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goooao goooao

A 22 LDNAES)

7000 5 taatcctagcactt teca tt
tagt t Tt €
gg gcctataataccageta ttgcttgaac
6000 . tgttgcagt tgggtgaca
. gagtgatactaca taaaataaaataaataaatacaactttttgagttgt
10 tagcaggtttttcccaaatagggcetttgaagaaggtgaatatagaccctgeccgatgecy
g gctggty t
tgtgataat tggagatt t
4000 4 . gasagggctectatagattattt at tttgcagtt t
ctaage tttactccaggtt aataa
I5  cctggtttggtgattccaagttagaatcatggtettttggoagggtetegetetgttgee
3000 caggctggagtgcagtgacataatcatggetcactgtate

5000

p=0.03 cttgaccttc tttctggget caagcaatce teccaccteg goctcccaaa

2000 gtgctaagat tacaggaatg agecaccata cctggeccetg aatcttgggt

20 cttggectta graattaaaa ccaatcacca ccateegttg cggacttaca

acctacagtg ttctaaacat tttatatgtt tgatctcatt taatcctcac

atcaatttag ggacasagag ccccccacce cocgttttit tttttacage

! tgaggaaaca cttcaaagty gtaagacatt tgcccgaggt cctgaaggaa

[} —X gagagtaaag ccatgtctge tgttttectag aggetgetac tgtccccttt

25 actgccctga agattcagec tgeggaagac agggggttge cccagtggaa

-1000 ttcceccagee ttgectagea tec ct age
< agggagagga agctgagtca tg a

3E£§ QE cagagcectgg agtgtgggga ggggtttggg gaggatatct gacctgggag

ggggtgttge aaaaggccaa ggatgggeca gggggatcat tagtttcaga

30 aagaagtcte agggagtctt ccatcacttt cecttggetg accactggag

gctttcagac caagggatgg gggatcecte cagettcate ccectcecte

ccttteatac agtteccaca agetctgeag tttgeaaaac cctaccccte

I:l D D D D ccctgaggge ctgeggttte ctgegggtet ggggtcttge ctgacttgge

ag tg gaggtggtgt aagccctetce

35 tcatgctggt gc ac ca

B acacacacac accctgaccee ctgagtcage acttgectgt caaggagggg

tggggtcaca tc ctt agc agctgcagtc

3% MMP-9 (ng/mL)

1000

40 agacacctct geecteaccA TGAGCCTCTG GCAGCCCCTG GTCCTGGTGC L7V 1

80 4 TCCTGGTGCT GGGCTGCTGC TTTGCTGCCC CCAGACAGCG CCAGTCCACC
. CTTGTGCTCT TCCCTGGAGA CCTGAGAACC AATCTCACCG ACAGGCAGCT

GGCAGAGGTG GGCAAACACC TAGTCTAGAG TTGGGGAGGG CTGTCCGTGA ¥ hH 1
GGGTGTTGAG TGTCCCAGAG AGGATGCAGG GCCTCAGAGG AGATGCTTTA
45 GGGGTGTGTT GGTGGTGATG GGCGTATCTG AAGAACAGAG GTGTCCAGGG
TTAGGCAGTG GGGGGTCTTG TGGAGGCTTT GAGCAGTGAT GGCCAGAAAT
GGGCAATGGG GCTTTCCTAG GTGGGAAATG GGAAATGGTT TGGGGTGGGG
GAGGCATTGG AGGGTTCTGG GGTAAGCATA GGCTGGGAGT GAACAGGGGC
AAACCTTATG CAGCTGTGGG GTAGAAATGG GCTAGAGGCA TCCAGGGGTG
50 GRAGGAGCT T A GATCCCTGGG TGGTCAGAAA
GCACTGGTGT CTGGARAGCA TTTAATGCTT TATTAAATGT TAGTCCCTGC
TGGGCATGAC GGCTCACACT TGTAATCCCA GCACTTTGGG AGGCTGAGGT
GGTAGGATCG CTGAAGCTCA GGAGTTTGAG CCCAGCCTAG GCAACATAGT
AAGATCCTGT CTCTACAAAA AAATTAAAGA AATAGCCAGG CACAGTGATG
20 55 TGCACCTGTA GTTCCAGCTA TGCAGAAGGC TGAGATGGGA GGATCGCTTG
AGTCCAGGAG GTCCAGGCTG CAGTGGGCTG ATACCGTCTC TCCGAAAAAG
10 AAAAAGAAAA ARGACTCCCT CCATGAGTGT CTGGAGGGAG TCCTTTGGCC
CCAGCTGGGC AGAGARAGGG GTCAGAGATC TGGCATGTGT GTGTCCCTTC

ATCCACAGGA ATACCTGTAC CGCTATGGTT ACACTCGGGT GGCAGAGATG L7V 2

° 60 CGTGGAGAGT CGAAATCTCT GGGGCCTGCG CTGCTGCTTC TCCAGAAGCA
ElZ ) TR ACTGTCCCTG CCCGAGAGCG GTGAGCTGGA TAGCGCCACG CTGAAGGCCA
TGCGRACCCC ACGGTGCGGG GTCCCAGACC TGGGCAGATT CCAAACCTTT

GAGGGCGACC TCAAGTGGCA CCACCACAAC ATCACCTATT GGTGAGCCGG > koY 2
GGCCGTGGGE GCAGCGGGGT GGGGCGGGGA GGCCAGGTCT GGCTCTTGGG
65 CCAGCGGTGA ACATGTCCTG TCTTGGACGC GTCCCTGGGT TTCACTATTT

70

€0

40

p=0.04

S m e e mem

B (%)

30




ooooao

AATGTGTGGC
TCAGGGAAAT
GGGTCTAAGT
‘TATAGATGAG

TCGTCATCCA
AGAGACCTGG
AGCAGTGGCC
GGCCCCTCCT
CTTCGCGCAG
GGGCAGCGCA
ACCTGTTTCT
GGCTCCTEGC
CATTTCGACG
TCTGAGTCCT
CGCCGCCCTA
TTGGAAACGC
CGCTCCTACT
GTGCAGTACC
CCAGCGAGAG
CCTTGATGGT
CCTGCAATTC
TGATGAGAGA
CACACTTGGG
ATCCTCCTCG
ACCCTGCCAG
CCACGGACGG
‘TACGACCGGG
CCTGTCTACC
ACGCGGCTCT
AGGACGACCG
GACTTCCAAT
GCTGGCCGCC
AGCCTCTTCT
TTAGCTCCCT
GGCTCATCCA
GCAACTCGGC
GAGTACTCGA
CGCTACCACC
ACCAAGGTAG

20

25

30

35

40

45
GTTCGGCCAC
TGTACCCTAT
GTGAATGGCA
AGGAGGCGAA
GGGATCGGGG
GTCTGGAAGC
TGGTGATAAA
CTACTCTGGG
CCAAGGCGGG
ACATAGCCAG
GCACATGTCT
TTGAGCCCAG
TCCATCCTGG
AAAGTCCTGT
CAGAGGAGGC
AGAGGTATGC
CTCGCCCTGA
ACGGCTCCCC
AGAGCGCCCC
GTCCCCCCAC

50

55

60

65

ggao

tte
agaagcagac
(332

CCCTGGGGAG TGTCCCCACC
GGCTCTTGCA ATCCAAGTCC
AGACAAAAAR
AGCGTGGACG
GTGTCCCTGC
GCTCTTACGC
TGATTGACGA
CCGCTCACCT
GTTTGGTGTC
GCGGGGTCAG

AAAAAAAAAA
GCAGAGAGCA
TGCCCCGCTC
TACAGGATCC
CGCCTTTGCC
TCACTCGCGT
GCGGGTGAGA
GGARGGGAGG

TCTGAGCCTC
TCCTGCCAGG
AAAACAGTCT
TTGTGTATGT
CAGCCTTTCA
AAAACTACTC
CGCGCCTTCG
GTACAGCCGG
ACGTGAGGAG
ACCACGGAGA

TGTTTCTCCT
GCCATTGTGA
GGAAGCAATT
TGAAGTCTCT
CTTCTGACCT
GGAAGACTTG
CACTGTGGAG
GACGCAGACA
GGAAAATCCA
GCGTGGAGGC

CCEGCTTCCT
GCCAGACAGT
GCGGGATTTC
CAATCTGCGC
TCAGAGCACG
ACACGCCTTT
ATGACGAGTT
CCTGGCCCCT
ACTCCGGTCC
AGATGGCGCG
CTGCCTGCAC
ACGGCCAACT
TGAGTGAGGG
CCTGGGTTCT
ACCCTCCCGC
TGGGATGAAC
GGTTATAATG
CCCCAGGACT
TTTCCATTCA
TCGCTCCGAC
ACAAGCTCTT
AGGTTCAGCC
TCCCTCCCAT
TGACTCCGCC
GGCCCCGCCC
TCTTCCTTGG
CAGGAGTGCT
GTCGGGTCGG
AGGCCTTGGG
GGGGGAGCTG
CCTGTACCAG
TCGAACTTTG
GCGTGGTCCC
GGTGGCCAGG
TCCCTCCAGG
GCGCTGGGCT
GTACCGCTTC
TCCGGCACCT
AGGGCGTGGC
GAGGAACGGG
AGAGCCTGGG
GAGACTCTAG
CATGGTGGCT
AGGATTGCTT
ACTCCCATCT
GTAGTCCTAG
GAGTTCGAGG
GCCATAGAGG
GGTTTGGGAA

CTTGCCTGCC
GCACAGGGCC
AGCCCGCACT
AGCAGTACTC
GAGACGGGTA
CCTCCTGGCC
GTGGTCCCTG
GATTCCCTTC
CCCCTCCTCC
GCCTGCCACT
CACCGACGGT
ACGACACCGA
GGCTCGCCGA
AATTCCAGCT
ACTCTGGGCC
TGCAGACCAT
TGCTGTCTCC
CTACACCCAG
TCTTCCAAGG
GGCTACCECT
CGGCTTCTGC
CCGCCCTCTC
CAGTTTGTCT
CACCTACACC
CAGCCACTAA
TCTGGTGTCC
CTACAGCGCC
CCCCTGACTC
TCTCTCCAGC
TGCGTCTTCC
CGAGGGCCGC
ACAGCGACAR
GCEGCTCCGG
GCTGGGGGCT
ATACAGTTTG
TAGATCATTC
ACTGAGGGGC
CTATGGTGAG
TGTGCCACAG
GCGTGCAGGA
CCCAGTCGCT
AGAGAGATAG
CACGCCTCTA
AAGCCCAGGA
CTACAAAAAA
CTACTCTGGA
CTGTAGTGAG
ATGTCGCTTA

TGA

CGCGCTGCC!

AGGGCGCCAG
TATTTCGGAG
GGCTAACCCT
TCCCTTCGAC
CCGGCATTCA
GGCAAGGGCG
ATTCTCTCCC
TGCAGTGGTT
TCCCCTTCAT
CGCTCCGACG
CGACCGGTTT
GGGCTGCGGG
CTGCCACTAG

TGGCTTATAC
GCTGGGAGAG
CCCTTGCCTT
CTTCCTCTCG
GGGAAGGACG
GGGAGACGCC
TCGGTGAGAT
ACTCATCACC

GGCTTCTGCC
CGCCCACCAC
TGCTGTGTGG
ATCTGAGAAA
AAGAACAGGA
CCTTTCCCAC
CTGATGGGAA
TCCGCCTGCA
CACCGCCAAC
GTACCTCCAC
GGCCCCCAAA
ATTGGTCCTC
CACTATCCCT
TTTCTGCCCA
CCACGGGTCT
CCAAGATTGT
TCATCCATCT
GTGATGGGGG
CCTGGGTAAG
GCCTCTGGTG
TTCTGCCCGG
CCCGGCAGTG
CTCACGTCTC
CGGCGCATGA
GAGGCGCTCA
TAAGGACGAC
GGATGGGAGG
TTGGGGGTTG
CTCAACGTCT
TGCTTAGAGG
AAAAGCCAGT
TTTGGGAGAC
AGCCTCGGCA
AGGCGTGAAG
GGAGGATCTC
ACCACTGCAT
‘GAAGAAGAAG
GCC! 'GC

GCCTTCTCCC
GACGGCAATG
CCAATCCTAC
GGTGCGCCAC
CCGACCCGAG
ATCATGTATT
TTCCACTCTC
ACATTTCCAC
GGTTCGGCCT
CAGGCACCGC
CCCTAGGCCA
CTTATTGGAC
TGACTCGACG
CCTTCACTTT
GGAGATGGGC
GAAGTGGGGC
GGCTGGGGTT
CGGCCCGGCG
TTCCTCGTGG
CTCAGTGCCG
CCCCCTTGCA
GCAGGGGCAG
TACCAAAGAA
GAGGTGGGAC
GCCATGTCAG
GTGTGACTTC
ATCCCAGGGC
GTTCCAGACC
TAAATGAGCA
GGCTGAGGTG
CTATGATTGC
AAACGAAAAA

TTCACTGAGA
AGGAATAGGA
ACCTGAGCCA
CGACGGTCTG
ACAGCTGGCC
TGCTGGCCCT

AGCTTAGGGG
AGAGTCTCAC
CGGCCTCCAA
CCCCACCGGA
CCACAGGTCC
TCTACGGCCA

tttatttata tatgtatgca

AGCAGATGTT
CCCGTGTCTC
CCACCACCAC ACCGCAGCCC
CCCCCCACTG TCCACCCCTC
CCCCTCAGCT GGCCCCACAG
CTACTGTGCC TTTGAGTCCG

CTAGGGGTAC

cgtatgtatg catgtatgta

gatagagtgc
5 ctcactecta
agattgagac
aaaaatagaa
ctacttggga
ttgcagtgag
ttgcagtgag
aagactcegt
tgttaacata
tattttacag
ttattgagee
agaaatgagt
aaaatgcaac
gtgattctat
catgatcttt
tgtectgtgte
ctgaaccgga
ggacaatctt

20

73 /B

1 MSLWQPLVLV
RGESKSLGPA
ITYWIQNYSE
FDGKDGLLAH
YSACTTDGRS
ACTTDGRSDG
CTSEGRGDGR
PMYRFTEGPP
PTAGPTGPPS
RFSEGRGSRP

THDVFQYR/ QEK AYFCQDRFYW RVSSRSELNQ VDQVGYVTYD ILQCPED

61

121
181
241
301
361
421
481
541
661

30

35

gtgcaaa
tttetacgtyg
gca

ccagaaagtg

acaaataact
ttctaggeeg ggcacggtag

caccctgget
aaaattagcc
ggctgaggea
ccgagatcac
ccgagatcac
ctcaaaaaaa
ttcaatcatt
tcaaggaaat
cctacatgga
tagactttag
tecaggetee
ggctggtgge
tattctacaa
gtggttgagg
actgaatcag
cttacagggt

aacacgatga
gggcgtogty
ggagaatgge
gccactgcac
gccactgeac
aaaasaatag
cctgttagga
gatcaacctyg
gccaggecct
aatgcataag
acctccagag
ggtgggatca
taatggtgtg
tccaggaacg
aaaggatgaa
aatttaccaa

LLVLGCCFAA
LLLLQKQLSL
DLPRAVIDDA
AFPPGPGIQG
DGLPWCSTTA
YRWCATTANY
LWCATTSNFD
LHKDDVNGIR
AGPTGPPTAG
QGPFLIADKW

PRQRQSTLVL
PETGELDSAT
FARAFALWSA
DAHFDDDELW
NYDTDDRFGF
DRDKLFGFCP
SDKKWGFCPD
HLYGPRPEPE
PSTATTVPLS
PALPRKLDSV

tca cgaggtcagg
aaccctgtet ctactaaaaa
gcgggegoct gtagtcccag
ttgaacctgg gaggtggagce
tccagectgg gaggtggage
tccagectgy gtgactgage
tgttctagge actttgtaaa
aagtatgatg tgattatttc
tttattcatt catcaaacat
gtactgggca atggggatag
attccecttg gaacttgett
agtctgacct atttacaagg
cacttgggga gtgtgcagtg
tgtgtgtgca catgtgtgtg
tttctcagtc aagatgacat
cgagcttctt cctgtgcaag
gaaccactaa acctaaaaat

FPGDLRTNLT
LKAMRTPRCG
VTPLTFTRVY
SLGKGVVVPT
CPSERLYTQD
TRADSTVMGG
QGYSLFLVAA
PRPPTTTTPQ
PVDDACNVNI
FEERLSKKLF

DRQLAEEYLY
VPDLGRFQTF
SRDADIVIQF
RFGNADGAAC
GNADGKPCQF
NSAGELCVFP
HEFGHALGLD
PTAPPTVCPT
FDAIAEIGNQ
FFSGRQUWVY

IIVY3

A>bmr3

IV

Arhpryg

TIVS

frro>rs

TIVVE

R =

oV

TTTTTAGGTCL VYV 9

RYGYTRVAEM
EGDLKWHHHN
GVAEHGDGYP
HFPFIFEGRS
PFIFQGQSYS
FTFLGKEYST
HSSVPEALMY
GPPTVHPSER
LYLFKDGKYW
TGASVLGPRR

(24)

goooao

GTGGACGATG

GAACCAGCTG

TGCGGGAGGG

CCCTGTGTCC
5 ARGTACTGGC
CCTTATCGCC
TTGAGGAGCG
ACTTTCCCTC
GACCATCGAT
CCTGGCGGAC
TCCTCTCCAC
GCAGGGACTG
CCTCGCGTTC
CCCTCCTCCC
GCTGGGCCCE
AGGTGACCGG
GGGCGGLGCC
CCGGGCGCCG
CGCCTGCCCG
20 GCCAGCGAGG
CGTCTTCCAG

CACACTAAGC
AGCCCTTGGA
AGGCAGAGGC
CCAGGACCCA
TACAGGACGG
ATCAAGTGCC
AATTCACAGC
GCCTCAGTTT
GACTTCCCTT
ATTTCCTGCC
TCTTTATARA
CAAATTCCAT
GGAGTGACCC
ACTCCACCCC
GCTCCACCCA
TACAGCCTTT
ATTGTCACTG
CATTGCTTCA

25

30

40

TGGCACGATC
CTCCTGCCTC
GCTTGGCTAA
GGCCAGGCTG
CCCAAAGTGC
ATATTTTCAA
TGCCTCACTA
TTTCTGCTTA
AAATGATGAA
TCTGAGCATT
TGTGTATGGT
ACTGAGGTCT

45

50

CCTGCAACGT
TATTTGTTCA
GGCTTTGCGG
AAGGCTTAGA
GATTCTCTGA
GACAAGTGGC
GCTCTCCAAG
CCCCGCCCGs
AACCCACGAA
GCAGTTTAGC
GCCCTCGCGT
CGGGCACGCG
‘TAGGAGTACG
CTGCAGGGCG
AGGCGTCTGG
GGCCCTCCGG
TCTGGAGGTG
TCGGTCCGTC
CAGGTTCGAC
TGGACCGGAT

TACCG/ AAGGTG AGGGCTGAGE AGGATCCCTT CGTGAGACAC Intron 12

TCCTCTTAGT
AATGGAAACA
CTTCTCCAGG
GATTTCCTGC
CAGGTGGTTT
GATAATGTGC
TCTGTGACTT
CCCCATCTGT
TCTTACCAGT
ACCAAAATCT
CACCCCAGCC
GAGATTAGAG
CAGATGAATT
CGTGTTCTCA
CACTGGCTGC
GTGCCAGTTG
GGCCATCCCA
ATGAGGCCTT
CATAGCTTTC
TGAGATGGAG
TCAGCTCACT
AGCCTCCCAA
TTTTTTGTAT
GTCTTGAACT
‘TGGGATTACA
AACCAATCTC
GAGTGTAAGC
TCCCCAGTAT
TGAACAGATT
AAGATAGTTG
GTACCTACTG
GTGCCCTCCA
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GAACATCTTC GACGCCATCG
AGGATGGGTG AGGAGGCGGG
AGGGGCTGCC CGTCCCTTCC
GCCCGTCCTT TCCCTCCTCG
GGGCAGGGGG AGCCGGLCGC
CCGCGCTECC CCGCAAGCTG
AAGCTTTTCT TCTTCTCTGG
TCAATCCCCA TCAGTCAAGG
ACGTCTTGTG CGTTTTAGAA
AAACGTAGGG GCGGCTGAGT
CGCTCTACCC AGCGCCTCTG
GGCTAGGAAA GGCCTCGCCG
TGCTCCCTCT GCGCCCCCAA
CCAGGTGTGG GTGTACACAG
ACAAGCTGGG CCTGGGAGCC
AGTGGCAGGG GGAAGATGCT
AGCGCCGCCG CGGCCGCCGE
CGCTAGCCGG CTCAGCACCT
GTGAAGGCGC AGATGGTGGA
GTTCCCCGGG GTGCCTTTGG

GAGTGGTCAA ATTCTGAGCG
AATGCCCCAG CACAGACAAG
TCATTTAGGA AGTCAGGGAT
CTCCCCGGCT GGAAGCTCTT
GTATGGAAGC TCAGTTATTA
CAGGCACTGT GCTACAGGGA
TGGGCAAGTC ACTGCTTCTC
AATATGGGGA CTATAGCTGG
CACATCCAAA CAGTTGACAA
TTTTCGAGTC TGTCATTTTT
CAAACCATAC TGGCTGTCCA
AGGGGGTAGG AGTGAAGGGC
CCAAGGTCAA AGAAATTAAG
TCTCTTCCCA CTCCTCCTGT
TCTTTGAACA GATCAAGGTC
TTCCCTCTGT CTGGAAAGCT
CTGTCTTCCT TCAGGTTTCA
CTTTGATGCT TATTATCTAT
TATATTTTCT TTTTTTTTCT
TCTTGCTCTG TCGCCCAGGC
GCAACCTCCG CCTCCCGGGT
GTAGCTGGGA TTACAGGTGC
TTTTTAGTAG AGACGGGGTT
CCTGACCTCG TGATCCACCC
GGCATGAGCC ACCGCACCCA
ATTTATTTAT GTGTTTGCTT
ACCAAGATAA TTGAGATCAT
CTTGAACAAA GCACATAGTA
TGTTCAATGA ATGAGCGTTG
GTCTATTCAT TTGTTAATTC
TGTGCTAGGC TCTGTGGCAG
GCATCTCACA GAACCTCACA

GGT
GGCAGAAGAG
AGAATTAGAA
TATTTCTGCC
GAACCAGGTG
CTGAGGACTA

c

60

A TAT

ATGGTTGTCA
TCACTCCTCT
AGGACCGCTT
GACCAAGTGG
Gggcteccegt
cce a

AAR CCTTAGAAAG
AGATCTTGTT CCTATTTCTG
TATGCCTGCC TGTCTCCTGC
CTACTGGCGC GTGAGTTCCC
GCTACGTGAC CTATGACATC
cctgettigy cagtgccatg

tt tac

tctgttctgg
caccteegtt

aggaaaggga
ttttgetgga

ggagtggagy tgggctggge
gtgtttctaa taaacttgga

CGGAGATTGG
GTTGTGTGGA T~ hnrg
CGCCCACTGG
CTTTCTCAGG T7Y> 10
AGGGCCCCTT
GACTCGGTCT
TTAGTTACCT - > h 10
AGGCTCAAGA
AAATACGCCC
TTCTGCCCCC
CCCCTGGGTT
GAATCTCCCT
ACCGACGTGA
GCGCGTCGGT T¥YV > 11
GACGTGGCCC
GCTGTTCAGC
CAGGGGGAGC > hOX 11
GTCTCCTCCG
TCCCCGGAGC L7V 12
ACACGCACGA

AGGAAGAAAA
ATCCCAGCAG
GCAACCARAGA
TCTCCTTCAG
GACAACAGTC
GAGATAAGAC
TACTCTTCGA
AATTACACTT
GGTGAACAAG
TTTGCCATCT
GGACCTTTAA
AATGGTCTTG
AGGATCTGAC
TATTTACTCT
ATTCCTAGCT
TCCCCTCCAG
GTGCTAAGGC
TTACTTGTTT
TTTTTCTTTT
TGGAGTGCAG
TCAAGCGATT
CTGCCACCAC
TCACCATCTT
GCCTCAGCCT
GCCGCTTTCT
AATTGTCTCT
GCCTGCATTT
GATGCTCAGT
AATGAATTGT
ATTCACAAAA
TGCTTTGGGC
GCATCTCACA
TTCTAGARAT
TATATGTGGG
AGAGAAAGCC
GGAGTGAGTT
CTGCAGTGCC
taaatcceca
aaactggtat
cctctettet
ttctctaace

V13
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This intemational saarch report has not been established In raspect of cartain claims under Article 17(2)(a) for the I‘ol_ou;rlhg reasons:

1. m CIaImsNos

bacause they relate- lo sublact maner not requnred te be searched by this Aumorny. namely:

Although claim 13 is directed to a method of treatment of the human/animal *
body, the search has beeh carried out and based on the alleged effects of the
compound/ composition.

‘o, mc.ajmsms 13 (in ﬂ'm) 1, 22-25 (in part)
becausa they ralate to partg of the International application that do not comply with the prescribed requnremema to such\
an extent that no meaningful intamational search can be carried out, specificaly: -
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3. D Claims Nos.:
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Box No.Ill  Obgzervations where unity of invention is lacking (Continuation of item 3 of first sheet)
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2. D Asall saarg;aue claims coule be searched without effort Justifying an additional fees, this Authority did not Invile payment of .
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only those claims for which fees were paid, speclfically claims Nos.:

4, D No required additionaf search fees ware timaly paid by the applicant. Consequenﬁy, this interational search rapon Is
i restricted to the invention first mentioned In the claims; it Is covered by claims Nos.:

Remark on Frotest The addijonal search fegs were acoumpanled by lhe appllcanl's protest and whera applicabla, the
payment of a protest fee.

I:\The additional search fees wera accompanled by the appncanrs protest but the applicabla protest
fee was not pald within the time limit specified In the Invitation. .

DNu protest accompantad the payment of additional search foes.
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FURTHER INFORMATION CONTINUED FROM . PCTASA/ 210

Cont1nuat10n of Box II.1

“Although ¢laim 13 1s directed to a method of treatment of the
_human/animal body, the search has been carried out and based on the .
a]]eged effects of the compound/compos1t1on

Continuat1on of Box II 2 ‘
CTa1ms Nos . : 13 (1n fu]]) 1 22 25 (1n part)

The alleged method of treatment of claim 13 relates in fact to a.
prognostic method correlating a SNP with lower MMP-9 Tlevels and better
clinical outcome, without providing any concrete therapeutic-compound or

~medical treatment This lack of clarity and support. (Art. 6 PCT) 1s to
such an extent that said claim could ‘not be:searched and examined.

Present claims 1 -and 22-25 encompass compounds defined only by a result
to be achieved, namely identifying a SNP in the hemopexin domain of
MMP-92 which 1s indicative of susceptibility to a heart condition. This
kind of definition is contrary to the requirements of clarity eof Art. 6
PCT, because 1t does not allow the scope of the claims to be
ascertained The fact that any SNP could be identified by screening does
not overcome this objection, as the skilled person would not have - ’
knowledge beforehand as to whether a given SNP would indeed be
indicative of susceptibility, except for the particular A/G SNP
disclosed in the description and further claims. Undue experimentation
would be required to screen at random. This non-complfance with- the
_substantive provisions is to such an extent that the search of claims 1
and 22-25 was restricted to the particular A/G SNP in the hemopexin
domain of MMP-9 that the applicant has identified as being associated
with susceptibility.

The app11cant s attention 1s drawn to the fact that claims re1at1ng to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary.
examination {Rule 66.1(e) PCT). The applicant is advised that the EPO
_policy when acting as an International Preliminary Examining Authority is

~normally not to carry out a preliminary examination on matter which has

- not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure, If the app]1cat10n proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried -
out during examination before the EPO (see EPO Guideline C-VI, 8.2),
should the problems which led to the Article 17(2)PCT dec]arat1on be
avercome.
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