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(33)
Oo0o0o0O0o0O0o00o
Oooooo
Ooooao
F1. 74N EHNMFPOZEHEMHFERYX I LA FF
BG4 siRNA L) siRNA &5
(BBES) (5' -3 EUR) #S 5 -3 F7UFEUR) &5
ACACA, GUUUGAUUGUGCCAUACUUTT | | | AAGUAUGGCACAAUCAAACTT | 2
%;Wi CAUGUCUGGCUUGCACCUATT | 3 | UAGGUGCAAGCCAGACAUGTT | 4
(NM_000664)| GAUUGAGAAGGUUCUUAUUTT | 5 | AAUAAGAACCUUCUCAAUCTT | 6
GUGUGAAGAAGAAAGCUCATT | 7 | UGAGCUUUCUUCUUCACACTT | §
ACSL1
(NM 001995)| GAACAAGGAUGCUUUGCUUTT | 9 | ARGCAAAGCAUCCUUGUUCTT | 10
GARAUGAAGCCAUCACGUATT | 11 | UACGUGAUGGCUUCAUUUCTT | 12
AGPAT7 CCCUCUAUGCCAACAAUGUTT | 13 | ACAUUGUUGGCAUAGAGGGTT | 14
(NM_153613)
GGGUUUGGUGGACUUCCGATT | 15 | UCGGAAGUCCACCAAACCCTT | 16
CCAACAAUGUUCAGAGGGUTT | 17 | ACCCUCUGAACAUUGUUGGTT | 18
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(NM_004314)

0000
CAAGCUAAAGAUCAGUAUATT | 19 | UAUACUGAUCUUUAGCUUGTT | 20
AGXT?2
(NM_031900)| GUGUGRAUGGAGUUGUCCATT | 21 | UGGACAACUCCAUUCACACTT 22
GUCUCAUGAUAGGCAUAGATT | 23 | UCUAUGCCUAUCAUGAGACTT | 24
CACCUAUGUGCUUCACUGATT | 25 | UCAGUGAAGCACAUAGGUGTT | 26
AGXT2L1 GGAAUUGUCAGUUUAGAUUTT | 27 | AAUCUAAACUGACARUUCCTT | 28
(NM_031279)
GGUUAAUAGCUCUAUUAUATT | 29 | UAUAAUAGAGCUAUUAACCTT | 30 10
CAACUGCGAGUACAUCAAATT | 31 | UUUGAUGUACUCGCAGUUGTT | 32
ARTI

CCAACCAGGUGUAUGCAGATT

33 UCUGCAUACACCUGGUUGGTT 34

CAAGUCUGGGCCUUGCCAUTT

35 AUGGCAAGGCCCAGACUUGTT 36

GCCAUUAUGAGUGUGCAUUTT

37 AAUGCACACUCAUAAUGGCTT 38

ART3

(NM_001179) GCCAAAUGGGCAGCCCGAATT | 39 | UUCGGGCUGCCCAUUUGGCTT | 40
CUCAAAUCUUUCUCCCUAUTT | 41 | AUAGGGAGAAAGAUUUGAGTT | 42
GUAACCUCCUGGAUCUGAATT | 43 | UUCAGAUCCAGGAGGUUACTT | 44 20

CARMI1

(NM_199141) CCAGUAACCUCCUGGAUCUTT | 45 | AGAUCCAGGAGGUUACUGGTT | 46
CCUAUGACUUGAGCAGUGUTT | 47 | ACACUGCUCAAGUCAUAGGTT | 48
GUAAUUAAAGAAAUGGUUATT | 49 | UAACCAUUUCUUUAAUUACTT | 50

CDY2A GCUAUCAACUAGAUCGACATT | 51 | UGUCGAUCUAGUUGAUAGCTT | 52

(NM_004825)
GAUAAUAAAUUCAACUAUUTT | §3 | AAUAGUUGAAUUUAUUAUCTT | 54
GCUACAACUUACAGUGUCATT | 55 | UGACACUGUAAGUUGUAGCTT | 56

ELOVL2

(NM_017770)

CAAAGUUUCUUUGGACCAATT

57 UUGGUCCAAAGAAACUUUGTT 58

30

CGUUAGUCAUCCUCUUCUUTT 59 AAGAAGAGGAUGACUAACGTT 60
GGAGUAUUGGGCAACCUCATT 61 UGAGGUUGCCCAAUACUCCTT 62

ELOVL3

(NM_152310) GAAUGAUUAGGUUGCCUUATT 63 UAAGGCAACCUAAUCAUUCTT 64
CACUUAUUCUGGUCCUUCATT 65 UGAAGGACCAGAAUAAGUGTT 66
GGCUUAUGCAUUUGUGCUATT 67 UAGCACARAAUGCAUAAGCCTT 68

ELOVL6

(NM_024090) CAAUGGACCUGUCAGCAAATT 69 UUUGCUGACAGGUCCAUUGTT 70
CAUGUCAGUGUUGACUUUATT 71 UAAAGUCAACACUGACAUGTT 72
CUAACAAGGUGGACCACCATT 73 UGGUGGUCCACCUUGUUAGTT 74 40

FI3Al

(NM_000129) CUAACCAUCCCUGAGAUCATT 75 UGAUCUCAGGGAUGGUUAGTT 76

GCCUAUAGUCUCAGAGUUATT

77 UAACUCUGAGACUAUAGGCTT 78

GATM

GAGACAUCCUGAUAGUUGUTT

79 ACAACUAUCAGGAUGUCUCTT 80




ogogoano

(35)
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(NM_001482)| CARAUGGCUUUCCAUGAAUTT 81 | AUUCAUGGAAAGCCAUUUGIT | 82
CAUUAAAGUUAACAUUCGUTT | 83 | ACGAAUGUUAACUUUAAUGTT | 84
CACUCAUGACUGAGGUCAUTT | 85 | AUGACCUCAGUCAUGAGUGTT | 86

GGT3

(NR_003267) CCUGUCUUGUGUGAGGUGUTT | 87 | ACACCUCACACAAGACAGGTT | 88
CCAGCAUUCACCAAUGAGUTT | 89 | ACUCAUUGGUGAAUGCUGGTT | 90
GUUAUUAGAAUGUUACGAATT | 91 | UUCGUAACAUUCUARAUAACTT | 92

GPAM

(NM_020918) GAGUGUAGCAAGAGGUGUUTT | 93 | AACACCUCUUGCUACACUCTT | 94
GCAUGUUUGCCACCAAUGUTT | 95 | ACAUUGGUGGCAAACAUGCTIT | 96
GACGUCUUUGCAUAUGUGUTT | 97 | ACACAUAUGCAAAGACGUCTT | 98

HS6ST1

(NM_004807) CUGUUCGAGCGGACGUUCATT | 99 | UGAACGUCCGCUCGAACAGTT | 100
CAGUACCUGUUCGAGCGGATT | 101 | UCCGCUCGAACAGGUACUGTT | 102
GCCAUUUACCCAGUAUAAUTT | 103 | AUUAUACUGGGUAAAUGGCTT | 104

HS6ST2

(NM_147175) GGUAUCAGUUUAUGAGGCATT | 105 UGCCUCAUAAACUGAUACCTT | 106
CAUGAACUUUAUUUCGCCATT | 107 | UGGCGAAAUAAAGUUCAUGTT | 108
GUCCCUGUACGAGCGGUUATT | 109 | UAACCGCUCGUACAGGGACTT | 110

LOC541473

(NR_003602) GCGGUUAAGUCAGAGGAUGTT | 111 | CAUCCUCUGACUUAACCGCTT | 112
CUGUACGAGCGGUUAAGUCTT | 113 | GACUUAACCGCUCGUACAGTT | 114
GCGAGUACUUCCCGCUGUUTT | 115| AACAGCGGGAAGUACUCGCTT | 116

LTC4S

(NM_000897) GCCGGCAUCUUCUUUCAUGTT | 117 | CAUGAAAGAAGAUGCCGGCTT | 118
GGGUCGCCGGCAUCUUCUUTT | 119 | AAGAAGAUGCCGGCGACCCTT | 120
CCAAGAUUUCUCUACAUUUTT | 121 | AAAUGUAGAGAAAUCUUGGTT | 122

MCCC2

(NM_022132) GAUUUAUGGUUGGUAGAGATT | 123 | UCUCUACCAACCAUAAAUCTT | 124
CAUCAUGCCCUUCACUUAATT | 125 | UURAGUGAAGGGCAUGAUGTT | 126
GUGUAUCCUCCCUUCUUAUTT | 127 | AUAAGAAGGGAGGAUACACTT | 128

MGST3

(NM._004528) CUGGAUUGUUGGACGAGUUTT | 129 | AACUCGUCCAACAAUCCAGTT | 130
GUGUUUACCACCCGCGUAUTT | 131 | AUACGCGGGUGGUAAACACTT | 132
CAUCGAAUUUCAACCGAGATT | 133 | UCUCGGUUGAAAUUCGAUGTT | 134

PDIAG

\ AUCACTT

(NM_005742) GUGAUAGUUCAAGUAAGAATT | 135 | UUCUUACUUGAACUAUCAC 136
CCAUCAAUGCACGCAAGAUTT | 137 | AUCUUGCGUGCAUUGAUGGTT | 138
CAGAGAUUCAGAUGUGGUATT | 139 | UACCACAUCUGAAUCUCUGTT | 140

PLA2G7

(NM_005084) GCCUUAUUCCGUUGGUUGUTT | 141 | ACAACCAACGGAAUAAGGCTT | 142
GAAAUGAGCAGGUACGGCATT | 143 | UGCCGUACCUGCUCAUUUCTT | 144
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0o0o0Oo
CCUUCAACUGGAGCAUGUATT 145 UACAUGCUCCAGUUGAAGGTT 146

PNMT

(NM_002686) GACAUCACCAUGACAGAUUTT 147 AAUCUGUCAUGGUGAUGUCTT 148
CCCUCAUCGACAUUGGUUCTT 149 GAACCAAUGUCGAUGAGGGTT 150
GCAACGUGGCCACCAUCAATT 151 UUGAUGGUGGCCACGUUGCTT 152

SLC27A3

(NM_024330) CCAGAUACCUGGGAGCGUUTT 153 AACGCUCCCAGGUAUCUGGTT 154
CGCUGAAGUGGAUGGGCCATT 155 UGGCCCAUCCACUUCAGCGTT 156
CACAAGAGGACCAGAUUAATT 157 UUAAUCUGGUCCUCUUGUGTT 158

TALDO!

(NM_OO6755) GCAACACGGGCGAGAUCAATT 159 UUGAUCUCGCCCGUGUUGCTT 160
CGAAUUCUUAUAAAGCUGUTT 161 ACAGCUUUAUAAGAAUUCGTT 162
GUCGUUUGUGGAUGUGGCATT 163 UGCCACAUCCACAAACGACTT 164

TKTLI

(NM_01 2253) CAUGCAAAGCCAAUGCCGATT 165 UCGGCAUUGGCUUUGCAUGTT 166
GGUAUUCUGGCAGGCUUCUTT 167 AGAAGCCUGCCAGAAUACCTT 168
GUUUCUAUUCAGUUAAAGATT 169 UCUUUAACUGAAUAGAAACTT 170

UGT3A2

(NM_174914) GAGACAUUGGCUCUUAAGATT 171 UCUUAAGAGCCAAUGUCUCTT 172
GAACUUCGACAUGGUGAUATT 173 UAUCACCAUGUCGAAGUUCTT 174
CCUAUUUAUUCACUCGACATT 175 UGUCGAGUGAAUAAAUAGGTT 176

UST

(NM__O()57 15) GAGAUACGAGUACGAGUUUTT 177 AAACUCGUACUCGUAUCUCTT 178
CCUUAAGGGACUARAUUAATT 179 UUAAUUUAGUCCCUUAAGGTT 180
CGUCAUACUCCAACUAUUATT 196 UAAUAGUUGGAGUAUGACGTT 197

SOATI

(NM_00310 1) CAAAUCUGCUGCCAUGUUATT 198 UAACAUGGCAGCAGAUUUGTT 199
CGAAUAUGCCUUGGCUGUUTT 200 ARCAGCCAAGGCAUAUUCGTT 201

GCUAUACAAUCCUACCCAU 202 AUGGGUAGGAUUGUAUAGC 203

SOAT2

(NM_003 578) CUGAUACUCUUCCUUGUCA 204 UGACAAGGAAGAGUAUCAG 205

CGAUCUUGGUCCUGCCAUA 206 UAUGGCAGGACCAAGAUCG 207
CCAGUUUGCUCCUUGGUCATT 208 UGACCAAGGAGCAAACUGGTT 209

CA7

(NM_005182) CACUGAAGGGCCGCGUGGUTT 210 ACCACGCGGCCCUUCAGUGTT 211
GAGACUCAAGCAAUAAUUATT 212 UAAUUAUUGCUUGAGUCUCTT 213
CCCUGAAUGUGGUGUUCCUTT 214 AGGAACACCACAUUCAGGGTT 215

OTOP3 .

(NM_178233) GAGGCUUCCUGAUGCUCUATT 216 UAGAGCAUCAGGAAGCCUCTT 217
GGCAAUGAGACCAACACCUTT 218 AGGUGUUGGUCUCAUUGCCTT 219

TBXASI CAAUAAGAACCGAGACGAATT 220 UUCGUCUCGGUUCUUAUUGTT 221

(NM_001061)

GUGAAACACUGCAAGCGUUTT 222 AACGCUUGCAGUGUUUCACTT 223
GAGACUUCCUCCAAAUGGUTT 224 ACCAUUUGGAGGAAGUCUCTT 225
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CAAUGGAUCCCGAGACUUUTT | 226 | AAAGUCUCGGGAUCCAUUGTT |227

TYMS

(NM_001071) GUACAAUCCGCAUCCAACUTT | 228 | AGUUGGAUGCGGAUUGUACTT | 229
GAGAUAUGGAAUCAGAUUATT | 230 | UAAUCUGAUUCCAUAUCUCTT |231
GCAUAGAAUGCAGCAAUUUTT (232 | AAAUUGCUGCAUUCUAUGCTT | 233

TXNDCI11

(NM_015914) GAAAGAAUUUGCGGCAAUUTT (234 | AAUUGCCGCAAAUUCUUUCTT | 235
CAGAGUACGUUCGACGGGATT | 236 | UCCCGUCGAACGUACUCUGTT | 237
GACGGUUCUUGUUCCAGUATT | 238 | UACUGGAACAAGAACCGUCTT | 239

PDIAS ,

(NM_006810) CCAUUACCAGGAUGGUGCATT [2406f UGCACCAUCCUGGUAAUGGTT | 241
CCGUUUAUCACCUGACCGATT |242 | UCGGUCAGGUGAUAAACGGTT 243
GAGUAUGCGAUGUGCUUAATT |244 | UUAAGCACAUCGCAUACUCTT | 245

PTGS2

(NM_000963) CAGUAUAAGUGCGAUUGUATT |246 | UACAAUCGCACUUAUACUGTT | 247
GUAUGAGUGUGGGAUUUGATT | 248 | UCAAAUCCCACACUCAUACTT | 249
GACUACUUCUGGCAUCCUUTT | 250 | AAGGAUGCCAGAAGUAGUCTT | 251

STXS

(NM_004853) CAACCUAGUGGAGAACACATT | 252 | UGUGUUCUCCACUAGGUUGTT | 253
CAAAGCUUACCGUGACAAUTT | 254 | AUUGUCACGGUAAGCUUUGTT | 255
CUGUCAGCCUCUUCCGGGATT | 256 | UCCCGGAAGAGGCUGACAGTT | 257

OTOP2

(NM_178160) CCCUUCAGACCAGCGGGAATT | 258 | UUCCCGCUGGUCUGAAGGGTT | 259
CUGACCUGGUGUGGUCUCATT | 260 | UGAGACCACACCAGGUCAGTT | 261
CAAGUUGUCAGGGACAUGATT | 262 | UCAUGUCCCUGACAACUUGTT |263

STX6

(NM_005819) GAAAUAACCUCCGGAGCAUTT | 264 | AUGCUCCGGAGGUUAUUUCTT | 265
CAGUUAUGUUGGAAGAUUUTT | 266 | AAAUCUUCCAACAUAACUGTT | 267

goooon
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IPC(8) - ADIN 37/18; AG1K 38/21; AG1K 35/395; AG1K 39/42 (2012.01)
USPC - 514/4.3
According to International Patent Classification (TPC) or to both national classification and IPC
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Minimum documentation searched (classification system followed by classification symbols)
USPC: 514/4.3

Documentation scarched other than minimum documentation to the extent that such documents are included in the fislds searched
USPC: 324/158.1, 424/161.1, 424.‘18951. 424/85.4 (keyword limitad; terms below}

Electronis data base consulted during the international search {name of data base and, where practicable, search terms used)
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Search Tenms Used: Acetyl voa carboxylase, HOV, TOFA, boceprevir, pegasys, tarnbavirin
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Category* Citation of document, with indication, where appropriate, of the refevant passages Retevant w claim No.

Y Kapadia et al. ‘Hapatitis C virus RNA replication is regulated by host geranyigeranylabon and 1-10, 54-56
falty acids" PNAS vo 102 pg 2561-2565 14 February 2005 {15.02.2005) pg 2563, cal 2, para 2,
Fig. dA

Y US 2010/0280089 A1 (Elmen) 04 Novernber 2010 (04.11.2010) para [0007], [0047], [0082], 1-10, 54-56
[2485]

Y LIS 2003/023983G A1 (Munger et al.) 24 September 2008 (24.09.2009) para [0010]-[0011], 5-7, 54-56/5-7
[0188), [0192]

b4 US 207104143301 A1 {Dasal et a.) 10 June 2010 (10.06.2010) para {0010}, {01941, [0188]- 9-10, 54-56
[o200] .

Y Yang et al, Fatly Acid Synthase Is Upreguiated during HCV infection and Regulates HCV Entry | 1-10, 54-58
and Praduction” Hepatology vo! 48 pg 1386-1403; November 2008 {11.2008) whole doc.,

D Further documents are listed in the continuation of Box C. D
*  Special categories of cited dosuments: “T"  luter document published after the intcrnations! Gling date or priority
“A" documeni defining the gencral state of the art which is not considered date and ot in conflict with the application but citéd 1o undersmng
to be af partitular reisvance the principle or theory nndeﬂyl invention
“E" earlwrapphcallon or patett but published onor nﬂ.enhe international =x" g, i of particul | the claimed invontion cianat be
filing da considered navel gr cannot be cnnsldr:rad to involve an inventive
s dumn-rcnl which may throw doubts en priority cluim{s) or which is stcp when the document is taken alens
cited to cateblish the publ:cauun dale of another cilation or other w4 of particu} 1 e the clgimed i jon cannot be
spocial rcason {us specified) considered 1o involve an invenlive step when the document is
“0" document rclerring 10 @n oral disclosure, use, exhibition or other combined with onc or more other such dx such
mesns " being obvious to & person skilied in lhc art

- mdncume lmmlty p%:llslwde dmmpmrd fo the intemational filing datebul later than  « g gooymert member of the same patznt Family

Date of the actual completion of the intermational search Date of mailing of the internationa) search report

14 Saptember 2012 (14.09.2012) 27 SEP 2017

Name and mailing address of the ISA/TIS Authotized officer:
Mail Stap PCT, Attn: ISA/US, Commissioner for Patents ) : Lée W. Young
PO. an 1450, Alexandria, Virginia 22313-1450 — 11
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INTERNATIONAL SEARCH REPORT International application No,
PCTIUS 12/32567
Box No.TT  Observations where certain claimg were found chable (Continuati ofitem 2 of first sheet)

This intemational search report has not been esta.bhshad in respect of certain claims under Article 17(2)(a) for the fullowmg reasoens:

D Claims Nos.:

beeanse they relate to subject matter not required to be searched by this Authority, namety:

2. D Claims Nos.:

because they relate (o parts of the international application that do not comply with the prescribed requirements to such an
exteat that no meaningful international search can be carried out, specifically:

3 D Clmm.!Nos

they are d dent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. Tl Observations vn;llerc wnity of invention is lacking (Continuation of jtem 3 of first sheet)

This Intemational Scarching Authority found multiple inventions in this international appllcau(m. s follows:
- Please see exira sheet for contlinuatior: -

I. D Asall m:[usred additional scarch fees were nmcly paid by the apgticant, this international search report covers all searchable
claims.

2. [:I As all searchable claims could be searched withont effort justifying additional fees, this Authority did not invite payment of
additional fees.

3 D As only some of the required additional search fees were timely paid by the applicant, this mtemanonal search report covers
only ﬂtosc clalms for which fees were paid, spcclﬂcally claims Nos.:

4. . No required additional search fees were timely pald by the applicant. Consequently, this mlemauoml search ceport is

restricied io the invention first mentioned in me claims; it is covered by claims Nos.:
1-10 and 54-56

Remark ae Protest D The addiconal search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The ndditionat search fees wers accompanied by the applicant’s protest but the apphCable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanted the payment of additional scarch fees.
Form PCT/ASA/210 (continuation of fiest sheet (2} (Tuly 2009}
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Continuation of:
Box NQ I Observations where unity of Invention is lacking

Group i+; cialms 1-10 and 54-77, drawn 10 @ method of treating or préventing HCV infection comprising administering to a subject in
need thereof a therapautically effective offija peund that Is an inhiblior of acetyl-CoA carboxytasa (ACC) or a prodrug
thereof, or prarmacewtically acceptabls saitor ester of said compound or prodrug and {ii) a compound that is a modutator of an HCV-
associated component or 3 prodrug thereof, or phamnaceutically acceptable salt or ester of said compound or prodrug. The modulator
of an HCV-associated compenent is selected from HCV protease inhibitors, HCV N53 inhibitors, HCV NS4B inhibitors, HCV NSSA
inhibiters, HCV NS5B inhibitors, HCV virat ipn channe! fonming protein inhibitors, HCV IRES inhibitars, HGV entry inhibitors, cy¢losperin
inhibitors, and modulator of miR-122. The first invention is restricted to HGV protease inhibitars {Claims 1-10 and 54-56). Should an
additional fas(s) be paid, Applicart Is invited to efect an additional class{es} of modulator of HCV-asscclated compenent o be searched.
The axact elaims searched will dopend on Applicant's election,

Group Il+: claims 11-14 and 54-77, drawn to 2 method of beating or preventing HCV infection comprising administering to a subject in
need meraufa tharapautcalry effecive amount of (i) a compound that Is a modulator of a host cell target or a prodnsg thereof, or

phar table selt or ester of said compound or prodrug and (i) a compound that is a modutator of an HCV-assoclated
compohent or a pnodmg Iharool or pharmaceitically acceptable salt or eater of sald compound or prodrug. The modulator af an HCV-
asseciated component is selected from HCV protease inhibitors, HCV N53 Inhibitors, HCV NS4B inhibitors, HOV NSS5A inhibitors, HCV
NS5B inhibitors, HCV viral Ion channel forming protein inhibitars, HCV IRES inhibitors, HCV entry inhibitors, cyclosperin inhibitors, and
modulator of mIR 122. The first invention is restricted ta HCV protease inhibitors. Should an additionat fea(s) be paid, Applicant is
Invited to elect an additional class{es) of modulator of HCV-assadlated component to be searched. The exac! claims searchad wifl
depand on Applicant's election.

Group lil+: glaims 15.22 and 54-77, drawn to 2 method of treating or preventing HCV Infection comprising adminlstering to a subject in
need thareof a thafapeumny oﬂwﬂw amoum of (1) a compound that is an inhibitor of an acyl-CoA:cholestercl aty-transferass {ACAT)
of a prodrug thereof, or ph acceptable salt or es!aro! sand curmmmd or prodrug and (i) a compound that is a modulator
of an HCV-associated component or a prudrug thareo), or p sle salt or ester of sald compound of prodmug. The
modulator of an HCV-associated component is selected Irum HCV pmﬁaase Inhlblmn. HCV NS3 inhibitors, HCV N54B Inhibltors, HCV
NSSA inhibitors, HCV NSER inhibitors, HCV viral lon channel farming pratein inhibitors, HCV IRES inhibitors, HCV entry inhibitors,
cyclosporin inhibitors, and modulator of miR-122. The first Inventon is restricted to HCV protease inhibltors. Should an additfonal fee(s)
be paid, Appiicant is Invited to elect an edditional class{es) of modulator of HCV-associated component to be searched. The oxect
claimns searched will depend on Applicant's election.

Group IV: claims 23-28 and 54-77, drawn to @ methad of treating or praventing HCV infection comprising edministering to a subject in
need thereof a therapeuticaky effactive amount of (i} 2 compound that is an inhibitor of a lang-chain acyl-CoA synthetase (ACSL) or a
prodrug thereof, or pharmaceutically acceptabie salt or ester of said compound or prodiug and (i) a compound that is a modulator of an
HCV-associaled compenent or a progrug thereof, or phart tabla sall of ester of sald compound or prodrsg.

Group V: claims 29-33 and 5477, drawn to & mathod of Fealing or praventing HCV infection commprising administering o 2 subject in
need thereof a therapautically effective amount of (i) 2 compound that is an inhibitor of an elongase {ELOVA.) or a prod rug thereof, o
phammaceutically acceptable salt or aster of said compound or protrug and (i} a compound that is a modulator of an HCVessodmad
companent or 8 prodnug thereaf, of phammacsutically acceptable salt or ester of said compound or prodrug.

Group VI+: claims 34-38 and 54.77, drawn to a method of treating or preventing HCV infection comprising administering to a subjectin
need thereof a therapautically eReclive amount of (i) a compound that is 2n inhibitor of fatty acid synthass (F AS) or a prodrug thereof, or
phamaceutically scceptable sait or ester of said compound or predrug and (i) a cempound that is a medulator of an HCV.associated
companent or a prodrug thereol, or pharmaceutically scceptable salt or ester of said compound or pradrig. The modulator of an HOV-
associated component is selected from HCV protease inhibitors, HCV NS3 inhibitors, HCV N34B inhibitors, HCV NS5A inhibitars, HCV
NS$5B Inhlbltors, HCV viral lon channel forming pratein lnhublinr:s HCV IRES inhibitors, HCV entry inhibitors, cyclosperin inhibitors, and
moduiator of miR-122. Tha first invention is restricted to HCV protease inhibitors. Should an additional fee(s) be paid, Appllcant is
invited to elect an additional class{es) of madulator of HCV-associated component to be searched. The exact claims searched will
depend on Applicant's election.

Group Vil+: claims 39-43 and 5477, drawn {0 a methodg of treating or preventing HCV infection comprising administering fo a subject in
need thereof a themapautically effacthve amount of {i) a compound that is an inhibitor of HMG-CoA reductase ar & prodrug tharaof, or
phammaceulically acceptable salt or ester of said compound or pradrug and (i) a compound that is a madiiater of an HCV-associated
componant or a prodrug thereof, or pharmaceutically acceplable salt or ester of sald compound of prodnig. Yhe modulator of an HOV-
associated component Is selected from HCV prolease inhibitors, HCV NS3 inhibitors, HCV NS48 inhibltors, HCV NS5A inhibitors, HOV
NS58 inhibitars, HCV viral lon channet forming protein inhibitors, MGV IRES inhibitors, HCV entry inhibitors, cyclosporin inhibitors, and
modulatar of mIR-122. The first invention is restricted ta HCV protease inhibitors. Should an additional fee{s) be paid, Applicant is
invited to elect an additions] cdass{es) of modulator of HCV-associated companent to be searched. The exact claims searched will
depend an Applicant's elaction.

Group VIII: ciaims 44-48 and 54-77, drawn to a method of treating or preventing HEV infection comprising administering to a sublect in
need thereof a therapeutically effective amount of (I} a compound that is an inhibitor of lipid droplet fortnation or a prodrug thereof, or
pharmaceutically acceptable salt or esler of said compound or prodrug and (i} a compound that is a modulator of an HCV-assoclated
eomponent or 8 prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug.

Graup IX: claims 48-77, drawn 1o a method of treating or preventing HCV i ing 10 a subject in need thereof
a therapeulically effective amount of (i) 8 compound that is an inhibitor of serine palmltoyi uansferase (SPT) ar a prod rug thereel, or
pharmaceutically acceptable sait or ester of said compound or prodrug end (i) 8 compound thet is 8 modulator of an HOV: iated
component or a prodiug thereof, or pharmaceutically acceptable sait or ester of said compound or prodnug.

- Please sae extra sheat for continuation -

orm PCT/ISA/Z10 (extra sheet) (July 2009)
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Continuation of:
Box NO Hi. Chservations where unity of invention is lacking

The inventions listad as Groups I+ through 1X do not refate 1o a single general Inventive concept under PCT Rule 13.1 because, under
PCT Rule 13.2, they lack the same or coresponding special technical features for the foliowing reasons:

The inventions of Groups H-IX comprise distinct inventive concepts for treating or preventing HCV infection comprising inhibitars far
hest cell targets selected from ACC, ACAT, ACSL ELOVL, FAS, HMG-CaA reductase, lipid droplst farmatian, and SPT, respetively, as
cutfined above,

The inventions of Groups 1+-1X share the technical faature of a methad of traating or preventing HCV Infection comprising administering
to a subject in nead thersof a therapautically effective amount of {i} a compound that is a modutator of a host cell target or a prodrug
thereof, or pharmaceutically acceplable salt or ester of sald compound or prodrug and {H) a compound that Is 2 modulator of an HCV-
associaled companent or a prodrug thereol, or phammaceutically acceptable satt or ester of said compound or prodrug. However, this
shared technical feakre does not represant a contribution over prior art as being anticipated by US 2010/028009% A1 (Etmen). Elmen
discioaes Claim 15, a method of treating or praventing HCV Infection (para [0007]) comprsing administering ta a subject In need thereof
a therapeutically effective amount {para {0485]) of (i} a compound that is an inhibitor of an acyl-CoA:chotesterol acyl-transfesase (ACAT)

- o a prodrug theredf, or phamaceulically aceeptable salt or ester of said compound or prodrug (para [0092], ACAT2) and (i) a
compound that is a modutator of an HCV-associated component or a prodrug thereof, or pharmaceuticatly acceptable satt or ester of
sald compound or prodrug {para [0047), ribavirin). As said compasition was known in the art at the time of the invention, this cannot ba
considered a special technical feature that would otherwtse unify the groups.

Anather special technical festure of the Invantions fisted as Groups I+ through IX Is the specific modulatgr of an HCV-assoclated
compenents recitad tharein. The inventions do not share a spedial technical feature, becausa Elmen teaches a spacific modulator of an
HCV-associated component that is a modulator of miR-122 (para [0010)-{0011]). Without & shared special technical fezlure, the
inventions lack unity with one another.

Ancther spacial technical feature of the inventions listed as Groups I+ Is a compound that is an inhibitor of acetyl-CoA carbouytase
[ACC) or a prodnug thereof, or phammaceutically acceptable salt or ester of sald compound or prodrug. However, this shared lechnical
feature does not reprasent a contribution over prior art as being anticipated by the article entitfed ‘Hepalitis C virus RNA replication ia
regulated by host geranylgeranytation and fatty acids’ by Kapadia et al. (hereinafter 'Kapadia'). Kapadia teaches a method of treating or
preventing HCV infection comprising administering to 8 subject in need thareof a compound that is an inhiditor of acetyl-Cod. ’
carboxylase (ACC) (pg 2563, col 2, pera 2. to determine whether the fatty acid bicaynthetic pathway plays a role in ragulating HCV
raplication, we inhlbited the enzyme acetyl-CoA carboxylase by using TOFA. Treatment of Sfif cells with TOFA resulted in a 3-fold
Inhitiion of HCV RNA raplication {Fig. 4A)). As sald composition was known in the art at the ime of the invention, this cannot be
considerad 2 special technical feature that would otherwise unify the groups.

Another special technical festure of the i tions listed as Groups Vi+ is a compound that Is an inhibitor of fatty acld synthase {(FAS) or
a prodrug thereof, or pharmaceutically acceptable salt or ester of safd compound or prodrug. However, this shared technicel feature
does not represent a contribution over prior art as being anticipated by the article enfifled "Fatty Add Synthase |s Uipregulated during
HCV infection and Regulates HCV Entry and Production’ by Yang et al. (hereinafier ‘Yang). Yanp teaches a'method of treating or
preventing HCV infection comprising administering to a subject in need thereof a compound that is an inhibitor of fatty acid synihase
{FAS) (abstract, blocking fatty acld synthase activity by a pharmacolegical inhibitor C75 led to decreased HCV production. Raduction of
fatty acid synthase by RNA interference {RMAi} suppressed viral replication in both replicon and infection systerns, see Fig. 3). As sald
composition was known In the art at the time of the inventlon, this cannot be considered a special tachnica! feature that would otherwise
unify the groups.

Another special technical feature of the Inventions listed as Groups Vii+ Is a compound that is an Inhibitor of HMG-CoA reductase or a
prodrug therao!, or pharmaceutically acceptable salt or ester of said compound or prodrug. However, this shared technical feature does
nat represent a cantribution over prior arl as being antitipated by Kapatlia. Kapadia teaches a method of treating or preventing HCV
Infection comprising administering to a subject in need thereof a compound that Is an inhibitor of HMG-CoA reductasa {pg 2583, col 1,
para 2, we also treated Sl cefis with L-859,699 and ZA, which are specific inhibitors of HMG-CoA synthase and squatene synthase,
respectively. Treatment of Sfil cefls with L-659,659 also Inhibitad HGV RNA rapfication in a8 dosa-gdepandent manner (Fig. 2B) without
any detectable effact on cell-cycle progression (data not shownl.). As sald composition was known In the art at the time of the
invention, this cannet ba considered a special technica! foature that would otherwisa unify the groups,

Groups I+ through X therefore lack unity under PCT Rule 13 becauss they do nol share & same or comesponding special technicat
fenture,
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