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FIGURE 2

(SEQ IDNO: 1)

ref IMM_B053021 Home sapiens MIP-binding cassette, sub-fa
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ottoRsannLaCA aattiotes statt Canagttatyat actan
aategtat tactteggttoctotgatttoaagg attit

crgasd

TGOS CCAGTETY
CGOGTCCCTEACTTTGGCAMERC CTRETCY GTACCTERAC
v CAGA GOBCCGORECCTATG

osishnmon ps AGCTCGC T :
- s 2o TGOS AGC LT TAGE Shwion
CCCAT ac GUAGCAGE T TOGKIGTTTCLCTCTE
TOCRACGITT
i T 17
GCACCTACAT x Sk
eRCAC , COCTOTECACCTROTGCICCTRORCSS
GEYACAGUATCRT) SRACUTGAC HRGIUOCE
o < CGCOTCUTGANTAAA B
(SEQ ID NO: 3)
26012561 {raf {NM_602332.2] Howe sapiens low densisy lipsprotein veseptsr-related
3 (LRRY), mifiR
o . AGAG —— 5

NEAAGIACAGAS: £eeCee)
GGG ARGEGECTHETGC T TECATC AGCCCACACCATOCTRACCTEGCCET TS
COOGGRS O GACECCOTTAAGACT R G CAGC GO AGCAGT TR Gl

AACBAGCATA
A P R GOT

GHCARCTSE < s TETOT

<OT6 BGCTTICACCTICRCS: EECRRGA STCTAD
ORI GCROR OUTCOTTEATAY B Sl
BTG ECTACCAT . ot RO AGAC O AT GOETEOAT
R GA OGO IRErEG i o
5 TICTACTT TGRTAGEA
. 6 CACATTES TCTACAA
COITGACHICARGA TTEIGT TTCC T ATGETATCACHUTGEACCTSHTCAGCGCCT 1
REATS ACGGC HGGCRTCCTORTT
Trre nate R o
CECCRAGTAS SECAS CATCTACCAT AGCECT!
TEGI PCTCTA ACOACATCC
ACAET Con CHTETT
GEASRGTEICK < SIGCTCTS ATG
SO " P
o A G ¢ CoT
TTTECT 2 ATGA
< AR 76T 6" EAGGGES
e 2 o = COTGCARGAAG
? ST6T o pipiy
GRTCUCTIECARS < SECCAGCCEUTRORRCE
SCCT AGTGLURCC : s
GUACAT < TACRG
R FERCT e et eonee
CCAACAN GO TEAG
< i
& = cageas ARG TICATETGCCN
CAGEEACT ACGECCACEATAN, T
e vt
e X SRGTG 3 - RAC

GAACCETTICTGATCTT rTaE
FTGCCTTRATITTOATY) ACCC 5
TG e
AT CCCORCEPTETECTEh
o A T 7 i - <
CACHIG CRAC GUTCCTORI

ATGICTICCATROCCINNG

. TECA STACCTRECCAGCCATROGCGU AT TRTGTOTNS CLCAGTTTETATGCARG
TPOCAGTECTCCAL TCTGCACED . Gacs race
< 2 CAGEA TCCC
OGO ARTEOGE] g AT

= PCCGCTOCRARGATTCEEGUCEUTGCATCCOARCGTRT
Cres T 16 2 PG - ACGATTGE
o > CCCCEEET 7 CACTGERAGAGS PCOCCETE

CARCACCT :
< ACTAGCTOR 5 ACGCTECGTEORCAT
S—— - s ARG
T CCBROCACTOCCE
GCTOGCGTGTOTRTT
SGCCTICTACS: CARCCGECACCRGCGATAG
2 29
i e

T CCBRGCTTTCRST

(75)

oooooao

AGTATEOGRARCCORRTS! s .
COUIRLUGTICUSGCT TUAGSS GGAGCATGARC TETTCOT SBRGGE
OB ORGROATEATE ¢ 55 BCACKTEATCC .
GAGCCCTGEBCT RCCACROT T TRCCTCSS TGATGGE
ACACCOCABGE = CCCABGGRL:
GO CAGRCATCTTES ¥
A RCTACCTOTICT TCGERGT
TETE CCATCTTTCR
oy = CRRCARATEC T 6
CCRLCECTHS AT GOGI LT TEL TEAGHACCAGE IO TEGACGUAGRCBECETLACT % CATCCTA
CGAT Cea TGLCCC T T 2
B ATCCOCRRGLS TGO G A ESACANTC AT TOT AL
® T OO - Y
GGAGATGL! TEACAN] DECAGCTACTCCTGTICTAGCACCCAGTTC
TGO TIGCAT y * GGGTAL
ACTERe, AT T AT A AR o o
I CB.
UG TGTGAT TCAGH S POTGGALT
BGCIACHALT OO BECGAAGECAT TS TET ST TOCTECCO R TR IR TG
AOGACEGEETCCTGRARCTT CACHH! {GCTGCCRUAGUC PEGRCCCCPRCARGOCGTT
S BGCGCATOGATC T FPCCTEETGR c
ROPG it SOOI 7
GCaOR: TGCACCAGGABACK

GCRICCGTTIGOAGT!
CECCACARTSEC 0

BooR
CTACARCT! AT
BGIDFLC
araca
T TCTRCTRORA
[ SGCCTRGCTATD
SCAACOOCTER,
CGRARCAGIACC) C; ATGACGAGAGCA FOTAGE TEGACCATARGR
AACAACHBTE ¢ SRGACERCOCECTCOTGEATGIGOACAGC AR
0 2 T GO TR GACATCGAC - TRCT
BGACGTOETEACAATGECATIGEC0ET
PG SARRGGGTROTIGLTCY
GAGAL GGTTETE ac TITCAGTGTCTGTETT TTCATCTACT
CTAICAARGES T TC
v TR RGO ARCOCEERCCE g sl e -y
: 1 s
PETEAAC o TGOAECCETE
2 TYRGAC AL
TTOR T T TCACCR
TTGAGGATT: raTean A
ARGTTTEGCCACAGLCCS TCARCET TGAGTCACHICTCTE TACCATCAGCACANGLAGCS
CIGEC TG PR CRATE
A o
A OTOOTTOAM GO TOO R CTETTTOC TORATS ABGTGECGCT RO CARCLER 2GTE
eancaccs
CRGCCCOAGTOR GCTTCCTOE G AGTGITCTG
TGOOA TECCTACTT
GCTERCT - BCCTSURRCTG ToT
PGACCTOCGTN . . o
Caen i AR AT OTC A TG RAT
. SEOBAGTC
M < T CACCTES ARGECOEAGH o
COCTEACT T A T TATGOCACRCTOTRS
CCACRACERGOCD: T GEOCCEREE <
CETGCCONGICES TR CTPCACTRAGEOCTIEC O
TCCRTCOCCTCRCTGOT TGCTCOTT CCCERT
RCCCE TGO GUAGGCT PONGOTCCT
CRCF 0 & I
s TUTAGEECT CCACCCUARRCS
cacaae cC GRCH T CEITCCCATEG
e TTITTAC T CERR * A

BARATTOTARARAAARARAARARAARA

(SEQ ID NO: 4)
124484288 iraf i _508512.2] Mas musculus low density lipoprotein yaoeptor-relasesd
(Lxpi}, YR

CAGCHET CPCEREES 2 COCTR
GG 3

ATGG = T
CHOR CAGCAGRCCOTTONC TGCT
AR

PTG,
CEECCACTATGENIGCCCOTARRALT o
CEETOTEATG,
SPCCCCATGICTCGTS:
CCRAC, -
ACCRRACRRACT GGRC
GOGEAC CRGCTCARGTE: GO ¥ =4
CCCTCAGCCTOCAC! B TCIRC”
TTIGECY GGEACA CCTGEAACTCTACRACCOCAR SORGC
TICACTS s T SGRTGERCAG]

TGGAT ACGECATCACCTTGGACCTEGTCAGCOROCTCRT
R o COATCATCCARGG! : OOTGACCRTGRT

G BGT:
e T X
o T A A OGO T O I CART TGERG
GA 3 A TGAGCASATORTCC o

CREEATTT T AT DTG0 T GACA ECRCOAEC AT TOAT TEC RS n

< nc T CGR Cens

= e = Ci TRTGTCACCICCARGRCAGTEC T TTGEUOCART SEGCTANGCE

& CATSTCAM 3
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CTCTCCACIURACUAGTICT

< TC
o7 CEACGBAGCOR: TCCTGET
TGCARC: TOOCCGAGCACTSAA! GACEAGACACAOGCS
S TCCTOETERCTH
Searae ACCORCT AT EGAT L RO A TG TOACCROAA
TGTCBRGTTION HCCGETGOATE] G : ceg
creT ; G IGTTCICTOARIARTEETG G
TCRTARCTHCTCRABIGECCTS GCTITIGLNS TUTGACARCCACACCTHEC
AGATCCAGAGET CAARTIH

conc
RAce RO CA T OB CA S TOOO RGOS LA ONAL CO TRCATERT
GEGIGACAATCT TSRS OGRT THEGTCES &
RACAACaGASH TOCETGCCAACATCAHGAS! o e
COEACAT CTTTT " B
GTCUGEARCT 2 TORRET TYTRTTEG
GGEC CARCGGTAT .
TeTert = T GOACARGOOTO0S
ITACCTACCTRTTCRGTEGTCT
GOCCARTREUR & CEERTE
AGTSACAGRACTCATS TEOCTCEATCARGCGEREC Gac ¢
OTTCACOTIRAAC ARSI ICARCACAAC RGOSR SRR T
AGCTCT
T AL TP TR RO T ARG AT
GCATCIDCTICAETG TEGGEARCAT
T GGRCATCCGCAL TOLETTOGLCATCGACCREL GAA ACTT
CTTHGACAAGATORAC T GTGRECCT ¢ COTITGOGTISG
o e R echeconcee o
coTea TeaceT PRGEAC CACECCGTT o
s CATCGAT! 3 G CATGR
CAGGACHCC ST TRGTCAGCAAAGCCT TGGECTCCATCOTGRTCCE D ETCTS
CTEITGETT e 5 CCACCRATGACTAR
G RTCART coTac
AT LTI aACECTOACA RO o by Pt ey
CRTTC A TGO R ARG
GeCCes S OCCAGCCRGL Ao
T fev
AGTATCCORCCTRTGETEN 5 TEARGRAGICCAC
COTRC A CACTCRALE TCCETEIC
= IO T TR T TO TG TRGT soT " TEBETTTAGE
SECTTTRE COCAGC TOCCA T TCASGOGCALCICTCAG THRCCATRUICAGT
ByCsen 2 TECOCTOTC TIGGTABCTCTCUCCCARG
o oA CCCORTT T EGECCACTTCARCETTT
TRATANTITTIGCTGARTTCCT T TACART: CACRGATATTO T

GRIAAGARARGR

(SEQID NO: §)

Howe ssplens iow density Lipsproteln xesepter (EDLR),

>l 11709324961 vas 1, 500527, 31
WREA

P AARATCACCCRACTOCA

oo ey -

CCAG TRCTICICTGTCACCTGIAARTCSGEEEACTT 7 TGCATTCCTIAGTTCTGOR
GEATTECTAC A AGA TTCGCTEC
3 T s CCTCCTGACCRRT
BT T TETSEGCCTRUGRCANCGACTCCRRTTCC!

RBGATGS CCECTATAGGAC ST

<
TreenE CAGCCRECASNATCRCTGEERATATG
GCTGCETTRRTGEGAC BACAAGTSCARGIGTCATROCGOTGAR
G GGEACCARCGA
TGCRATEACT A

< CTTCIT
OACCAE O OACEACETOAD . e .
CAGCARTACH ¢ O CAGUTT CACACAGUCORAG

JGOTAC! TGETGCGERTAC A T AT
YTGGHTCCTCT TCATSGCTICATE: c

c GRCATCTS CCARTS GATCECRTCA :
: R AACCATCT A OAT GRAABAN
COCCTCACASGTICCGAIGT O CLLBGOS
> Seced
: G G TG, -
& ACAGCAEACANCEACCEGACCTETTOC
CREAG) h & MGEPCLTCCT G
TCARCAGCATCANTTTOAC ATCAGARGACCREAG

CATCHGOCTEGAGT CCOETCTC TRCTTAGE PRETITTATIC GAC i
GOEATTYIATTICT, ct G CHCCTCCATTICTRTCCASE:
ROTTTTGRGTITCN: SECCOARMGAAGCRAGTES
o 2 GGLCCTGOCTCATE TCTCTAAGCTARACCICTARRCTCR

2 FCCRTEET
GECACCEAGACCARACTOA CAGAGGCAGAGCC T EAGTCACTGET ACCOTTARE ATFTATTRARG
ECAOTT: AT

eTOOCATe

CTCTT TACCCACTICCA! CTTICTCAGTTCAGARET CTEIGTACATITGRCATTIET

(76)

oooooao
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TG o TGIETAS CTCTGRTGRS]
roer GECTETGET RGO AR B e AT OO TGOARCOAD
SR < DECAGTACCAL TECRGCAGCTATTTCCEEC
CTCY AT CAGC
CRGTTCORETE
TCECTEIG
CCCT: CTCCTRTCCLH
CRCTRPRCOSRTEN TETOCCRG)
GCTTCTGIATT SUATTICGTETS!
o T ATGACTGT
SACCRCT CARGRALCL B N o . o~
GTTGOTET: GOTTAGRCEBAC
e ACGRACTCE
TOCGGUTAARGER A TGAL TOCAGCACCATC TRCECCTGEAGC
SCCATTICICATCTT - 2 TR
ARCAATGCOETLECCT TGGRCTTTCACT) AGATGATCT. CALCTAGEETA
GCARCCTETRC! FTCCRRGUTT SGACAS
Py o gy
panse CAGCATCRTC AT AL A T CARTEO O T O ARG OA T A
s CCGTCALGTTSTRCTEAGE
o S —————
CORALCTETAC T TOTCN ey
SECECETEOELTALS: TECACASCAAGEOAGTT IR TEIGCARAAR
O ——— ocAeT A CAGCCTCR, .

CCAATTCARGTGEACCAACACCAAC
A . i : .

AT TCCATOACCARGEEOT o
ARARCARCCITTGTSTCCASECCOTIGOUARTOTS TAACTG CACROTT
CCrCOTTCTas CTGTGOCAATGACCOLT CGrACe TG

CGACGRCTCAGAL re
o GACHTGEATGTTGA TGGCRC "
R
SGA * T
GIOATGECETGORC GATATGGRACTS S GnE ;
BRGHAGTICCTGTHLC GGCTCCGRTEA
AGAAAG
TITSGTACCIGCICICAGCTOTGE! o TECCCGTRACTT ACRCARCAC
RGCTG T ST HCORGIBOCACCOOCAET
ACTAACTGGSAL OO TACCACTICCAAC GO COSARGCARAT
A AOTC MO TOAM AR ACAC A TO OGO COAATCTATACT
GEACCEAT GOCATGATTGRTCAS
COTCATER T TG x
ARG - can
TTTACTATCAMCACAAGCRGCCTE
¢ o7 = cTGE
o
TECTCRE CCCARGTGLOGT : : c
OGO EOO T AT oy
rcs
ones CATGTCTACCTE ot b CTOGETTC
TATERTTIECACTGTIIICT e 5 cn
= CTTGICET CACGETGA
COTCRCTARCACSTEAAACCCEE ARTTAC TRCT
2 16
eCTaC oTea A 5 b
ikt PTGRGCTC rq TRTCCCACTECTTICT
. ATAC 1 TOCCS COUTTGIH o
CEGAGCCTERGCTERATCALTTC v GEREA SR CORECTOT 5
BAGTIABRART ooRe
P GHARTACARCTA
CIGGT “CroT
CATATRTS

>glid8762935 irel g _DL004L. 2
T

Stons sapiens apolipoprovein B (APOE), mAlh
OGO AAG COAC TGO CAA TCAT

(SEQ IDNO: 6)

AETCCIRCTEAGCE i

Ccan AGCAGAS TGO AT A TECE

CACACTETCIGAGEAGATGIA s : i1

GCCAGA TCECCTECCACTEGCSE CLGOGATHR a0

HCGCTAL

a6ET ECCEGAS CORGETE = r b
T CARGAGETE RGeLC
ACGCCORAGCOTOCATACATS » T RGOS

Pobrnapiiiuied PR AN CATTCEC ORI ACGOALAL p A

ARAAARRARRAALARAALA.

(SEQ IDNO: 7}

>gil 2557320 ref| MM _0G6029) Homo sepiens apolipoprotain A-@ (RPOAL), miMNE

-

M TR TR G . SEGRATGY

COTCARAGACHSCOECAGAGACTATE! ARCGCTOCER CRARGCTCCTRGREARCT
e e ke

- = TGGACTACTTCCAGRAGAS

SCCTACAGCHAC £CRGCACTTGE GACTEGCCAGTACCR

CECCARGGCACCEAGCATC SUAGUATGITC AGSRGHAT CTCR TCCRICARGRUCT FTGT

oooooao

FIGURE 3

A

Natural antisense sequence (AK311445): SEQ IDNO: 8
& £CCCGACCCCTCTG:

CGCCOAGR CCEGT

by TECTEGECET
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OO TP R T EACCCAGC ACTCARARGTCGTY GCTCAAATTRTCACORNCCE
N & CoAGORE
£ AR CRGG TT6
c CCFGRARCA
AT 2
s oA CEGCCOTE
RAGTCCE: CATIGRTT PACACAR SCCCCRAGCC o1 CRC o CACOOTETAR
ECT 5 FCACRTTRTARTETPIGRAA ACACAGTATACTEC S AGOOTTCO T ORRAST
CTRACTGTTAG GAT G GTEATT STTTETACK T HOBTETOCTCAGBCCAORCS
CTTCAT] Ch -t CECTELTC TETCAGCT
. TTGRGRGEL S

Natural antisense sequence (BF133827): SEQ ID NO: 9
Y 5 . 22

protvivomet ACRAAAGCTTTC £ GCOTETTOTC!

CRETGAGACCCTGTLTCTAT

Natural antisense sequence (Hs.711951): SEQ 1D NO: 13
TYETTPTITETTTITRTY ARG EATTGGCCCAGTGOAR

Natural antisense sequence (Hs.668679): SEQ ID NO: 10
pryse TOOCGET AP CEERGE T

CRGCATAEATCCAMT IO TELNGOTE
CERTCT
5 o o &
———

GEECASTREGORT THIGE ProNsres e
CAGTTRCRLUTTOTICS < G GROCEE
TCREGL: T CTEICTOCATICGEET
acer S
AT = Y; cocas et n
st BOONCACGEC P - o G p v
PETEA T CECTRAGRO ST CGAS 15 T BT CR LA CC Y Yo o CROTG CARCETS

3t < LCT \GERAL! T

oo = ‘al antisense sequence (CK626173): SEQ ID NO: 16
i SCAGET: R CGOTGRA
Natural antisense sequence (Hs.593769): SEQ ID NO: 11 : SRR g reacoaay FGCABGAGS SORNGARGC

TTTATT TOTIETCCNS & RGCTCCT

TLLRENGTTTEAT

5 7 GG
e TGO AR CR ORI GEEOTE

ks TCTCATGTGTRTECCLTTGGCTGEG
o ACGTC

COTAGCIC TGRS AN

. o COTITETT, CRCTORACCACR
COTCTOIOUERAR

Natural antisense sequence (Hs.387239): SEQ ID
TOAGTGTAGECACY

ToTCACICTOACS ! : GGG e Natural antisense sequence (AW544265); SEQ 1D NO: 17
CERACYTTTTTRTITTIIITTTITYTICAS o T o C sy g " AGTICORGN n
P S S RNt CroaTede: - e b TR,
GIATT ¥ g . TIGITT
TGA LT
TACTGGARACACAGASAACTCOCCT 7 3 CCRAGCCTT RFIES 3212 .32
EFIER23 CUR-0521 | rUrUrGrUrArArArGrUrArUrGrArGrCrururGrGruUrGrurcra
Natural antisense sequence (bloflor.aApro7): SEQ 1D NO: 18 FerIrUrGrerirGrurcrhs
< : Greza
orae 5 roe EFIEF24 CUR-0519 | rArArUrCrArArUrGrGrCrurGrurUrCrirCrUrCrUrCrUrGrer
TR S cce GrArC
- e, c
o e = RFIEE25 CUR-0523 | rArCrCrUrArUrArArUrUrCrCrArGrCrArCrUrUrUrGrArGrar
TLOGCEHACCCEEGACTTG
Gr6rc
Natursl antisense sequence (sherflor.2Apr07): SEQ ID NO: 19
;m ; oTe o GCRACGGILTAG BHER26 CUR-1214 CH*C*CHA*CHC*A*CHTHT*GXCXA*A*CHT*C*A*G*A
fsass AR LA S RSB 27 CUR-1215 | THT*C*GHG¥G*A*R¥GHTHGH*C*THCHGHGHTHTHTHCHG
g o Sstnaass g &S 28 CUR-1216 | CHCHC*R*GH*CHTH*CHA*GHAT*CHCHAXTACHCACATAT
¢ ttg a ¢ ct BLPIE 529 CUR-1217 | G*CHCHT*CHT*T*CHT*AXT*G*GHGXT*CHT*GXT*C
. E2SIE B30 CUR-1218 | G*CCH*AXTHGXCHCHA*C*CHC*AXG*A¥GFT*T*A
Natural antisense sequence (Hs.626623): SEQ 1D NO: 2¢ kel
SeaceTaTe R . Ao EFIE B3 CUR-1219 | G*CHT*GHTHTH*CHTHCHTHCHTHCHTH*GHGHGHAXCHT*T
S CaTeORA AR TR R AN e SEATOAEATETTOGACS aeceRgereaTa TN ESIES32 CUR-1220 | GHT*T#CHCHCHARTATHCHCHCHTHTHARTHTHAYG
BFIE 33 CUR-1221 CHGrAYR*TXCHA*CHTATHAXGXCHCHAXCHT*THT*G
y RFIE R34 CUR-1222 | CHT*G*G*G*A*T*T*A*CHA*G*G*C*GXT*G*A*G*C
ECAGECTTCGEUGTTCART
e mFIES3S CUR-1087 | CHA*T*G*T*CHT*CHCHT*GHCHCHTHTXT*CHCHTHGHT
TECACT! o
GGCREGTATTCTC < ESIER 36 CUR-1088 | G*CHT*CHA*CHA*A¥T*A*THCHA*GHG*C*TXGHCXT+T
RGO ACOOCA T GOGMA AR EFEE37 CUR-1089 TH*C*A*A*CHTHT*T¥R*CHCHCYAXG¥AXCYA*A*G*C*A
et BB S 38 CUR-1090 | G*G*A*C*AXGHGXG*TXA¥GHCHA*A*CHGHCHCHARTHT
SrEATS
EaSIE B39 CUR-1091 | C*CYA*C*CAT*C*A*G*T+T*G*C*A*C*G*G*A*A
Natural antiscnsc sequence (DA327409 extended): SEQ ID NO: 22
cager GCAGCICUTHCAGET EFIEH40 CUR-1092 | T*T*G*GHGH*CH*A*THA*GHA*GHTHTHT*GHGHT+T*C
ol g GCCRCT
CTTATTS GARACCTACGTIRTTICCTT
P c
Ppus et ittt
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RFIES Ve 24 52 EIES TrFEy B
ARFE AR

KIBI/ES9 | CUR-0767 | THCHC*CHRXGXCHT*A¥CHT*CHA*G*A*ARGYAXCHCHT RFIEH 84 CUR-0973 | C*CHG*T*CHCHARCHTHTHTHC*CHCHARTCHT*CHCHT
Ei5%& 560 CUR-0768 | T*G*G*G*C*Gr*A*C*A*G*A*T*C*A*G*G*A*C*T*C ¥/ Fe5 CUR-0974 | C*CH*C*GXTH*CXCHYR*CHTHTHT*C*CHCXA*T*C*T*C
BFIEE6L CUR-0769 | C*T*G*. THG*CYAXTH*GXGHGHT*A*GHT*GVG*T E5IEHe6 CUR-0975 | C*T*T*C*A*C*A*G*CHAXCHCHA*G*G*G*CYAXGH*A
RIEF62 CUR-0770 | G*C*C*G*R*T*C*A*C*T*T*G*A*G*G*T*C*A*G*G*A K& 87 CUR-0976 | C*CH*CHB*GH*CHAXG*THC*GHAXA*GHT¥T*T*G*T*G*A
EFIE S 63 CUR-0771 | A¥T*T*AXGHCXT*GXGH*GXCHGHTHGHGHT*G*G*T*G K5 & Se8 CUR-0977 | C*C*G*GXT*CXT*C*A*G*G*T*C*CXAR*G*A*T+G
EFIEH 64 CUR-0772 | GX¥CHT*CHT*G*C*G*T+GXT*G*GH*GHCHT*CHAXT*T EFIH 580 CUR-0978 | T*G*G*T*G*G*A*G*A*A*G*G*T*G*CHA*G*G*C*T
BB 65 CUR-0773 | G¥T*CHC*CHT*C*T*G*AXT*R*¥T*R*T*G*CHT*C*T*C E5I%&E90 CUR-0979 | GYAXTHT*CHA*C*C*A*A*G*T*T*T*C*A*C*G*C*A*T
BEFIEF66 CUR-0774 | CHT*T*G*A*G*T+T*CHT*T*CHCHT*G*CHTHT*C*C*A EFIEFIL CUR-098C | G¥A*C*G*A*G*G*T*G*A*A*G*G*A*GH*CHA*G*G*T
5B E67 CUR-0775 | THCH*T*C*CH*A*G*C*CH*A*XG*T*C*A*C*CXCrA*G*A EEFIES92 CUR-0981 | T*C*G*G*A*A*C*T*G*G*A*G*G*A*A*C*A*A*CHT*G

EFIES68 CUR-1017 | C*C*A*T*CHA*A*CHA¥T*CHT*CXCHCHTHCYARG*C*C

BFIE T 69 CUR-1018 | C*T*T*C*T*T*C*CH*T*CHT*T*T*C*C*C¥T*C*T*T

FFIEET0 CUR-1019 | A*C*A*GXCY¥A*G¥*C*A*C*T*C*A*G*G*A*G*G*C*A

RAESTL CUR-1020 | G*G*G*T*A*G*T*T*C*T*G*A*G*G*G*C*A*C*G*A

EHEET2 CUR-1021 | A*G*G*C*A*G*G*T*G*G*A*T*G*T*C*A*G*T*G

K& 573 CUR~1022 | G*G*G*T*A*G*G*G*T*T*C*A*G*A*G*A*A*G*G*C

oggoao

3202 TvFey &5
A&
BIIEE74 CUR-1054 | AXC*T*C*C*T*C*C*T¥C*T*T*G*C*A*G*T*G*A*G

BFIERT5 CUR-1055 | G¥C*T*GXT*T*G*T*T*A*T*C*CHTHT*CHT*G*T*G

EFIBEB76 | CUR-1056 | A¥T¥CHGHCHGHGHGHAYARGHCHCAARGHGHGATATAT

B5HE77 CUR-1057 | G*C*C*RA*G*A*A*T*A*G*G*T*T*G*A*G*A*G*G*G*A

KFIEST8 CUR-1058 | G*CX*CXG*T*T*C*G*A*AXAXCHT*C*CHT*CHCHT+CHT

EEFIERT9 CUR-1059 | GX¥G*T*T*T*C*C*G*CHT*GXT*G*CXT*CHT*G+T*G

EFIEF80 CUR-1060 | A*C*G¥*T*T*G*C*C*T+CHA*G*A*XA*XT*CXT*C*C*C

EFIEF81 CUR-1061 | T*T*C*C*T*C*A*A*T*CHA*RA*C*CHT*CxTHT*C*C*T

EFiEEe2 CUR-1062 | G*T*GH*RAXT*GH*T*T*T*C*CHT*CHT*GTXT*G*T*C

P& E83 CUR-1063 | CAXC*T*T*T+CHT*A*GXCHT*G*CHAYCHCHAXCHC

gooooao gooooo

BEFIEH 93~ TGGAGCTCAGTTT BFI# B 155- TGACAGCTAGTGTGAGTAC

BEFI%E B 94- TTTCTCGTGCAGCT BI%IES 156~ GACAGCTAGTGTGAGTACT

ECFIE S 95- TTCTGGCGCGTGCC BFI&ES 157~ CAGCTAGTGTGAGTACTCT

A& 96- CCCTCGTGGAGCTC E251%E % 158~ AGCTAGTGTGAGTACTCTT

BFI&ES 97- GCCCGCGCGCAGCG E2F|E% 159~ GCTAGTGTGAGTACTCTTA

AFIE T 98- CGGCTCCACCTTCT E2FIE S 160~ CTAGTGTGAGTACTCTTAT

B5EE 99- CTGGCGGTAGAGCT E25IE% 161- CTAGTGTGAGTACT

F2Z| &% 100- GCTCGTGCAGCTTC EFIE 5 162~ TAGTGTGAGTACTCTTATG

K2¥I&% 101- CAGCTTCTGGCGCG ElF)HS 163- AGTGTGAGTACTCTTATGT

K& 102- GCGCGCAGCGGCTC El5UE 5 164- GTGTGAGTACTCTTATGTT

KeF|&% 103- TCCACCTTCTGGCG E5I# S 165~ TGTGAGTACTCTTATGITC

HF®S 104- CGGTGTAGAGCTCC E¥|%®5 166~ GTGAGTACTCTTATGTTCA

K25%&% 105- CCATCTCCTCCTGC EFI#®S 167- TGAGTACTCTTATGTTCAG

E2FIEH 106- GAAGTCGTCCAGATCCARA Ed7|#E S 168- ACTCITATGTTCAG

EF|%ES 107- AAGTCGTCCAGATCCAAAT EF#S 169~ TACCTCTTGACTTT

E2%I%5 108- AGTCGTCCAGATCCARATG E2FI% % 170- GACTTTGGGGACAA

K2F &% 109- GTCGTCCAGATCCARATGG ECFIES 171~ A¥A*A*C*T*G*A*G*C*T*C*C*A
E2FI%E 5 110- TCGTCCAGATCCARATGGC BEFIES 172- A*G*CYT*G*C*A*C*G*A*G*A*RA*A
MEFI&S 111- CGTCCAGATCCAAATGGCA BAFIES 173~ G*G*C*A*C*G*C*G*C*C*A*G*AXA
F2%IEE 112- GTCCAGATCCAAATGGCAA BEFIES 174- G*A*G*C*T*C*C*A*C*G*A*G*G*G
H25&S 113- TCCAGATCCAAATGGCAAA BFIES 175~ C*G*CHT*G*C*G*C*G*CHGHG*G*C
KCFI&5 114- CAGATCCARATG ESIES 176- A*G*RA*R*G*G*T*G*G*A*G*C*C*G
BE3&% 115- AGATCCAAATGGCAAA FEFIES 177 A*GRCHT*CHT*AXCHCHGHCHCHAXG
E2%3% 5 116- AGATCCAAATGG FEFIES 178~ G*A*R*G*C*T*G*C*A*CHG*A*G*C
E25IH% 117- GATCCAAATGGC E2FIBE 179~ CHG*CrGXCHCHA*G*A¥R*GHCHT*G
%55 118- ATCCAAATGGCA EEFIEH 180~ G*A*GHCHCHGHCHTHGXCHG*CHG*C
EFI%S 119- TCCARATGGCAA FEBUB/E 181~ C*G*CHCHA*G*A*A*G*G*T*G*G¥A
EFI%ES 120- CCAAATGGCARA ERFIES 182~ GHGrR*GHCHT*CHT*A*CYA*CH*C*G

FEFIES 183~ GH*CHRAXGHGHA*GHG*A*G AXT*G*G

K2FI&S 121- CCAAATGGCAAACCTTCTT
EFIET 184~ THTHTHGHGXAXTHCHT*G*G*A*C*GFAXCHT*T*C

EFIES 122- ATGGCAAATCTTCTTCATC

FeFIES 123- ARATGGCARACCTTCTTCA EEFIE T 185- AXTHTHTH*GHGHA*T*CHT*G*G*A*C*G*A*CHT*T
FeF|E B 124- ARATGGCAAATCTTCTTCA BIFIEE 186- CHAXTHT*T*GHGH*AST*CHT*GH*G*A*C*GFAXCHT
K2FIEE 125- ATGGCARACCTTCTTCATC EEFIB S 187- CHCHAFT*TXT*GHGHAXT*CHTHGHGYA*C*GHAXC
KEFIES 126~ CCAARTGGCARATCTTCTT ELFIET 188~ GHCXCHAXTHTHTHG*GA*T*C*T*G*G*A*C*G*A
KE5I%&S 127- ATGGCAAACCTTCTT BISIET 189- THGXCHCHAXTHTAT*G*GH*A*T*C*T*G*G*A*C*G

BUBIEES 190~ THT*GXCHCYAXTHTHTHG*G*A*T*C*T*G*G*A*C

#FI® S 128- ATGGCAAATCTTCTT
%% 129- CTTCTTCATCC BIFIE T 191~ THTHT*GH*CH*CHA*THTHT+GH*G*A*T*CHT*G*G
f2?)%E5 130- CCAGGACCCAACCCACA EFIES 192- CHAXT*T*T*GHG*A*T*CHT*G

&S 131- GCTACTTATTGCTG EIFIE ST 193~ THTHT*G*CXCHAXTH*THT*G*G*AXT*C*T
fIES 132- TGCTGGAAACCTAC BIFIE S 194~ CHCrAXTHT*THGH*G¥A*T*C*T

E25IE S 133- TTCCTTGGATTGAA BIFIFE S 195~ G*CHCHA*THTHT*G*G*A*T*C
A251%EE 134- GCCCACAGCACTTGCA BEFIFES 196- T*G*CYC*A*T*T*T*G*G*A*T
&FIES 135- CACCAACAGTGGGTAC ELFIES 197- T*G*CHC*A*T*T*T*G*G*A*T
El7)%%5 136- CAACAGACTAGC EFIFE G 198~ THT*T*G*CHCrA*T*T*T*G*G

&FH S 137- GAAGAAGGGGTCCT BLFIFES 199- A*A*G*A*A*G*G*T*T*T*G*C*C*A*T*T*T*G*G
BI5I3% % 138- GAATTATGCTCTCC BEFIEE 200~ G*AXT*G*A*A*G*A*A*G*A*THT*T*G*C*C*A*T
%S 139- CTCCAGACTTTCTA BLFIFES 201- TH*G*A*A*G*A*A*G*G*T*T*T*G*C*C*A*T*T*T
ElFI%5 140- ARGTCACACAGGAAGG EFIES 202- T*GrA*A*G*A*A*G*A*T*T*T*G*C*CHA¥T*T*T
5% S 141- GRAACTAGAGARAA ERFIE S 203~ G*A*T*G*A*A*G*A*A*GHG*T*T*T*G*C*C*A*T
AcFI&S 142- RATAATTTTTGRAG BFIEE 204- A*A*G*A*A*GHA*T*T+T+G*CHCAFTATHT*G*G
5 &S 143- GARGTATTGAARGT BCFIE S 205- A*A*G*A*A*G*G*T*T*T*G*C*C*A*T
EEFIES 144- TGRAAGTACACGGT BECFIE S 206~ A*A*GYA*A*GYA*THT*THG*CHCHA*T
EFIEE 145- CTGGGGCAGGGGTG BEFIEE 207~ G*G*A*T*G*A*A*G*A*A*G
EFIE S 146- GGGGTGGAGGGCAG EFIE S 208- T*G*T*G*G*G*T*T*G*G*G*T*C*C*T*G*G
EFI% B 147~ TGCTCCTTCCTCAG BCFIE S 209~ CHAXGH*CrAXA*T*A*A*G*T*A*G*C
EFIE % 148- ACCCGGGACTTGCTC BFIBE S 210- GHT*A*GXG*T*T*T*C*C*A*G*C*A
BIFI&E S 149- TGTCAGTGACAGCT BB 211- THTHCrA*A*T*CXC*RAXA*G*GYA*A
EFIE S 150- TGTCAGTGACAGCTAGTGT BRFIFES 212- THGHCHA*R*GHT*G*CxT*G*T*G*GH*G*C
EFIES 151- GTCAGTGACAGCTAGTGTG BEFIB o 213~ GHT*AXCHCXCHAXCHT*G*T*T*G*G*T*G
K5I S 152- TCAGTGACAGCTAGTGTGA BFIE G 214 GrCHT*A*GXT*C*T*G*T*T*G
BeFI&EH 153- AGTGACAGCTAGTGTGAGT BUFIE S 215- A*G*G*A*CXC*C*CHT*T*C*T*T*C
BiF|% B 154- TGACAGCTAGTGTGA BRFIE S 216~ G*G*A*G*AXG*C*AXT*A*A*T*T+*C

BFIFED 217- THA*GA*A*A*GT*CXT*G*G*A*G



oooooao

EFIES 218-
BFIHES 219-

BFIES 231~
EFES 232-
WFIES 233-
EFIES 234~
EFIES 235-
REFIES 236-
BFIES 237-
EFIES 238-
BFIES 239-
EFIES 240-
EFIES 241-
BFIES 242-
EFIES 243-
BSIHE S 244~
BASIE S 245-
BFIBE 246-
BRFIEE 247~

BSIES 252-
BEaSIES 253~
ERFIES 254-

FEFIES 263-
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rGrUrCrUrGrGrUrGrUrGrGrCrUzGrUrGrArCrUrGrArCrCAC

rGrUrCrArCrArGrUrGrUrGrGrUrGrGrGrArGrArArGrGrGAC

rGrUrArGrGrUrGrGrUrArGrCrUrGrUrGrUrCrArGrUrGrCTG

rGrCrArGrArUrCrCrArUrCrCrUrCrArGrUrGrArArGrCrACA

rGrGrUrGrGrUrGrUrCrUrGrArUrGrArGrCrGrUrUrUrCrUCT

rGrGrCrUrCrArGrCrCrUrCrirUrGrUrGrCrUrUrCrCrUrAAG

rGrArGrCrArArGrGrUrGrGrGrArCrArGrGrGrArGrCrCrAGG

THTHTHT*CHT*CHTAKGHTHTHTHC RS E FrFEL AR

CHTAT*CHA*ARA¥A*AXTHT¥ARTHT

AXCHTHTHT*C*AXAXT*A*CHT*T+C EES

R*CHCHGHTHGRT*A*CHTHTHT*C*A

CHR*CHCHCHCRTHGXCHCHCHCXAXG FIES267 CUR-0476

CHTHG*CXCHCHT*C*CFA*CHCXCHC "

CHT*G¥A*GHG*A*AXG*GXAYG*C*A %5268 CUR-0478

GHAXG*CYA*A*GH*T*C*C*C*G*GH*G*T -
CUR-048

B*GH*CHT*GHT*C*A*C*T*G*A*C*A RF1E5269 °

AXC*R*CHTHR*GHCHT*G*T*C*A*CHT*G*A*C*A EFIEE270 CUR-0444

CHAXCH*AXCHT*A*G*CHT*GHT*CHA*CHTHGA*C

TH*C*A*CXA*CHT+A*G*CHT*G*T*C*A*CHT*G*A EFIEF271 CUR-0446

RXCHTH*CHA*CHA*CHT*A*GHCHT*G*TCHAXCHT

THCHR*CHA*CAT*A*G*CAT4G*T*C*A RSB F272 CUR-0448

GHT*A*CXTHCHA*CHA*CHT*A*GHCHT*GHTHCHA

A*GXTHA*CHTH*CHAXCHAFCHTHA*G*CHT*G*THC EFIES273 CUR-0450

BFGHBRGXT*R*CHT*CHAXCHAXCHT*A*GHCHTHG

A*R*GHA*GHTHA*CHTHCXA*CHACATHAXGCXT RFIES274 CUR-0452

rGrUrUrGrArArGrCrUrGrGrGrUrGrUrGrGrArArArUrGrAAC

THABFGHA*GHTHA*CHTHCHARCHA*CHTHARGHC
B*THARAXGHRXGHT*A*CHT*C¥A*CHA*CHT*A*G
A*GHT*AXCHTHCHAXCHA*CHT+A*G
CHRANTHA*A*GHA*GHTA*C*T*CHAXCHA*CHT*A
ACHA*TYA*A*G*A¥GH*T*A*CHT+CHA*CHA*CHT
A¥R*CHAXT*A*A*G*A*GHT*A*CHT*C*A*CHA*C
GHR*R*C*A*T*A*A*G*A*G*T*A*CHT+CHAXCHA
T*G*A*A*C*A*T*A*A*G*A*G*TA*CHT*C+A*C
CHP*GHA*A*CHA*THA*R*GA*GHT+A*CH+T*C*A
CHT*GHA*A*CHAXTHA*A*G*A*G*T
A*A*A*GHTH*CA*A*G*A*G*G*T*A
TAT*GHT*C*CHCHCHAR*A*GHT*C

AR HRX LG AR ARGHGHTRTHTXGRCH+CHHA*+T
ATH+CH+ARCHA*CHTAA*GHCHTHGH+THHCH+A
R*ARGHAYA*GHGHTHT#T*G*CHCHA*T*
THCHA*CHA*CHT*A*GHCHT*GHT*CHA*
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INTERNATIONAL SEARCH REPORT International application Ne.
PCT/US2010/033908

A. CLASSIFICATION OF SUBJECT MATTER

CI2N 15/11302010.01)i, C12N 15/63¢2006.01)i, AGIE 31/713(2006.01)i, AGIK 48/00(2006.01)i

According to International Patent Classification (IPC) or to both national classification and IPC
B. FIELDS SEARCHED
Minimum decumeniation searched {classification system followed by elassification symbols)
C12N 15/113; A61K 39/305; A61P 3/06;, C12Q 1/68

Decumentation searched other than minimum documentation to the extent that such decuments are included in the fields searched
Kerean utility models and applications for utility models
Japanese utility models and applications for utility models

Electronic data base consulted during the international search (name of data base and, where practicable, search terms vsed)
eKOMPASS(KIPD internal) & Keywords: antisence, lipid, transport, metabolism, phosphorothipate

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropnate, of the relevant passages Relevant to claim No.

X CHRISTINE ESAU et al. miR-122 repulaticn of lipid metabolism 17-28,30
revealed by in vivo antisense targeting.

CELL METABOLISM. 2006, vol. 3, no. 2, pp. 8798
¥ See the whole document, especially, Summary, page 87 29,31-34

¥ GenBank Accession Number NG_D07981, Homo sapiens ATP-binding cassette, 29,31-34
gub—family A (ABC1), member 1 (ABCA1), RefSeqGene on chromosame 9,
22 January 2000

See the whole document

A GERD SCHNTITZ et al. Role of ABCG] and cther ARCG family members 17-34
in lipid metabolism.

Jeurnal of Lipid Research. 2001, wveol. 42, no. 10, pp. 1513-1520
See the whole document

A PHILIF J. BARTER et al. Cholesteryl Ester Transfer Protein: 17-34
A Novel Target for Raising HOL and Inhibiting Atherosclerosis.
Artericscler Thromb Vasc Bicl. 2003, vol. 23, no. 2, pp. 160-167
See the whole document

& Further documents are listed in the continuation of Box C. g See patent family annex.
* Spesial categories of cited documents: "T" later document published after the international filing date or pricrity
"A" document defining the general state of the art which is not considered date and not in conflict with the application it cited to understand
to be of particular relevance the principle or theory underlying the invention
"E*  carlier application or patent bui published on or after the imternational ~ "X" document of particular relevance; the claimed invention cammat be
filing datc considered novel or cannot be considered to involve an inventive
"L"  document which may throw doubts on priority claim(s) or which is gtep when the document is taken along
wited to establish the publication date of citation or other "Y" document of particular relevance; the claimed invention cammot be
special reason (as specified) considered to involve an invemtive step when the document is
"Q"  document referringto an oral disclosure, use, exhibition or other combined with one or more other such documents,such combination
means ‘being obvious to a person sldlled in the art
"P"  document published prior to the international filing date but later "&" documnent member of the same patent family
than the priority date claimed
Date of the ectual completion of the intsrnational search Date of mailing of the intermational search report
21 MARCH 2011 21.032011) 22 MARCH 2011 (22.03.2011)
Name and mailing addeess of the ISA/KR Authorized officer o
i Korean Intellectual Property Office
Government Complex-Dagjeon, 139 Seonsa-ro, Seo- CHOI Jun-He
gu, Dagjeon 302-701, Republic of Korea
Faesimile No. 82-42-472-7140 Telephone No.  82-42-481-5569

Form PCT/ISA/210 (second sheet) (July 2009



(91)

JP 2012-525851 A 2012.10.25

INTERNATIONAL SEARCH REPORT International application No.
PCT/US2010/033908

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of decument, with indication, where appropriate, of the relevant passages Relevant te claim No.
A US 2008-0206232 A1 (BRUCE M. SPIFGELMAN et al.)} 28 August 2008 17-34
See the whele document
A US 2006-0234242 A1 (RICHARD BENTLEY CHEATHAN et al.) 19 October 2006 17-34

See the whele document

Form PCT/ISA210 (continuation of second sheet) (July 2009)
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Eox No. II Observations where certain claims were found unsearchable (Continuation of item 2 of flrst sheet)

This international search report has not been established in respect of certnin claims under Article 17(2)(a) for the following ressons:

L. E Cleims Nos.. 1-16, 35-37
becauge they relate to subject matter notf required to be searched by this Authority, namely:
Claims 1-16, 35-37 pertain ic methods for treatment of the human body by surgery or therapy, as well as diagnostic methods,
and thus relate to a subject matter which this Internatienal Searching Autherity is not required, under Article 17(2¥a)(i) of the
PCT and Rule 39.1(iv) of the Regulations under the PCT, to search.

2. I:| Claims Nos.:
because they relate to parts of the intemational application that do not eomply with the preseribed requirements te sueh an
cxlent that no meaningful intematienal search can be carried out, specifically:

3. |:| Claimns Nos.:
beczuse they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. I[II  Observations where unity of invention is lacking (Continuation of item 3 of first sheef)

This Internaticnal Searching Autherity found multiple inventions in this international application, as follows:

See extra sheet

1. |:| As all required addtional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| Ag all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. I:| As cnly some of the required additional search fees were timely paid by the applicant, this international search report covers
only those zlaims for which fees were prid, specifically claims Naos -

4. E No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims, it is covered by claims Nos :

17-28, 29(partialy, 30, 31-34(partial)

Remark on Protest D The additional search fees were accompanied by the applicant's pratest and, where applicable, the
payment of a protest fee.
I:l The additionsl search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
I:l No protest aceompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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International application Mo.
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Patent document Publication Patent family Publication
cited in search report date member(s) date
US 2008-0206232 Al 28.08.2008 CA 2584331 A1l 04.05.2006
EP 1812041 A2 01,08, 2007
JP 2008-517931 A 29.05.2008
WO 2006047312 A2 04.05.20068
W0 2006047312 A3 04.05. 2006
US 2005-0234242 At 15.10.2006 AU 2004-230658 A1 28.10.2004
CA 2522215 Al 28.10.2004
EP 1613967 A2 11,01, 2006
JP 2006-524066 A 26.10.2006
Wo 2004-002740 A2 28, 10,2004
W0 2004-092740 A3 28.10.2004

Form PCT/ISA/210 (patent family annex) (July 2009)




(94) JP 2012-525851 A 2012.10.25

INTERNATIONAL SEARCH REPORT International applieation No.
PCT/US2010/033908

(Continuation of Box No. III)
This IsA found multiple inventions in this application as follows:

= Group 1: Claims 17-28, 20(partial) are directed to a synthetic, modified oligonucleotide and
claims 30, 31-34{partial) are directed to a composition, both comprising a nucleotide sequence
set forth as SEQ ID NO: 23.

— Group 2: Claims 17-28, 2%partial) are directed to a synthetic, modified oligonucleotide and
claims 30, 31-34(partial) are directed to a composition, both comprising a nucleotide sequence
set forth as SEQ ID NO: 24.

- Group 3: Claims 17-28, 29(partial) are directed to a synthetic, modified oligonucleotide and
claims 30, 31-34{partial) are directed to a composition, both comprising a nucleotide sequence
set forth as SEQ ID NO: 25,

- Group 241: Claims 17-28, 29(partial) are directed to a synthetic, modified oligonucleotide and
claims 30, 31-34(partial) are directed to a composition, both comprising a nucleotide sequence
set forth as SEQ ID NO: 263.

The single general concept linking Groups 1-241 together is "a synthetie, modified
oligonucleotide comprising at least one modification; wherein said oligonucleotide is an antisense
compound which hybridizes to and modulates the function and/or expression of a Lipid transport
and metabolism gene in vive or in vitro as compared to a normal control{claims 17-29) and a
composition comprising one or more oligonucleotides specific for one or more Lipid transport and
metabolism gene polynucleotides, said polynuclectides comprising antisense sequences,
complementary sequences, alleles, homologs, isoforms, variants, derivatives, mutants, fragments,
or combinations thereof(claims 30-34)".

This common concept is, however, described in a document, 'CHRISTINE ESAU et al. miR-122
regulation of lipid metabolism revealed by in vivo antisense targeting. CELL METABOLISM. 20086,
vol. 3, nc. 2, pp. 87-98" and, therefore, does not represent any contribution cver the prior art.

Hence the inventions listed as Groups 1-241 do not relate to a single general inventive concept
under PCT Rule 13.1 because the above mentioned common concept fails to make a contribution
over the prior art within the meaning of PCT Rule 13.2,

Form PCT/ISA/210 (extra sheet) (July 2009
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