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E
Wk ot 1 EUDe—E 10 | BOUY—E 40 | BTy —1 160
(N=42) mg (N=41) mg (N=40) mg (N=43)
T 5 41 43 43 43
Eyg 19-74 20-71 19-69 22-70
#iE
1 BI—%4(%) 23 (54.76) 17 (41.46) 21 (52.5) 20 (46.51)
B 19 (45.23) 24 (58.53) 19 (47.5) 23 (53.48)
g
AT TR 23.24 22.23 23.63 23.60
AT UTR 15.76-39.84 15.89-29.94 18.29-38.45 15.06-36.36
6 B
FO— 55 E 264 (222-392) 246 (221-399) 240 (223-368) 243 (221-396)
EHAa7
r ok fE (HE B
CRP — mg/L 5.1 (0-102) 4.3 (0-78) 4.9 (0-47) 4.6 (0-51)
R B (FEE)
X-T-D%{I;f&;ﬁ'ri 36 (85.7) 32 (78.0) 38 (95.0) 36 (83.7)
Z?D%F#&#J’i‘ri 6 (14.3) 9 (22.0) 2(5.0) 7(16.3)
=3(%)
REASEIZLD 12 (28.6) 6 (14.6) 7(17.5) 12 (27.9)
e £ A 264 A
—H(%)

B E (%) 14 (33.3) 18 (43.9) 13 (32.5) 17 (39.5)
R=RZANZETD 9(21.4) 7(17.1) 13 (32.5) 9(20.9)
ATAIRER (%)

CDMERB YR 14 (33.3) 21(51.2) 15 (37.5) 19 (44.2)

@ AR D4

(%)

CDO R R - 10.9 (1.44) 12.3 (1.58) 7(1.3) 9.3 (1.51)
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otk T —ty EoTUv—by | BEVDv—EY
10 mg 40 mg 160 mg
CDAI Xa7F
N—RAT1M 264 (222 -392) | 246 (221 —399) | 240 (223 — 368) | 243 (222 —392)
1SBE 217 (66 —421) | 201 (95484 | 147 (20-316)1 | 142 (32 - 271)7
28HH 235 (71 —421) 181 (67 — 484) 137 (0 —436)t | 137 (31 — 348)%
84H B 222 (37 -431) 187 (49 —484) | 124 (16 —436)F | 121 (18 — 306)T
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£ 3.10mg/B . 40mg/ B E LV 160mg/ AT Dy~ Ut kdMNBRIS IV EOIO-VED
BEONFRAHBI-BIE2H 1M AI LA,

B Dy—t B y—tz B Dw—t
10 40 160

IL8 (pg/mL)

S & K 0 28 (5.6 27(1.2) 30.6 (6.4)
158H 24 (9.2) 17 (2.5% 17.9 (6.1
28 AH 23(7.3) 16 (3.2)F 16.8 (5.6)1

TNF (pg/mL)

AN=ATA 15.4 (8) 19.2 (7.3) 22,4 (8.6)
158H 16 (5.4) 11.4 3.2t 142 (4 DF
28 AH 14 (6.6) 12.8 (2.6)t 11.9 (3.3)F

F—AaL, F9SDETRT,
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goooooao

12.21

10

20

30

40

50



oo ooooOoooooooooooogodg

Ooooooooooooooooogod

oo Do oo4gQgUgooooogooooogod
oo ooooOoooooooooooogodg
oo oDooogogooooogooooogod
Ooooooooooooooooodg
Ooooooooooogogogoooogodg
Ooooooooooooooooodg

FAR—ZSAUITBVWTLERLUECRPLANEE T DTS5 RBLIUVEV Crv—E DB

Ooooooooooooooooogodg

Oooooooooooooooood

Ooooooooooooooooodg
OO0 oDoogogU0oooDoogoggogooood
Ooooooooooooooooogodg
OoDoooo4Uooooogogugogoooogod
Ooooooooooooooooodg
OoDoooo4ooooogoggogoooogod

Ooooooooooooooooodg

(58)

Ooooooooooogogogoooogodg
Ooooooooooooooooodg
Oooooooooooogogooao
OOoooocoooooooogoogoooOoao
Oooooooooooogoooao
OO0 0DoDooggooooogogooao
Oooooooooooogogoooao
OO0 o0DoDoogogUooooogogooao
Oooooooooooogogoooao
OO0 oDoDooogooooogogooao
Ooooooooooooogogoooao
OOo0ooDooogooooogogooao
Ooooooooooooogogoooao
Oooooooooooogogooao
Ooooooooooooogoogoooao
Oooooooooooogogogooao
OoooooooooooogoogoooOoao
Oooooooooooogoooao
OO0 O0DoDooggooooogogooao
Oooooooooooogoooao
OO0 o0DoDoogogooooogogooao
Oooooooooooogogoooao
OO0 oDoDooogooooogogooao
Ooooooooooooogooooao

[
e}

BlTad, A—ASAHELTT15, 288 & U884 BIZBITACRPL AL

2017-537973 A 2017.

F5th (n= Eov—ty Eole—ty | BEVUy—EY
25) 10mg{n=27) | 40mg (n=22) | 160 mg (n=28)
CRIstE
21398 (mg/L)

RN—RI1 10.6 (3.7-102) 5.9 (3.02-78) 8.02(4.5-47.2) | 11.1(3.17-51)
I5HE 20.6 (1.1-92.2) 6.9 (0.4-104) 6.2 (1.0-26.2) 9.1{1.4-52.3)
28HE 17 (1.7-160.5) 6.9 (1.0-101) 5.6(1.6-39.7) | 11.3 (0.9-65.1)
84H B 8.5 (1.0-127.7) 5.1 (1.4-44.6) 4.8 (1.8-39) 8.1(1.5-54.3)
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FABCBVDTRBHESNZEERETER
FS5tR EoUy—tEo| B y—EY | B U —E
(n=42) 10 mg 40 mg 160 mg
(n=41) (n=40) (n=43)
LR EBIPIMSAEE RS Spd | 1 (2.4) 3(7.3) 1(2.5) 1(2.3)
SAED#a%% 2 4 2 1
i L4 - 2 (4.9) - -

I EBREAL OO DHER(Seton)HE | - - 1(2.5) -
I0—mEE - 1(2.4) - -
BROREDOONEFH - - 1(2.5) ;

268, 1(2.4) 1(2.4) - -

3G - - - 1(2.3)

% 1(2.4) - - -
T—RIE, PEEHIFIOBEERTBRERCADZAT BB DD (%)
BXEUSAEDBHETY,
BEOZET, fiHtNIcEE TGN T2,
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Itk Ty —Ey | BV Dy—EY | BTy —EY
(n=42) 10 mg 40 mg 160 mg
(n=41) (n=40) (n=43)

DI ELIBIDAEERT S 28 (66.7) 20 (48.8) 25 (62.5) 21 (48.8)
#apt(%)
AED#R 64 39 50 47
ReiE 6 (14.28) 4(9.8) 4(10.0) 5(11.6)
00—t 14 (33.3) 6(14.6) 4 (10.0) 5(11.6)
CRIEMS 7R IEN 4 (9.5) 2(4.9) 2(5.0 4(9.3)
Eita 4 (9.5) 3(7.3) 2(5.0) 2(4.7)
IR EiIEE 2(4.8) 1(2.4) 3(7.5) 3(7.0)
TH#i 1(2.4) - 2(5.0) 3(7.0)
RS 1(2.4) 2(4.9) 2(5.0) 1(2.3)
FRER R SHIE 12.4) 6(14.6) 2(5.0) 2(4.7)
2 e 1(2.4) - 2(5.0) 1(2.3)
AT NI A B 3.1 - 1(2.5) 3 (6.97)
GEE 3(7.1) - - 1(2.3)
M ATEIF—HIAM - - 2(5.0) -

T—HE, P ELIBIDEEERAEZH I HDEBEDHOOE LI VAEDBRHETY .
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ATG TTCAGGACCA AACGATCTGC GCTCGTCCGG CGTCTCTGGA GGAGCCGTGC

GCCCGGCGGC
GCGAGCTGCG

GAGGACGAGG
GGGAGAAGGG

AGGAGGGCGC
GCGACGGACA

GGCGGCGGCC
TGCCARAGGT
CCGGGGGCGEC
AAACTGAAGG
CGGCGGGACG
GGCTGGGCCC
TCCTACTCGC

ooono
CAGGCATTCC
AGATCAACCC
TGCGAACTAG
TCTCAAACCA
CAGGGGGAAC
CTTCTGGAGC
GGAGAAGACG
ATATCTTCTA
AATTCGGACA
CTGCGGCATC
GCAGCAGTTA
TCCAGGACGC
TTTCGACTAC
TTATGCAGCA
GGCTGGGGCC
GCTAGAGGTC

oooooao
oooooz2

CGGGCAGGGC
CACCACCATC
CGAGGCGGAT
AGCGGCAGCT
CGCACCGCGT
GGGGGCGCCC
TCCCCCTCCT

TCGGAAGTCA
CGAGCTGGTG
AGTCTCCCCC
ACTGCAGACT
GAATTATCTG
CTGGGGATCG
AGAGTGGGGA
TGATCTACCT
ACAAGAGTCA
CAGCTGACGC
CCCCATCTTC
TGTTGGTACA
GAGAAGGCGT
GCCGTGGACG
AGTGCTACAC
ATCTTCAACA

TGGATGCTGC
CCCACCCGCC
CTGAAGGCGC
GGAGCTGCTG
GCCTCCTGCT
GCCGGCGCGC
GCTGTGCAAA

AGAGGCTGTG
TGCTGCAACC
CCCTCCTTAC
GTCCAGATGC
GCCCCTGGGG
GTCACACTGG
GGCTCTACTG
CAGGGGAATG
GCTGGTGCAG
GGGAGGTGGA
ATCAAGTCCG
CAAGGTGTTC
ACAGCCTGCA
GGCTTTACCG
CCGCCAGTTC
GCCGGTAG

5 -GTCGCCCCTTCTCCCCGCAGC-3

oooooao
ooooOoas3

5 -GTXGCCCCTTCTCCCXGCAG-3

ooooooooor

AGGGGGAGGT
GCCGAGCGCA
CTGGGCAAGG
AGCCGCGGGC
TCACGCACTC
CTCCAGGCCG
GCCCGGCCGC
AGCCTGCGCA
GTGTTCAGGT

TTGCTGTGAA
CCCATCACCT
TCCAGATACC
TGTGCCTTCC
GGCTTTCAGA
TGCGTGGTGG
TGTCCAGGAG
GCTTTTGCCT
AAGGTGCGGA
TGGTGTGTGG
CCACACTGGA
CCCGGTTTCT
GCGGCCCAAT
TGCAGATCAG
ATCAGCAGCT

goooooooobbad
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gogobobobodoooobobooouoobobooooobboooouobboooobooooobobooogaao
ooooObobooooooooobbooooooooobbooboooooobbooood
gooooooao

ogagoano

GGAGGAGGAG
TGGGGCCGGT
CGGTGCGAGG
GCCGGCGCGG
GGTGCTCAAG
TGGAGTCCCG
CTGGACTGCA
GCCGCCCTCG
GGCCGGATCT

TCTTACGGGA
TAGCCGACTC
CGATGGATTT
TCCGCTGAAA
TTCCCAACTT
CATACTGGGA
CCCTCTCTGG
CGGACAGCTC
GCAAAATCGG
GTGTACAACC
CAACCCGGAC
CCATCAAGGC
GACCACGAGT
CTTTGTGAAG
GCCCGTGCTG
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EFP2015/074070

Box No. | Nucleotide and/or amino acld sequence(s) (Continuation of Rem 1.c of the first sheet)

1. With regard to any nuclectide and/or amine acid sequence disclosed in the international applieation, the international search was
carriad out on the basis of a sequence listing:

a. D forming part of the international application as filed:
D inthe form of an Annex C/ST.25 text file.

D onh paper of in the form of an image file.

b. furnished together with the international application under PCT Rule 13fsr.1(a) for the purposes of international search
ohly in the form of an Annex G/ST.25 text file.

o. furnished subsequent to the international filing date for the purposes of international search only:

in the farm of an Annex C/ST.25 text file {(Rule 13fer.1(a)).

D an papar ar in the form of an imaga file (Rule 13fer.1(b) and Administrative Inetructions, 8sction 713).

2. D In addition, in the case that more than one version or copy of asequences listing has besn filed or fumished, the reguired
statements that the information in the subsequent or additional copies is identical te that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Farm PCT/ISA/210 (continuation of first shast {1)) (January 2015)
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International application Na.
INTERNATIONAL SEARGH REPORT PCT/EP2015/074076
BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

This international search report has not been established in respect of certain claims under Article 17(2){a) for the fellowing reasons:

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

4. Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:
1-59
Remark on Protest The additional search fees were accompanied by the applieant’s protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first shaet (2)) (April 2005)
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INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2015/074070
A. CLASSIFICATION OF SUBJECT MATTER
INV. GOIN33/50 GOIN33/68 C12N15/113 A61P1/00
ADD.

Anocording to Intemational Patent Classifioation IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbals)

GOIN Cl12N AB1P

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Elepty

ic data base

Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

EPO-Internal, WPI Data, BIOSIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

y WO 2004/087920 Al (GIULIANI SPA [IT]:
MONTELEONE GIOVANNI [IT])

14 October 2004 (2004-10-14)

claims 1-16

page 1, Tines 11-12

page 4, Tines 24-33

the whole document

1-59

y WO 20137037970 A1l (NOGRA PHARMA LTD [IE];
MONTELEONE GIOVANNI [IT]; VITI FRANCESCA
[IT]:) 21 March 2013 (2013-03-21)

the whole document

claims 1-20

page 1, paragraph [0002]

1-59

See patent family annex.

Further documents are listed in the oontinuation of Box C.

* Special categories of cited documents : _ . ) " L
*T* later deoument published after the intemational filing date or priornity
date and not in oontilict with the applioation but aited 1o understand

"A" document defining the general state of the art which is not considered the principle or theory underlying the invention

to be of particular relevance

"E" eatlier application or patent but publishad on ot after the international oy

ah document of particular relevance; tha claimed invention cannot be
filing date

oonsidered novel or cannct be considered to involve an inventive

"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
ciled to blish the publication of anather citation or other

special reasoh (as ap'ec'rliad)

"O" gooument referring to an oral disclosure, use, exhibition or other
means

*¥" document of particular relevance; tha claimed invention cannat be

step when the dooument is taken alone

conaidered to invalva an invertive etep when the document ia
combined with one or more other suoh dosurments, such combination
bsing obvious to a persan skilled in the art

European Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-204Q,

Fax: {(+31-70) 340-3016

"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
25 January 2016 12/05/2016
Name and mailing address of the ISA/ Authorized officer

Fayos, Cécile

Femn PCT/ASA210 (secand aheet) {(April 2005)

page 1 of 3
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INTERNATIONAL SEARCH REPORT

International application No

PCT/EP20815/074070
C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT
Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.
Y MONTELEONE G ET AL: "Phase i clinical 1-59

trial of smad7 knockdown using antisense
oligonucleotide in patients with active
crohn's disease",

MOLECULAR THERAPY, NATURE PUBLISHING
GROUP, GB,

vol, 29, no, 4, 1 April 2012 (2012-04-01),
pages 870-876, XP0O8158192,

ISSN: 1525-0016, DOI: 10.1038/MT.2011.290
the whole document

Y W0 2010/054826 Al (GIULIANI INT LTD [IE]; 1-59
BARONI SERGIO [IT]; BELLINVIA SALVATORE
[IT]: V) 20 May 2010 (2010-05-20)

the whole document

claims 1-23

Y HE CHUN ET AL: "Higher levels of CCL20 1-59
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SMAD7 antisense oligonucleotide treatment.

2. claims: 60-115
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TNF-alpha as a means for monitoring disease state and
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