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pPMSCVpuro-GFP-miR-34a (236-859)
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
° g 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

tggagttcgtgaccgccgccgggatcactctcggcatggacgagctgtacaagtagecggeccgcTCACCATGCCTGGCTAATTTTTAAAATTTTTTTGTAG

T T T
acctcaagcactggcggcggccctagtgagagccgtacctgctcgacatgttcatcgecggcgAGTGGTACGCGACCGATTAAAAATTTTAAAAAAACATC

- > e
e e

GATGGAGTCTTGCTAGTTGCCTGGGCTGGTCTTGAACTCCTGGCCTGAAGCGATCCTCCCACCTCGGCCTCCTGCATCCTTTCTTTCCTCCCCACATTTC

LR T UL
CTACCTCAGAACGATCAACGGACCCGACCAGAACTTGAGGACCGGACTTCGCTAGGAGGGTGGAGCCGGAGGACGTAGGAAAGAAAGGAGGGGTGTAAAG
pri-miR-34a

CTTCTTATCAACAGGTGCTGGGGAGAGGCAGGACAGGCCTGTCCCCCGAGTCCCCTCCGGATGCCGTGGACCGGCCAGCTGTGAGTGTTTCTTTGGCAGT
1 ] ] ] ] ] ] ] ]

et et
GAAGAATAGTTGTCCACGACCCCTCTCCGTCCTGTCCGGACAGGGGGCTCAGGGGAGGCCTACGGCACCTGGCCGGTCGACACTCACAAAGAAACCGTCA

pri-miR-34a
—pre-miR—Szla
_miR-34a
I B L a0 S Aaans
Accl

‘ BstZ17

GTCTTAGCTGGTTGTTGTGAGCAATAGTAAGGAAGCAATCAGCAAGTATACTGCCCTAGAAGTGCTGCACGTTGTGGGGCCCAAGAGGGAAGATGAAGCG

L I I I I
CAGAATCGACCAACAACACTCGTTATCATTCCTTCGTTAGTCGTTCATATGACGGGATCTTCACGACGTGCAACACCCCGGGTTCTCCCTTCTACTTCGC

pri-miR-34a
pre-miR—34a—
nm—
L L B B L B B B B I B S

BstXI

|
AGAGATGCCCAGACCAGTGGGAGACGCCAGGACTTCGGAAGCTCTTCTGCGCCACGGTGGGTGGTGAGGGCGGCTGGGAAAGTGAGCTCCAGGGCCCCAG

LR I
TCTCTACGGGTCTGGTCACCCTCTGCGGTCCTGAAGCCTTCGAGAAGACGCGGTGCCACCCACCACTCCCGCCGACCCTTTCACTCGAGGTCCCGGGGTC
pri-miR-34a

BsaAl

|
GAGCAGCCTGCTCGTGGGTGCGGAAGGAAAAAGGCACAGGGGCTTGGTGTGGGCGGCTTTTGGCTGGGAGAAGTTTGCACGTAGGGAGAATAGTAGCCAG

I I UL B =
CTCGTCGGACGAGCACCCACGCCTTCCTTTTTCCGTGTCCCCGAACCACACCCGCCGAAAACCGACCCTCTTCAAACGTGCATCCCTCTTATCATCGGTC
pri-miR-34a
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EcoRlI

|
TGTTTGCAGAGCACTTACTATGCAGGAAGGCCTGTCCTAAGTATTGTAAGTGTATTACATCATGTACAAGTGTCTGTGATTAACCCgAATTCTACCGGGT

H I I I I
ACAAACGTCTCGTGAATGATACGTCCTTCCGGACAGGATTCATAACATTCACATAATGTAGTACATGTTCACAGACACTAATTGGGCTTAAGATGGCCCA
pri-miR-34a PKGp...V IE

AGGGGAGGCGCTTTTCCCAAGGCAGTCTGGAGCATGCGCTTTAGCAGCCCCGCTGGGCACTTGGCGCTACACAAGTGGCCTCTGGCCTCGCACACATTCC

1
TCCCCTCCGCGAAAAGGGTTCCGTCAGACCTCGTACGCGAAATCGTCGGGGCGACCCGTGAACCGCGATGTGTTCACCGGAGACCGGAGCGTGTGTAAGG
PKGp pCMV IE

ACATCCACCGGTAGGCGCCAACCGGCTCCGTTCTTTGGTGGCCCCTTCGCGCCACCTTCTACTCCTCCCCTAGTCAGGAAGTTCCCCCCCGCCCCGCAGC

U T
TGTAGGTGGCCATCCGCGGTTGGCCGAGGCAAGAAACCACCGGGGAAGCGCGGTGGAAGATGAGGAGGGGATCAGTCCTTCAAGGGGGGGCGGGGCGTCG
PKGp pCMV IE

Blpl

|
TCGCGTCGTGCAGGACGTGACAAATGGAAGTAGCACGTCTCACTAGTCTCGTGCAGATGGACAGCACCGCTGAGCAATGGAAGCGGGTAGGCCTTTGGGG

U T T
AGCGCAGCACGTCCTGCACTGTTTACCTTCATCGTGCAGAGTGATCAGAGCACGTCTACCTGTCGTGGCGACTCGTTACCTTCGCCCATCCGGAAACCCC
PKGp pCMV IE

CAGCGGCCAATAGCAGCTTTGCTCCTTCGCTTTCTGGGCTCAGAGGCTGGGAAGGGGTGGGTCCGGGGGCGGGCTCAGGGGCGGGCTCAGGGGCGGGGCG

T
GTCGCCGGTTATCGTCGAAACGAGGAAGCGAAAGACCCGAGTCTCCGACCCTTCCCCACCCAGGCCCCCGCCCGAGTCCCCGCCCGAGTCCCCGCCCCGL
PKGp pCMV IE

Bsml

|
GGCGCCCGAAGGTCCTCCGGAGGCCCGGCATTCTGCACGCTTCAAAAGCGCACGTCTGCCGCGCTGTTCTCCTCTTCCTCATCTCCGGGCCTTTCGACCT

R B R R R B e R N R R EEREY
CCGCGGGCTTCCAGGAGGCCTCCGGGCCGTAAGACGTGCGAAGTTTTCGCGTGCAGACGGCGCGACAAGAGGAGAAGGAGTAGAGGCCCGGAAAGCTGGA
PKGp pCMV IE
>
R
BspMI

‘ ‘Hmdm BsiwI

GCAGCCCAAGCTTACCATGACCGAGTACAAGCCCACGGTGCGCCTCGCCACCCGCGACGACGTCCCCAGGGCCGTACGCACCCTCGCCGCCGCGTTCGCC
1 ] ] ] ] ] ] ] ] ]

LI L L L L L L LN L L L L L L L L LN L L B L L L L L LI B | T
CGTCGGGTTCGAATGGTACTGGCTCATGTTCGGGTGCCACGCGGAGCGGTGGGCGCTGCTGCAGGGGTCCCGGCATGCGTGGGAGCGGCGGCGCAAGCGE
Puro r
e A L R B B B oo LA LAERE AR
Rsrll

|
GACTACCCCGCCACGCGCCACACCGTCGATCCGGACCGCCACATCGAGCGGGTCACCGAGCTGCAAGAACTCTTCCTCACGCGCGTCGGGCTCGACATCG

1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ]
LI L L L L L L L L L L L L L L L L L L L L L L L L L L L L L B L LA |
CTGATGGGGCGGTGCGCGGTGTGGCAGCTAGGCCTGGCGGTGTAGCTCGCCCAGTGGCTCGACGTTCTTGAGAAGGAGTGCGCGCAGCCCGAGCTGTAGC

Puro r
f f f f f f f f f - f f f f f f f f f
Sacll

GCAAGGTGTGGGTCGCGGACGACGGCGCCGCGGTGGCGGTCTGGACCACGCCGGAGAGCGTCGAAGCGGGGGCGGTGTTCGCCGAGATCGGCCCGCGCAT

CGTTCCACACCCAGCGCCTGCTGCCGCGGCGCCACCGCCAGACCTGGTGCGGCCTCTCGCAGCTTCGCCCCCGCCACAAGCGGCTCTAGCCGGGCGCGTA

Puro r
1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ]
T I T I T I T 1 T L T T T T T T T T T

2800

2900

3000

3100

3200

3300

3400

3500
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pPMSCVpuro-GFP-miR-34a (236-859)

5 GGCCGAGTTGAGCGGTTCCCGGCTGGCCGCGCAGCAACAGATGGAAGGCCTCCTGGCGCCGCACCGGCCCAAGGAGCCCGCGTGGTTCCTGGCCACCGTC

F I o B o o L L e o et e o = S L O8]

3 CCGGCTCAACTCGCCAAGGGCCGACCGGCGCGTCGTTGTCTACCTTCCGGAGGACCGCGGCGTGGCCGGGTTCCTCGGGCGCACCAAGGACCGGTGGCAG

o Puro r

0 L L B gt o T T B o B B s

o

5 GGCGTCTCGCCCGACCACCAGGGCAAGGGTCTGGGCAGCGCCGTCGTGCTCCCCGGAGTGGAGGCGGCCCAGCGCGCCGGGGTGCCCGCCTTCCTGGAGA

0 e 3800

3 CCGCAGAGCGGGCTGGTGGTCCCGTTCCCAGACCCGTCGCGGCAGCACGAGGGGCCTCACCTCCGCCGGCTCGCGCGGCCCCACGGGCGGAAGGACCTCT

° Puror

0 L L B gt o T T B o B B s

o

5' CCTCCGCGCCCCGCAACCTCCCCTTCTACGAGCGGCTCGGCTTCACCGTCACCGCCGACGTCGAGGTGCCCGAAGGACCGCGCACCTGGTGCATGACCCG

R R R R R R L e B B R B B B B R R e N N R B =[els)

3 GGAGGCGCGGGGCGTTGGAGGGGAAGATGCTCGCCGAGCCGAAGTGGCAGTGGCGGCTGCAGCTCCACGGGCTTCCTGGCGCGTGGACCACGTACTGGGC

° Puro r

o f f f f f f f f f - f f f f f f f f f

[

Nsil

] Clal

5 CAAGCCCGGTGCCTGACGCCCGCCCCACGACCCGCAGCGCCCGACCGAAAGGAGCGCACGACCCCATGCATCGATAAAATAAAAGATTTTATTTAGTCTC

0 et 4000

3 GTTCGGGCCACGGACTGCGGGCGGGGTGCTGGGCGTCGCGGGCTGGCTTTCCTCGCGTGCTGGGGTACGTAGCTATTTTATTTTCTAAAATAAATCAGAG

° Puro r <

0 L I B O B L B O B e R o R

o

5' CAGAAAAAGGGGGGAATGAAAGACCCCACCTGTAGGTTTGGCAAGCTAGCTTAAGTAACGCCATTTTGCAAGGCATGGAAAATACATAACTGAGAATAGA

R R R R R R B R R AR R R R R R R RS SN SN SRS B Syele)

3 GTCTTTTTCCCCCCTTACTTTCTGGGGTGGACATCCAAACCGTTCGATCGAATTCATTGCGGTAAAACGTTCCGTACCTTTTATGTATTGACTCTTATCT

° 3' pCMV LTR

)

0 e AL B e o L B B e

[

5' GAAGTTCAGATCAAGGTTAGGAACAGAGAGACAGCAGAATATGGGCCAAACAGGATATCTGTGGTAAGCAGTTCCTGCCCCGGCTCAGGGCCAAGAACAG

9 e e e 420()

3 CTTCAAGTCTAGTTCCAATCCTTGTCTCTCTGTCGTCTTATACCCGGTTTGTCCTATAGACACCATTCGTCAAGGACGGGGCCGAGTCCCGGTTCTTGTC

° 3'pCMV LTR
]

R R R RS

o

5 ATGGTCCCCAGATGCGGTCCCGCCCTCAGCAGTTTCTAGAGAACCATCAGATGTTTCCAGGGTGCCCCAAGGACCTGAAATGACCCTGTGCCTTATTTGA

0 e e A300)

3 TACCAGGGGTCTACGCCAGGGCGGGAGTCGTCAAAGATCTCTTGGTAGTCTACAAAGGTCCCACGGGGTTCCTGGACTTTACTGGGACACGGAATAAACT

o 3'pCMV LTR
]

S R R R e

o

5 ACTAACCAATCAGTTCGCTTCTCGCTTCTGTTCGCGCGCTTCTGCTCCCCGAGCTCAATAAAAGAGCCCACAACCCCTCACTCGGCGCGCCAGTCCTCCG

0 e 4400

3 TGATTGGTTAGTCAAGCGAAGAGCGAAGACAAGCGCGCGAAGACGAGGGGCTCGAGTTATTTTCTCGGGTGTTGGGGAGTGAGCCGCGCGGTCAGGAGGC

° 3'pCMV LTR
]

S R R R e

o

5' ATAGACTGCGTCGCCCGGGTACCCGTGTATCCAATAAACCCTCTTGCAGTTGCATCCGACTTGTGGTCTCGCTGTTCCTTGGGAGGGTCTCCTCTGAGTG

R R AR R AR R AR AR R AR R R R R e B B B B e B R S RN R N tslele)

3 TATCTGACGCAGCGGGCCCATGGGCACATAGGTTATTTGGGAGAACGTCAACGTAGGCTGAACACCAGAGCGACAAGGAACCCTCCCAGAGGAGACTCAC

° 3' pCMV LTR
]

L e T s S, S _-_”rri»n6rp

[

5' ATTGACTACCCGTCAGCGGGGGTCTTTCATGGGTAACAGTTTCTTGAAGTTGGAGAACAACATTCTGAGGGTAGGAGTCGAATATTAAGTAATCCTGACT

E e e e o S S et S e e e A LeL0L0)

3 TAACTGATGGGCAGTCGCCCCCAGAAAGTACCCATTGTCAAAGAACTTCAACCTCTTGTTGTAAGACTCCCATCCTCAGCTTATAATTCATTAGGACTGA

° 3' pCMV LTR
e ——————————————————

R e R e R R R R R R R N SRR
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CAATTAGCCACTGTTTTGAATCCACATACTCCAATACTCCTGAAATAGTTCATTATGGACAGCGCAGAAGAGCTGGGGAGAATTAATTCGTAATCATGGT

L I I I I I I
GTTAATCGGTGACAAAACTTAGGTGTATGAGGTTATGAGGACTTTATCAAGTAATACCTGTCGCGTCTTCTCGACCCCTCTTAATTAAGCATTAGTACCA

CATAGCTGTTTCCTGTGTGAAATTGTTATCCGCTCACAATTCCACACAACATACGAGCCGGAAGCATAAAGTGTAAAGCCTGGGGTGCCTAATGAGTGAG

LA L T
GTATCGACAAAGGACACACTTTAACAATAGGCGAGTGTTAAGGTGTGTTGTATGCTCGGCCTTCGTATTTCACATTTCGGACCCCACGGATTACTCACTC

CTAACTCACATTAATTGCGTTGCGCTCACTGCCCGCTTTCCAGTCGGGAAACCTGTCGTGCCAGCTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGC

U T T T
GATTGAGTGTAATTAACGCAACGCGAGTGACGGGCGAAAGGTCAGCCCTTTGGACAGCACGGTCGACGTAATTACTTAGCCGGTTGCGCGCCCCTCTCCG

GGTTTGCGTATTGGGCGCTCTTCCGCTTCCTCGCTCACTGACTCGCTGCGCTCGGTCGTTCGGCTGCGGCGAGCGGTATCAGCTCACTCAAAGGCGGTAA

o LR T T T T T T T
CCAAACGCATAACCCGCGAGAAGGCGAAGGAGCGAGTGACTGAGCGACGCGAGCCAGCAAGCCGACGCCGCTCGCCATAGTCGAGTGAGTTTCCGCCATT

Pcil
Aflil

TACGGTTATCCACAGAATCAGGGGATAACGCAGGAAAGAACATGTGAGCAAAAGGCCAGCAAAAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGTT

e T T T T T T T
ATGCCAATAGGTGTCTTAGTCCCCTATTGCGTCCTTTCTTGTACACTCGTTTTCCGGTCGTTTTCCGGTCCTTGGCATTTTTCCGGCGCAACGACCGCAA

TTTCCATAGGCTCCGCCCCCCTGACGAGCATCACAAAAATCGACGCTCAAGTCAGAGGTGGCGAAACCCGACAGGACTATAAAGATACCAGGCGTTTCCC
1 ] ] ] ] ] ] ] ] ]

U T
AAAGGTATCCGAGGCGGGGGGACTGCTCGTAGTGTTTTTAGCTGCGAGTTCAGTCTCCACCGCTTTGGGCTGTCCTGATATTTCTATGGTCCGCAAAGGG

CCTGGAAGCTCCCTCGTGCGCTCTCCTGTTCCGACCCTGCCGCTTACCGGATACCTGTCCGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTCATAGCT

e I I I I I I I I I
GGACCTTCGAGGGAGCACGCGAGAGGACAAGGCTGGGACGGCGAATGGCCTATGGACAGGCGGAAAGAGGGAAGCCCTTCGCACCGCGAAAGAGTATCGA

CACGCTGTAGGTATCTCAGTTCGGTGTAGGTCGTTCGCTCCAAGCTGGGCTGTGTGCACGAACCCCCCGTTCAGCCCGACCGCTGCGCCTTATCCGGTAA

1 1
GTGCGACATCCATAGAGTCAAGCCACATCCAGCAAGCGAGGTTCGACCCGACACACGTGCTTGGGGGGCAAGTCGGGCTGGCGACGCGGAATAGGCCATT

CTATCGTCTTGAGTCCAACCCGGTAAGACACGACTTATCGCCACTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGCGAGGTATGTAGGCGGTGCTACA

U T T
GATAGCAGAACTCAGGTTGGGCCATTCTGTGCTGAATAGCGGTGACCGTCGTCGGTGACCATTGTCCTAATCGTCTCGCTCCATACATCCGCCACGATGT

GAGTTCTTGAAGTGGTGGCCTAACTACGGCTACACTAGAAGGACAGTATTTGGTATCTGCGCTCTGCTGAAGCCAGTTACCTTCGGAAAAAGAGTTGGTA

T T T T T T T T
CTCAAGAACTTCACCACCGGATTGATGCCGATGTGATCTTCCTGTCATAAACCATAGACGCGAGACGACTTCGGTCAATGGAAGCCTTTTTCTCAACCAT

GCTCTTGATCCGGCAAACAAACCACCGCTGGTAGCGGTGGTTTTTTTGTTTGCAAGCAGCAGATTACGCGCAGAAAAAAAGGATCTCAAGAAGATCCTTT

U T T T T
CGAGAACTAGGCCGTTTGTTTGGTGGCGACCATCGCCACCAAAAAAACAAACGTTCGTCGTCTAATGCGCGTCTTTTTTTCCTAGAGTTCTTCTAGGAAA

GATCTTTTCTACGGGGTCTGACGCTCAGTGGAACGAAAACTCACGTTAAGGGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGATCCTTTTA

U T T T T LR L UL T
CTAGAAAAGATGCCCCAGACTGCGAGTCACCTTGCTTTTGAGTGCAATTCCCTAAAACCAGTACTCTAATAGTTTTTCCTAGAAGTGGATCTAGGAAAAT

AATTAAAAATGAAGTTTTAAATCAATCTAAAGTATATATGAGTAAACTTGGTCTGACAGTTACCAATGCTTAATCAGTGAGGCACCTATCTCAGCGATCT

LR T T
TTAATTTTTACTTCAAAATTTAGTTAGATTTCATATATACTCATTTGAACCAGACTGTCAATGGTTACGAATTAGTCACTCCGTGGATAGAGTCGCTAGA
Amp Res
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GTCTATTTCGTTCATCCATAGTTGCCTGACTCCCCGTCGTGTAGATAACTACGATACGGGAGGGCTTACCATCTGGCCCCAGTGCTGCAATGATACCGCG

T T T T
CAGATAAAGCAAGTAGGTATCAACGGACTGAGGGGCAGCACATCTATTGATGCTATGCCCTCCCGAATGGTAGACCGGGGTCACGACGTTACTATGGCGC
Amp Res

AGACCCACGCTCACCGGCTCCAGATTTATCAGCAATAAACCAGCCAGCCGGAAGGGCCGAGCGCAGAAGTGGTCCTGCAACTTTATCCGCCTCCATCCAG

T T
TCTGGGTGCGAGTGGCCGAGGTCTAAATAGTCGTTATTTGGTCGGTCGGCCTTCCCGGCTCGCGTCTTCACCAGGACGTTGAAATAGGCGGAGGTAGGTC
Amp Res

TCTATTAATTGTTGCCGGGAAGCTAGAGTAAGTAGTTCGCCAGTTAATAGTTTGCGCAACGTTGTTGCCATTGCTACAGGCATCGTGGTGTCACGCTCGT

t T
AGATAATTAACAACGGCCCTTCGATCTCATTCATCAAGCGGTCAATTATCAAACGCGTTGCAACAACGGTAACGATGTCCGTAGCACCACAGTGCGAGCA
Amp Res

CGTTTGGTATGGCTTCATTCAGCTCCGGTTCCCAACGATCAAGGCGAGTTACATGATCCCCCATGTTGTGCAAAAAAGCGGTTAGCTCCTTCGGTCCTCC

H I I I
GCAAACCATACCGAAGTAAGTCGAGGCCAAGGGTTGCTAGTTCCGCTCAATGTACTAGGGGGTACAACACGTTTTTTCGCCAATCGAGGAAGCCAGGAGG
Amp Res

GATCGTTGTCAGAAGTAAGTTGGCCGCAGTGTTATCACTCATGGTTATGGCAGCACTGCATAATTCTCTTACTGTCATGCCATCCGTAAGATGCTTTTCT

T T T T
CTAGCAACAGTCTTCATTCAACCGGCGTCACAATAGTGAGTACCAATACCGTCGTGACGTATTAAGAGAATGACAGTACGGTAGGCATTCTACGAAAAGA
Amp Res

Scal

GTGACTGGTGAGTACTCAACCAAGTCATTCTGAGAATAGTGTATGCGGCGACCGAGTTGCTCTTGCCCGGCGTCAATACGGGATAATACCGCGCCACATA

T T
CACTGACCACTCATGAGTTGGTTCAGTAAGACTCTTATCACATACGCCGCTGGCTCAACGAGAACGGGCCGCAGTTATGCCCTATTATGGCGCGGTGTAT
Amp Res

GCAGAACTTTAAAAGTGCTCATCATTGGAAAACGTTCTTCGGGGCGAAAACTCTCAAGGATCTTACCGCTGTTGAGATCCAGTTCGATGTAACCCACTCG

T
CGTCTTGAAATTTTCACGAGTAGTAACCTTTTGCAAGAAGCCCCGCTTTTGAGAGTTCCTAGAATGGCGACAACTCTAGGTCAAGCTACATTGGGTGAGC
Amp Res

TGCACCCAACTGATCTTCAGCATCTTTTACTTTCACCAGCGTTTCTGGGTGAGCAAAAACAGGAAGGCAAAATGCCGCAAAAAAGGGAATAAGGGCGACA

T T
ACGTGGGTTGACTAGAAGTCGTAGAAAATGAAAGTGGTCGCAAAGACCCACTCGTTTTTGTCCTTCCGTTTTACGGCGTTTTTTCCCTTATTCCCGCTGT
Amp Res

CGGAAATGTTGAATACTCATACTCTTCCTTTTTCAATATTATTGAAGCATTTATCAGGGTTATTGTCTCATGAGCGGATACATATTTGAATGTATTTAGA

U T T T T
GCCTTTACAACTTATGAGTATGAGAAGGAAAAAGTTATAATAACTTCGTAAATAGTCCCAATAACAGAGTACTCGCCTATGTATAAACTTACATAAATCT
Amp Res

AAAATAAACAAATAGGGGTTCCGCGCACATTTCCCCGAAAAGTGCCACCTGACGTCTAAGAAACCATTATTATCATGACATTAACCTATAAAAATAGGCG

1 1 1
TTTTATTTGTTTATCCCCAAGGCGCGTGTAAAGGGGCTTTTCACGGTGGACTGCAGATTCTTTGGTAATAATAGTACTGTAATTGGATATTTTTATCCGC

TATCACGAGGCCCTTTCGTCTCGCGCGTTTCGGTGATGACGGTGAAAACCTCTGACACATGCAGCTCCCGGAGACGGTCACAGCTTGTCTGTAAGCGGAT

1 1 1 LR U 1 1 1
ATAGTGCTCCGGGAAAGCAGAGCGCGCAAAGCCACTACTGCCACTTTTGGAGACTGTGTACGTCGAGGGCCTCTGCCAGTGTCGAACAGACATTCGCCTA
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GCCGGGAGCAGACAAGCCCGTCAGGGCGCGTCAGCGGGTGTTGGCGGGTGTCGGGGCTGGCTTAACTATGCGGCATCAGAGCAGATTGTACTGAGAGTGC

e I I I I I I I
CGGCCCTCGTCTGTTCGGGCAGTCCCGCGCAGTCGCCCACAACCGCCCACAGCCCCGACCGAATTGATACGCCGTAGTCTCGTCTAACATGACTCTCACG

Ndel

ACCATATGCGGTGTGAAATACCGCACAGATGCGTAAGGAGAAAATACCGCATCAGGCGCCATTCGCCATTCAGGCTGCGCAACTGTTGGGAAGGGCGATC

I T T
TGGTATACGCCACACTTTATGGCGTGTCTACGCATTCCTCTTTTATGGCGTAGTCCGCGGTAAGCGGTAAGTCCGACGCGTTGACAACCCTTCCCGCTAG

GGTGCGGGCCTCTTCGCTATTACGCCAGCTGGCGAAAGGGGGATGTGCTGCAAGGCGATTAAGTTGGGTAACGCCAGGGTTTTCCCAGTCACGACGTTGT

CCACGCCCGGAGAAGCGATAATGCGGTCGACCGCTTTCCCCCTACACGACGTTCCGCTAATTCAACCCATTGCGGTCCCAAAAGGGTCAGTGCTGCAACA

AAAACGACGGCGCAAGGAATGGTGCATGCAAGGAGATGGCGCCCAACAGTCCCCCGGCCACGGGGCCTGCCACCATACCCACGCCGAAACAAGCGCTCAT

I e B o L L L B
TTTTGCTGCCGCGTTCCTTACCACGTACGTTCCTCTACCGCGGGTTGTCAGGGGGCCGGTGCCCCGGACGGTGGTATGGGTGCGGCTTTGTTCGCGAGTA

SgrAl

GAGCCCGAAGTGGCGAGCCCGATCTTCCCCATCGGTGATGTCGGCGATATAGGCGCCAGCAACCGCACCTGTGGCGCCGGTGATGCCGGCCACGATGCGT

CTCGGGCTTCACCGCTCGGGCTAGAAGGGGTAGCCACTACAGCCGCTATATCCGCGGTCGTTGGCGTGGACACCGCGGCCACTACGGCCGGTGCTACGCA

CCGGCGTAGAGGCGATTAGTCCAATTTGTTAAAGACAGGATATCAGTGGTCCAGGCTCTAGTTTTGACTCAACAATATCACCAGCTGAAGCCTATAGAGT

—— } } } } e }
GGCCGCATCTCCGCTAATCAGGTTAAACAATTTCTGTCCTATAGTCACCAGGTCCGAGATCAAAACTGAGTTGTTATAGTGGTCGACTTCGGATATCTCA
1 ] ] ]

ACGAGCCATAGATAAAATAAAAGATTTTATTTAGTCTCCAGAAAAAGGGGGGAA

TGCTCGGTATCTATTTTATTTTCTAAAATAAATCAGAGGTCTTTTTCCCCCCTT
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