10

15

20

25

30

35

Tel aprevir dosing reginen This invention relates to
the use of telaprevir in conbination with peg-1FN and

wERBisniphe treatnent of HCV patients. |n partPCIER2009/057222

the use of specific dosing reginmens of telaprevir in
conmbi nation with pegylated interferon and ribavirin.
BACKGROUND Hepatitis Cis a liver disease caused by
the hepatitis C virus, which is found in the bl ood of
peopl e with the di seaseTeldfifviralosiig gimemibl i ¢ heal th
concern affecting 3.4 mllion individuals in the
United States, is spread through direct contact with

t he blTpadineéntionfrelatesdo pigopse of ERPUGIr iINROMbIRAEH Qithigeld-IFN and

i.nf ection rien synpt ons, others
AR R R ETiR S0V ABTE e ABUBHPRaTepdre of spocte dosing
fregimgtie obtathpfevire coﬁﬁblﬂaﬁnﬂ Wienp&fyldted @iterfdrsreaseribavirin,
associ ated with HCV infection is increasing, and
current therapies typically provide sustained benefit
in | eBACKBRODAIDF of patients with genotype 1 HCV, the
nost trai o the virus. The standard of
for t PEPRRELE db Adverrisgags sab et b PP BRC g e & found i
Qlﬁmblloﬁdblf pBomé witaghé afsedsd. nHEM erseﬂoﬁsp@@ohbl-‘ri‘d)alttandncern affecting

a4 Tlershab B elsipde JRibg S s b abt R hestEb et fyiact with the

ttjtcﬁnaltdﬂ%rﬂéctw péopegThdyhanshyRBépleuithiB gy |mfet:t|cﬁnhayeld@tcéx@erlence

sustg) ned, virol ogic res onse u%EVR) Pat i e ! ha&?et. q

FYMPIRRS SINEFs BRY MaKa S¥Y tt"FI?aSt ﬁPJ?WﬂC@aF‘ ‘§P”P1'8€e°af"é 'gue an

devenoTleey dutdahl & Ivercakezsy amklawaiswmam{t\alir&i(abfnns Stkcréaving, and
I.ver dise The risk o

i dl ) ) i
AP BePbRRr GRSl & SpaTE g e g uis e helriqpatients with
trgeaaﬂyﬁ@thG'\s, t%ﬂﬁo@f(fcﬁmmén yt;mn of thﬁﬂzﬁuéS% after 8 years.

e-tr tnent tr.i S ave own .t ha

Rt oD eRBhgarL 3 PaBttor RECHSREAL &1 ey, PR Gosts of the

RembinablbiRBY pegyifted iimtetferdnbgegfiFN) aﬁhoﬂbaVYr@P/o(RBvaCAlt émany as
S| St ent

et ooBieafn e TSR PRSI B eateY SleRetdnd coursectidrpatment
suithhpeas! FN é}fd)RBS’ butinavbest achierd depsthineevirtlbgic response (SVR).
EERR T ol BB RG e R By b iy paavatavle
arebﬁﬂed‘lt rmtlcra?a,lssadcﬁre cGgaisk ftvmfabﬁlw pi@gre@elag hivér disedd@Y The risk of
o P T o5 Py (R PRereal TR, Rplegent 18 2% ater 4
lyehe¢ th® 14 30AH’EsS aedgrs ORe-trebhenht 3046 htioe RGOV tieke #clgs FN/RBV re-
?raegpmé/n?%# Slijbrj]ecttgvevhg%iled a prior course of Peg-IFN/RBYV is of limited benefit.

About 70% of acute HCV infections become persistent. Chronic HCV infection

can be associated with serious liver disease such as fibrosis, cirrhosis, and
hepatocellular carcinoma. HCV infection is recognized as the most common infection
causing chronic liver disease and is a leading cause of death worldwide. Death from
HCV infection usually occurs 20 or more years after the initial infection and it is
estimated that HCV infection causes approximately 8000 to 10000 deaths each year in
the US.

The ultimate goal of treatment is to eradicate the virus, thereby preventing
HCV-related complications, which include, but are not limited to, decompensated liver
cirrhosis and hepatocarcinoma. The likelihood of a patient achieving sustained

virologic response (SVR; today defined as having undetectable plasma HCV RNA
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The ultimate goal of treatnent is to eradicate the
virus, thereby preventing HCV-rel ated conplicati ons,

wokioghsiinc! ude, but are not limted to, deconpRCIBFEPEA9/057222

l'iver cirrhosis and hepatocarginona. The |ikelihood of
a patient achieving sustained virol ogi c response (SVR

ﬁﬁ%dﬁr%[\f 1%f ||U Ei]]_%‘swgpakﬁjr}%é ndet 5 t abI rtPe{aﬁﬁg%bﬁ%vi&qr%\ﬁad with the

@ﬁ/al‘tabﬂlﬂt mmg-adﬁmg pe@}dét@‘d&dehﬁelbh (Pél@ll%t\!/)qjldlsaimdvlrh)(RBf\/) treatment,

|, at f
BT 4162 raB IS Rt lorac™ I tbiestaris prbhie Bl gnatvnsi
20 to Eﬁﬁﬁte Ithes Blyniich st M\Iahc@dﬂtmllmvHCBéegem@tjypﬁ the treatment of
R S BT 1 PR, B arecive
Yreatnsent tingiagients vato mg\%lnmfuew_elﬁwmomtrameeédr?m iavigviral therapy At
treat t i o0 achigeve
Bl rine, waIoRT  FEHEEITC Reve, f2eBe Feeey fa drbig Hapatiis C
mat/e ebérs trebied vathePe@FN/RBY atshﬁitl_almiieffa@y o@hé@é—lt@atment after a lack
PR Ao BTS040 ol AR B oot
gﬁﬂ’tlﬂ@’lsfethémﬁm'r gillllzfe i‘ohﬂjhﬁgy v(rdlerﬁegaﬁdtya@ rala'sg? fadlgwing completion
i ne i.n over e of .

oF FpafHeabir e ken ouShstars et rsaiiy SuPRe et Hobnoype 1
ol fawmtgealmefml \&“th BGg-GTN/RB&’a‘eQIIEtstlh low teshassdeeds, especially when
SRRl il oGOt A B3 DHoB e ppbiocts who ai
rnes tdat:B uhdetb@t\abléﬂe\mn)% crp@be@d toaeppet alibjgctaliFieré irseaeincreasing

B B PRI 5 AT AT B v ot
Iceu@b@‘ trastnaemp os el rd—tﬁeait&ieapsfmrmbjaerﬁé\ﬂng Ther eld\sintegted patients

A 0 Bl B e BED LG e g T Yt R a8F5e biogrossion

tmaeaitre;mmbntamaleé; patterts. daitioeis twithf ddancat livae ibeeisng cBWRdsis (stage
-, nf ected ients vefal dthera
At TR S erR Rl s Moty Binpllo drcontebdibe 3 g, spoe iver
tféiline Witaimt aesubsevuedy 6-10ayéaenirsefrdiad. | Rud to e Mceedgmpcradber of
r05| s,.or CI

N S o R
s_uagantiallyeletvfanlzooe anidt 2019. Anssbietpde282080 peoptedt the US (8% of
B S e BB B9, B, 2l A IR e e
@mmtsacbatmemtntme&e@a aedibinané balfdrympetves @patdidd® ofinadV patients.
201 1 R 032000, DO 2 0 £ B o o
ihlaf/ecﬂallm ;aedotrsavteea‘traehtedvmhr @W Odlfn t(pe@)latemtor Hoarpegylated) in
Fs:glt”nl Ed Igr?wfyggiBWF?\rl Igﬂfaéfjagﬁg 2 eqﬂé/;%?stél ﬂtlrl] gn ggj/rate of 16 to 25%.
E20: 08 meedombmawrropfe PbgﬂFlpaﬁlfaeQﬁ svuthhlaBblag@arf apbreoled treatment. No
ﬁhﬁrnsgusﬁr%%@% Hh p}'lgven superlorlty IS C(J 91¥y avaelable for patients who did
not achieve SVR after treatment with Peg-IFN/RBV in many regions of the world.

Telaprevir is a member of a new class of specifically targeted antiviral therapies
for hepatitis C (STAT-C) and is a reversible, selective, covalent, tight, and slow-binding
inhibitor of the HCV NS3-4A protease, which is essential in viral replication
[WO 02/018369]. Telaprevir has structural formula (1)
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conmbi nation with RBV or |FN al fa nonot her apy,
resulting in an SVRrate of 16 to 25% Also the

w@oovpitsiabd on of Peg-1FN al fa-2a with RBV i s anP@pprPmwecs7222

treatment. No alternative tregtnent with proven
superiority is currently available for patients who
did not achieve SVR after treatnent with Peg-1FN RBV
i n manyyregi ons of the ri é. | aprevir is a nenber
[ targeted antiviral

reversi bl e, 11 VE;
sl ow bi ndi n@l i nhiébitBr o

whi ch is esSent in viral r@plicatiof [
02/018369]. Tel gvir has structur ormula (1 )( 1
) Telaprevir isNa-Single diastereonef with the

S-configuration. In vitro ?nd in vivo, it can
i nterconvert to its R-di as‘» )ereoner to forma m xture

of theehpt&irEa strfglé/a.tattereom \ARhQIh@SIc%h%tﬁQﬂ’B?f I ¥itro and in vivo,
about 30 tines | ess potent than tel aprevir against the

HeRNNRISTCORVENT &1 BaSediastaregpieals formsa 6\*’%&4‘@3}’%“%3\?@"”?%% gitro, the

@glaglﬁyelédﬁ%refsoélgo@%d @hiad! @E@deté'htathﬁﬁme%brécvﬁra@ﬁ@t the HCV
adm nistration. Virologic breakthrough i s a phenomenon

NFI-HR @raigasen Teisereyide Ofally h@gvpmlq @]peqngy (tmqrefﬁga be formulated in

trieabiPbraPhdmPiEatiblan 1 1og fromthe | owest | eveI
achi eved during treatnent. Virol ogic breakthroug

occur é"féwga?vféfﬁa@@quﬁh e @peﬂ?'@g@%ﬁ?ﬂnﬁgdv&%@ge@é? & HCV RNA
tléb%ts éi]r‘l?n%t fr@%%t \Mftrﬁbrbethétﬁ)ﬁetﬁgr frome@e! IGNest! Ife@elzé’chfi’ét/éd during

Vi rol ogi ¢ breakt hroughs duri ng telg previr
ttrﬁéﬁ‘t% n\('roé‘?%c breskibrongs @oaire H’”tae’P%ﬁSPer\‘/W ¢f drepbme paive subjects

Yt@dt' #Btfoatéd) Olnth rt@laHFHvﬁ‘r pEY-10 etmaezy a&ke WB\ﬁé\mdt’ho@ btd¥Rthroughs
03|n% period (i.e. during the first 4 weeks
[

dyring fRlapreyir trepimané e apseciatad Nithdelesrayst registest vadands, and the
Il R EnePh o\éd:t!’rcéa(PIQ'lﬁ e @@i‘iﬁ@b@ﬁ&f‘ (@zn@utﬁg ﬂ%t first 4 weeks). The

associated with an increase in the number of
1deradigp @Pteﬂatﬁ%b&%m@at feas nt é‘ﬁ@@t theiingtdenn of wiFpieaic preakthrough

R@gdisi Rott BEsidted AlitrAlahelmeadds¥eint FRAIRIBES Jf Ofeldpfedir-associated
i nfected subject that can reduce the risk of

FRSIsiARteTe@iehpl i cations, such as hepatocel | ul ar

car ci mpgR: and ngé‘d:m%@ﬂfcﬁ%ltbtn\éﬁt}e tes@RT® fdrHCV mfected subject
particul ar for non-responders or rel apsers after

tt%aﬁ%ﬁ?dU%&% risk @l é‘t?\étr%@@i qqmn"ﬁet'%tst sugh a%,t@patocellular

\chFcH e %n@r@éféHHeﬁé@Qd URER dide8dd,MANbadibulbiCYor H&?—Fés?gnders or
subjects with telaprevir. SUMVARY OF THE | NVENTI ON

ﬁ‘?'@@i@fﬁ% q_ftﬁ(/é’ﬁ'_?? gRa effRretig| AR evneehihithft Sftefoedvqigh virologic
GRSEREHISGd PP OM thdatrBlent of HCV infected subjects with telaprevir.

SUMMARY OF THE INVENTION

The present invention concerns telaprevir administered in combination with a
pegylated interferon and ribavirin, with a delayed start of telaprevir. In particular, such
specific dosing regimes of telaprevir in combination with peg-IFN and RBV may
generate higher SVR rates, in particular with chronic HCV genotype 1 infected
subjects who may have failed prior treatment.

In one aspect, the invention relates to a combination of telaprevir with
pegylated interferon and ribavirin for use in the treatment of HCV infected subjects,

wherein the treatment comprises:
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pegyl ated interferon and ribavirin, with a del ayed
start of telaprevir. In particular, such specific

walempnspisL£gi nes of telaprevir in conbi nati on WCTEP2009/057222

peg- 1 FN and RBV may generate Righer SVR rates, in

particul ar vvith chr oni c HCV genotype 1 infected

subj e ts who ave i.or tr.eat nment on

Sapect® t ho i AN G PEPEsB e TUURBITRH BiF BISIeet peayiated
telaprevir w interfeagydraf dshvirint emd eron and ri bavi ri n for

use in the tre ect s

Uhe. t Mt mont 2 LGRBTTL Sbatas! a0 ERIE e AT Rdel™ Firdugaton of
of adm n| st erfef@révir, pgylstednestiergregiyd @baadtin; nt er f er on

and (b) a treatnment phase of

OH} F%E‘efBO'inﬂriS"&bj ect a conbi nation of
teI aprevir, p@gwllahlﬁﬂ itreb@midrer phasanaf r adramistdring ahdthe subject
optlonallyfurt n .afollovv-on
t r eat nent pha%%gygq‘t é&ﬁg’r{‘ﬁ %fﬁ rI(’3"the subj ect
pegyl ated interferon and ribavirin. In another aspect,
the invent el r el at stoamst od of tre 3
Subj edt TRIEE oG T IGMISETRER g ¢ neethod it ispiing 2 sublect
adedtad dteHG\Ycdrprisiey tﬁabye@etofpegyl ated interferon and
ribavirin in in.or

admi ni®k eri ng? ({rgm{sﬂeémgl}gjtg%tsu@egto%%y%zqq 5‘?11 r?eé %%P‘é pipvirin in a

pegyl at ed i ntlead-er oninidaidbhasdaanidrin in a treatnment

phase, optiona urther co ng t

D nib or i ngdBisiEng 16t St Aikamtiatias reRsie i geoyiated
ribavirin in iatdfetdnocamdoibalviri@dt semebtnperapaasd)ESCRI PTI ON
O:.THlﬁ ?Fﬁ@\f/a\VNGS Fi.@qut}?e } r epr esents a schematic

GPEOTATS BT CHBPTRS Sseé)g(? hens in exanple 1. "T"

nmeans (¢)el apr ea/dlmin'sdaﬂngitstth@fshb]ectctwgylwed Interfench ead eidavirin in a
period. "PR' apans | EN and ribavirin

adni ni strati off %ropﬁr&g POPREFE at ed period. "P" nmeans
a placebo adm nistration for telaprevir. DEFI N TI ONS

The t " = %%o.pg rs) ed herein refers to HCV
e HCABTO RS SRS

Figure 1 represents a schematic overview of the dosing regimens in example
1. “T” means telaprevir administration during the indicated period. “PR” means peg-
IFN and ribavirin administration during the indicated period. “P” means a placebo

administration for telaprevir.

DEFINITIONS

The term “non-responders” as used herein refers to HCV patients who did not
achieve an undetectable HCV RNA level after a minimum of 12 weeks of treatment
with Peg-IFN and RBV.

The term “relapsers” as used herein refers to HCV patients with detectable
HCV RNA during the treatment follow-up period after previous undetectable HCV RNA
at end of treatment with Peg-IFN and RBV.

The term “sustained virologic response” or “SVR” as used herein refers to the
situation where the patient has undetectable plasma HCV RNA levels [< 10 IU/mL] 24
weeks after the completion of treatment.

For the purpose of the present invention, the terms “subject” or “infected

subject” or “patient” refers to an individual infected with HCV, in need of treatment.
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achi eve an undetectable HCV RNA | evel after a m nimum
of 12 weeks of treatnent with Peg-1FN and RBV. The

wo eooansaied apser s” as used herein refers to HCWQHEP®NY/E57222

with detectable HCV RNA during_-the treatnment follow up
period after previous undetectable HCV RNA at end of
treatment, with Pe V. The term SH

| FN and RB
i rol doPcet Nesiede trpadRtuas 188 TRETR RIeF. A RS Ppepomenon

tdefined bylah linuieadacin HCWVRNFaldveRtduniag treathedrecif atdre than 1 log from
m.] 24 weeks after the

|
Mo est e Grnieyt firdec rea&a‘?ntt he pur pose of the

present invention, the terns "subject” or "infected
bj " "oref t i ndi vi dual i nfected
wi th BT ALEP PR ERIPTId s ot The term "vi ol 0gi o
br eakt’rlth;brghenta'Svelﬁied bRt o eeécﬁntsndtoraofplbmptﬁvr&nwm pegylated
ncy ease ve
SRR A b oof RS m hebiRatreny P SBiREb ik pitn HOV wit
alehiyed sthroloff ﬂeia@rdvl‘re&T mﬂtulamﬂéﬁn%ﬁ@ LB-@PGN' fReetreatment of
resent vent 1o at e onbi nat.i on
RUBRE Rt i ) SShop i caBBr B Pt il Prssgnies) dosage
u@@rgbgs }aI‘EEm(tjdneltatimﬂmt ?Oftfealan@ruhjfethlmHth@deNVFtiﬁbllHﬁhgth treatment-
W 1 ayed star el aprevir I r
3l T 5r oG aRnoa 861s Oy BRSPS 3RS B N Hiarany! Preferabiy
ithe eméwhtewi tdoski§d/ ggintdngparel .suhbisle fon p@‘rtéspdmdﬁrs drheelapsers.
POERBISIE. i BEREahR Hofdy plirentrts P b hagent naive patients.
t r eat nendanisduveg, [led | pedesited @BsIhG S RgmokaT SNImTetFyeltImOS)errﬁ)matlon of
dolafu P hake e TR R Prio o iy BrisR g ! Hov wi

rdela&pd; atast of Ablapravaal maglpysvenher dese Wtreldglddsagehrough The herein
%te ns are used for tre(i%ent nauve, pati ents.
6’5

| 4PSa%en EPHPEE AR SCWEET P PFYGT \ﬁﬁ‘é‘#ré%vet ?{ea positive
‘SGI@b’llcﬁ‘rﬁbhmnm‘noheifa@ammr.remgtémgegwsam &tk bartyesthgs ohexposure to

el Bt O RS sy afef T PEYeie b et
V|rolog|c br eakt hrough. The herein presented dosage
o T BRSBTS RFEHIGIES, 8 Bosiy reamen
S\trfemnmidulrlhg teh@irse quekiyd s b dgad-of oemm Lp‘nesé OpégélFa‘tpraeul rbavirin are

T RO A R o b i e T VS
Itelam‘ehmlst betlinisterad dms;longmraegm veth wd‘gerFe\l andluibavign.aAccording to a
P'ah%bka %hﬂlbggfgnent saléj telaprewr trre]z!attn%e%lt pﬂgsaes |es fuPtﬁgr_ #o'ﬁcl)\lwgé] %y a third
period, a follow-on treatment phase, wherein peg-IFN and ribavirin are administered.

In particular, there may be no time lag between the lead-in or initial phase and
the telaprevir treatment phase, or there may be no time lag between the telaprevir
treatment phase and the follow-on phase. More in particular, there is no time lag
between the lead-in phase and the telaprevir treatment phase and between the
telaprevir treatment phase and the follow-on phase. No time lag between treatment
phases means that the respective treatment phases follow each other directly, that
there is no treatment interval. For example, when a first treatment phase ends, the
next treatment phase starts directly thereafter, e.g. the next day.

The presented telaprevir dosage regimen with lead-in phase may also be

referred to as delayed start telaprevir treatment.
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adm ni stered, followed by a second period, a
tel aprevir treatnent phase, wherein telaprevir is

waedwwns@Evered in conbinati on with peg-1 FN and PCT/EP2009/057222

ribavirin. According to a parijiLcul ar enbodi nent, said
telaprevir treatnment phase is further followed by a

third periqd, a followon, treatpent phase, erein . ,

g+ MR 8% sas BrRdinidis et TSl e B ey ST e pix wesks, in

tpaeticalaneyid iest periéd ey @ Upetbiee wekke Alssid-particarar, said first period
revir treatnen

wgé/trtige%a{jlgaéﬁwgr\}\?qe hel‘rp Egglltig@?(/\%téﬁaﬁt ﬁrge? &eg%:?.@o/h&??h pgrrticular, said
Eirﬁqfeﬁe?lﬁamb&ﬁ:ﬁ)uaftﬂlrtmfyeké.pAlb@}MimmbmbMe M?lbeclji'rrfegts_, the second
articular, there is no ti ag between the |l ead-in .
D alras ndion ey afiss, foes L mepn P R allsesidetughis. Also n
tpatictiat, agzie geconidr eedtment pehaismagnakd bemiosl 1®weRs, preferably no
T35 T AR A 00 TS O A o 1
teeRSIAIYo withiatthé fb@rhe dnﬂaoﬂ@nérﬁ@&blﬁdcohdltrsﬁmnﬁ pEadd ;nay take at
xaml. e, nafirst.tre nt se en e. ne .

B P o el o e AR P ESE sPiEiro yBGrRent period may
:m@oet atdaysthgﬂWe@(seﬂeplﬁélﬂdgéleéai? krendii ﬂ(;ea;ﬂmsmg@erroflghagg nak:yi att{nnost 34
ead-in phase, al so .be referyred. as de ar
RS o B BT e RO ey s enl Bl Y At e sh

first period may take up to six weeks, in particular
said fjrst

eriod na ake up tp five week Al so in .
oar t1 drapidtErdersta UM EReby bR fon tha Semp RyPose might
weealombiried tp prdvideudreferratl rhregst t hree weeks. More in
particular, said first period takes about four weeks.

Also within the same enbodi nents, the second treatnent

per i odronatiie t ddeagat rehmasats acghtingeek the prdoginaity hatein, on the
| eas n eks,. .Al.sQ. in rticul . _Said second . . .

s At B et on s aepied ty Blaereimal Beraipistersp twice
nioreatimes tdn four lidhegeedks. Thapevirmaeasd admihstered i &h smowtdf about
reat nent rj t akes about .1 k Al so withi he .

SORFNETE baPRe RO £ i 2e8giny of 2BS5taa Moed, digubugod Mo, in an

taadcrinabf hleas 452 6ngyae ke, amounp af tboutl E@50ang,| @ds tan3nount of about

ks, 0, said third treatnent period nmay, take aft

58 P TelBla ™ iy b itel pR Bt PR 4 SRRt ol 1125 mg
fetdpeslimmyy ttaliealigt beragmirddtemseeksa dube efi 150pat thead dmes a day,

said.third treat eri od_takes out,. 3 eks.. It .

SRRl e LT 80 eI auBiRS, Ahenaf, (g Bur py weically

tbeeadsdnietepady inGs doga @fht126eng onibe Bethyt spqeifiedllydén a dose of 1125 mg

pr ef e1rred ranges. For the dosage regi nens according to

N8V B Srent s her ei n, on the indicated days for

adm nistration of telaprevir, telaprevir my be

adninkg%&iﬁg%tmﬁce, three tinmes or four tines a day.

Tel ap y be adm nistered in an anount of about
A randomized, double-blind, placebo-controlled study is conducted with

telaprevir in subjects with chronic HCV genotype 1 infection who failed prior treatment
with Peg-IFN (Peg-IFN alfa-2a or Peg-IFN alfa-2b) plus RBV. The trial is designed to
compare the efficacy, safety, and tolerability of 2 regimens of telaprevir (with and
without delayed start) combined with Peg-IFN alfa-2a and RBV versus standard
treatment (Peg-IFN alfa-2a and RBV).

The trial consists of a screening period of approximately 4 weeks, a 48-week
treatment period, and a 24-week follow-up period. A schematic overview of the design

of the experiment is presented in Figure 1.
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300 ng to about 1500ng, in an anmbunt of about 300 ng
to about 1250 ng, in an anount of about 450 ng, in an

wa@emansoief about 1250 ng, or in an anount of aPOUEPWBY057222

ng. Telaprevir may al so be administered in an anount
of about 1125 ny. Tel aprevir may typically be

et iSbEERYakdh &b FJaEsGhy kgt Alnel 0 G el Heri

Aldt er nat [ Ve(h)/_, tsebjapirreidi a][n uﬁ?tdo}l&hil@ﬁbk/ﬁlh&level at the end of a prior
m nil stere | N 0 ) W.ce )

e (PSR Pl /MR sy bibalhet &iSe 5 9% it wlapsers), or

Elxarrpl e 1 Aoy aln;iolgbztteﬁba/edﬁu@bﬁ-dhbbfedtgble_ ?ﬁVtRITIA level during or at
aceho-controll e StuU | S e W el a evilr

P2 e EoT o0 b Catsaicl Peay SRR DB BoY Gt ekp B She

fai | edupfectr will @t reomiteldh tdegel 6N 3( RegtmdnN @tbiigs: 22 telaprevir

RSaibar Rafehf pioh i Bevhll Sl dpan s oefegment group

rEEg\iiilhin"étayr?bfgj_ sIt@E@D_teﬂ%rgvi()Wilrigfbr&aln?bnMot baup (gg\a}wemt group C). All 3

tart cO | he Wt eq- a -Z2a a ver sus .
Teahndn G omsaravers blensdirermey dBaion 18 4aiirersTEbsn tetaprevir
trégimlens A INgt B), @ﬁtlgactsoeeeﬂvé ng vk isgiﬂ 7abdra@mélip;riematfeéry 8 hours
e a 48- wee l, at nent, . Il 0 a -

Tl e sl o b T T hh i o peeRe TSN alfa-2a
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er non- sSpon r . U ect.s, W e rando )
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of ¢ oraiPEUed e EiE Be el yF o ARt golt ane e

Plannéll hudiber efaubjents igyivepsebave a pl anned treat ment

ST Rl G oA R0 cblbBtss o P bty B0y s Reidrs):

every 8 howtslapreriren esmbigatinngitt Rg-FN 2182 hnd RBV for 12 weeks;

combi nat i gg with 48 weeks of Peg-1FN al fa-2a (Pegasys)
and RBV (CHJOYE8Yat standard doses. In Treat nent

group B, tr-ga&debotin vbrhbinhgdrapittePéd-1IANASIfA24eh@REY for 4 weeks;
start: tel %ﬂrevi r treatnent starts 4 weeks after the
start of owed by

- Peg-IFN alfa-2a and RBV for 32 weeks.
¢ Treatment group B (260 subjects, i.e., 140 relapsers and 120 non-responders):
- placebo in combination with Peg-IFN alfa-2a and RBV for 4 weeks;
followed by
- telaprevir in combination with Peg-IFN alfa-2a and RBV for 12 weeks;
followed by
- Peg-IFN alfa-2a and RBV for 32 weeks.
¢ Treatment group C (control group; 130 subjects, i.e., 70 relapsers and
60 non-responders):
- placebo in combination with Peg-IFN alfa-2a and RBV for 16 weeks;

followed by
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Peg-I1 FN al fa-2a and RBV treatnent. In the control
group (C subjects receive Peg-I1FN al fa-2a and RBV at

wak@apdsriod doses for 48 weeks. Standard doses fPCT/EP2009/057222

Peg-I FN al fa-2a is 180ng/ weekg. St andard doses for RBV

is 1000 ng daily for subjects meighing | ess than 75

kg, and 120 0 | ghing 75 kg or

nore. RBV |gp‘%g€‘g%ﬁﬂ %\Qﬂréﬁgg V(‘ﬂv%sally in a twce

dai | y FtaengonﬂmtlonAlst&taﬁflécE@ optietizd Balande bdt@edm @ahtmamt §roups with

§%‘i’ﬂr%§ct 5“C?rév?ré‘%”%ﬁteg&ng%%pp?%tg{‘ ﬁéﬁo g gﬁrrslun‘?fé)ﬁroxmately 300
siohjresdonders.ae inclld@dr el apsers and 120 non-responder s)
- tel

I FN al fa-2
Ry Epremigse et Db etk OE BisriandeadimRia i qgaitonal
\Mrtai’flcﬁlf‘tngisHanalbbeecﬂan and o?BN’orf r@n-rés p@E Bl SEnrotinb oiveE thdyubjects is
a

e st 50b vEB; o Pdootpur o oy SRt s BPES 44 MEgtowing strata
nepre &g moekethah 55%: pl acebo i n conbi nati on with Peg-1FN

' corbtRREION o T lBaRp i FlavHPA ) trasy Bofiaviols therapy

\(eekespdraletowed by - Peg-1FN al fa-2a and RBV for 32

b} et oo o BPAR oo G Y B Be T aeryjous therapy

puaedbondver aahibivehiuhdstevtable HEY- RRN laldla-whale aord tr&&¥hent (partial
for 1 eks; followed by- Peg-1FN al fa-2a and RBV for
3PRRBERY. Randoni zation is stratified to optinize

bal anCeldpedvive Bn fdrmekitetert groapRs-shbapdd tabgsr fdr tavalpadmmistration,

BT 78195 300 iR e dhHALStap i, A EgeLicaNy acoepiabl

EurrteFB%ererE,apSII]ﬁblef iTealpleyirf ieradnfisistetadatnua dafse pofi 70 mg every 8
non- responders, an additional stratification is done

B24%d on type of prior non-response. Enrollnment of the

subj edetaprevid matchiad piicebo tdiddt fw dirbl mmlhstrsmbgcmtstsaéf a mixture

%?Pac'{o%sepa%rr]lgg roTQ’Js nr%fc‘fol?:?yrsteﬂlflnet pe quse (cheﬂ Q-’Hcﬁt 02?l magnesium stearate,
and FD&C yellow dye #5/tartrazine.

Peg-IFN alfa-2a is formulated as a 180-ug solution for subcutaneous injection
in a pre-filled syringe also containing pharmaceutical carriers. When applicable, peg-
IFN alfa-2a is administered in a dose of 180 ug once a week. RBV is formulated as a
film-coated tablet for oral administration containing 200 mg of RBV. When applicable,
RBV is administered in a dose of 1000mg (for subjects weighing less than 75 kg) and

1200mg (for subjects weighing 75kg or more) in two gifts per day.
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represents nore than 55% - subjects who had < 2 | og
drop in HCV RNA at Wek 12 of previous therapy

w@ eblisriesponder); - subjects who had 3 2 | og BEDPP1009/057222

HCV RNA at Week 12 of previoug.therapy, but who never
achi eved undetectable HCV RNA | evel s while on
t tpgent (partial responder). Telaprevir is
f(%mgzt ed as a capl et-shaped tablet for oral
adm ni strati on, cont aining 375 ng of teI aprevi rin
onbi nati.on euti carrjpers
Tnarringee.8h teerety BRE s BB el efd i ek im the
of tréafnary oeMEWYIni8ctaa lsnsjectﬁe\h/la@émvthe trerath@lnt a@npﬂ@eebo
t abl et f% or al admn(%t] on cons i Sts
8 e

of (#)acoBRORYaRO S ERlRY SR SitedineyBlall Miditeron anc
(AV| celnbé%hﬂtﬁl%hd magnesi um st earate, and FD&C yel | ow

#5/tar i ne. FN. al f a is.fqornul ated. as .
LB g SRS PhRse oL AR T PRI P BAIn of laprevir,

pre fi Ipbgyiateyrnte@@oabs@nb@nm:al ni ng pharmaceuti cal
carrier.s, Wen I.EN al fa-2
c e et o 2R o6 B feer ¥ inguioBess ictipe Hagpang phase.
fornmul ated as a f| | mcoated tablet for oral

ni st atl al nin B
S Bkl seufng IR f il e et Rl LBET osapings
(f o) subfaiotveonneiegimerg blesse ohamimibistegihg atad tHe2@Abjgct pegylated
(for su cts h|n 75kg or nore) in tw gifts per
day. CLK] ren a\égﬁﬁ ‘ion of telaprevir with pegyl ated
interferon and r| baV| rin for use in the treatnent of

i nf.ected sub wher.e t he .t reat nent
?g\rf%w@g%t!on( 45¢°4 'P%ata ?'ﬁ'"bﬁagfﬁer&fn é'b%n'?s?%r“m’?g lag, bEfjgen the
subjrestinepeghdsataad follotvesrf esameanshasebavi rin, and (b) a
treat nent phase of adm nistering to the subj ect a
conbi nation of telaprevir, pegylated interferon and
M. ICawibination \slaesrding tb ey efickime 1t toreewhagirhtiewe€ infbeted subjects

| ead- | the treatment phase. 2. Conbination
acc%rledn ﬁgte 8"“@% ﬁl n the treatnent further

conpri ses (c) a followon treatnent phase of

?)?? G{bfr]ta on agcorgngt; oeaﬁc’yuo calmsqqulwﬂeergnltrpet ﬁ&(/elrrlfgcteg subject is a

relapser or a non-responder.

6. Combination according to any of claims 1 to 4 wherein the HCV infected subject is

treatment naive.

7. Combination according to any of claims 1 to 6, wherein the lead-in phase takes

between two and 6 weeks.

8. Combination according to any of claims 1 to 7, wherein the lead-in phase takes 4

weeks.

9. Combination according to any of claims 1 to 8, wherein the treatment phase takes

between eight and sixteen weeks.
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3. Conbination according to claim2 wherein there is
no time | ag between the treatnent phase and foll ow on

wo e@atisamt phase. 4. Conbi nation accordi ng to BEHEPR{009/057222

claims 1 to 3 wherein the HCV|¢.nfected subjects are
infected with HCV genotype 1. 5. Cbnbination according

éﬁb%@%@gfg%@%&ﬁafm é)/\‘h C thaﬁnI t8§p M&éeﬂn ﬂg: trea?ment phase takes
Conb watkn according to any of clains 1 to 4 wherein
the HCV infected subject is treatnent naudve. 7.
Conbi nation according to any of clains 1 to 6, wherein
tihe Coaihation @b@tﬁ&lgg akesy bﬁbl&ﬁﬁ@f 2tt:z)/01 OaMe&er\mékfb\lll\%\B-on treatment
i hat.i on accor of clains 1 to 7 erein
ChepheBadeay RS tod o RlsRs. o™ Conbi nat i on
according to any of clalnB 1 to 8, wherein the
tre phase t t an Si. X
(B RomRauBs AeorPidh 238 b S 208 angereit 1 fow-op greatment
9, phseahkest3zevédkeat ment phase t akes 12 weeks. 11.
Conbi nation according to any of clains 2 to 10,

wherein the follow on treatnment phase takes between 26
asd Combivestils . acbardlr@nbbﬁyﬂtdfanalraGC‘Dlt@iiQngvHe@eiaI‘QUriﬁﬁ the treatment

cl ai,ns 2 erein the fol reat men hase
¢ akbBRs eliesl s 19Rnsfien a0 Smodiialab A e an BUE
claims 1 to 9, wherein during the treatnent phase,
telaprevir is admnistered in an anount of 750 ng
every 8 hours.



