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) International application No.
INTERNATIONAL SEARCH REPORT PCTAIS07/10939

BOX Il OBSERVATIONS WHERE UNITY QF INVENTION 1S LACKING
This application contains the following inventions or groups of inventions which ace not so linked as to form a single generd inventive
coneept under PCT Rule 33.1. Tn ovder for all inventions 1w be examined, the appropriate additional examination fees muat be paid.

Grotrp |1, claim{<) 1-§ and 435-46, drawn 10 methods of diagnosing 3 “NASH disease state™. Group I encompasses 36 different species and is |
subject to a species clection requirement as set forth below.

Group 1, claim({s) 9-13 (in p.ﬂ't). drawn to methods of treatment using an inhibitor of a "NASH-related gene”. Group I encompesses 35
different species and is subject to a species eledlion requirement as set forth below.

Group [, clainy(s) 9-13 (in part), 14-16, and 29-35, drawn to methods of reatment using an inhibitor of "NASH-related” protein. Group
Il encompasses 36 different species and is subject to a species election requircment as set forth below.

Group 1V, clsim(s) 17-20 drawn to methods of treatment using an inhibitor of a receptor for 8 "NASH-related protein”. Group IV
.éncumpwses 36 different species and is subject o a species election requirement as sct forth below,

Group V, claim(s} 2123, drawn to a “diagnostic tool” including st least 2 polynucicotides. Group V encompasses 598 different species
and is subject 10 & species clection requirement as set forth below,

Group VI, claim(s) 24-28, drawn to methods of treatment using an inhibitor of st least two “NASH-related genes™.
Group V1 encoiripasses 598 different species and is subject to 4 species election requn':menl. as set forth below,

Group VII, dum(s) 36-41, drawn 10 tnethods of ing for protein inhibi Group VII enc 72 different species and is
subject 1o a specics election requirement as set forth below.

Group VLI, claim(s) 42 and 44 (in part), drawn to & kit comprising polynucleotide probes. Group VI emunpi;ss'es 35 different species
and is subject toa speciu clection requiremient as set forth below.

Group IX, elaim(s) 43 and 44 (in part),"drawn to o kit comprising an antibody or fmgmenl thereof. Group 1X encompasses 15 different
species and is subject to a species election requirement as set forih below.

Group X, claimi(s) 47, drawn to a disgnostic lool comprising an isolated polynuclanud: comprising a sequence that binds a polynucleotide
encoding CCL19.

Group X1, claim(s) 48, drawn to & diagnostic tool comprising an isolated polynucleotide comprising a sequence that binds a polynucleotide
encoding SCYA20.

This application containg claims directed to more than one species of the generic Invention. These species are deemed 1 lack unity of
invention because they are not so linked as to form a single gencral inventive concept under PCT Rule 13.1.

Lt order-f than-one-speciesto-b
Form PCTASAZ10 (extra sheet) {April 2007)




(62) JP 2009-535642 A 2009.10.1

Lf-

Intermational application No.
INTERNATIONAL SEARCH REPORT PCT/USO?/10939

With regard to Groups I-I1, cach of the different genes encompassed by the clains constitiutes a separate species. Amrgiingly, il cither of
Groups [-11 is elected, applicant should also specify an elected gene (or genes, if multiple groups are elected).

With regand to Group 111, each of the different proteins encompassed by the claims constitutes a separate species. Aeeordlngly, if Groug 11E
is elected, applicant :Ilould also specify an elected protein (or proteins, if multiple groups are elected).

With regard to Group 1V, each of the different reonptors encompassed by the claims constitutes a separate species. Accordingly, if Group
[V is elected, applicant should also specify an elected receptor {or receptors, if multiple groups are elected).

With regard to Groups V-¥1, each of the different combinations of two genes encompassed by the claims constitutes a separate species.
Accordingly, if either of Groups V-VI is clected, applicant should also specify an clected combination of two genes (or multiple gene
combinations, if multiple groups are elected).

With regard to Group VI, cach of the different proteins and each of the different receptors encompassed by the claims sonstitute a scparate
speties. Accordingly, if Group VIl is elected, apphr.mt should also spedfy en elected protein or receptor (or multiple proteins md!or
receptors, if multiple groups are efected).

With regerd to Group VIII, each of the different probes encompassed by the daims constilutes a separate species. Accordingly, |meup
VIII is elected, applicant should also specify an clected probe (or probes, if multiplc groups arc cledied),

With regard to Group 1X, each of the different antibodies encompassed by the claims mnsu'mms a separate species. Accordingly, if Group
IX is elected, applicant should also specify an elected antibody (or antibodics, if multiple groups are elected).

The clairns are deemed to comespond to the species listed above in the following manner:

With regard to Geoup 1, each of the 36 different genes recited in the altermnative in dependent claims 3-4, as well as CCL19 (recited in claim
45), correspond o species of the invention. (It is noted that claim 46 also recites a gene that is included in the list of genes in both claims
3-4). Claim ] is generic.

With regard to Group II, each of the 35 different gencs mcited in the elternative in dependent claims 12-13 enrmspund to species of the
invention. Claim 9 is generic.

W’lh regard 1o Groap I each of the 36 different pmmm tecited in the alternative in dependent claims 12-13, 16, and 32-33 comespond to
species of the invention. Claims 9 and 29 are generic, ) .

With regerd to Geoup IV, each ofthe 36 different receptors recited in the allernative in dependent claims 19-20 correspond to species of the
invention. Claim 17 is generic.

With regand to Group V, cach of the 558 different combinations of two pairs of polynucleatides encompassed by claims 21 and 23
correspond to species of the invention. No claim is peneric (it is noted that while claim 22 does not recite particular gene names, the daim
is limited to polynucleotides sharing identity with small inducible cytokines). )

With regard 1o Group VI, each of the 598 different combinations of two pmrs of genes cnmmpass:d by dependent claims 26-27 comrespond
10 species of the invention. Claim 24 i generic.

With regerd to Group V11, each of the 72 different proteins and recepiors therefore recited in the altemative in dependent claims 38-39
cormespond 10 species of the invention. Claim 36 is generic.

With regerd to Group VI, each of the 35 different polymucleatides recited i the alternative in dependent claim 44 cormespond to species
of the invention. Claim 42 is peneric.

With regard to qup 1X, cach ofthe 35 different proteing recited in the nltemmve In dependent claim 44 comespond to species of the
invention. Claim 43 is generic.

The inventions listed as Groups I-X] do not relatc to a single general invenlive concept under PCT Rule §3.1 because, under PCT Rule
13.2, they lack the same or cofresponding special technical features for the following reasons, Groups I-X1I share a technical feature in that
each of the Groups encompasses or employs in ome manner one or more of the group of genes as listed in, e.g., claim 4, or proteins
encoded thereby or the corresponding receptors or antibodies. However, each of these biomolecules was known in the prior art at the time
of applicant’s invention, s evidenced by the teaching in the disclosure &, e.g., page 33 that the molecules are present on commercialky
available microarrays. Further, the prior art as exemplified by Younossi et al (Hepatology 42(3):665-674 [Scpt 2005)) discloses the use of
such microarmays of human nucleic acids in screening for differential gene expression in human NASH patients, as well a5 the analysis of

protein expression profiles in such patients and the use of the results of such analyses in developing trestments/therapies (zes entire
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reference). Thus, disgnosis of NASH, trealment of NASH, and/or screening for NASH therapies are also not contributions over the prior
art, and cannot constitute a speciei technical feature under PCT Rule 13.2, As Groups 1-X1 do not share any other technical festures (¢ g.,
common method steps, reagents, objectives, ete.) thet make a contribution over the prior art and which therefore could be considered a
special technical feature, unity of inventian is lacking.

The species listed above do not relate (o a single gencral inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the |
species lack the same or corresponding special technical features for the following reesons. Groups I1-1X embrace vartous different
biomolecules and combinations thereof (particulerly, different genes, proteins, recepiors, polynucleotide combinations, gene combinations,
probes, and antibodies). Such varying biomolecules arc considered to share & special technical feature under PCT Rule 13.2 if they are “of
a similar nature.' In order for such molecules to be considered “of @ similar nature,' they musthave & “common property or activity' (see
Annex B of the Administrative Instructions under the PCT). However, in the instont case, the various genes, proieins, receptors,
polynuclectide combinations, gene combinations, probes and antibodies of Groups HX differ from one another with respect 10 both
sequence/structure and functional characteristics, Thus, a3 a comman property or activity i lacking with respect to the various
bicmolecules embraced by each Group, unity of invention is lacking with respect to these groups of molecules.

Continuation of B, FIELDS SEARCHED ltem 3:

Medline, Lifesci, Scisearch, Embase, Biosis, Caplus, Bictechno, USPT, PGPB, DWPI

search terms: SCYA19, CCL19, CKBI L, exodus 3, Mip 3B, (d’lemdnm near3 llgmd 19), ({small inducible cytokine neard a} near3 193,
NASH, non alcoholic steatohepatitis; inventors’ names

Form PCTAISA/210 {exima sheet) (April 2007)



(64)

JP 2009-535642 A 2009.10.1

gooooboooood

(1) Int.CI.
ooooO  39/395
oooo  31/7105
oooo  31/7088
ooooO  43/00
oooo  1/16
oooo  33/53
0ooo
0ooo

(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)

gd

o000 39/395
o000 39/395
oooo  31/7105
OoOo0o  31/7088
0000 43/00
oooo  1/16
oooo 33753
o000 33753

goad
oooo
ooog
goag
oooo
ooogd
goog
oooo

goooooogoo
gooon
goooo
goooo
gooon
goooo
goooo
gooon
goooo

@égnHooooooo  ApP(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,,BY ,KG,KZ ,MD,RU,TJ, TM),
EP(AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,,FR,GB,GR,HU, IE, IS, IT,LT,LU,LV,MC,MT,NL,PL,PT,RO,SE,SI,SK,TR),0A(
BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE, SN, TD, TG) ,AE,AG,AL ,AM, AT ,AU,AZ,BA,BB,BG,BH,BR,BW,BY,BZ,CA,CH,
CN,Co,CR,CU,CZ,DE,DK,DM,DZ,EC, EE,EG,ES,FI,GB,GD,GE,GH,GM, GT ,HN,HR,HU, ID, IL, IN, 1S,JP,KE,KG,KM,KN,KP,K
R,KZ,LA,LC,LK,LR,LS,LT,LU,LY,MA,MD, MG, MK, MN, MW, MX, MY ,MZ ,NA,NG,N1,NO,NZ,OM,PG,PH,PL,PT,RO,RS,RU,SC,SD
,SE,SG, SK,SL,SM, SV, SY, TJ, TM, TN, TR, TT,TZ,UA, UG, US,UZ,VC, VN, ZA, ZM, ZW

ooOoo@Oo) 4Bo63
gooo oo

ooooO OO 4cos4
gooo OO 4c085
ooooO OO 4cose6

QAOL QA19
QS12 QS28
AAL3  AAL7
AAL3  AAL4
AAOL  AAO2

0Q02
0S34
MAO2

AAQO3

0052
0S36
NA14

EA16

QR32 (QR55 QR66 QR77 QR84 QSO3

QX02
ZAT52 7022

MAO1 MAOZ2 MAO4 NAl4 ZA75 ZCO02



THMBW(EF)

[ i (S RIR) A ()

RF(EFR)AGE)

FRI&R BB A

F-TERMZ K&

L%
S EREESE

BEG®)

EFRHO AR  RE-FERE , TATEFEAENERLMEBE
MRERSMERT R (NASH ) |, R ERET AR ENERENASHEXER
NASHHHYRE RE MM A% , HIREA TIASTNASHI 77 A A
—HUMBENASHIRAN G Z , BFENESE
ERHBPNASHH R ERH BAXHERANREKT , ZERAHHR
HBKFFNASH, BIFREIKFEERRENTEERITLR |, X
BKFENASHIREERORMERERE FE. [1EZFE]E10B

SATTNASHRY A4,

patsnap
2 HT A TN IEE B MRS AT ¢ ( NASH ) 3%

JP2009535642A NI (AE)E 2009-10-01

JP2009509761 RiEH 2007-05-03

BB RF LA
Gl ERV

FINILKNTGLUIA
AFILDVVARNT7—RIRY N

TFINILN TLY TA
AFINOVART7— RIRY K

GO01N33/576 C12Q1/68 C12Q1/02 A61K48/00 A61K45/00 A61K39/395 A61K31/7105 A61K31/7088
ABG1P43/00 A61P1/16 GO1N33/53

AG61P1/16 C12Q1/6883 C12Q2600/112 C12Q2600/136 C12Q2600/158 GO1N33/576 GO1N33/6863
GO01N2500/00 GO1N2800/044

GO01N33/576.Z C12Q1/68.A C12Q1/02 A61K48/00 A61K45/00 A61K39/395.N A61K39/395.D AG1K31
/7105 A61K31/7088 A61P43/00.111 A61P1/16 GO1N33/53.M GO1N33/53.D

4B063/QA01 4B063/QA19 4B063/QQ02 4B063/QQ52 4B063/QR32 4B063/QR55 4B063/QR66 4B063
/QR77 4B063/QR84 4B063/QS03 4B063/QS12 4B063/QS28 4B063/QS34 4B063/QS36 4B063/QX02
4C084/AA13 4C084/AA17 4C084/MA02 4C084/NA14 4C084/ZA752 4C084/2C022 4C085/AA13 4C085
/AA14 4C086/AA01 4C086/AA02 4C086/AA03 4CO86/EA16 4C086/MA01 4C086/MAO2 4C086/MA04
4C086/NA14 4C086/ZA75 4C086/2C02

60/797457 2006-05-03 US

Espacenet

TR

RD [COLIO Masrascence)
§ 8 3 2 8§

8

|l

HL ML ML HL ML ML ML ML KL NL ML NL

BF UF BF BF BF DF BF bF BF OF OF OF



https://share-analytics.zhihuiya.com/view/ad8de801-50be-4704-9fed-a2ed7c1949ca
https://worldwide.espacenet.com/patent/search/family/038668360/publication/JP2009535642A?q=JP2009535642A

