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5 TGAAAGACCCCACCTGTAGGTTTGGCAAGCTAGCTTAAGTAACGCCATTTTGCAAGGCATGGAAAATACATAACTGAGAATAGAGAAGTTCAGATCAAGG
A e L L e e I L et o SN L 010
3 ACTTTCTGGGGTGGACATCCAAACCGTTCGATCGAATTCATTGCGGTAAAACGTTCCGTACCTTTTATGTATTGACTCTTATCTCTTCAAGTCTAGTTCC
o 5' pCMV LTR
0 R T T B A e
o
5 TTAGGAACAGAGAGACAGCAGAATATGGGCCAAACAGGATATCTGTGGTAAGCAGTTCCTGCCCCGGCTCAGGGCCAAGAACAGATGGTCCCCAGATGCG
0 et 200
3 AATCCTTGTCTCTCTGTCGTCTTATACCCGGTTTGTCCTATAGACACCATTCGTCAAGGACGGGGCCGAGTCCCGGTTCTTGTCTACCAGGGGTCTACGC
° 5 pCMV LTR
0 R T T B A e
o
5' GTCCCGCCCTCAGCAGTTTCTAGAGAACCATCAGATGTTTCCAGGGTGCCCCAAGGACCTGAAATGACCCTGTGCCTTATTTGAACTAACCAATCAGTTC
I AR AR AR R R AR AR AR R R R AR R e e e B O R R ERTRECIelo)
3 CAGGGCGGGAGTCGTCAAAGATCTCTTGGTAGTCTACAAAGGTCCCACGGGGTTCCTGGACTTTACTGGGACACGGAATAAACTTGATTGGTTAGTCAAG
° 5 pCMV LTR
0 B L L T T
[
5' GCTTCTCGCTTCTGTTCGCGCGCTTCTGCTCCCCGAGCTCAATAAAAGAGCCCACAACCCCTCACTCGGCGCGCCAGTCCTCCGATAGACTGCGTCGCCC
0 e e e 400)
3 CGAAGAGCGAAGACAAGCGCGCGAAGACGAGGGGCTCGAGTTATTTTCTCGGGTGTTGGGGAGTGAGCCGCGCGGTCAGGAGGCTATCTGACGCAGCGGG
° 5 pCMV LTR
0 R R
o
5 GGGTACCCGTATTCCCAATAAAGCCTCTTGCTGTTTGCATCCGAATCGTGGACTCGCTGATCCTTGGGAGGGTCTCCTCAGATTGATTGACTGCCCACCT
o 1 e 500
3 CCCATGGGCATAAGGGTTATTTCGGAGAACGACAAACGTAGGCTTAGCACCTGAGCGACTAGGAACCCTCCCAGAGGAGTCTAACTAACTGACGGGTGGA
o 5' pCMV LTR
0 R T T B A e
o
5 CGGGGGTCTTTCATTTGGAGGTTCCACCGAGATTTGGAGACCCCTGCCCAGGGACCACCGACCCCCCCGCCGGGAGGTAAGCTGGCCAGCGGTCGTTTCG
0 et 600
3 GCCCCCAGAAAGTAAACCTCCAAGGTGGCTCTAAACCTCTGGGGACGGGTCCCTGGTGGCTGGGGGGGCGGCCCTCCATTCGACCGGTCGCCAGCAAAGC
5 pCMV LTR
° > Pack Signal
0 T T T e B B T B
o
5 TGTCTGTCTCTGTCTTTGTGCGTGTTTGTGCCGGCATCTAATGTTTGCGCCTGCGTCTGTACTAGTTAGCTAACTAGCTCTGTATCTGGCGGACCCGTGG
o et 700
3 ACAGACAGAGACAGAAACACGCACAAACACGGCCGTAGATTACAAACGCGGACGCAGACATGATCAATCGATTGATCGAGACATAGACCGCCTGGGCACC
° Pack Signal
0 R T T B A e
o
5' TGGAACTGACGAGTTCTGAACACCCGGCCGCAACCCTGGGAGACGTCCCAGGGACTTTGGGGGCCGTTTTTGTGGCCCGACCTGAGGAAGGGAGTCGATG
I AR AR R R AR AR R AR R R R R AR R e e e B S R R ERTERlelo)
3 ACCTTGACTGCTCAAGACTTGTGGGCCGGCGTTGGGACCCTCTGCAGGGTCCCTGAAACCCCCGGCAAAAACACCGGGCTGGACTCCTTCCCTCAGCTAC
° Pack Signal
0 B L L L T B L e B B
()
5 TGGAATCCGACCCCGTCAGGATATGTGGTTCTGGTAGGAGACGAGAACCTAAAACAGTTCCCGCCTCCGTCTGAATTTTTGCTTTCGGTTTGGAACCGAA
0 e e 900
3 ACCTTAGGCTGGGGCAGTCCTATACACCAAGACCATCCTCTGCTCTTGGATTTTGTCAAGGGCGGAGGCAGACTTAAAAACGAAAGCCAAACCTTGGCTT
° Pack Signal
0 R R
o
5 GCCGCGCGTCTTGTCTGCTGCAGCGCTGCAGCATCGTTCTGTGTTGTCTCTGTCTGACTGTGTTTCTGTATTTGTCTGAAAATTAGGGCCAGACTGTTAC
F L I o B e o R e o B B et e S S SN e{ 0]
3 CGGCGCGCAGAACAGACGACGTCGCGACGTCGTAGCAAGACACAACAGAGACAGACTGACACAAAGACATAAACAGACTTTTAATCCCGGTCTGACAATG
o Pack Signal
o 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
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CACTCCCTTAAGTTTGACCTTAGGTCACTGGAAAGATGTCGAGCGGATCGCTCACAACCAGTCGGTAGATGTCAAGAAGAGACGTTGGGTTACCTTCTGC

UL BB T
GTGAGGGAATTCAAACTGGAATCCAGTGACCTTTCTACAGCTCGCCTAGCGAGTGTTGGTCAGCCATCTACAGTTCTTCTCTGCAACCCAATGGAAGACG
Pack Signal

TCTGCAGAATGGCCAACCTTTAACGTCGGATGGCCGCGAGACGGCACCTTTAACCGAGACCTCATCACCCAGGTTAAGATCAAGGTCTTTTCACCTGGCC

AGACGTCTTACCGGTTGGAAATTGCAGCCTACCGGCGCTCTGCCGTGGAAATTGGCTCTGGAGTAGTGGGTCCAATTCTAGTTCCAGAAAAGTGGACCGG
Pack Signal

CGCATGGACACCCAGACCAGGTCCCCTACATCGTGACCTGGGAAGCCTTGGCTTTTGACCCCCCTCCCTGGGTCAAGCCCTTTGTACACCCTAAGCCTCC

LR T =t =
GCGTACCTGTGGGTCTGGTCCAGGGGATGTAGCACTGGACCCTTCGGAACCGAAAACTGGGGGGAGGGACCCAGTTCCGGGAAACATGTGGGATTCGGAGG
Pack Signal

GCCTCCTCTTCCTCCATCCGCCCCGTCTCTCCCCCTTGAACCTCCTCGTTCGACCCCGCCTCGATCCTCCCTTTATCCAGCCCTCACTCCTTCTCTAGGC

LR I I I
CGGAGGAGAAGGAGGTAGGCGGGGCAGAGAGGGGGAACT TGGAGGAGCAAGCTGGGGCGGAGCTAGGAGGGAAATAGGTCGGGAGTGAGGAAGAGATCCG
Pack Signal

Bglll Ncol

\ \
GCCGGAATTAGATCTccagcgtgaccggtcgccaccatggtgagcaagggcgaggagctgttcaccggggtggtgceccatcctggtcgagctggacggeg

CGGCCTTAATCTAGAggtcgcactggccagcggtggtaccactcgttcccgetecctcgacaagtggccccaccacgggtaggaccagctcgacctgecge
Pa..l|
= . 6k

BtgZ

acgtaaacggccacaagttcagcgtgtccggcgagggcgagggcgatgcecacctacggcaagctgaccctgaagttcatctgcaccaccggcaagctgec

tgcatttgccggtgttcaagtcgcacaggcecgctceccgeteccgetacggtggatgeccgttegactgggacttcaagtagacgtggtggecgttegacgg

1100

1200

1300

1400

1500

1600

Arsl'

\
cgtgccctggeccaccctegtgaccaccctgacctacggegtgcagtgcettcagecgetacceccgaccacatgaagcagcacgacttcttcaagtecgec

gcacgggaccgggtgggagcactggtgggactggatgccgcacgtcacgaagtcggegatggggctggtgtacttegtegtgctgaagaagttcaggegg

Arsl

atgcccgaaggcetacgtccaggagegeaccatcttettcaaggacgacggcaactacaagacccgegecgaggtgaagttcgagggcgacaccctggtga

U T
tacgggcttccgatgcaggtectegegtggtagaagaagttectgetgecgttgatgttetgggegeggetecacttcaageteccgetgtgggaccact

accgcatcgagctgaagggcatcgacttcaaggaggacggcaacatcctggggcacaagctggagtacaactacaacagccacaacgtctatatcatgge

tggcgtagetegactteccgtagetgaagttectectgecgttgtaggaccecgtgttcgaccteatgttgatgttgteggtgttgcagatatagtaccy

1700

1800

1900
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cgacaagcagaagaacggcatcaaggtgaacttcaagatccgccacaacatcgaggacggcagegtgcagctcgecgaccactaccagcagaacacccce

gctgttcgtettcttgecgtagttccacttgaagttctaggeggtgttgtagetectgecgtegecacgtegageggetggtgatggtegtettgtggggg

atcggcgacggcecccgtgetgetgeccgacaaccactacctgagcacccagtcecgecctgagcaaagaccccaacgagaagegcegatcacatggtectge
1 1

tagccgctgecggggcacgacgacgggctgttggtgatggactegtgggtcaggegggactegtttetggggttgetettecgegectagtgtaccaggacg

pPRIME GFP seq fwd

Notl

tggagttcgtgaccgccgccgggatcactctcggcatggacgagctgtacaagtagecggccgcACTAGTACCCCTATCAGTCTAGCATTAAGGGTTTACC

R T e MR |
acctcaagcactggcggcggccctagtgagagccgtacctgctcgacatgttcatcgecggcgTGATCATGCGCGCGATAGTCAGATCGTAATTCCCAAATGG
miR-155 10-mer sponge

CCTATCAATGTAGCATTAACACAGAACCCCTATCAGAGTAGCATTAAGAGCAGACCCCTATCATTGTAGCATTAAGTGGAAACCCCTATCAACTTAGCAT

LR T T T T
GGATAGTTACATCGTAATTGTGTCTTGGGGATAGTCTCATCGTAATTCTCGTCTGGGGATAGTAACATCGTAATTCACCTTTGGGGATAGTTGAATCGTA
miR-155 10-mer sponge

TAACCTTGAACCCCTATCAAGGTAGCATTAAGGACCAACCCCTATCATACTAGCATTAACGAGATACCCCTATCATCTTAGCATTAACCAGGTACCCCTA
1 ] ] ] ] ] ] ] ] ] ]

LR I I I
ATTGGAACTTGGGGATAGTTCCATCGTAATTCCTGGTTGGGGATAGTATGATCGTAATTGCTCTATGGGGATAGTAGAATCGTAATTGGTCCATGGGGAT
miR-155 10-mer sponge

EcoRlI

TCAGGATAGCATTAAGGTGCTACCCCTATCAGCCTAGCATTAATCTAGAQAATTCTACCGGGTAGGGGAGGCGCTTTTCCCAAGGCAGTCTGGAGCATGC

= T T T e =T
AGTCCTATCGTAATTCCACGATGGGGATAGTCGGATCGTAATTAGATCTCTTAAGATGGCCCATCCCCTCCGCGAAAAGGGTTCCGTCAGACCTCGTACG
miR-155 10-mer sponge PKGp pCMV IE

GCTTTAGCAGCCCCGCTGGGCACTTGGCGCTACACAAGTGGCCTCTGGCCTCGCACACATTCCACATCCACCGGTAGGCGCCAACCGGCTCCGTTCTTTG

= T T T
CGAAATCGTCGGGGCGACCCGTGAACCGCGATGTGTTCACCGGAGACCGGAGCGTGTGTAAGGTGTAGGTGGCCATCCGCGGTTGGCCGAGGCAAGAAAC
PKGp pCMV IE

GTGGCCCCTTCGCGCCACCTTCTACTCCTCCCCTAGTCAGGAAGTTCCCCCCCGCCCCGCAGCTCGCGTCGTGCAGGACGTGACAAATGGAAGTAGCACG

T T T T
CACCGGGGAAGCGCGGTGGAAGATGAGGAGGGGATCAGTCCTTCAAGGGGGGGCGGGGCGTCGAGCGCAGCACGTCCTGCACTGTTTACCTTCATCGTGC
PKGp pCMV IE

Blpl

|
TCTCACTAGTCTCGTGCAGATGGACAGCACCGCTGAGCAATGGAAGCGGGTAGGCCTTTGGGGCAGCGGCCAATAGCAGCTTTGCTCCTTCGCTTTCTGG

} 1 1 U
AGAGTGATCAGAGCACGTCTACCTGTCGTGGCGACTCGTTACCTTCGCCCATCCGGAAACCCCGTCGCCGGTTATCGTCGAAACGAGGAAGCGAAAGACC
PKGp pCMV IE

2000

2100

2200

2300

2400

2500

2600

2700

2800
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Bsml

GCTCAGAGGCTGGGAAGGGGTGGGTCCGGGGGCGGGCTCAGGGGCGGGCTCAGGGGCGGGGCGGGCGCCCGAAGGTCCTCCGGAGGCCCGGCATTCTGCA

T
CGAGTCTCCGACCCTTCCCCACCCAGGCCCCCGCCCGAGTCCCCGCCCGAGTCCCCGCCCCGCCCGCGGGCTTCCAGGAGGCCTCCGGGCCGTAAGACGT
PKGp pCMV IE

BspMI
Hindll

CGCTTCAAAAGCGCACGTCTGCCGCGCTGTTCTCCTCTTCCTCATCTCCGGGCCTTTCGACCTGCAGCCCAAGCTTACCATGACCGAGTACAAGCCCACG
1 ] ] ] ] ]

= T T
GCGAAGTTTTCGCGTGCAGACGGCGCGACAAGAGGAGAAGGAGTAGAGGCCCGGAAAGCTGGACGTCGGGTTCGAATGGTACTGGCTCATGTTCGGGTGC
PKGp pCMV IE Puror

BsiWI Rsrll

GTGCGCCTCGCCACCCGCGACGACGTCCCCAGGGCCGTACGCACCCTCGCCGCCGCGTTCGCCGACTACCCCGCCACGCGCCACACCGTCGATCCGGACC

CACGCGGAGCGGTGGGCGCTGCTGCAGGGGTCCCGGCATGCGTGGGAGCGGCGGCGCAAGCGGCTGATGGGGCGGTGCGCGGTGTGGCAGCTAGGCCTGG

Puro r
1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ]
T T T T T T T T T LRI T T T T T T T T T

Sacll

GCCACATCGAGCGGGTCACCGAGCTGCAAGAACTCTTCCTCACGCGCGTCGGGCTCGACATCGGCAAGGTGTGGGTCGCGGACGACGGCGCCGCGGTGGC

CGGTGTAGCTCGCCCAGTGGCTCGACGTTCTTGAGAAGGAGTGCGCGCAGCCCGAGCTGTAGCCGTTCCACACCCAGCGCCTGCTGCCGCGGCGCCACCG

Puro r

GGTCTGGACCACGCCGGAGAGCGTCGAAGCGGGGGCGGTGTTCGCCGAGATCGGCCCGCGCATGGCCGAGTTGAGCGGTTCCCGGCTGGCCGCGCAGCAA

R R e B R B R R R B R N N S RRRSE
CCAGACCTGGTGCGGCCTCTCGCAGCTTCGCCCCCGCCACAAGCGGCTCTAGCCGGGCGCGTACCGGCTCAACTCGCCAAGGGCCGACCGGCGCGTCGTT
Puro r

CAGATGGAAGGCCTCCTGGCGCCGCACCGGCCCAAGGAGCCCGCGTGGTTCCTGGCCACCGTCGGCGTCTCGCCCGACCACCAGGGCAAGGGTCTGGGCA

1
GTCTACCTTCCGGAGGACCGCGGCGTGGCCGGGTTCCTCGGGCGCACCAAGGACCGGTGGCAGCCGCAGAGCGGGCTGGTGGTCCCGTTCCCAGACCCGT

Puro r

GCGCCGTCGTGCTCCCCGGAGTGGAGGCGGCCGAGCGCGCCGGGGTGCCCGCCTTCCTGGAGACCTCCGCGCCCCGCAACCTCCCCTTCTACGAGCGGCT
1 ] ] ] ] ]

CGCGGCAGCACGAGGGGCCTCACCTCCGCCGGCTCGCGCGGCCCCACGGGCGGAAGGACCTCTGGAGGCGCGGGGCGTTGGAGGGGAAGATGCTCGCCGA

Puro r
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
T T T T T T T T T LRI T T T T T T T T T
Dralll

CGGCTTCACCGTCACCGCCGACGTCGAGGTGCCCGAAGGACCGCGCACCTGGTGCATGACCCGCAAGCCCGGTGCCTGACGCCCGCCCCACGACCCGCAG

T
GCCGAAGTGGCAGTGGCGGCTGCAGCTCCACGGGCTTCCTGGCGCGTGGACCACGTACTGGGCGTTCGGGCCACGGACTGCGGGCGGGGTGCTGGGCGTC

Puro r
>
1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ]
T T T T T T T T T T T T T T T T T T T T T

Nsil
Clal

CGCCCGACCGAAAGGAGCGCACGACCCCATGCATCGATAAAATAAAAGATTTTATTTAGTCTCCAGAAAAAGGGGGGAATGAAAGACCCCACCTGTAGGT
1 ] ] ] ] ] ] ] ] ] ]

T T
GCGGGCTGGCTTTCCTCGCGTGCTGGGGTACGTAGCTATTTTATTTTCTAAAATAAATCAGAGGTCTTTTTCCCCCCTTACTTTCTGGGGTGGACATCCA

2900

3000

3100

3200

3300

3400

3500

3600

3700
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TTGGCAAGCTAGCTTAAGTAACGCCATTTTGCAAGGCATGGAAAATACATAACTGAGAATAGAGAAGT TCAGATCAAGGTTAGGAACAGAGAGACAGCAG

U T T
AACCGTTCGATCGAATTCATTGCGGTAAAACGTTCCGTACCTTTTATGTATTGACTCTTATCTCTTCAAGTCTAGTTCCAATCCTTGTCTCTCTGTCGTC

3' pCMV LTR
e
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

AATATGGGCCAAACAGGATATCTGTGGTAAGCAGTTCCTGCCCCGGCTCAGGGCCAAGAACAGATGGTCCCCAGATGCGGTCCCGCCCTCAGCAGTTTCT

U T T T
TTATACCCGGTTTGTCCTATAGACACCATTCGTCAAGGACGGGGCCGAGTCCCGGTTCTTGTCTACCAGGGGTCTACGCCAGGGCGGGAGTCGTCAAAGA
3'pCMV LTR

AGAGAACCATCAGATGTTTCCAGGGTGCCCCAAGGACCTGAAATGACCCTGTGCCTTATTTGAACTAACCAATCAGTTCGCTTCTCGCTTCTGTTCGCGC

TCTCTTGGTAGTCTACAAAGGTCCCACGGGGTTCCTGGACTTTACTGGGACACGGAATAAACTTGATTGGTTAGTCAAGCGAAGAGCGAAGACAAGCGCG
3 pCMV LTR

GCTTCTGCTCCCCGAGCTCAATAAAAGAGCCCACAACCCCTCACTCGGCGCGCCAGTCCTCCGATAGACTGCGTCGCCCGGGTACCCGTGTATCCAATAA

U T T
CGAAGACGAGGGGCTCGAGTTATTTTCTCGGGTGTTGGGGAGTGAGCCGCGCGGTCAGGAGGCTATCTGACGCAGCGGGCCCATGGGCACATAGGTTATT
3'pCMV LTR

ACCCTCTTGCAGTTGCATCCGACTTGTGGTCTCGCTGTTCCTTGGGAGGGTCTCCTCTGAGTGATTGACTACCCGTCAGCGGGGGTCTTTCATGGGTAAC

U T
TGGGAGAACGTCAACGTAGGCTGAACACCAGAGCGACAAGGAACCCTCCCAGAGGAGACTCACTAACTGATGGGCAGTCGCCCCCAGAAAGTACCCATTG

3' pCMV LTR
>

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

I S e o S L e B B T e

AGTTTCTTGAAGTTGGAGAACAACATTCTGAGGGTAGGAGTCGAATATTAAGTAATCCTGACTCAATTAGCCACTGTTTTGAATCCACATACTCCAATAC

T T T T T U B
GAACTTCAACCTCTTGTTGTAAGACTCCCATCCTCAGCTTATAATTCATTAGGACTGAGTTAATCGGTGACAAAACTTAGGTGTATGAGGTTATG

TC

TCCTGAAATAGTTCATTATGGACAGCGCAGAAGAGCTGGGGAGAATTAATTCGTAATCATGGTCATAGCTGTTTCCTGTGTGAAATTGTTATCCGCTCAC
1 ] ] ] ] ] ] ] ] ]

U T T
AGGACTTTATCAAGTAATACCTGTCGCGTCTTCTCGACCCCTCTTAATTAAGCATTAGTACCAGTATCGACAAAGGACACACTTTAACAATAGGCGAGTG

AATTCCACACAACATACGAGCCGGAAGCATAAAGTGTAAAGCCTGGGGTGCCTAATGAGTGAGCTAACTCACATTAATTGCGTTGCGCTCACTGCCCGCT

e I I I I I
TTAAGGTGTGTTGTATGCTCGGCCTTCGTATTTCACATTTCGGACCCCACGGATTACTCACTCGATTGAGTGTAATTAACGCAACGCGAGTGACGGGCGA

TTCCAGTCGGGAAACCTGTCGTGCCAGCTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGCGGTTTGCGTATTGGGCGCTCTTCCGCTTCCTCGCTCA
1 ] ] ] ] ] ] ] ] ]

UL T I 1
AAGGTCAGCCCTTTGGACAGCACGGTCGACGTAATTACTTAGCCGGTTGCGCGCCCCTCTCCGCCAAACGCATAACCCGCGAGAAGGCGAAGGAGCGAGT

CTGACTCGCTGCGCTCGGTCGTTCGGCTGCGGCGAGCGGTATCAGCTCACTCAAAGGCGGTAATACGGTTATCCACAGAATCAGGGGATAACGCAGGAAA

U T
GACTGAGCGACGCGAGCCAGCAAGCCGACGCCGCTCGCCATAGTCGAGTGAGTTTCCGCCATTATGCCAATAGGTGTCTTAGTCCCCTATTGCGTCCTTT

Pcil
Aflll

GAACATGTGAGCAAAAGGCCAGCAAAAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGTTTTTCCATAGGCTCCGCCCCCCTGACGAGCATCACAAA

—t t
CTTGTACACTCGTTTTCCGGTCGTTTTCCGGTCCTTGGCATTTTTCCGGCGCAACGACCGCAAAAAGGTATCCGAGGCGGGGGGACTGCTCGTAGTGTTT
}

AATCGACGCTCAAGTCAGAGGTGGCGAAACCCGACAGGACTATAAAGATACCAGGCGTTTCCCCCTGGAAGCTCCCTCGTGCGCTCTCCTGTTCCGACCC

e T T T T T T
TTAGCTGCGAGTTCAGTCTCCACCGCTTTGGGCTGTCCTGATATTTCTATGGTCCGCAAAGGGGGACCTTCGAGGGAGCACGCGAGAGGACAAGGCTGGG

3800

3900

4000

4100

4200

4300

4400

4500

4600

4700

4800

4900
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TGCCGCTTACCGGATACCTGTCCGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTCATAGCTCACGCTGTAGGTATCTCAGTTCGGTGTAGGTCGTTCG

e I I I I I I
ACGGCGAATGGCCTATGGACAGGCGGAAAGAGGGAAGCCCTTCGCACCGCGAAAGAGTATCGAGTGCGACATCCATAGAGTCAAGCCACATCCAGCAAGC

CTCCAAGCTGGGCTGTGTGCACGAACCCCCCGTTCAGCCCGACCGCTGCGCCTTATCCGGTAACTATCGTCTTGAGTCCAACCCGGTAAGACACGACTTA

1
GAGGTTCGACCCGACACACGTGCTTGGGGGGCAAGTCGGGCTGGCGACGCGGAATAGGCCATTGATAGCAGAACTCAGGTTGGGCCATTCTGTGCTGAAT

TCGCCACTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGCGAGGTATGTAGGCGGTGCTACAGAGTTCTTGAAGTGGTGGCCTAACTACGGCTACACTA

e I I I I
AGCGGTGACCGTCGTCGGTGACCATTGTCCTAATCGTCTCGCTCCATACATCCGCCACGATGTCTCAAGAACTTCACCACCGGATTGATGCCGATGTGAT

GAAGGACAGTATTTGGTATCTGCGCTCTGCTGAAGCCAGTTACCTTCGGAAAAAGAGTTGGTAGCTCTTGATCCGGCAAACAAACCACCGCTGGTAGCGG

e LR T T T T T T T T
CTTCCTGTCATAAACCATAGACGCGAGACGACTTCGGTCAATGGAAGCCTTTTTCTCAACCATCGAGAACTAGGCCGTTTGTTTGGTGGCGACCATCGCC

TGGTTTTTTTGTTTGCAAGCAGCAGATTACGCGCAGAAAAAAAGGATCTCAAGAAGATCCTTTGATCTTTTCTACGGGGTCTGACGCTCAGTGGAACGAA

— i
ACCAAAAAAACAAACGTTCGTCGTCTAATGCGCGTCTTTTTTTCCTAGAGTTCTTCTAGGAAACTAGAAAAGATGCCCCAGACTGCGAGTCACCTTGCTT

AACTCACGTTAAGGGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGATCCTTTTAAATTAAAAATGAAGTTTTAAATCAATCTAAAGTATAT

LR B | LI | LR | LI | LI | LA L DL B B DL DL B | LI |
TTGAGTGCAATTCCCTAAAACCAGTACTCTAATAGTTTTTCCTAGAAGTGGATCTAGGAAAATTTAATTTTTACTTCAAAATTTAGTTAGATTTCATATA

ATGAGTAAACTTGGTCTGACAGTTACCAATGCTTAATCAGTGAGGCACCTATCTCAGCGATCTGTCTATTTCGTTCATCCATAGTTGCCTGACTCCCCGT

T
TACTCATTTGAACCAGACTGTCAATGGTTACGAATTAGTCACTCCGTGGATAGAGTCGCTAGACAGATAAAGCAAGTAGGTATCAACGGACTGAGGGGCA
Amp Res

CGTGTAGATAACTACGATACGGGAGGGCTTACCATCTGGCCCCAGTGCTGCAATGATACCGCGAGACCCACGCTCACCGGCTCCAGATTTATCAGCAATA

I
GCACATCTATTGATGCTATGCCCTCCCGAATGGTAGACCGGGGTCACGACGTTACTATGGCGCTCTGGGTGCGAGTGGCCGAGGTCTAAATAGTCGTTAT
Amp Res

AACCAGCCAGCCGGAAGGGCCGAGCGCAGAAGTGGTCCTGCAACTTTATCCGCCTCCATCCAGTCTATTAATTGTTGCCGGGAAGCTAGAGTAAGTAGTT

TTGGTCGGTCGGCCTTCCCGGCTCGCGTCTTCACCAGGACGT TGAAATAGGCGGAGGTAGGTCAGATAATTAACAACGGCCCTTCGATCTCATTCATCAA
Amp Res

CGCCAGTTAATAGTTTGCGCAACGTTGTTGCCATTGCTACAGGCATCGTGGTGTCACGCTCGTCGTTTGGTATGGCTTCATTCAGCTCCGGTTCCCAACG

T T
GCGGTCAATTATCAAACGCGTTGCAACAACGGTAACGATGTCCGTAGCACCACAGTGCGAGCAGCAAACCATACCGAAGTAAGTCGAGGCCAAGGGTTGC
Amp Res

ATCAAGGCGAGTTACATGATCCCCCATGTTGTGCAAAAAAGCGGTTAGCTCCTTCGGTCCTCCGATCGTTGTCAGAAGTAAGTTGGCCGCAGTGTTATCA
1 ]

+——+ T T
TAGTTCCGCTCAATGTACTAGGGGGTACAACACGTTTTTTCGCCAATCGAGGAAGCCAGGAGGCTAGCAACAGTCTTCATTCAACCGGCGTCACAATAGT
Amp Res

5000

5100

5200

5300

5400

5500

5600

5700

5800

5900

6000
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Scal

CTCATGGTTATGGCAGCACTGCATAATTCTCTTACTGTCATGCCATCCGTAAGATGCTTTTCTGTGACTGGTGAGTACTCAACCAAGTCATTCTGAGAAT

UL T T
GAGTACCAATACCGTCGTGACGTATTAAGAGAATGACAGTACGGTAGGCATTCTACGAAAAGACACTGACCACTCATGAGTTGGTTCAGTAAGACTCTTA
Amp Res

AGTGTATGCGGCGACCGAGTTGCTCTTGCCCGGCGTCAATACGGGATAATACCGCGCCACATAGCAGAACTTTAAAAGTGCTCATCATTGGAAAACGTTC

= T
TCACATACGCCGCTGGCTCAACGAGAACGGGCCGCAGTTATGCCCTATTATGGCGCGGTGTATCGTCTTGAAATTTTCACGAGTAGTAACCTTTTGCAAG
Amp Res

TTCGGGGCGAAAACTCTCAAGGATCTTACCGCTGTTGAGATCCAGTTCGATGTAACCCACTCGTGCACCCAACTGATCTTCAGCATCTTTTACTTTCACC

T
AAGCCCCGCTTTTGAGAGTTCCTAGAATGGCGACAACTCTAGGTCAAGCTACATTGGGTGAGCACGTGGGTTGACTAGAAGTCGTAGAAAATGAAAGTGG
Amp Res

AGCGTTTCTGGGTGAGCAAAAACAGGAAGGCAAAATGCCGCAAAAAAGGGAATAAGGGCGACACGGAAATGTTGAATACTCATACTCTTCCTTTTTCAAT

| T
TCGCAAAGACCCACTCGTTTTTGTCCTTCCGTTTTACGGCGTTTTTTCCCTTATTCCCGCTGTGCCTTTACAACTTATGAGTATGAGAAGGAAAAAGTTA
Amp Res

ATTATTGAAGCATTTATCAGGGTTATTGTCTCATGAGCGGATACATATTTGAATGTATTTAGAAAAATAAACAAATAGGGGTTCCGCGCACATTTCCCCG

T T T " UL T
TAATAACTTCGTAAATAGTCCCAATAACAGAGTACTCGCCTATGTATAAACTTACATAAATCTTTTTATTTGTTTATCCCCAAGGCGCGTGTAAAGGGGC

AAAAGTGCCACCTGACGTCTAAGAAACCATTATTATCATGACATTAACCTATAAAAATAGGCGTATCACGAGGCCCTTTCGTCTCGCGCGTTTCGGTGAT

R L | R | L L | L L B | L | L L B | L |
TTTTCACGGTGGACTGCAGATTCTTTGGTAATAATAGTACTGTAATTGGATATTTTTATCCGCATAGTGCTCCGGGAAAGCAGAGCGCGCAAAGCCACTA

GACGGTGAAAACCTCTGACACATGCAGCTCCCGGAGACGGTCACAGCTTGTCTGTAAGCGGATGCCGGGAGCAGACAAGCCCGTCAGGGCGCGTCAGCGG
1 ]

CTGCCACTTTTGGAGACTGTGTACGTCGAGGGCCTCTGCCAGTGTCGAACAGACATTCGCCTACGGCCCTCGTCTGTTCGGGCAGTCCCGCGCAGTCGCC

Ndel

GTGTTGGCGGGTGTCGGGGCTGGCTTAACTATGCGGCATCAGAGCAGATTGTACTGAGAGTGCACCATATGCGGTGTGAAATACCGCACAGATGCGTAAG

L I I I I
CACAACCGCCCACAGCCCCGACCGAATTGATACGCCGTAGTCTCGTCTAACATGACTCTCACGTGGTATACGCCACACTTTATGGCGTGTCTACGCATTC

GAGAAAATACCGCATCAGGCGCCATTCGCCATTCAGGCTGCGCAACTGTTGGGAAGGGCGATCGGTGCGGGCCTCTTCGCTATTACGCCAGCTGGCGAAA
1 ]

T 1 1 1 1
CTCTTTTATGGCGTAGTCCGCGGTAAGCGGTAAGTCCGACGCGTTGACAACCCTTCCCGCTAGCCACGCCCGGAGAAGCGATAATGCGGTCGACCGCTTT

GGGGGATGTGCTGCAAGGCGATTAAGTTGGGTAACGCCAGGGTTTTCCCAGTCACGACGTTGTAAAACGACGGCGCAAGGAATGGTGCATGCAAGGAGAT

T
CCCCCTACACGACGTTCCGCTAATTCAACCCATTGCGGTCCCAAAAGGGTCAGTGCTGCAACATTTTGCTGCCGCGTTCCTTACCACGTACGTTCCTCTA

GGCGCCCAACAGTCCCCCGGCCACGGGGCCTGCCACCATACCCACGCCGAAACAAGCGCTCATGAGCCCGAAGTGGCGAGCCCGATCTTCCCCATCGGTG

T T
CCGCGGGTTGTCAGGGGGCCGGTGCCCCGGACGGTGGTATGGGTGCGGCTTTGTTCGCGAGTACTCGGGCTTCACCGCTCGGGCTAGAAGGGGTAGCCAC
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ATGTCGGCGATATAGGCGCCAGCAACCGCACCTGTGGCGCCGGTGATGCCGGCCACGATGCGTCCGGCGTAGAGGCGATTAGTCCAATTTGTTAAAGACA

U T
TACAGCCGCTATATCCGCGGTCGTTGGCGTGGACACCGCGGCCACTACGGCCGGTGCTACGCAGGCCGCATCTCCGCTAATCAGGTTAAACAATTTCTGT

GGATATCAGTGGTCCAGGCTCTAGTTTTGACTCAACAATATCACCAGCTGAAGCCTATAGAGTACGAGCCATAGATAAAATAAAAGATTTTATTTAGTCT

MR I T T
CCTATAGTCACCAGGTCCGAGATCAAAACTGAGTTGTTATAGTGGTCGACTTCGGATATCTCATGCTCGGTATCTATTTTATTTTCTAAAATAAATCAGA

CCAGAAAAAGGGGGGAA

GGTCTTTTTCCCCCCTT
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