO I L,

H10) VARATENLN 2 EHT 5 WAOMERFZICB N THREIN T
V5 BIER @ 72 @ BEE AR B,
Q) FOMOBHER (VAR T EL « A3 R LE S KO )

UToE S ZREWERAZRD b alcid, SERICIE U Tl b 20 40L& % 17
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5~ 10%A i 5% A i SRR
ik e W5 %
i e R R
M 4 e
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Uy 7 EAH

1.7 [FfEFRZ L —ER
£ 1.71 BRERMSGE—E (YANEY2ATEILE., VINE) V) (HE)
— R4 T YR 7 eIVEA UAE Y VB
BeJd B O 0PI, P
BT LR
Z Dty s 5 R
D) FBEE T, ENEARBREEICESSR M L, BHREHE X
TS O iR R BRI B WV T *éhf:ﬁ'”’ﬁﬂ%liﬁﬁfﬁﬁ%& L
oo
5. mmE~O&RE 5. mmE~O&RE

EWNTEM L ZBERKRBRICBW T, milE i, mED
HBRE e OV i % 257 % SRS 8 5 < 72 2 {8 23

PR 8 & D F B
%w%h1w7mf %%@%*

EHNTHEM LZBRRRICBN T, BRE TE~ T m e @b,
#GI&“V@E&%% DIFEBUHFE A i < 72 D 17 A

1 /SR
RBOLENTWBEDOT, BED

BELANOEEICEE L, LEIZE U TRE, RE, 5P S0y 2 0@ REE2 +oIcBELans, MEICEETLZ L
EITHZ b,
6. ik, FEkE. BILWE~OEE 6. ik, FEME. BILWE~OEE
() 1 TR LTV A AREO S 2 m AR E LAz b, [BIWERT (1) @R UIER L TWA WO H 5 ANIZE S LAaAn &, (B ERT
ETFHEER (7 y NEORT X 1mg/kg/E|) KO - BIREEER (7 v EFHHER (7 v~ 10mgkg/B, UH X : 1.0mgkg/H) LUK - jBIR
b1w@@ﬁ)#‘w6n1w (=] oEBM]W) WEAEM (Z > b @ 1omgkg/A . 74 ¥ : 1.0mgkg/ALLE) BEEHHLT
(2) TP oML, #5 & BT & RUEBTRETIHAIT. B#LE W5 ﬂ%%)@@%%h]
W EED & [@%f%(7/%)fﬁﬁ¢~®@um w%nfwéJa)ﬁﬂw 535 IHRHARTSEL L, (BWER (T ) T
ﬂ%%)@@%%) ﬁﬁ¢m®%um w%hxww ([#2] DEBRK), ]
7. MRE~DEE 7. INREA~DEE
HAREE, Fral, B, SR GT/NRICH T 522y L T2y, () IREAEERER, Frall, IR, B E/hRIc+ 222 My LT
[fE PR BR 23 720, ] 7RV, [ HARRER DS 20, ]
(2) 5~17m D CRBMEIFREF Lt L & LA RKRBRIC VT, BRY
HHICEEEMOEAL K OCEREOHOCOERRRBD bz & ORERH
b,
8. JEMH EoEE 8. JEMH EoEE
MK AZATHE - PTP AL DAL PTP > — R b W B U TIRAT % X 9 -4 [SEA 42 148 -

5T &,
a2 2 L TR IR 2% 55 o

[mPy~b®$%ciD@wﬂﬁ%zﬁ REREA~FI AN L, FIZITEIL
EELAHEZHET I ZEBHRESNATVD,]

NP@%G%WHFW/~bﬂamwmbfwﬁﬁQi5%ﬁ¢Q_&[NP
v— M ORKIZ WA EEREAS~RH AL, FIZIEEILERS I LT
m%m%%wigﬁ BHEZ PFRET 5 2 LA SN TWD, ]

9.
(1) ~7 A3K U6 AR5 AR (1~150mg/kg/H) TH+

2) 7y FEMEGRBR (245 AR

EOMOEE

B (15mg/kg/ A LA
) BAbnfzEomERH L (IRFEIZLVIEITE),
10~40mg/kg/H) T8N ZEPE DR A BHE A

9. FOMMDONE
(1) 7 v MEZIRERR TH 3O LT 27l (100mgkg/ H) 234 iz (IR
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UAEeY Ly 7 EeAH

1.7 [AIFERIZh S — SR
£ 1.7-1 REBRMS—%E (UAEY A THLFL. UREY V) (§E)

— B4 UREY T EIILA UANE Y b

XFRREEIC LS TR L 7= & OB D b B @ MEE AR ERERRBR, ~ v A MNERRIIRIETH >R, ~ v
() MEZ MV DHEIRERRB, & MY o SREMV D REFRRFERBLOT v | 20 o I A 78S T RRE BRI TH o2, 2 AR

MMEMEBOERBITRIE T H o8, v T A Y VT p— v HB, ~ U R MR TT v MZ60mg/kg/ A% TEUEM, pS3+/-/ v 7 T U b~ U A
Balb/3T3 BB H it Bl O~ 7 X /MR IZBpE C o o 72, MEFMERB T~ | 100mg/kg/ B % C & 2630 M4 5 L C b AT 512 K 5 WIS 36 /5 OB 1T 2
U AN T5mg/kg/H £ TE 185 HIEl. 7 » hiZ40mg/kg/H £ T&24% A M., LR le L ODRENH D,
P33R T U AY 2=y 7~ 7 A2300mglkg/ B ETE6H AL L THA
WEHGICLDIDEBRAEDOHEINIAON ol L ORELRD D,

A ES

f‘?ﬁ;’ﬁ 20184E8 H &3T (H5200%)

fii & I E 3R A
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20184F11 4 1Bk

o4 ILAH

- BAERZA
A5 SR S - R — PR O 17 5
kO ERT Lk

ik SRR, IR
A - 34
PR : SMASIC R

H Rt iy B B
87625

KRE 21300AMY 00493000
MUK 20014124
e AR 20014F12 4
R A AL R 201546 /1
=] PR A 1999454
ZhEEIB N 2017434

JEYhTEIL

L A=) 5741200

REBETOL®Capsules 200mg

€9 MSD

(&)

(1) AHNITIHEFER L TN D O T, il XATEEIRE
LTCWAAREMED & D@ NG5 Lanwz & ([#£R]
Lo Milths, EElm, #ilmE~ofs) OmEEH),

(2) ARAITIIMEREAE L ORI - KT OB ELSE R HE X
NTNWDOT, HRT 2 AREMED & 2 L BEE R OV —
N —2MTRT 2 AREME O & D BYERF IG5
AT, BEHEAE sS85 28 (TEREREANEE (4) )
L Milths, pElm, #ilmE~o5) OmEER),

3) ARFITITER T ~OBITHREETE RN LN, /S—
kI —MTs o BYEEF IR T A 5A X, [EH R
OEE] ZESFTH 2 (TEEREANEE (5)1 ©
HE W)

(2 R xoszcrisLanss)]

(1) i, ER LT 5 AR D B 5 fat A SRSl ofa A
(B4 TR ClE AT VR S QR « BR R BOE/E 3 iy
EhTwnd,]

Q) KHIOESY IO R 7 LAY KT Fus (Fyrae
. Hrvrme, BT %) ISk LimECEDRE
FEROH 5 BHE

() 2y br—LOREERNRE (DFHEZE, DR, R
k&) OB 5 HRE (A FKNCLRENET S L
BdH5,.]

@) BE~e s o dE (7' 27 SRRIR mERVER %)
D EFE (B EKR CRE~EZ v BV ENENT D Z
En®H 5,

G) BUEBAREIZZ LT F =27 U T T 2 AN50mL/45 LA
TOBHREREDS D EH [AFOMPRER LA L,
BERRBEANECD Z &b 5, ] ([FEpEIE] 0E
Z )

(6) EED S O, HBEE T A X4 0O EE ORI
WHRIC B 5 BE XU T OBEEEDO & 5 8B [ 9 DN E
LTS EZ 0D 5, ]

(7) HEELFHRERERE FPHEELMET LT 5 /hEME
NHY, ERRFWERANELDZ ERH D, ]

8) ACHEMIFROESE [ACREMTRIE(T I L
BdH5,]

G - 1H4K]

1. #ARE
[0%%) 17 hoEAE
I RN I5b
H %Ak oy JREy o 200mg
SLBKF, AT T Y VR~ TR T A
W | fieera—x, yaxhrAa—RF
NI O LEEGERET D,
2. IR
ilkiz i 7 7 JLF
@, = R N1 |
:,/"7 T E, ™~
S AP N \“ﬂ g
T 1 BREE D K19.2mm
sl Proomg (717N,
B 921 (PTP > — |)

(ZheE - E]

1. RT3 —Jz0Y FILIT7-2b GEGFHEEZ) X
FA 02—z 0Y R—=FLOHAICEIROVTH
MO CENSHRFRIZE T B4 L AMEDHRE
(1) I HCVRNA ELETED £ &

(2 A28 —7 0 HBBBBEITENOEERIEA
UA—DJ O HBBMEEAEBRLI-EE

2. RGAvA—Jz0OY FILT7-2b GEEFHMEBR) &
DHAIZES CEREMFEEICEITS VA )L RAMED
wE

3. YRR TEILEDHAIZKZRDODVWT LD C EIE MR
LRI CEHREEFEEZIZE TSV M4 L AMEDRE
N EadL—72 (xz/48472) OEE
2 EadL—1 (z/48471) XiFEadiL—
T2 (2 /8472) OLWThIZHZELAENESE

4. ALERREILKIY - /R RTLELKF - ) b
ELRESHEDHRIZE SO L—T2(0/ 847
2) OCERIBHIFRICEITAZIMILAMEDHE

5. YIRRATEIL - RILREZRELEESFIEDHRBIZL S,
BAEEZEYT S CRIEMFAXIE CRREMFEEIC
BFZ2H9AIILRMEDRE

D (e - MRICEEY AR LOER)
L C RUBVERF 2 X T C BURBEVEIFIIZEIC 3810 B 7 A L A U |
L DT KT B AH O BRI S T B,



C BB MRS T C BB MERFREZE I 1T B U A L A IfiE
L DT B AFIO BRI 7 5 Tid HCV RNA 2
P Ch Db RO SO TiReE. MRS LY
VIBMEF S SUSREMEIFHEE CTH D 2 L 2HRTH 2 &,
V1OARANT, CHEUBMERFRICIIT D A L A HUE O U
LTS v E—T xry AT 7 2b GEET R
Z) XA v X —Txny RX—x L CEREEATE
BIZBT D T A N AMIEDSRFT G L TERT A v
Z—T7xzny THAT772b (EEFHELZ) 0T
Z &, ([EERpE] omEEM)
728, I HCVRNA B3R EO C B MERT I AR K] &
AW 546 il HCVRNA &3 RT-PCR 4 T105TU/mL
VL E X% b-DNA ¥ CT1Meq./mL LA ETH 5 = & ZHfis9
: HT L,
. KFNE, BRI A—T1 (V= XAT1) BB C
v BUSVERT A U CRIRAEMERTEZE 12 B8 B v A L R IfE
DYFZK L TIE, YVHRATEAL LT ENTE
b 5. ([ERAGRE). [BEh3EEE] omEBM)
3. AR, BRI =72 (V=) 2 A T2) O CTISHRT
L RICBITATA NV AMIED L EITK LTI, A LEH X
EAKF - S 2L ELKIY - U N EAREH
PR A LN TE D, ([EEEAE] oTESR)
V4. ARHIE, ATERRIE 2 A5 C R MERF A Wi C AU
COFEEIC BT D AL RAMEOWEICK LT, YRR
T L RE A VEESRIE TS LR TE
%, ([ERAAE] OBESR)

(A% - AE]

BE. RAICIE. TROME - REOY/AEY VD
BE5Y5,

FHORECHLTIE, BEOREEEERL. HE. +
L EQBEYEREETS &

A8 —JzAY A—4 YKRRTEL, A LEZR
EILKFM - /) B2 TLELKI - ) b FELES
FIRIE YRR TEL - RLRE RELBEHIEDHE

DiFE
Uyney rokhbE
BEDORE ; = =
HOE IHoRER | W&tk | VA%
60kg LA 600mg 200mg | 400mg
60kg % #8 x 80kg LL T 800mg 400mg | 400mg
80kg Z it % D 1,000mg 400mg | 600mg

- RILvA—DzOY FILT7-2b GEGFHIBRZ) £D
HADEE
(1) C B X RITEBSHEIIANTEIOEVREMN
14g/dL L ED CBRIEMFEEDES

UREY rorhbE
BHOME NHoRsR| wek | SRR
60kg UL T 600mg 200mg | 400mg
60kg % 8 % 80kg LL T 800mg 400mg | 400mg
80kg % D 1,000mg 400mg | 600mg

(2) BEFBEIIANES O EVREMN149/dL RiEFD C B

EMHEENEE
UASEY » DBh R
4% @ £ P
HOWE IHoRER | W&tk | Y ARE
60kg LA 400mg 200mg | 200mg
60kg % i % 80kg LL T 600mg 200mg | 400mg
80kg Z it % D 800mg 400mg | 400mg

-

L6 ML Ao A—T=nr T 720 Glls Tk |

___________________________________________________________

HA v —Tzuy REFZLOPFRICE S C BB
RIZBT D A L AMFEDLBEDEE '

5@)&74yy~71u>/7»772Mﬁ6%mﬁiﬂii

WEL A, 1B Spgkg B IER F#5T 5,

LQ) A A —T ey R—H L, W, RAZLE6005E !

BREAL TRG AR L, G RARMETITER, Lk
W3 [EEFIRP £G5S TR ERET 2, '

Lo ROV E—Tzry FAT72b GRETFHEZ) b

OPFAIC X 5 CHRIRAEMERFIEZEIC B 5 U A L AMIED |
WEOHE, BE AT, A F—T=nr T
V7 7 2b GEB TR X) 1E1.0pgkg 2B 1B F#E5
T 5. :

P30 YRATEN, AL EH AR - XY XTI

AR - V) N EAEAHIULY RAT L - SR Y
2 EOVELATL & DFT 5 0 0 B GBS O B AR A
EEAE, B HH ROV RAT B A LE X ALK |
- XY 2TV EAKE - ) R EABSAIULY
R AT L« ~LSH R EVEAHIO M - R, V|
RATEN, FRELAEAKRMY - X)X T LEAK |
Fo#n - U b T ENVEERIZUE Y RAT EN « SV SE R
EVELEAIORA CEE R T H 2 &, :

V4 AFIOB MR, BRSE (HCV RNA, ALT %) K

VRIWERORE 2 BB LN GEEICRETHZ L, 4
ICEFHERE, IR, ~E SR B REOHEBICIER |
L. ARAIOWEH D VIR IS 2 &, '

() AT zay TAT 7 2b G TR Z) X

BA v H—Tzmy N—=g LOGHRIC LD CRUBHENT |
RICBITF B 71 L RMIEO L EDLE
) ErZA—71 (Y= /#4471 (la) XET (1b)) T |
Mt HCV RNA B3 EOBHE BT 2@ o854 |
FII48 M TH D, XA v F—T za TILT72b !
GRAZ T-HIM ) & OB DA  BRRABROME LY |
B 5 LB IR A AME T 5720, i - (R Y
DRLTEIC LY TTHEZR IR D A8 545 Z L B E L |
VR 24BN OB 5 THRENED SRS E . |
BHOPIEEETS 2, (BEREE] OES8)
2) TS OBF I D EE OB G WIZ248R T |
%, ([EGHAAE] OESH) !

Q) R E—T=ny TAT 720 (BIGTHIRL) &

ORI LD C BURBHERFIZNC 31 % & A A A DR |
DOUEOSS, BEOESGHRZSEMTH D, b,
24FRILL O 5 THENED HNARVEE EEoh |
LEEETS L, ((BERE] OESM) '

LS. RO A—Teny TAT72b GRE L) X |

BAvF—Txny = LUATEE. FTROE |
FREM AR TS 2 L 0NEE Lo, ENERRRICE |
WTUAEY e LTHRESHZ V1A B3mghkg XD |
BHEGLESE, BioRBREEORMNRED S |
Foo 7235, CHUBMEIFZRICH LAKIE RS A Z—T =
77 720 (B AER) OOFRICfOR HCV |
A BT 2 HAIE, B HCV #lo G - ARl
T2 EOEE) 2HRTL Ik, :

CHEUBIEIFAR 31T 5 7 A L A MUIE O

AT IE B P 5-mifE

i Bk 4,000/mm3LA |

i/ MRS 100,000/mm?LA I
~EZa EURE 12g/dL UL |

CHRMRAEMENTREZE IC 1T 2 U A NV A MUSE D B8

WRATE A ¢ 5-mifE

ek 1,500/mm3 LA L

AN 70,000/mm3 24
~NES B VR 12g/dL LA




Z) NFA v A —Txzay XR—ZOU LS R,
BRI I A 4 20 L. AP Bk, i/ ARR

/0 VREOKTARD bALHAICIE., THEE2S
BRI L THEREEZERET L2, ((BEEREANEE] ©
HEM) F7z. CHUBMERFRICH LAK & T A v 57—
Ty TAT72b GBEHEBERZ) OFFRICtob
HCV Al % tH3 2 58121X, i HCV Ao (HIE - A&
ICBHH# T 566 DR 2B BICAFI TR T A v
F—T7xzumar THLT772b (BEFHEX) OREEE
FI5HZ &,
CHHUBMERFRICET D 7 A v A ME Dk
(TS E =Tz TILT 720 Gl z) Xt
A B —T zu s N—Z GO RFK)

NI A H—
Ty T
RAHR | i (s T
V=T
N
1,500/mm> i I L e 2R
R ER 1,000/mm> A it ok
N 7S0mmiARE|  AEAL | CERICHR
Rl Ty i
80,000/mm>A: i
A vH—7=
= S B L e R
50,000/mm’#
LR S ) S R B
50,000/mm>A}
A —T7=
"y R—H % ik
25,000/mm>Aif)
B
~% 2 n 600mg/ H —
b - 400mg/ H )
o 10g/dL K¥ifi|  800mg/H — B L
(0 % 18
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EEFBIZ O b o BENE LWV AR 52 Pk L, 872 0E %
A) 7952 &,
S, Bl 2)  BIMmEKEA (2,000/mmiEiE) (5%l k). BEREkE
s, hE 4 (1,000/mm3skE) (5%MLE), m/MERL
%, IET L (50,000/mm3F %) (5%KH) : EIMIC ik RTE %
7 2o 179 72 PBIE A2+ TV, BERBOLN-HE
e, IKEB IR IR IR 5 7 E R E AT 2k,
ME, LR 3) EELGHEE B5%XRHE) FELWFT AT IF—
Heg o fp BOLEAZHEIFEERHLLDOND Z ERHDHDT,
ES-Sa TE MBI TRERERR A (AST (GOT). ALT (GPT) %)
o — L AT 7 EBIE A 04TV, BE RO b
. TREE. BB ZPIE L, @YRAEZITO Z &,
RIE I 4) HEREBRZRIZEDEBHONDER - #iF (RIREHE
i &8k - HERE 5%UL) F): Bl Hoidtn. BEnR
Ho Wik, D ONTGEAIRE G2 Pk U, @Y @E 2175 2
. A% L,
B B 5) BNAEE (5%FKH) : BIRE +0I TV, BRENRED
g (h LNGAICIREE 2 IR L, WY A E AT S 2
U, F L,
KU WA, 6) EELS DKE. BRER. BIKE. RBHTE (E
7 a—j, ERE) : B85 Hoc ity Rk, A2, Bl |
FN T B, WM, DRSNS b EA TS
NI EHIET ol WURREETY 2L, (THEER
ESNI N ] EARMEE] OBEBHR)
5. B, 7)) BAE. {1F GEEFRH)  #BRE2 oI, BE
[ =R N b LN EITIE, BHMEED FERIZ OV TR
V7T BT DHZ L, EROELULWEAENOEEL THIEk
A RIfE. L7aWgGAicid& s 2 ik L, @Y 0E 2175 2
[ =0 L,
RN, ~ 8) MAEMEMA GEEERBA) : FEEN Rk, PR IA HESE 0
A= MR AR, E7o. JE X SRR D Db BE
Ay B0 WIFBEG A2k L, B RE R VR CHIO#E %D
¥2) MR, G725 —BEO ERERED SNBEAICE WERAEEATH Z &, Fio, KMk, RRIE R R S
Brhadib L, MER0EETD L, B OO BEAITIRE HIHEEST S X5 BEICH L
H3) MR, EAOR TEEEZES 2R HLOT, ZDkH HEr525Z L,
IR B b N T- A ILEY) R E 21T D 2 &, 9) DAL GEEFRE) : B22r 51070, BEnzmn

WH4) A FZ—Txur TILT772b GBEIGFHEZ) LN

R =AN A s
=) ‘/@Mﬁﬁbzia‘b\’c%fﬂb‘i?g\&) %ﬂf‘/\ézf;\ IE]%E@ 62}’bf_%ukli§5”z¢lt?‘5f£k\ ﬁ@fﬁﬂlﬁé

TRSHHEZR & D T2, 1TH2 &,
15)  EPNERRBRICE O TRD DTV, KR RG] 10) AOMERSBEERE (HUS) GEEAHA) : /MR
/s b DT, D AL, FAR A Y WL IR A R
RBBEIA o —Tny TAT72b RIETHMZ) & (HUS) #3%5bilsd = L ibsn T, EMIICL
D BRI R 2 FEGRIR O B R A M A < i (M. R IERE . Fod e ) 1O
Ao Tany Tv7 7 b RRTRIRA) Lo iz BRHSER A 217 5 72 LA A A ICATu, B AR

T EBREORKRBROESF LY R L, 7l KB

PRI K OUERRE A 5 TR b7 da o LRI IS D W ORI HEITIER G 2RIk L, Y0 E 21T 5

CIHBEREARD & LT, &
Sy H—Txny T 72 BANTAREIETH 5, 11) FT7O—EEERE GEEFH)  FEREARED. M
OAVHA—TIAY R—F LOHADEE BTN TIVARTEE EELREARPIRDOND
KA v H—T vy _X—=%Z0H Lz C RIS ZERHDHOT, EMIRBRE REH) #1795
TG b U= ENERRRERIZ BT, LM 3 o x4 & 7o CBEZH5ITATV, BENRD bR GA I
7o o T 17ABI BN BIER 2RO bz, EARIEM X5 Feha Pk U, @EORNEEZITD 2 &,
B (983%) . EHBERL (88.5%), HIE (82.2%) . FHJF * 12)  HERE (1B RU2E) EESRH) : FERFESHEY
AR (80.5%) TH Y. EHEREMOBE T, 4 PEER BIIET D LnHY, BEICEDZLDHLDOT,
D (793%) . AMEREGRD (753%). ~F 7 o b EMRICHRE (B, JREES) 2170, BEREH
(76.4%) . FRIMERE D (70.7%) . ~< + 7 U v M D OLNTHGEIE RS 2P L, MY LEETT S
(71.3%) . /MR (62.1%), G772 KT Zé&,
(54.0%) THo7z, 13) BUMIE (BEERER) : HREGMEL 20 | IERH 5
(A F—Txzmr N—2 ORI X 2SR %G bbb EnbLDT, BEOREREL /728
PR T 1) BL, REIROLNIGEACIFESEPIEL,
(1) EXLBEMER (¥ —T7=xnr X—Hf K] IR iE #1795 Z &,
1) BMmE GRmBEL (2505/mmiEE) (5%FKMH). 14)  HEE GEETH)  MWEENRHLDNDZ L RHD
ANESTBEVEHD (8g/dL RiE) (5%KiE). ~NEY DT, ML, $RE E BT OV IR 3 M IEE oD 2
0EviEd (8LLE9.5gidL ki) (B%LLE), AEY WCHEE L., EMRICIRERE 21T 9 7o CBIZEEZ 50



)

ATV, BERRD bNZHE T HKEGEE PIET D
L, WMUIRAEEITH &, e, KT, B
ES N OLEN VA ON=Y (Wiek” o BSu Seod/RI N LS IOF 2 =
EXTH L BELEETL L,
FE6) A MM
TOMOEMER (v F—T7=n X—2 )

5%kl E

5%k i

SHETRA

£ 5 fE K

FEENET g

(82.2%) . & 1B
B (88.5%) . 7>
WE G

A T7)x
R

B B E

B, % O HER

B

il &

i . BR A i
(75.3%) . 1fi./IMK
b (62.1%) .
(81.6%) . A IER
5y W EL
(96.6%) | AR ER
B (70.7%) .
~FE S v e
D (76.4%) . ~~
27U v M
(71.3%) | #@:IRAR
i BRE A | MR
IR EREE %
(75.9%) | tFEER
B, hr e
E NN T8
%

H g, A
MmERBUEZ

AST (GOT) k&,
ALT (GPT) b5,
Al-P -5 LDH

R By e
v bEH . y-GTP

=

b

i

EHR (50.6%) .
BUN L& Mg

J7LVTF=
v RS EE
9. BUR. BE
PRI

LGRS
ER

SHYR - BHIE
(80.5%) . KR,
HFEV, 19D,
Bl FREOLY
. A

EilmEsE
IR,

w.ORik,
KA. BTN
R, RER
TRE., HH.
HEEEE

&

]
3

i 5 B,
AL, DU R v

REERR, i
{5

iR &R

. b AGE

WP PRI, 55 HH

I
Mg, W,
AR, REX
%K. b

sl

H ot #F

BHRAIE
(59.2%) . Fl -
We i, T R
THILARER ., f3FL,
HN - A2, bk

e

eSS

HEZ SR i
A8, HE -
Bt - A
. W, H
. R
. YE(ERE

N N

o 3 5% 5%

H7 17—
RS, M
et

5%kl L 5%k i S B
<N B
e, G RkEE
B
R Bz, BE SIE. FIF. (BB
A NS
BE. BRI, I
D HE . EA
b, HRETE
5. BHE
W, %E
iR ARIEH M %O |IRYE, #7775
ME D IMEERRE | & R T
E) i, ARERFE
i, FEEEZ .
AR > FL N
IRZ 5 FEIE
ARFESE 77 . i
TR
L INE N
WL OBER R
8. ZhiE
7 5 B G| B AR PR, B
MERR, (B0
. F I,
Hi if
Z O B (58.0%). |99, W) |CK (CPK)
TR, B 20 Sk, #EE, B BA- g
OEETLE, 1 |WEE, RV v A kR
- R VR, S, MR A ~E S
Mo, R |k, MRKEL, |1 B Age
Y, WHERZG, fREE| FHBIHEW | BA-
W, PREE. MIE| M. B, W
TILTIUERT . AREH
(54.0%) | M JEHa| i, FhiRs .
BEEWEA ., MG = (R, S
L 2T a—L b Ytk Bk
Hofih = v 2T iE, SAAE %,
v — /KT, | B, P E
PRI B M6 |2, RSz
Ny METF g8, RS
TEIERE Y AR, (8 B R
CRP L& N =g
F—v A, b
V7T
A FEH, M

H#7)

TRALEEATO Z L,

1E8)

FEEA (FEBUBE98.3%) (T L CITAREAA D #5555 i b))

TR, HINMEFRESEZHED 2L B3H2DT, 20k

IR B DDA ITEY AR EEATH 2 L,

O VRRTELEDHRADIES
VAREY e VERAT ELE A LIZBERRBR CTRD S
NIZBIWER % LLFIZR T, [V 70T 1 $E400mg D iR ft 0

2k 3]

Vx ) B AT20 CHRUBMERTS B U C BURAEPERT i
LEHREEZHBIZV ALY L& YRZTEAZOH L-E
S AR B R R BRIZ IV T, 1406061451 (43.6%) 1ZE
EA (BRREMERE 281) BRdbhi, EREIE




Aix, B E~F 7 a e 2146 (15.0%) . FE7
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5 BEHE~DERE
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(1) 3 XX IEIR LT 2 ATREME O & 5 s NS id e 5 Lz
W2k, (B EBRCEAFEMEER (7> MR HF ¢
Img/kg/ H) KOWE - IRIBBSEEM (T > b @ 10mgkg/
H) 23380 5bh T, ] ﬂmu]@ﬁﬁ%)

) ILho@ A, G a2 RS kc%néﬁf&ﬁ
THGEIL, BILE#TSED . [BER (7>
) THAF~OBAT TR &)62}%“(%7 1 (#£2] @
TEZR)

INREAOEE
IRHZERER, #AaR, LR, $hE U/ NS+ 5%
EMETMENT LT, [ERRRERA 220, ]
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(€]

@

©)

. EREDEE

EHIRZ {8 - PTP @2 @Rﬁim?/~kﬁ6mwmb
TIRAT AL H54EET S Z &, [PTP > — hOREMKIC
TEOELA E AR BRI A~FIA L, B i%‘ﬁ?L"zt LT
MEBRIAR FEDOEE LA IHEZ IR T 5 2 L 23HisE
W5,]
FOMDEE
~ U A3KOV6H HEEERE (1~150mgkg/H) TH1
BE (1Smgkg/ AL E) Babn-oRERHD (K
ik vmiE),
7 v NEMEGRER (245 AR, 10~40mgkg/ H) T
RSN D F AL 3 0 FRFFE LS S~ THI N U 72 & o s
Nhd,
MEEZAOCHOEIBERRR, & ) Bk Vb m
RRFERBRE T v MEMEEERBRIIENE TH - 7228,
~URY U7 4 —~RER, ¥ U X Balb3T3IHE ik
KO 7 Z/NERBRIZBIE T - 72, EEIERBR T~
A T5mgkg/ HE TA18% A, 7 v MiZ40mgkg H %
TH24% A, pS3"h I AV 2= =T AT
300mgkg/ H £ T&x6» AMEE L THAERGIZXLHE
BERADWIMIA LN 2ot OWENRD D,

(EYEHEE
1. mepEE

(1)

)

HEEE5"Y
R A BYE (645) (2AKI200, 400, 600, 800, 1,000
K UN,200mg % Z2 JEHRFIC BLENE N4 G- L7z & & Mg
FRZALARREE O Cmax (22T 1X200~800mg,
AUC. |22V TiE200~1,000mg D I & T+ 2
FRIEMERTRD B, FILL oS BTN OTEFT
HRRE I Tz,
REEHE?
CHRUBMEIFREH (154) IZAAI400mg (800mg/H)
Y BILICIA2E48ER], XA v X —T s T
N7 7 2b (B THE# %) (BUF : PEG-IFN a-2b) @
L5ug/kg W1EI S T G- L ORI LY . KIERD&E
L7z & Z il PRECRIRE 2 DL T OREICR LT,
MG R ARZEACA R EE (2 B 5-BR 4614 810 B & TIZER IR
IZ#)# L, Cmax., Cmin M O AUC.on (255D < BFE
BEITENTING6.53, 12251942 ThH 1=, Eiikee
(2 F S O TS -0 132865 f Tih - 722,

47 —eo— EHEIKAE(n=14)

000 FIEHR 5 (n=15)

PER SR =

(rg/mL) :

BEREREGr)

CHRUBMEIN 2B E T B 2 s P
CFE £ BR (R 22)



@)

(4)

®)

(6)

CRUBMETREF TR T D2 EDEE T A —F

AUCo-12n

tmax | Cmax | Cmin (ug - ti2 | CL/F | Vd/F
(hr) |(ug/mL)|(ug/mL) hr/mL) (hr) |(L/hr) | (L)
o plt | xAE
RN 3.00 | 333 242 325|286 12.7° [5374¢
(N=14) ®
B 333 | 0.604 | 0221 402 |27.1] 37.8 | 1472
(N=15)
BHREK 6.53 | 12.2° 9.42¢

a: 5RO AUC
b HEHHIMOES S LR & D Z400mg—200mg |2
25 L, 1A $54 % 800mg— 600mg (Z 8 L 7= iEF (3

#l) % &Te
o EBAMESE & E 2O 10
REOFEY

TR A B2 (174, SMEAN) ICAKI600mg % B X
Iz AR IC R OB L L &, BRRERTIX
Cmax M OV AUC 238970%_ - L |, tmax DR D &
niz,

BRI 58 Y

R A B (64, SMEAN) 12U B Y UEEIK150mg
ERGEFARNE S Lz & & iR RELikD g 2
U7 5 A (CL) 1340.5L/hr, EHIREEIZI T B
FDOSFEFE (Vss) 13241L Th o7, R—HHERE 1
AHI400mg % ZEEHRFICIR DG Lz L & D AUC & D
HRIC K > TR LMt A A7 XA Z 80 7 4
(& A& 5B AUC/E RN G- D AUC) 1364%T
Hot,

FHaeEEEE S

fregrerE R (174, SMEAN) IZAKI600mg % ZEHE
MRS HEER O 5 Uiz & X o M RS IR EE 0 /<
T A— Bk FRIR Uiz, NTHSRER R CITITHSHE
[ 28 D BEIEE 126 U7z Cmax D _EH-NBF8D 7273,
Tmax & N AUCo. (2B 5032 BBITFE O B/ o7z,

NTEERERE FBF TR T 2 KM EE N T A — &

- Tmax Cmax AUCo.
frkkae | BEK (hr) (ug/ml) |(ug - hr/mL)
N 64 1.33 0.643 15.2
% 5% 1.60 0.886 13.0
HEE| T4 1.29 1.05 14.2
& 54 1.60 1.27 18.4
EHEEERE

EHSREmE AR (184, SMEN) ICAHKI400mg % 225
RRICHEIR A% G L & & ol RGN DR
T AL ETRITR L, BHERERE T, 71
TF=L VTGRSR IV T TR
(CL/F) DIETARD LN TS ([HR] DIEBMH),

BHEREEEAE LB T 2 EE T A=

CLer R Cmax AUCy. CL/F | CLr
(mL/%y) | (ug/mL) |(ug * h/mL)| (L/hr) | (L/hr)
=90 644 0.630 9.65 532 | 7.74
61~90| 6% 0.821 17.5 298 | 431
31~60 | 6% 0.732 20.4 242 | 2.15
10~30| 6% 1.16 31.7 13.0 |0.696
Cler: V7 F=27UT7 TR
CLF: 257 V7 7R
CLr: BV TT R

N LBEHTHRATF OB R B (64 SHEN) IR KI400mg
ZZ2fERICHER NS Lt & ATERZ VT T
VA (CLhd=4.04L/hr) X7 VT F=2 7 VT TR
2361~90 (mL/4y) OEBMEREEREDOHE 7 VT 7 A

(431 L/hr) [ZIZIZTHY T D TH o 7203, ffEfR
BEALKRIREEIZ DWW TN TBNTIC L 280 50 72 2L IXFR
Oohiehrole ([#ER] oEBH),
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2.
(1)

)

©)

(4)

4.
(1)

)

@)

5.
(1)

() AHNE, 2V T7F=2 27 U T T2 AMR50mL45 LR OB
W E O H 5 BE IR 552 TH D,
kil

mEEAKEE "
b MISEEA E AL OFEITERBOLNT, FEE
BRITIFIFI00%TH - 7= (invitro),
mEkFB1T Y
R A B (64, SHEAN) ITHCHE#R Y NEY v
7L 604mg A ZENGRFICHER OG- L2 L &, AR
RO AR 1Tk (42ifn) HES BRI EE OKI205 D
AR LI &G MBI MR S O KRS 3R i
HKRPICHFEEL TV D LD EHERINT,
HmamEY

(B3) 7 v MIMCAHE# Y NE Y U IK20mgkg 1
H1E21 HEER ARG U & & Rk b i s
I ERE BR < 5h & DKL TR ETH B £ TICERIRIE
B U, B AR~ O JAHE e i RE A 03588 D
7o RELR N B IR VI T o b | < L IRV T B DL
O, WA, M. R, DR, RBREIEE Y o sE. RS
iR, BEIBE. BRI EmBRE A LT,
faiE - BRIRFE1T O

(%) HIET v MIUCHERR Y N Y U IEIR20mg/kg
FHEREORE L& & RIBHEESR ~0 0%
TIDRD Bl

e~

AFIDORND B DI B D E B ACHIRIE X, ribo
furanosyl 3 BLEE M O3ALISH (carboxamide) DA 5y
g cH ., FHY & L CT1H-1,2 4-triazole-3-carboxamide
(TCONH,), 1-f-D-ribofuranosyl-1H-1,2 4-triazole-3-carboxylic
acid (RTCOOH) /& UM H-1,2,4-triazole-3-carboxylic acid
(TCOOH) M SN TV 5, AFIOFEEEE L TV
5 H 9 —OOMRHHREEIL, ribofuranosyl FES(.D U Rl
Thy, @ LTI ALY r—U U (RMP), U
EY Y U (RDP) KONUANE Y=V g (RTP)
DHEBESNTWD, Zhbo U UERbRITERmME I
DHAFE L, Mfash (g, JR) (2RO bhiau,
bt M7 v Y —2% AW invito EFEROKE R, L
FEOWVTNOMRBRKEIZONTH, F b7 7 L P45S0HD
NEREEINTND,
Bttt
fR - EhHkitt
R A B (64, SEAN) ITHCHE#R Y NEY U
T 604mg & ZENGRFICHER ARG Lz L &, &S
#%14H B £ TOREKOFETEHEI R RIIENE
61%J% 2% T - 7=, [FIFE S E TOJR P RE(C AR
BIIREGED1T%TH Y . JRPESHEIC D D EIE1X
F27% TH -T2,
B ehktt 4
(B%) 7 v MIMCAHE# Y N B Y U HR20mg/ke % H
EIRE OB Lz & & B 1548050 & T My p e
BEPEHER T B B D 0.8% AT T dh - 7=,
It A~ADFEIT 0
(%) BALHDOT v MIUCHER Y N U IRIE
20mg/kg & HERR D& G L & &, RS ERE O3/
MAEIX0.6~13TH Y | AT OHH H~D
BATHERRD b,
EWMHEEER
F ~4 0L P450 ZADELE 1319
bt MFI 70y —2%& W= invitro BLEFEER O 5.
CYP3A4, 2D6, 1A2, 2El, 2C9/10D % P450%y T-FEIZ
SVTYAREY VRN & B EERITRD bk
Mol
(35) 7 v MCYU A Y EIRE LA 1ET A B ER
A5 L7z & & 120mgkg £ TO®RE B TIIHFRHN
R R ~OFEER IR b hoTz,



)

@)

PEG-IFN o-2b #f A D g2 10
CRUBMEF R BE (12~174., SHEAN) Zxt5s Lz
ARFH1600~1,200mg/ B > 1 A 2[E#E 1#¢ 5- & PEG-IFN
a-2b 0.35,0.7 X 1% 1.dug/kg 3 181 F 5L OOFRHIC X
%A R AE $ 5 5BRI F \ TC L SR B EE 2RO B
TR T HETRIERD b oo T,
KEIE< T R L KEE T ILE ) LGFRHOEE
TR A B & (124, SMEN) (CAAI600mg % ZE NG HE
ICE N IAKER b~ 7 2> 7 b KBRIET L =0 A
EAMA L L& =, PFAKRETIX Cmax. AUCo.
MENEN33%, 13.7%I8A L7223, tmax (2R8I
O LR T,
() AHOARSH1AEEGRIZ, CREBIETRICENT
1£600~1,000mg, C RURAEMERFEEZS I 50 TIE400~
1,000mg TdH 5,

(&S R RfE]
1. CRBHFABE (/44 T1IHDBEIMLRE) IS

BT HEKHK & PEG-IFN o-2b £ (48EMZE) THOR

“§18)

Vx ) BZA TSI OEm T A VAR (RT-PCR % : 105TU/mL
PLE) o C BUBMAT KBS 2 X5t5 & LT, A4l & PEG-IFN
a-2b DASHEPFRE GFEE AR A v —T = T

77 2b (BB Z) (BUF @ IFN o-2b) 048 ff
FABGRE (LUF - 18R & o4 —7 0 T LA ATRER

PRl ERIR & F2hin LT, 2 OFE R G55 TH#%24 B © HCV
RNA YL (7 A VA MAELERE) 13, *HIREE2344.8%
(113/252) THo=Dizxt L, AAl & PEG-IFN a-2b D)
A ERET47.6% (121/254) TH Y, HEFECH DN
ZENEHENT, A v F—T7 = (LR IFN) G
N RA HCV RNA ML 2 DL FICR LT,
IFN RiRFEZ RS HCV RNA [t bR

IFN BRI R

AHA| +PEG-IFN a-2b

AFH| +IFN a-2b

A8 5 483§t 5.2
HIE 43% (59/137) 47% (65/139)
TR 63% (57/91) 52% (42/81)
7 19% (5/26) 19% (6/31)

*1: AF (600~1,000mg/ - x 483 iF)
x 1]/ x 483 )

*2 0 ARA (600~1,000mg/H x 48 fH]) +IFN a-2b (60075 IU x 6
Bl x 23 [ + 60077 TU x 3[a]/3H x 463 i)

2. CEEMIFREE (x/ 44 T1Hh D891 IILRE]
LIAY) 281+ B AFEI & PEG-IFN o-2b fEF (245BR1%5)
TORIE™

(Y= ) #AT1DOE 7 A )L A& (RT-PCR ¥ : 1051U/mL
CLR) 1 Do CRHEMEIFRBF ExI5R L LT, AHl&
PEG-IFN a-2b 243 M 4% 57 & AH & IFN a-2b D24
OB (CLT R o4 —7 v 71k
ITREM LR 2 hE L 7=, T OFEHR, B 58 7 %248
H @ HCVRNA 2P bR (U4 0V A MAESLEE) X, %t
WRENTTY% (47/61) THo7-DITH L. AHl & PEG-IFN
a-2b D HF B GHEE87% (55/63) TH V., *BEECE D
RNWZ ENFEH SN, £, VANADY = ) AT
KO A L Z 8D HCV RNA (LR 2 DL FISR LT,

+ PEG-IFN a-2b (1.5ug/kg

Vx ) ZA T RO A L AER] HCV RNA 2 b=

o AH + AAl +
v N o
rz R4T /P CXRT Y= ) % A 7|PEG-IFN a2b| IFN a-2b
- 4G | 240 F 5
1 80% (4/5) 75% (3/4)
5
<10° IU/mL 2 87% (13/15) | 100% (8/8)
: - _
> S5
=10° IU/mL 2 88% (38/43) | 73% (35/48)
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*1 0 A (600~1,000mg/F x 243 i)
x 1[51/3 x 243 i)

*2 : AH] (600~1,000mg/ H x 2438[])  +IFN a-2b (60075 TU x 6
[5 /3 x 23 [ + 60075 TU x 3[E1A8 x 223 i)

+ PEG-IFN a-2b (1.5ug/kg

3. CEEMIFREBICEITHAHFL IFN B HFATORE

(1)

24 BB 5 TOHKE

ta 7 V—71 (V=) %471 holfiH HCVRNA
ENREORE  HG A KO Ttu /7 v—71 (V=
J B2 A7) VSl HCVRNA BN E O B,
K OVIFN BUANC K 2 1%EO & 5 1 HCV RNA £33
IRfED B x5 Bl A xtg & LT IFNB1H6.0 x 101U
Z 4 E H 54 . 1H6.0 x 10910 % 38 3512018 R # 5
L. AHI1H600~800mg % 24 f F 5 L 7B
IFN BIAHIOF T & R RIERE Td 5 IFN o-2b/ 441 GF H
BB 280 7 0v—73] (V=) 2 A4 7R KOD
ANAE (T 7Y aTik) BloEERK T #2418 HO
HCVRNA VLR (7 7Y aT7ik) id, Fido sk
N ThoT,

HCV RNA [EPE{LE
IFN BIAF IFN o-2b/AFl
OF FAHE OF FAHE
*E A 18.7% (17/91) 15.6% (7/45)
%% B 80.0% (20/25) 83.3% (10/12)
(2) 48EMESTORE?

s/ v—71 (V= ¥ A71) TifiiH HCV RNA &
NEETHY , SFORER (¥ —T=mr T
N7 7 WENZ LB D OB TR E &) O D CHY
1BYEFREBE . UL D DIHROAIHED 5V IxZ DN
DD CHUBMEFREE (NI b ) DM R E
ITHEHOKRA a7 BI3LLT) k4% e LT, IFNSLH
6.0 x 101U Z 4 [H]# H % 5-% . 1H6.0 x 101U % #3[H]
44T G- L. AFI1H400~1,000mg % 483 [ GF 4%
5342 BRERMRIEIC L 228 E EMNICITo 72 |k
THEM L7, #5MMA24H%, 488 %O 5 R IEET
FNEN8.6% (5/58). 17.2% (10/58) TH V. 48]
B 544 T %2418 B © HCV RNA [@tE{bR (77 ) 2
THk) 1322.4% (13/58) Thot1z,

4. CEREMFEEEREICHITSEE| L PEG-IFN a-2b ff
A (48:8RI%xE) TOmE?
CRIEMEIF A BT x5 & LT, A#l & PEG-IFN
a-2b DASEF P 512 L B4 —7 0 T ~VL ik & £l
L7, ZOREFR. 5% 7124 H © HCV RNA [2ME1{b
R (AL AMAELFEFE) 1, 40.2% (41/102) Th -7,
Dx ) BA TR A LA ERID HCV RNA [ttt R %

TR LT,

CHRIRMEMEFEERE IR T DY ) XA TROTA VA
7] HCV RNA [t 2R

HCV RNA [&PEb3R

V) AA T T A L AR?

21.7% (15/69)

[Vx ) BATUPOET A VAR LS

78.8% (26/33)

£k

40.2% (41/102)

*1: ARH) (400~1,000mg/ A x 481 [#])
P 1A x 483 i)

-+ PEG-IFN a-2b (1.0 ug/kg x

¥ UA VAR T 7Y a7k 101U/MmL ULk

5.

YRR TEILFRATORE
UNEY e Y ARAT BRI L BRI DV
TUUTICRT, [V LT ¢ §E400mg OFFTSCEIC L 5]

(1) BRAIZEIT HEMHERER

FVBHE TR DB DY = ) B A T20 C HRUEMEF
REBE T CBIRE T2 B 140051 2 % 51 & L C,
UAREY e YRATEAOH (128#SE) 12k
2 B MR B AR 3R (R Rkt FRBUER) 23 M S 7z,

TR TE B, B 5T 5 12 1% © HCVRNA
BE)PEE FREAREOEA (SVRI2FE) T, SVRI2HE



1396.4% (135/140()) T&H Y, RIFWDOHBHE D SVRI2
H1397.6% (81/83%1) . VAW D & 5 FBFH D SVRI2ZE [T
94.7% (54/576) TH o7, EHEFNZEIT D SVRI2
ETRITRT,

BHHTH%12 0 SVR (SVRI25R)

Bhxtg i 5kl SVRI2%
SN 97.6% (81/83f51)
RABMERT 72 L 97.3% (73/75%1)
FRZE™ HY 100% (8/8%3)
, 65HE AT |98.6% (68/69151)
SR E A
RIBRBH | i 658l 1 92.9% (13/14%1)
. T A% 97.2% (69/71451))
IFNf*% AR 100% (5/551)
IEN 24 | 100% (7/751)
IR 94.7% (54/57151)
RABMERT 72 L 96.0% (48/50151))
THZE™ HY 85.7% (6/7%1)
. " 65HEATH  94.9% (37/39431)
Al i,”f‘;;&’ i 65mELL - [94.4% (17/1811)
v [ W [100% (13/1361)
*9 5K ﬁ%}/jbi4 7 92.7% (38/41151))
W e A [100% GABD

1) FFREZE O E FE MBI 1 IFA#R 1T Fibroscan O
(>12.5kPa) BHAWV BTz,

(2) NEAIZET ZENEERGER
RIBEXIHTERO B H V= ) XA 73 O CHRBMEFS%
B T CRIRE TR B 255t L LT, U e
VEVRATENLDOHN Q4ERHRE) 12Xk D4 DU
A EMAR AR F M S, EEAEATEE 12 SVRI2
BT, ARER K OB LB O SVRI2ZE 2 TRITRT,

e 54471125 SVR (SVR125R)

- FAE T A AR ™)
AR SN L =0
94.3% 94.6% 92.3%
FSEDS (' 99/105 (87/92 (12/13
I i) i) i)
78.6% 86.7% 61.7%
IFE; (114/145 (85/98 (29/47
o 1) ) {5
88.3% 90.3% 81.8%
FSEDS (83/94 (65/72 (18/22
I i) i) i)
79.5% 81.5% 76.5%
IFE; (70/88 (44/54 (26/34
o 1) f5) f51)
RIGHE - - -
94.1% 100%
n IFE; (16/17 (111 (853/‘63;;])
o 1) f5)
91.2% 90.7% )
ESEDS (52/57 (49/54 (13‘/);) (;D
v i) i)
1N BE 85.7% 92.3% 78.3%
e (42/49 (24126 (18/23
e ) ) )

V) JHFREZE 0¥ EFUEZ I, JFER . Fibroscan O H
(>12.5kPa) L IZ7 4 7T A h 227 (>0.75)
M OAPRI 227 (>2 ) BNHVWLNT-,
RIBEXIHTERO B H V= ) XA T4 O CHRBMEFS%
BT C BB T A BE 2 XRIC, UV ARe Y v
VHRATENOHH Q4EMES) 2K D3 SO
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PRERBRAN M S 7z, FEFEMTE E 1L SVRI2E T, 2k
A [} OB A4 BI 00 SVRI2F %2 FRITRT,
BB T1%1208 0 SVR (SVR123)

— {RAPEATREZE™
. A
AR ESUIN AL HY
83.9% 82.6% 0
wigg | Cost | aoms | TR
- 1) 1)
IFN BE
Yk ] i :
100% 100% N
RiGw (14/14 (11/11 (1332{/;D
. 1) 1)
867% 81.8% 0,
IFE;% (13/15 (o (14(3401 f/;D
W 1) )
917% 90.5% 0,
RiBE (22/24 (19121 (130/(3) f/;D
u 1) 1)
88.9% 95.2% 0
ISE ;ﬁ (24/27 (20/21 (646/'67%)
L ) )

) JHREZE ¥ EFEUEIZ I, JHFAERE. Fibroscan O H
CG125kPA) HE LT 74 7T uF A M 2a7 (>0.75)
A OAPRI 227 (>2) BNHVWLNT-,
() EAERRBRCTHOWONZY SEY oMk - A&
1T, AR THRBINTHDHE - HELIZER S,

A LEZRELKIY - NUERTLELKI - ) S

ELEREFIGRATORE
RIBETRNEE (v #—7 = o 8% (IFN) B
EXZV Y e OPFRRE) OHHY ) XA T2D
CHRUBMEFRBRE Z x5 E LT, BIEA{LIFEMERARR
Bra ARl L AL XA KF - XY X T L E K
WV N FEEAAlE OO TEM LT,
ARAEl &AL Z2 2K - XY X T LK -
U b FEAREHIO 16 EEOFAEE O, BS54 7T 121
12 HCV RNA BN ERRBARBE TH--BHFOHE

(SVRI12 ) & FRIZTT, [V FT v 7 ARBEOR
ps Iy

AR OB SEFAREAT IC 5 1 5 SVRI2ER

PR SVRI12%
HRET [%] (1%%)
EN 91.5 (43/47)
65 AT 92.3 (36/39
i i (659
655 2L 87.5 (7/8)
" A 91.1 (41/45)
RIGREH - =
TN #6514
s AR 100 (2/2)
V) EAT
HOVHZ | 93.9 (31/33)
7 vE/ AT 857(1214)
IS 75.8 (25/33)
65iATE | 72.2 (13/18)
Al /ﬁ‘%ﬂf%% % 655 LA L | 80.0 (12/15)
CiiRisy e 730y 50.0 (3/6)
x4 % [
I FR 93.8 (15/16)




IENAZ | 63.6 (7/11)

DEVE Sl
HOVH 7 | 93.8 (15/16)
47 ‘/I/zf47 56.3 (9/16)

7.

YRRATEIL - RILE R ELEBREFIGETORE

DAAICK B ABRZE T HEEICHITLZIEARAICES L
ERpRiE (SEIMHAERER)

DAAICE DIBIRIBEEAT DV = ) AT 1 XF 2D CH
1B MR T C BB A BT 2 x5 & LT ARAlE
VIRAT )L - YL Z R EOVELE BIDEH B O ZHE & Y
LRENEZRET DI L 2B E LB IURERR B (e
ZALIEE R TRERT L BGRABR) & L2 (12 SR U

24 RIS ) . EEIHMBEH X SVRI2 ETHo7m, KAl
KOV EATEIL « XYL E 2 EJVELAHID 24 38R BFT
BEROBRE TRICRT, (=77 V—YEEHEOERN
EIZLEB]

ERRUHDEFICH1TSH SVR12 %

x5 SVRI2
lk 96.7% (58/60 b))
o 65 kil 96.8% (3031 61
L 65 BELI I 96.6% (28/29 1)
PEVE LA 97.9% (47/48 1)
HOV Y/ 547 S ) AL T2 91.7% (11/12 )
\ i 7L 94.9% (37/39 )
o (5 b ZRIE) ‘U 24970 \S//5F V)
(URHERFIRA by 100.0% (21/21 1))

NS5A L] + NS3/4A | 97.4% (37/38 #i)

77 7 —EHEA

NS5A BHEF#] +NSSB
RY AT —CIEH

100.0% (8/8 f4il)

NSSB A U 2 F—FH
AN

100.0% (8/8 f4il)

DAA V&9 )i NS5A HEHA| +NS5B
KU AT —VER +
NS3/4A 7' 1 77—V

A

100.0% (5/5 f51)

NSSB A U 2 F—FH
EH| + NS3/4A Fu T
7 —EBHEA

0% (0/1 f31])

DAA: NS3/4A7 17 7 — VA EAl, NSSAMLEA], M UNSSBA U A T —PHEH

) A OHEREECIE, AR X T FibroscanDfE 5 (> 12.5kPa)

M,

() Av&—7=znmr 77720 (IFN a-2b) BANIKGEEE

HETHD,

[FEEE]

Y RE Yk PEGIFN 0-2b & OfFHIC LY . PLrA LA
VERDMEIR Lz, VS E ) v OFE 7 (E I ST
723, HCV HI2E RNAYKAFIERNA R Y A 7 —®IZ L D

7T )= D RNA ~DBUA R Z ]+ 5 — 7T,

HCV ® RNAIZHVIAEND Z L2k Y, FLHCVIERAZ

RTEEBEZLND,

1. ;L HCV g B~
BRPERI HCV ¥ = / # A 7la, 1b, 2a, 2b, 3a, 4a. 5a
K 6a D—i\MHERE L7 a Mgzt 50 Y
D ECsEIZFNZFM26.1, 6.6, 83, 2.6, 6.7, 6.2,
1.5 01 umol/L TH-o7=,
HCV QT A NATEHDL D VT A VA FHIEE 7
ANAZH LT, UNRE Y I A VAERZ/R L,
PEG-IFN a-2b & 95 Z LI L O fEF AR L=

(in vitro)
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2. MYCILREREEY
VAR Y RN Bk . HCV H3E RNA
KIFHERNA R Y A5 =Bk a7 7 /=) U
@ RNA ~DOEGARZ Bl Uiz (invitro), £7-, HCV
FHSE RNA K /EME RNA R Y A 5 —FI12 L 5 RNA Ak
MWEETY ANEY =V VBN RNAICERYIAER, 20
ZERTANADYT ) DEREEIZTDHEEx BN

(in vitro) »

(B3RS ICEAT SEIEEMER]
—f4 : U3 Y v (JAN). Ribavirin (JAN)
{54 : 1--pD-Ribofuranosyl-1H-1,2,4-triazole-3-carboxamide
G
NH,

HO

OH OH
C 0 CsHipN4Os
c 1 244.20

C AGORREOM R TH D, KT NN-V A F
VRNV LT I RICETOT L A X — VT
12 & =1 (995) ITIF & A ETRIT A,
FEEZERRD b D,

Bl 167-171°C

SRR (1-A 2 & 7 —)L-KR)

pH2 : 3.76 x 103 pH8 : 1.38 x 107

pH4 : 3.85x 103 pH10 : 1.70 x 10+

pH6 : 3.44 x 103 pH12 : 1.78 x 104

(&FB&EM]

IS ) R o EEHE & RE O b, EUNCERT D 2 L,

(2 %]
L R — 1?7 7 1200mg :
1407 7€ /v (PTP147 7 &)L x 10)
287 7%/ (PTP1471 7/ x2)

EX:34)9)

1) WA RSE 13 ERREESE 2002,18(4),521
2) KiEHS GENEED

3) RFORE (FNEE

4y NAFTRATEYT 0 GENEED

5) NFHgReRE EEE (FNEED

6) 'ERgREMEEESE FENERD

7) MIEERARAER GENERD

8) WU - fRFH - Het RRNEEL

9) 4rAf - Pt GEPVEED

10) JREEE ML O BATIE (RENERD
1) Rt : 7 b GENEED

12) Rty . v FENERD

13) R# & EWHAER GENEED

14)  FEyFrpgRm (RENERD

15) PSR R~ 08 ((ENE R
16) Glue P, et al.: Hepatology 2000,32,647

17) MO (gD

18) AREF PURR 1E2> : FFAEIE 2004,49(6),1099



19)
20)
21)
22)
23)
24)
25)

REH 1806 132>« JIFAERE 2006,52(4),645

IFN g OF A 24 R 5 CORkGE GENEEL

IFN g OF A 48 M5 CoOkAE FENEEL

REH 1806 132>« Tl 2012, 53(12), 803

L7 arz AWz e Y v OFFMiEER ((ENE R
IFN a-2b X VU XE YU o DHL 7 A )V ZHEH GRERE R
B AV AR 2 BAH T DB (RN R

[XHREERE - RRBERESMLEHLEE]

FE RIS N EEHC & £ LT Froic ZrEsk
T&EW,

MSD ¥kt MSD W A X ~<~—HR— bt Z—
HRA T HE XK ILBAE1-13-12

EREBRE DT + 7V —F A YL 0120-024-961
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BE RS

MSD#AES+t

RRBTFABXAEILI-13-12

® : HEREIZ



DAY =) N A e 2|
1.8 W& ()

B e 2
B 5 B UV RE DD TE R vt 3
182 ZhEE - S (B2) KOFDFETEARIL .ccoovoie s 4
1821 ZhAE = 21 4
1.8.2.2 ZHHE * ZNIEDFETEARML ..o 4
1.82.3 ZhHE « ZWRICEIET 2 H OB R OZ OFEEARIL .coooeaes 6
1.8.2.3.1 #hig « ZhARUATEIE T DA B OTEE oo 6
1.8.2.3.2 #hig « ZVRITEIE T D EOEE OFREIRML ..coooees 6

183 Ak HE (B) LOZDFETEARML ...oooeoeeeeeeeee e 7
1.8.3.2 FHYE * oo 7
1.8.3.3 FHVE « FHE DR TEARML . ....ooovoeeeeee e 7
1.8.3.4 Ak « AEICEIET 2 M EOEBE R OZE OFZLEARIL oo 8
1.8.3.4.1 ik « MEIZEIE T DI BT oo 8
1.8.3.42 Mk - HEIZEET 2 M EOEE OFRERIL ..o 11

184 A EDEE () KOZDFETERML ..o, 12

1.8 IRA3CE ()
-1 -

C confidential



DAY =) N A e 2|
1.8 W& ()

ELa

#1.8-1 GS-US-342-3921785% : SVRI2ZF (B K DT RIGEEER) oo,

1.8 IRA3CE ()
-2 .

C confidential



UAREY Y TR
1.8 IISCE (%)

W

7o S O R D E R

A
=2 JERE HAGE
DAA direct acting antivirals (C BpFR D A NV R) HEEH
UG A NV ASE
ECso effective concentration 50% 50%% R
GT genotype ) EAT
HCV hepatitis C virus CHITR T A NA
NS nonstructural protein MG R A E
RAV resistance-associated variant T PHE 2
RBV ribavirin Uy, KAl
SOF sofosbuvir VIRAT E N
SVR sustained virologic response Frige ) 7 A v A kAl
VEL velpatasvir S UZaV S Wi

C confidential

1.8 W3CE (R)
-3 .




DAY =) N A e 2|
1.8 W& ()

1.8.2 ZhfE - AR () RUZDHRERH
1.8.2.1 ZheE - R
ARAIH A BORGR RIS L D R GBI 9 DT E TRRCRY,

1. XA —Txuy THT7 720 (Barffiz) IA o Z—T7xnr X—% LOHH
WZEDRONT D CHEUBMENFRIZE T 5 U A VA MAE DS E
(1) i HCV RNA & &S EO BE
Q)4V&gé?mV%ﬁ%@%%ﬁﬁ%@%ﬁxm4y&~71uy%ﬁ$@%%%ﬁ
BRUT- R

2. XA UHE—T vy TAT 7200 Baifiz) EOfFHICE D C RAREMEFEEICE
T B A VA IMLE Dtk

3. YARATENLEDHRIZ L DEDWT DD CEUSMERFL L C BB IC 1T 5 ™
A )V A IfIIE D ek
(1) BaZnr—72 (V=) X472 OEH
Q) BulZir—71 (= /) %A471) XiZkvulZL—72 (=) ZAT72) OWTHIZY
PN &2

4. FALAEHXRAENKFIY - R X T L ENLKFIY - U M FEARESRIEOFRHICE AR L
— 72 (V=) HAT2) O CHUBMEIFRIZEIT 5 U A /L AMIE D

5. JIRATEN « S NEZ ZAENEEAIE OOFHIC LD, BEEREEZ AT 25 C AUBMERTFA& XX
C FRAEMERATEE S 12 B 1 D U A L A MLGE D ek i

1.8.2.2 %hEE - R DFREIRHL

UNREY Y (KA L& YRATENL « LK ZENELEHE] E OO EE TORFERRE - 2hE
X, CRIFR T A NV A~OBEBERTIEY A VA3 (DAA) ICLDRNRRBZAET 5V ) ¥4
TINF2 D C BUEVERF S IE C BUAAE VE AT AE S g B A o G & L 7 [E N AR T AE G BR
(GS-US-342-3921788R) AffIC LD EfE LT,

ek, AR THREBRIZITV 7 R A =0 O X3 CHE S iz,

= A5 I AH AR (GS-US-342-39215K5%)

DAA |2 K D HHERIEZ AT 5 C BUBMERT A T C BUREMERF I Z BB & 5t 5 & LI EHNGE
MIAHERER (GS-US-342-392136k) Tid, AHIE VARATEIL « ALK 2 EOVELE A2 12 X 1524
WO Lz & 20T A LV AZHFIZONT, SVRI2Z ERK L7 BE OFIG 2 g & LT
I L7, AHIE VAR AT EIL - ~UL R ZEVEIAFI D12 T4 EI O 512 & W SVR12%
BERL LT R DO FIA 2 [31.8- 11T~ T,
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# 1.8-1 GS-US-342-3921 3{B& : SVR12 F (RADAEHT I REM)

SOF/VEL + RBV 12 Weeks SOF/VEL + RBV 24 Weeks
Genotype 1 | Genotype 2 Total Genotype 1 | Genotype 2 Total

(N=47) (N=10) (N=57) (N=48) (N=12) (N=60)

SVR12 40/47 (85.1%)| 7/10 (70.0%) |47/57 (82.5%)|47/48 (97.9%)[11/12 (91.7%)|58/60 (96.7%)
95% CI 71.7% to 34.8% to 70.1% to 88.9% to 61.5% to 88.5% to

93.8% 93.3% 91.3% 99.9% 99.8% 99.6%

p-value <0.001 — — <0.001 — —
(Compared to 50%)

a No statistical comparisons were performed for subjects with genotype 2 HCV infection.

A missing SVR12 value is imputed as a success if it is bracketed by values that are termed successes (ie, “< LLOQ TND” or
“<LLOQ detected”); otherwise, the missing SVR12 value is imputed as a failure. TND = target not detected.

The exact 95% CI for the proportion within treatment group is based on the Clopper-Pearson method.

The p-value is obtained from the 2-sided exact 1-sample binomial test for the superiority over the performance goal of 50%.
Source: GS-US-342-3921, Table 15.9.1

NSSA BREAISH LV A L HANEEBEEZH T2V =/ A4 7108 HCV Y5 1o f
5 SVRI2Z T, AAIL VHRATEIL « ~ULRZ 2 EUEASHFIO 12 X240 5+ h 2
A185.1% (40/47131) . 97.9% (47/48%5) TodH V., AU a3 ha—1LD50%IZxf L CTHEGHTE
FOEEE (p<0.001) Z/RLTZ, AFIE VARRATEL « ~JLF 2 EVEAFIDERIC X 5155
M2 1282 G224 HMICIER T 5 Z L1 X VW, SVRIZEOHEEZB O, AFlE Y KRATEL -
UL A ENEEFIO24B MR GIC L D SVRI2EIZ Y = /7 ¥ A 71O HCV &R
HFHTI1.9%, V= /) ZA T 20N HCV EYAHEERH TI1.7% T o7z, N—Z T A /FFD NS5A
BZER (RAV) OAEET, BFRGIRICEEE KIS 2oz, £12. FREZ RO B 12
B FCTHTZ72 RAVIIERD HiZe o T2, RiRBRTlx, ARAlE VR AT EL - <LK A B JLER
AR O12 T 24 EPEAF G133 L TR eETH Y . ARMEITERL TV,

AAIZ LD RITEHEIEZ BT H Y = ) B A 130 HCV KGR E 25 & Lo AR
uit%ﬁ (GS-US-342-155338R) Tid., AHI L VRATEL « UL F 2 EILELEHI D243 M 0F I #%
5252 \F o HRE D RO SVRI123.1391.3% (63/6961) ThoTo, AHIL Y HRATEL « ~L
4 2 ENELEFI OO G13_— 2 T A > T RAV M S 720> 72 DAA I X B ETRIRE =4
LY =) ZA TIOEM HCV B 126 L T\ SVRI2Z 7R L 72 [EEFS.4: 004],

HFERRESE I8 @ in vitro 7 — % TlX, B4R HCV = / ¥ A 7 1a, 1b, 2a, 2b. 3a, 4a, 5a
J Y 6a O—WPERBLL 7Y 3 RIS HT 2 U N Y D S0%NRIRE (BCs) (X, £ ZEh
26.1, 6.6, 8.3, 2.6, 6.7, 62, 1.5 KN 7.1uM THY, U NREY IIHCV V= /) XA 7T 3~61C
KLTH 1 KLO2 ERREOH HCV IEVEZ R U7 [BESR &R : eCTD % £13% % 280907003, 2.6.2
H],

PLEXD . AREIE VHRRTENL « ALK ZAENAEASEIE OEFIZ. HCV ¥ = ) X A 73~6
WXL T, HCV V= / XA 1RO ERIBEDOHLHCVIEEZ R LIz Z &b, AFlE VY RAT
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EIL - SLRZ 2 EVELA A E OOFRICI T 2 ARFIOHEERIEE « ZhRIT, TY HRATEL « ~JLX
X AENVEAAIE OPFHIC L. ANEREZ AT 5 C BURMERFR X ix ¢ BUEMERFE A28 5
T ANVAMIEDBE] LERE LT,

1.8.2.3 %t - MRICEET HEALDIERVE DR ERUL
1.8.2.3.1 e - MRICEHET HFERLDIE
AR — AT AGE RIS L W EE (GBI 2% T TR7s,

C UM I 1% C BB MEITREZS (236 1T 2 0 A IV A MUE D BB 59~ 2 A D B 15 1 L 24
Th D,

CHRUEMERT I X1 % C TUARUEPERTREZS IZ 61T B U A )V A MIE D BB KT 2 AF DU I T > T
[T HCVRNA NGETH D Z & KRUHHREG SUIATPERE. /RS X0 @M R SUIRE
PEIFMEZETH D Z & 2T 52 &,

1. AKFNL, CHBUBMRATFRICBIT D A NV AMIEDOLEIIHS L TUIAT A v F—Txa TV
72b (EEFEIEZ) XIA v —Txny =L  C BYREMEITEEICBIT S YA L
AMIEDWEIZK L TIFRTA X —Txzay TILT7 720 (BETHELZ) AT A2
& ([ERRARE] DHEZR)
7ok, I HCV RNA ENEEO C BUEMHFRICAF ZHW 584, i HCV RNA &2
RT-PCR £ T10TU/mL LL_E X% b-DNA 7Tl Meq/mL UL ETH D Z L 2HERTH Z &,

2. KANE, Bu =71 (= ZA71) ZER<, CRUBMERFR T C RARBEMERTEAIC R
FHUANAMIEDOLEK LT, YHRATEANEPAT L Z e n &5, ([HARERAE]
[CHZhHEE] DIESM)

3. AKFENX, Bul—72 (P ZAT72) O CHRUEBMIFRICEBIT S T A LA MAED S ET %)
LTClE, F2AEZ ALK - XY 27 LEAKFY - U N FEARESHIEEHTHZ &
NTE 5, ([BRKE] omEER)

4. AHENZ. BSEREA AT 5 CHRUSMEATR T C RARMEMEITHEEIZEB T D 7 AV AMIED K E
WXL UL, YARATEL « NULRZ ZEAEREFRIE T A Z L Tcx b, ([BENAE]
DIAS M)

1.8.2.3.2 $EE - DRICEET HFEALOEE DR TERN

AEN & VRATEN « XL Z ZENAFEHIE OPFHEGIZ T 22008 281X, DAAIZXD
ANRREZ A2 C BUBMEATR L C BB MEATAE A BRE 4 xf 4 & L 7= BN 5 IAE AR
(GS-US-342-3921788%) HAEICESZHRE L CEB Y, [ARFIL, aaREZ AT 5 C BUgMEIF&
E C BB ZEIC BT D U A L AMAE D EIZX L TIL, YRATEL « ~JL/RZ AL
ARl EPFHT A ENTED, ) LT,
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1.8.3 A% - AE (B) RUZDORERR

1832 A& - RAE

PHEIEH AR RRRHFIC K VAR (GBI +5EHTE TRTRT,

W, AN, TREoRE - HEo U e ) v2Rkoks4 5,

AR OBEIZEE L TE, BEORELZEZE L, HE, PIEFEOEYRAEZIT S

O AvF—TJxray X—=H_ VKRATE), FLEXAE)LKFY « N X7 L EILIKF

ek
N— o

W« ) hFEABARI LY R AT E L « AL A EABAH L O 084

UARE Y vofh R
BHOEER EL Tkt 5 &
60kg UL T 600mg 200mg 400mg
60kg %t % 80kg LA T 800mg 400mg 400mg
80kg X 5 1,000mg 400mg 600mg

O XA EF—T=xvuy TNAT7720b Barifiz) LOHDOELEE

(1) CRUBMERTR U E-FbART~E 7 v B RN 14g/dL L LD C RURAEPERTREZE O B4

UAREY vofh R
;'%\ ) = . 1Y
HOUE 1A OG5 H &% 5 Btk
60kg LT 600mg 200mg 400mg
60kg %t % 80kg LA T 800mg 400mg 400mg
80kg X 5 1,000mg 400mg 600mg

(2) BE5BRLART~E 7 v B RN 14g/dL K D C BAAEMERTFEZ D B

VB vofh R
l‘%‘ O) = 44Xy P,
FOUE 1A OG5 &% 4 Btk
60kg LT 400mg 200mg 200mg
60kg %t X 80kg LA T 600mg 200mg 400mg
80kg Z X 5 800mg 400mg 400mg

1.8.3.3 Fi& - AEDH TR

DAA X D RIEIRE A3 5 C BUBMERF R U C BUETEFE AR E 2 55 & LIZENE
MAHFER (GS-US-342-392138R) Tid, YARA T EL « ~ULo3F 2 EVERAH] & BEH 2 A5 D
Mk - &, AR, 5P IEEEEL AR ORMSCEICECTEm/L, [1.822 HIIRT LD
2. BRMEDN RS, BEEROBREITIRIE Cho72 2 ENDRE LT,
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1.8.34 iz - AZICEET HFERLDEIERVZDEREIREN
1.8.34.1 Bi% - BEICHAEI A2FEAHALDIE
PRI A EAGREEICL VAR GBI T5EFTE FRRTRT,

. XA =Ty TAT77200 (Bafffiz) dA ¥ —T7=nr X—% LD
(2 & D CRUBMEITFRIZEIT 5 U A )V AMIE DS EDLA

(1) XA —7=znr TIT7 720 (BiaHiz) X, @5, RAIE 1B1.5pgke %
HWIEEZ G35,

Q) A v F—T7xmy =%, @i, RAIZIH600 5 EEEA THREZBG L., #5%4H
ME ClaEH, DZE3EIEIRN B G UL R EHET 5,

2. XA vHE—Tzury TIT72b (Bariiz) ORI L S CRREMEFEAICE
T2 TANVAMIEDLEZEDOLEES. WEH. RAIZIX, XA Z—T7=ny TL772b (&
fof-#A¥a 2 ) 1[E11.0pgkg 2 1E 7 F#&E59 5,

3. VARATEN, ALEXAENKFY - Y X T LEAKFY - U N EABLEAIDUL Y R
AT IV « )L RZ ZE ARG E S 2356 O 5-BRM R O BRI MR A AL UE, 5]
KLY HRATEN, FLEXZAENKIY) « XY 2T EAKFY - VU N EAEAAISUT
VIRATEN « UL RE AENVEEFIO R - HET, YERATEL, A LE X ALK
Wy XY ZTUENKFMY) - U M ENAELSAI XL Y R AT B« UL E A EVELEFID
N SCEEHRET D Z L,

4, KANIOBGHAMIL, BEDE (HCV RNA, ALT %5) K OGEIERORE 2 ZE LN HEE
WCRET D Z &, FRAFPEREL M/ E, ~EZ7 v B REOHBICHER L, AFOHEE
HDHWITHIEEEEICRES Z &,

(1) T A =Tz TILT7 720 (Bafiiiz) IA v —T7xuar X—=% LD
FIC L2 CRUBMERFRIZEBIT D 7 AV AMIED R EDSS
1)tmfw—f1®hyﬁ471(m)XmHGw)fm$HaumA%ﬁ%ﬁ@%%m

TéL%@&ﬁ%ﬁi%Lﬁf&é RO BE =Ty TILT 72b CBIs T

Z) EOUFHOEE, BRRBOMEL Y . #5F G CIXAEIENME T 5720, Ja -

PRI 72 E DHLE | ;DT EZRPR VAR G922 ENZEE LV, 2B, 24l LI ED#
ﬁfm%ﬁmwgﬂﬁw%é BEORIEEZEESTDHZ L, ([FERE] OESR)
2) ENLSOBIEIT W OBGHMIT24 B TH 5, ([FEEEEE] DESR)

Q)&ﬁ4y&~7imythwﬁ%%(éﬁ%ﬁ@i)k@ﬁﬁmié(:@ﬁ%ﬁﬁﬁﬁm

BT 5 TANVAMIEOSEDLE, @ O&RGHMITSHEHETH D, 2, 24 LD
&5(@%@ RSV (WAIE " T &ﬁ@ﬁm%%ﬁﬁé & ([ERRAAE] oHEZR)

5. XA A —Txnay THT7 720 GBI L) A v F—Txny X=X LT
L6, TROBRMREMEZMERT DL ENEE LU, lW%ﬁﬁ% ZBWT, UReY v
ELTHRESHTZY1H13mgkg 2R 2 &AL Lz, AiORBBE OHMNAZRD 61
oo 728, C BUBMEFRICK LAKIERT A o H— 7Im/imwrﬁ%(L@%ﬁ@z)
OUFR I OFT HCV Al 2 HFH T 25 A2k, Bt HCV Al Rk - AEICEE S 56 5 Lo
EE) ZHERTHI L,

C RUBHERFRIC 1T D 7 A )V ZMJE Dk

REEH B5-RiIE

H i ER AR 4,000/mm3LL _E

I/ NRER 100,000/mm*LA I
~NE S 0 R 12g/dL DL F

C BRABMERTFEEZS 12 331 5 7 A I A IfdE D il
| A | £ A
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P ERS 1,500/mm3LL I
JiRANY TR 70,000/mm3LA
~EJa e R 12g/dL DL F

6. AHFEXTA =Ty TILT7 720 GBI HHEZ) XiFA X —Txry X—=HD
DFR G-I, Eﬂ;ﬁﬂ’] RSP RORR A & S U, A ERER. /MR, ~ B B B RED
KTRRDOENTHAICIE, TREZSEBIZLHEEZEETLHZ L, (THEEREARNEER]
DIEEM) £1=, C ﬂ“”l PEFFRIZK LA ERT A 2 —T 2ay T7 7-2b (B
m2)®ﬁ%;m®#}mvﬁ%ﬁ%¢éﬁA L, FLHCV Hlo (L - HEICBEET 56
HEDOREE) 25ZICAK IR A v F—T7 Y TIL7 720 (BETHEBZ) OR&

EERTLH L,

C AUBMEFRICIS T D v A L A MSE Dk
(RIS F =Tz TAT7 720 B z)
NiFA v E—T xrar RX—& GO &)

RIA B =Tz TIVT
RAHEE Bfie AH 7-2b GEG R Z) dA
vER—Txay N—H
- 1,500/mm>3 i ERRL e
A i BA 1,000/mm> A it | Rals
- 750/mm> ¥l B L e | P
iR 500/mm?> i Al
80,000/mm>K: 1
(frvB—Txzrmr N LA RAD BT E
" — % 1%50,000/mm3 A5
fin /R 50.000/mm A5
A B =Tz N H gk
— #1325,000/mm3£KTi)
ok
~NTS o e N 600mg/ F —400mg/ F .
(REXITZED 10g/dL Al 800mg/ H —600mg/ H RRIE L
BEAEZ2 L) 1,000mg/ H —600mg/ H
8.5g/dL i Wk
10g/dL A, XI5, oS
B 5-pifEIZ He~2g/dL LA | 600mg/ H—400mg/ H EF L
~NEZ O UEE | EORYAGEERS: | 800mg/ H—600mg/ A =
(REEBEXITZED 1,000mg/ H —600mg/ H
BEfEH V) 8.5g/dL i, XIXHE
%, AERRKELTH ik
12g/dL A

C RARAEPENTREZS (Z I8 1T B ¥ A IV A ME D 35
(T A 2 —Txnry TIT72b (BinFH#az) PR O &)

" R B —=T 1 T
B i K o i
- 750/mm’ A i B L R
g kA 500/mm> ¥l Rk
" 50,000/mm> it BHERL | B E
lin/ 35,000/ mms A E
N NG
ANES T AT
(B SIMRARIOD Ho 78 | l0giaL sk | SoomeH —a00me P EFEAL
14g/dL B I) mg/ 1 —600me/ i
1,000mg/ F —600mg/
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8.5g/dL ATt Rk
T
ANF ST . 400mg/ H —200mg/ H .
(e g mb s | YR 0me i —400me 1 R L
14g/dL ) 800mg/ H —400mg/ A
8.5g/dL ATt Rk

B ONRBIILE OBENH D BEICER 5T H5ATIE. Hb BEA10g/dL UL ETH > THE GRS
2g/dL Lh_E DA M4 I ERSE T 555
it LT 12g/dL R DA

Al RN
BIIARFN OBEE . Hb JEENS.5g/dL UL ETH - T hisER4HERM
li&g—EPJt%%FEE':?’—é: L, (MEEEE ) OHEER)

7. AKFEVERATEALNIVAEATEIN « ~JLZ ZENERAEKIONERAES I, E%%
WA 2 980 U, aFPEkE, /MR, ~E 7 e U REOIK TR bt i
TRESZEBILTHEBEEEETHZ L,
kB, B EFHRT LA, BERBEMENS TROPIEREESL ER 722 L 2RI 5 2
Lo Flo, M/MREBOBANC L 2G5 F IEZORKOBFRIZ, TREZZHZICTHI L,

TR H HfiE A
T ER SR 500/mm A 1k
N 50,000/mm>Ki; Ik
tin R 35,000/mm’ A< 1L (AR A
e P 5-BR A1~ 43RS I
Tf;;; éﬁ% 7 LA ji{?ﬁﬁ o 600mg/ F —200mg/ A
U) &“Er%ﬁﬁ@ﬁiﬁuh 800mg/ H —400mg/ H
10g/dL i 1,000mg/ H —400mg/ H
8.5g/dL i Wk
NES B B 5-BAR 1~ 48 IF
(LRI Z OBEE D | 11g/dL ﬂ;ﬁi mi#x“%uﬂfl .-
RATE L He~2g/dL L
9) %g?;ﬁ o ﬁ%ﬁ 2 600mg/ Fl —200mg/ A
B B DS LA L O00n 11 300ma
10g/dL A, T # 5, ’
B 5-mfEIC e ~2g/dL VL E
DD H3 A I Rife

C RUEMENFRICIE T 2 T A /L A MUIE D E
(YARATENLUT VR AT EIL « ~YLoZ 2 EOVELS FIGETIR o ] i)
A H HfiE A
A Bk 500/mm’ A i Hik
B} 50,000/mm’ A7 i1
tin /R 33,000/mm i FOE (R
) i e
~NES O ERE N 600mg/ H —400mg/ H
(IR A2 DR 72 10g/dL. A 800mg/ F —600mg/ F
L) 1,000mg/ H —600mg/ H
8.5g/dL i Wk
10g/dL A, X135, T
e GRiEIZ b~2g/dL LI E 600mg/ H —400mg/ A
NES B DI A4 e 800mg/ H —600mg/ A
(DRBIZF OB D 1,000mg/ A —600mg/ A
D) 8.5g/dL A, XUk ERE
%ﬁﬁaﬁﬁ%i@ LTHI12g/dL R Wk
I
C BURABPERFREZS 235 1T 2 U A L A MUSE D U

(VERATEAXE Y FEARAT B « ~UL3K R EIUEAKIDER R 8375
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8.5g/dL A, SIFI A,
AFERGE LT H12g/dL R ik
i

8. AKILAALEHAE KM - RYUZTLEAKFTY - U RN FEAERESKIOOEHES I,
EHIRC MR A RRAE 2 3 L, AP EkER. /R, ~E 7 vV BEOKRTRRD LN
FHAICIE, TREBEZCL CHEZLET L2 L,

ta N —72 (Y= ) HAT2) O CHRUBVERTFRICET D 7 A L A MNE DU E
(ALEeHRENKFIY - N 2T VELKFIY « U b EVEREFIOFH RO &R

A H Bl AH
ok 1,500/mm> A i EHR L
A i B A 1,000/mm>A i Rals
ok 750/mm* A it EHRL
g kA 500/mm> ¥l Rals
o 80,000/mm>A:3ifi B L
tin/ MR 50,000/ mm> A1 ik
ok
NS 0B R . 600mg/ H —400mg/ H
(AU E 0 10g/dL i 800mg/ H —600mg
BEFEZ L) 1,000mg/ A —600mg/ A
8.5g/dL ATt Al
10g/dL A, X34 571, =

BEERIMEIZ I ~2g/dL BL | 600mg/ H —400mg/ H
~NEZaEUPRE | ORI R 4EMEHE | 800mg/ H—600mg/ B

(REEBXTZED 1,000mg/ H —600mg/ H
BEEH D) 8.5g/dL R, MU
B, 4BEMELTY Wk
12g/dL A

1.8.34.2 A% - AEICEET HEALOEEDFR TR

KRNV RATE N « L2 ZENVELEAIE OOFIZI T 226 h R A2 BINT 2 IZBR L T,
B HBAIGH O BE R AL YE, B G HIE K VY AR AT EIL « UL 2 EVELEHI O % &1
VIRATEN L2 A ENBEFRIOBA SCEZ MR T 5 52 H3HICERL L IEE M L7,
F72. DAA I X ZHNAEREEZ AT 25 C B MEIT & T C BUUBEVEIFIIZ RS 2 x5 & Lz
[EI N IAHERPREUER  (GS-US-342-3921380%) TiX, YARRA T EL « ~L3Z 2 EVELAHI & OF
2 AN O S G R B E 2 AF OWA SCEICHE L CFEM L [1.8.2.2 HNIZRT X DI,
BREPNREN, BEER OBEMEIIBGTHA-Z ENOREL, HITHEIBRL L, Fi, §
THEO C BIREMIFEZICBT D 7 A NV AMIEDKETOHBELIZOWNWT, ~EI R B RE
DI GBLG) D O Z VIR AT EAL KRN IR AT EIL « ~UL S 2 ERA RO S0 E b B
AaXFHE LT,
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1.84 HALDIE (F) RUZDHRERN

PHIH AR KRR HFIC K VAR (GBI +5EFTE THTRT,

() AKFNOF 1L, <A v F—T7 T IT7 7-2b (BIs
TR R), A v F—Txrr R—HF  VRATEL,
FLEH AKX Y 2T e KI - U NS
B AR NIL Y R AT EL « UL F 2 ELERAH &
DOHHDIZS, TNENDORM CEICTEHE SN TN DHE
& A, PRz, EERS, EELAANEE, &
K7pBIWERZD [FH EOEER] 20T HRETH &,
B AR RS A —Ta TV 72b GEBIET
Lz ) OPERIC OB HCV Fl &2 R4 2 58113,
PLHCV AlOWM CEO [ EOREERE] 2203 a7
LT L,
(S

(2)

(3)C HRUE A RF T DT A v F—T 2T
T 72b GBIGHEBZ), YARARATELXIIYARRAT
EJL - L NE ZEAELEH E OOFRIC X BDIRRIE. T
ANAMIEDSZEA B E LT2bDTHY | AOEHEE
IZE D AN RAZENELNTHETH-TH, I
TG T 2 SO TIEARW- D, T2 5 )
TRALE I LT D Z &

HH EoER BEAR ML
[ ] BEE 7 L
i 7
(25 ROBEFICERE LI )] s
LEERE ROBFICITEEICESTAZL) -
2. R/ FORMEE VIRATEIL « YLK A ELES

FNCRE4 iR 2B L7z,

OYHRATEIN « ~LRZ ZAENEEHIE OUHHOEE

RIVEIRIE 2 95 C BB PERF IR ST C BRI I AT 2
BEZ A BITAANL VR AT EIL -~ YL E 2 EILEE

A& 248 M OFHE G- L2 [E NS TR IZ B W
T, 60B1H 2161 (35.0%) I(CEUWEANRED bz, F7e
BIVERIE, Bifn13%] (21.7%) . HEEE36] (5.0%). £ 9
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(1) If.FH HCV RNA &2 & a0 B3
Q) A & —7 = BB HMGEE CTE O BE T A & — 7 = v L BH B

BEBR LB

2. XA HE—Txuy TAT72b (Bariiiz) &EoffHICL D CRRIEMER
BBV B 7 A VA MIE DK E

3. YARATENLDHHIZ L DIRDWT D CRUBMT I % C BUAEMEATAEZ 2
BT 5 0 A )L AMNE Ok

() B Z—72 (V=) XA 72) OEE
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&
A =T zny TAT72b BIaFEBR) A —Tzny RX=F Y
AT ENATA LS AR « /3 Z 7 L EnKil - U T EVBLG
Al OO OSE
Unel) rokh &
l'%‘ O) = Ay, P,
HORE IHORGR | WRE 5
60kg UL T 600mg 200mg 400mg
60kg % i X 80kg LL T 800mg 400mg 400mg
80kg Z it X % 1,000mg 400mg 600mg
RTA B =T zny TIT 720 (BiaFH#Ez) & OPFHOSE
(1) CHAUEBMERFR T G-BIGART~T 7 1 B RN 14g/dL DL Eo> ¢ B ENE
JFREZS D JB
Unel) rokh &
l'%‘ O) = Ay, pAY,
HOWE RoRGR | WkE 5 et
60kg UL T 600mg 200mg 400mg
60kg % i X 80kg LL T 800mg 400mg 400mg
80kg & X % 1,000mg 400mg 600mg
(2) BE5BRMAT~E 7 1 B RN 14g/dL Alifi 0 C BB PEATIEZ O B
Unel) rokh &
l'%‘ O) = Ay, pAY,
HOWE (HORGR W 5 et
60kg UL T 400mg 200mg 200mg
60kg % i X 80kg LL T 600mg 200mg 400mg
80kg & X % 800mg 400mg 400mg
B S OFE g e AR
TR A K O SRR
i N L

BIF| : LXM=L 7L 200mg (U AEY & LT200mg &4)
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Bt

H[A 5 LDy, (mg/kg)

B
~ A J:>10,000
A 74116 $£:5827
E/LE Y b 32313
4 X A R:>480
iER G
Bh &b Behm e
B W R (mgkg/H) (mgkg/ H)
Zv b 28H Rl 30,60, <30
o 120
Zv b 3008 IREH 10,40, <10
®o 160,320
Zwvh 528  JREY 1,10, 1
®0 30,90
A4X 28H &l 15,30, <15
B 60
A4 X 300 Rl 5,10, 5
®& 20,40
A4 X 5238 9 5,10, 5
o 20

FERZEN
11268
1758 £:1554
823

LIS
HLHET R

30 mg/kg LA E Al
60 mg/kg LL_F 1 (A EEHE ]
120 mg/kg : RR Y >/ Bk
10 mg/kg LA 1=« A
40 mg/kg VL L (REHIIINH,
[ oD B4 3 if )
160 mg/kg LLE : SETS6, 1B K
OHFlg O8I, Mgk, VU 5hk
AR 0D 2 M OVFE A 254
10 mg/kg LA 1=« Eifi.
30 mg/kg LA ¢ BaREENE
90 mg/kg: FET {1, (RGN,
g, BERE OJNE K ONE S
15 mg/kg BA b #RfE, FHRIEO
HE 4%
30 mg/kg VL E c ARED, A,
BREEIERR, MRy o BRI
60 mg/kg : JET-15)
10 mg/kg LA b« #RfH, 22
20 mg/kg ULk (RED, B
MR DT R, Y oS
e
40 mg/kg : LTS
10 mg/kg LA b : T, &
20 mg/kg : (REEENNMH]

i
%)

Ao B =Ty X—&LOHOES

&M
B WEME ER L5 a EARFTR
. T (X 10°TU/Kkg/ B
RIETE, BEARE
Wb, AR EED,
. N ~E | R R
PR 38 RS 0, 10 W, o~ k2 )y M
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BIVEFZEER  917/917=100.0% AR A B H RBIER 914/917=99.7%

BWEROMEE K bl AR o A1 S S O FEA ¥
FEEL 887 i BR sk 822
P 842 I HERE R D 765
SR 789 U 2 SERE R 647
RERIR 744 ~ES 1 e U 515
RE A 678 IR I ERE R D 482

Ao E—Txay R—=FLOHRAEER
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RITER OfERE 3k
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ERgiysNRY 154
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SHYm - GHEE 140

A BRI 138 %%

CHBIREMFHE A ZXI SR E LIe_T A ¥ —T a7 7 7-2b Glfa##iz) & OO

AL
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RIVER OFEE Ges

FEEL 126

s 117

GlEpra 110

H i Bk 124

U 2 SERE R 120

U HRERER D 117

~NES T 117 %

RIGEUIRNEEDHDH Y = ) XA 72 D CRUSHEITREE (CRREMEITEZE 25 Tr)
AR L LY ARATE N E YA Y RO GRS
BIVEFIZHER  61/140=43.6% (Bt ERTE&Tr)

BIVEFR o fidE G=s

B X IT~F 7 1 v R 21 %1 (15.0%)
SHIA 761 (5.0%)

s 6 B (4.3%)
I 6 B (4.3%)

% O FERE 64 (43%) %%

HEEOENB IR TR SN ZREM 225 MM & L TU TR T, AHITOFRIR
BEPEV IR,

Vx ) BAT 2D CHRUEBMFRBE ZXNRICALE X AENAKFM ) X7 L EILKF
Yy« U NFELABLEAE ODFFE

BIWEFAEHR  98/160=61.3% (FEAEMAER T &Tr)
RIVER OFEE 45

E=giil 36 151 (22.5%)
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(1) 1.7 HCV RNA &3 &l 0 B#H
Q) A & —7 xu BB TR O BE IA ¥ —7 = o BUEI R

WL R LT B

2. RXUAE =Tz TAT72b (BlaH#Z) &OFHICE D CRREMERT
IR 5 U A N AMSE DS

3. VYARARTENLELEDOHRIZE DD WT DD CHRUBVETF S X 1T C RUAEME T
BT3B 7 A )V AMAE DM E
() B r—72 (=) 8472 ) OEE
Q) trInA—71 (V=) FAT71) XFeEn I/ Lr—72 (Y= /) ZA472)
DNTAIUZ LY LW EE

4, FAEZZAENKFW - XY EZTFLEAKY - U N FEARSHE OB LD
tr I N—T2 (V) HAT2) O CRUEMIFRIZET D VA L AMAEDSE
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(EA. SEERD
o) 7
3 F3E (EV=2—A3) - IS 5 -
3.2 T — X LT LR L
4 Fiai (B 2 —/v4) - FERER B & -
4.2 AR A EREL
4.2.1 SEPERBR LR
4.2.1.1 2h7) % BT T L AR B RHEL
5 B (EY = —s) R BRHEE -
5.2 R R
5.3 Rl PR AR o -
5.3.1 A AR RS RN ERHEL
532 v M AEREUEL A TV 72 S B R B e o0 s R L RHEL
53.3 A EIE (PK) HERas & RL MR
534 RS NZ (PD) RBAHEE L RHEL
5.3.4.2 AT 1T % PDEAER B UPK/PDRABR 15 3 FEl-tardY
5.3.5 AR O el s 3 -
5.3.5.1 HEE 2 BIE B % Mo IR AR i 0 3 -
A Phase 3, Multicenter, Randomized, Open-Label Study to Gilead Sciences, Inc. Study Start Date:
(& Investigate the Efficacy and Safety of Sofosbuvir/Velpatasvir 333 Lakeside Drive 25 Jlilly 2016 ' 18 sites in Japan
5.3.5.1.1:GS_US_342_3|Fixed-Dose Combination and Ribavirin for 12 or 24 Weeks in Subjects with Foster City, CA 94404, Study End Date: W R FFAM
921] Chronic Genotype 1 or 2 HCV Infection Who Have Previously Failed a Direct- [USA. ’
. .. .. . 25 August 2017
Acting Antiviral-Containing Regimen.
5.3.5.2 et HREABR R 15 2 LR
53.5.3 R OB & O Ot L 7o i & L RHEL
5.3.5.4 Z D OB LR L
Integrated Summary of Safety of Sofosbuvir/GS-5816 Fixed
[&#}+5.3.5.4.1: 1SS] Dose Combination in Genotype 1-6 HCV Infected Adult Lin Liu, PhD. 11 September 2015 |- - HNEE BEEE
Subjects.
5.3.6 R O ATREER P 9 2 LY RHEL
e ) LR M= H T A200Z R ESMEE (YARATENLEONFHES | BERT S TAE S b1 Yl ——
FERS36LIPSUR] gy o5 5 0 20 o piEED BEE Bl B | : A L BEREH
(k362 EPPY] | LR B 200mg I e A AL B (R AT ELED |[KBRRIA ] T F— P
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i L

Ei & 7= & TOBRKRRBRIZ W THIRREM R F LB S IEf o — |

5.3.7 BET —H—BR K OYEFIE ek
[&£}5.3.7: 1] JH R E OB & 72 o 7o EE B % OV B 72 A 0 DR GERRER O JiE 5| — 5 |- - -
[&#}5.3.7: 2] P S 7 AT ORERBRIC B WO CRIE B SNl o—E# - - -
[&£}5.3.7: 3] Fhi SN2 TORKRBRICBW CEERAFEFEPBEINERO—EEX |- - -
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[&8}5.3.7: 5] L - - -
5.4 2 ik -
Genotype 1b7> 25 7 A VA BOCREBMTRICH T2 =T zm > N " £ s
- e i NIEE ., fE BIRIEZE. 2002 ; 18 : 565-
[&k}5.4: 001] 0-2bXSCH 18908 (V "BV V) OPffiffELE LA ¥ —7 =1 a-2bH %—z%?ﬁﬂﬁ@“ B, MR [ - - E"f*':%
A 5 & o — —EE BRI EE A - TR - HEORE — C i
Summary of Product
, Epclusa, Gilead Sciences Characeristics (SmPC).
[&#}5.4: 002] Epclusa 400 mg/100 mg film-coated tablets. ’ - - - County Cork, Ireland. Revised
Ireland UC.
September. 2017:
US Prescribing Information.
[&#+5.4: 003] EPCLUSA® (sofosbuvir and velpatasvir) tablets, for oral use. EP,CLUSA®’ Gilead - - - Foster City, CA. Revised
Sciences Inc. November. 2017:
Sofosbuvir-Velpatasvir With Ribavirin for 24 Weeks in Hepatitis C Virus Gane EJ, Shlffmal.l ML, ) )
[&#}5.4: 004] Patients Previously Treated With a Direct-Acting Antiviral Regimen Etzkom K, Morelli G, - - - Hepatology 2017; 66 (4):
IR Stedman C, Davis MN, et 1083-9
al.
- . . . . . Hajarizadeh B, Grebely J Nat Rev Gastroenterol
¢ N . > 2. - -
[&#}5.4: 005] Epidemiology and natural history of HCV infection. Dore GJ. Hepatol. 2013:10:553-62.
- . | — %ALY
[ 45 4: 006] P A TR, Mmoo : i i i
D BT D fEIk
, RIS, B,
[£5ks.4: 007] BAIIFA 7 A L% & CHINTE ¥ A4 A DRI, PR SR, : : 22: 1559-64.
_ (2006.09)
[internet] Available from:
[&#}5.4: 008] ENEAANTEE v Z =D AE R —E R[S ARE - K] . - - - - http:/ganjoho.jp/reg_stat/stati
stics/dl/index.html#incidence
[&¥}5.4: 009] Changing trends in hepatitis C infection over the past 50 years in Japan. lslhung H, Ueda T, Kudo | - - Zr;terVIrology 201053 (1):39-
L . . .. L . . Fujimura Y, Ishimoto S, . . .
(& RIS .4: 010] }?ae:;gypheisi.:n: $ujl;1p;cl infections with hepatitis C virus in patients with Shimoyama T, Narita N, |- ) ) .; lflral Hepat 1996;3 (2):79-
ALt pan. Kuze Y, Yoshioka A, et )
Hayashi K, Fukuda Y,
[2EHS 4: 011] Prevalence and characterization of hepatitis C virus genotype 4 in Japanese Nakano I, Katano Y, Hepatol Res 2003;25 (4):409-
IR hepatitis C carriers. Toyoda H, Yokozaki S, 14.
et al.
. . . .. o L . . Ikeda K, Chayama K, )
(2 6}S 4: 012] Hepatitis C virus subtype 3b infection in a hospital in Japan: epidemiological Saitoh S, Koida I, Suzuki |- ) ) J Gastroenterol 1996;31

study.

Y, Tsubota A, et al.
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et al.
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