WO 2012/151451 PCT/US2012/036412
179
FiG. 1
PKR PKR PR : PR PKR PKR PKR PKR
WY (RS10Q IR532W {TIB4W ] §63328 i G3I64D | G37E | R4THH
% Aet. | % Act. | % Act. | % Ast. | ACBD ;| ACS50 | AC50 | ACS50 | ACS0 | ACS0 | AU50 § ACS0
Structure R510Q {R532W T384W] WT (M) | (uM) (i) | ey () i) | (uM) | (p)
B B B #
8 B 8 B
R |8 18 |8
8 +] B B CcC BB BB cC AA
8 B B B
B B B B AA 8B AA AA Bg BB cC AA
8 B B 8
B | B | B | B P | oAa oA 8B AR
31 B B B
B B 8 B




AA

PCT/US2012/036412

BB
BB

AR
CC

AA

AA

AA

AA
Al

BB
AA

AA

AA

AA

AA

[<a]

(as]

WO 2012/151451

Gt

{

B

£

AA AA

BB

H,:';'.}




WO 2012/151451 PCT/US2012/036412

3%
FiG 1
] B B 8 BB CC AR BB
B B8 B B AA AA BB AA

B B 8 8

B | B 1 B I A | AAloBE L AN oAA Y AA | OB

o

"\A,,,,




PCT/US2012/036412

WO 2012/151451

FIG.0 1

AA

BB

oe

AR

n
¥

!

cC

A

<C

A

A

B

B




WO 2012/151451

PCT/US2012/036412

B B B B
B A g8 8
8 A ) A
B B8 A A
) A ] A
B A A A
T
g8 A 8 A
B 8 B 8
8 B 8 g
3.
8 8 ] 8
B ] B8 8




WO 2012/151451 PCT/US2012/036412

,
fe)
i
s
5o

"l
o)
o~
[

A A A A

B 8§ 2 B
B 8 & B
B A A A




WO 2012/151451

N

PCT/US2012/036412

B B 8 B
A & g CATOVR AN NN CTRURTAN SN N A SV
g B & B
B g B B
B B B B
B B B B
B B8 B B
8 A A A
8 A A A
g A A A
B A A A




pesd

C

¢

PCT/US2012/036412

CC

B8
BB

B8
AA

847

I3

s 3

<L i< <L 3 [xal o3 faal exd [=2] 2} 2]
<f < (=4 o0 [25] o0 ) 8 [se] ol [as

= <L <%, (o3 [xe} o 0 o =} fas]

X3 fasl jasd T o w 2] ol =L o

<4

v

WO 2012/151451

¥i




PCT/US2012/036412

< i) 241 [>s} [24) =) o ] A o0 o
<f a5} s} [25] o o o =3} 24} : E [2a)
L < o [xe] o3 < < fo 323 [x9] 24] j=s :
=i} 1 <« o pced < o <% <L o1 Poscs

13,1

WO 2012/151451

I




WO 2012/151451 PCT/US2012/036412

/79

B {8 | 8 | B
B L 6 1 B | 8
8 | B | B | B e | oo

Ry
NS

R

B | B | 8 1 8B
B | B LB {8 e | 1
B I 8 | &8 | B
B i 8 | » | B




WO 2012/151451 PCT/US2012/036412
11/79
FiG, 1
B g 31 3
B B 8 g
B B B | 8
B B 1 A B
B B B 8
2 B B B
g8 8 8 B
A A B A
A A A B
A B B A 4
A B 8 B




PCT/US2012/036412

1S

o0 prost & L <t o o > pec) m o
m Iy b <« ey o) £ o P o3
o m ol < o < P R o g

WO 2012/151451
i

Fi¢

o
M




WO 2012/151451 PCT/US2012/036412
13/
FIG. 1

8 B 8 B
B 8 B 8 oe cC BB
8 B 8 B B3 oe BR 8B
B 8 B B
A A g A

LY N I
2 A 8 A
A B B B
B A 8 A
B &) B 3
B B ] B A4 AA AA 28 AA




WO 2012/151451 PCT/US2012/036412

14/79

: .
2 "'"‘*—»e"N \-i; By o

;
REY @

B B B B o e CC Co
B B B B B3 o 88 B8
Rt o
P N P

H {
IO R e Y
AN N T

<

e

B B B B AA Al AR L AA

B 1 B I 1Bt oaAd AA L AA T AA

B 8 B g
g B | B B
A B B B




PCT/US2012/036412

157

o &3 f<e) oo e < o3 <% <L .
oo £eo3 fon) fu's} [es oo} e <L <5 =
o o o o3 fu'e] o) o <] gon) =4}
o @ o <L o0y o o fox] 23 <L

1

WO 2012/151451

FIG,

7
~




PCT/US2012/036412

WO 2012/151451

ey

)

I+ 0

bt 0

3 [

bt &

3 ¢ )

o D o

o Pl Fox ) P2 w fox} e
£ ] 7 P2 o w m m
Eed fes) mi m o o -1 o)
Pes] P ol w m e e o

S




PCT/US2012/036412

YT

03 0 o o o0 [x's} o s+ P23 =g

WO 2012/151451

G}

T

N




WO 2012/151451 PCT/US2012/036412

18/79
FIG. 1

B B B g

B B B B

8 8 B B CC
g B B B
8 B B B




WO 2012/151451 PCT/US2012/036412

FIG. 1

¢
p >3
(e
o

bre]
[ox]
@<
o

AA €0 1 AA 1 AA

B 1 o8 | B | o8 B {oec | oan iR

RN
R

es]
e
(o]

BB CC BB BB




WO 2012/151451 PCT/US2012/036412
20478
FIG. 1
B i 8 | 8 18 tocico|oBe | oBe
8 8 B B
B B B B e
8 B B B oo ce 28
B 3] K B
s | s |8 |8
B i 5 18 | 8 | aai sl o
o g
R 'J.“}!t St
8 B B B AL AA
B B B B AA AA AA AA
B B C B AA AA
o 2 8 B Al [




PCT/US2012/036412

3 2 2

: 5 : 3

fo] jsnl oo P 3 L3 [ae} anl an o
o [ust [4s] & <% [24] 4] o faad o0
oo e} o3 jss 23] [as] jae} 0 o o
fau] o3 o0 oo ol o3 28] o o] oo

WO 2012/151451

FIG. §




WO 2012/151451 PCT/US2012/036412

g 18 1818
B 18 LA }os
8 B I8 13
B i 8 | A | A
!—'thy‘.%ﬁ FRS N"l'\'\?
»iz)“'(*i“"\‘ L‘*“‘N‘l‘“
) 8 1 B |8 | B | Al ooc | oAA ] A
B | 8 1B | 8
8 | B 18 | B
4
B |8 {8 | @
T "f{t\" r}\ o
2
A L oA LB | B
8 | B | B | ®
S O T




WO 2012/151451 PCT/US2012/036412
274
Mo
B A A B
B A A 5
5 B B 8
3 3 A B
Al A A B
A A A B
B A 1B 8
A A B 8
A A A | B
B B B B
B 8 A B




PCT/US2012/036412

WO 2012/151451

FIG. 1

BB

pzes

as?

g

20

jas]

53

B

B

oo

B




WO 2012/151451 PCT/US2012/036412
25/79
FIGO 1
B B B B
& A 8 B
B g2 g 3
8 8 8 B
2 B8 B B
O 1
L. RO
8 A £ B
B A g B
8 1818 {8
g A B B
B A B A
8 B 8 B




PCT/US2012/036412

WO 2012/151451

2679

AR

By

AR

o

v

B




WO 2012/151451

PCT/US2012/036412

FIG.
B B B B
B B 8 B
B B A B
B B B B
B B A B
B B A B
8 B # B
B & B B
A A 3 B
B A B A
A B B &




WO 2012/151451 PCT/US2012/036412

FIG. |

B I 8 L s 18 i
R N

B 8 | 8 | B

B B 1 8 | &8

B g 1w i s

B 5 | 8 | B

B B { B | B e
B i B I B i

8 B E} 6 ......
AL AL A LA

A LA L A oA




PCT/US2012/036412

WO 2012/151451

0 L < m] < 0 < o m T
.Bp < o e < o <z e o ol
w =4 <L 3 =L o0y <L <% <L <
[24] o a5, fie? [ox] fesd o m =




PCT/US2012/036412

WO 2012/151451

&
& joal s < L < e ==} < <1 fox} i

o < o fss}] fro

. =) =L < =X <L,
<z jee <% a3 <% <L 1 < e <L <
fes) o = o ¢ <L o < o o W

ROy

H




PCT/US2012/036412

WO 2012/151451

{73

L

i

FIG.

A

A

B

B

fe Rt




PCT/US2012/036412

WO 2012/151451

FIG 1

AA

AR

feod

=3

<z

B

A

o]




PCT/US2012/036412

WO 2012/151451

[+

HENS

¥

Al

AA

a8

AA

A

A >

&

ey

o

Brexg

A

A

B

B’

sl
%,




PCT/US2012/036412

WO 2012/151451

i

FIG.

BB

AA

AB

CC

AR

T

fas]

o}

e

B

B

e}




PCT/US2012/036412

WO 2012/151451

AA

&

““““““ z
o f<u] [as] o fad pass o3 [se] o an]
N fas] o0 o ] %3 [ae] ” o jaa] [as]
[24] < <L < =L s Fo3) < <L 2]
o o [=al o o [as] fes o pael fan}




WO 2012/151451 PCT/US2012/036412

A L oB Low o doA
B 4B P oA 1 ¥

4

B A 3 2
B 8 A g
B B 8 B
7%
.55\ ;}‘x
o Lt




WO 2012/151451

FIG. 1

PCT/US2012/036412

[ §o=]

o]

8

8

T

o

N

i 5:&, ~ M,

)

A A
TR

Vg gt

3

B




PCT/US2012/036412

WO 2012/151451

i

FIG,

AA

BB

C

£

8B

Ce

Ce

CC

Bl

x4z

B

&

]

g

8

&




PCT/US2012/036412

WO 2012/151451

bey’ by’ @ < ot ® Fes] Fon) o
Joret foon fe) m M o w 5 o
= [ po i Po) ) < w o
o w < @i I o o) © m




PCT/US2012/036412

WO 2012/151451

79

i

40

301

FI{

[o] =6 o 3 o ) [+
[=5] [<s] o 2+ o~y [on! s
m o fesd o o <z o
foss om [ze} < o =% s

Tl

e




PCT/US2012/036412

WO 2012/151451

41479

FIG B

5]
=]
=)
54
fos! s
i )
< o0
& Fia)
m w ) fou! o) [~e] ot w o = focad
ot o foe) fed =3 3 o] s o o o
faa < [<u] os [+s] faxd fxo] fae] o o0 fas]
ot o) I2a] o o pis m s [ P ot




WO 2012/151451 PCT/US2012/036412

TR S r'*v::j sj‘ j‘

3 Wk, PO T

i o
B B 3 B
B B B A




PCT/US2012/036412

WO 2012/151451

e < o0 m® & o o 2] w fo:
o o m - 3 o o] o m <z
o <t o0 < o m fia] o fed) <
“““““ o o < o at o m s 0 ot




WO 2012/151451

PCT/US2012/036412

24179
FIG. 1
"'*n*‘}
B | A 3 8
L. 8 B
B B 8 E
8 | B 8 1 A
g )
R B | A B
B | A B B
B | A | A &4
B 1A | B L &
8 A LAl
SO G N
A L A L p B
8 A B 1 A




WO 2012/151451 PCT/US2012/036412

# f }
ORI LR N
@ %
3 o Y \
3 SRR LAY 4
N IR
Sasy

A A, 8 g

oo
==}
lox]
s




WO 2012/151451 PCT/US2012/036412

4579
FIG, 3
B A 8 B
B A A 3 I .
' ::;i -~
::!,A\\\,{_,, ST
:\§4\,:5.\\\$_, L
B B B B

B L8 L owlos

]
o>
uiv}
o

B A A A
B A Ji8 A
NE W
X
8 A 5] B




WO 2012/151451 PCT/US2012/036412

FiG. 1

B B B & A7 88 AA AA BB

; A T

I
EZa RN

A i A &




WO 2012/151451

PCT/US2012/036412

48/79
FiG. 1
A ;‘-‘\ 7 A” B
5 A B 5]
7 A B 3] B
2 A 8 B
g A B 8
8 B 8 B A/ AL AA A
B B B B
8 B B B
v \’3’"\::«\"«‘\!
et N "r- z
&
8 8 8 8




PCT/US2012/036412

48/79

WO 2012/151451

RN

'

X

G

N
H

<L

<

o

[=s]

<f

=L

[=e] o 203 fa's} 441 fra} [24] s o =0 s}
o [=5] [aa o [us} [ox] frcas fas] ja sl pexs

4% f=2] fa] o [enk: [xs} o o = <3 o4
[543 o3 4] e} <1 o0 [xo] a4 < fas? <%

R £




PCT/US2012/036412

WO 2012/151451

AA
88

o3 el 2} jaal ixe] o3 o0 oo <7 =5} el
jas) [as} 2} fas} o 4a] o3 jaal (=4 <o) o3
a3} < 2} o [=a} o [=al o <t 28] faal
o <3 =L <L, en} =} o0 o3 = fo-x] f12

4
%
— =
: ;
e 3,
§
= L 4
e R -
7 3

“pred




PCT/US2012/036412

WO 2012/151451

1'79

5t

o o o oo ol 22H] o feus o0 o xe]
o0 o0 [«a] o <o} o3 o 0 o0 o o0
fas} o <L, =4 =L @ =L < < (=Y [2a}
o0 fas] < =L 43} o3 <% =X <L oy &




WO 2012/151451 PCT/US2012/036412

52079

FIG. |
8 B 3 0 NS MUV RUUUUNE NN R N
B B B 3
B 8 B 30 N M. DA NS NN NU N
B B 8 3
B g B g
B B B B
B B B g 1t € | Co
5 B | B B
8 B i B 1 8 | aalBe i oaa
B B 8 3
B B B g




Al

¢

“
o

PCT/US2012/036412

AR

BB

AR

AR

AR

(]
[

AR

s

o

¥

WO 2012/151451

A




PCT/US2012/036412

WO 2012/151451

B

8

A

et

<T

A

A




WO 2012/151451

PCT/US2012/036412

B L8 | B | B
B {8 {8 | B
B | B |8 i B
B 1 8 B | 8
B | B | 8 | 8
s | 8 |8 | B
B | 8B 1 B I B
B 1 s 1 8 | 8B
8 | 3 {8 | B
B | & | A | B




WO 2012/151451

PCT/US2012/036412

FIG. 1 56179
B i 8 L oatos
A L st il oa
Al e {pios
B L 8 1 8 | &
A 1B 1Al
Al s 1Al
Al abaloa
B | 8 | 8 | B
B | A 1l B 1 A




PCT/US2012/036412

WO 2012/151451

FIG. 1

mi o] < Foxd e o o® Pz ] Foia
& <t =z <z 2 =} o -3 jas] <<
a1 o o0 Fox] [as} m [xs} faed o0 [u's]
o< o =% fesd og o o o] o 8

e
Sk

Py

gk




PCT/US2012/036412

WO 2012/151451

58/79

FIG. |

3 2

S 2

8 S

W M ......
<o vu o fox) ] = faa] o peet oY o]
fex1 fes’ 153 prat o o = < foce] @ Fox]
B on w6l 4 [e] o o] o ] < -4
o3 sl B” o fox] [ned o o =4 o

Ny




PCT/US2012/036412

WO 2012/151451

I
‘

59

FIG. 1

CC

A

B

B




PCT/US2012/036412

8B

88

oC

BB

G079

3,

A

A

<L,

8

A

WO 2012/151451

A
B

A




PCT/US2012/036412

WO 2012/151451

FIG. ¥

o

)

g

o

233

A

&

jae]

A

A

Q‘ﬂx‘\v




WO 2012/151451

PCT/US2012/036412

B { B i B | B
B | B I & | B
A I B B | A
A 1B B | B
B { A i 8 | B
B 1 & | 8 | 8
R NS ST NSO N N SN (N S —
8 1 A I B 1 A
R { B | 818
B i Al s | a
8 | a il B lw®




PCT/US2012/036412

WO 2012/151451

f

5379

o)

FIG. 1

fxs}

i

4¢]

@

A

o

16)

o

8

~




PCT/US2012/036412

WO 2012/151451

i

7

e

i

FiG.

oo oo o o L o fon] [xo] [o5] <f
o e £ . < < Y fon < <
0 53 o0 o < < o < < f,
an] Xog e} o <l jasii [s4] o) 0 [a%]




PCT/US2012/036412

WO 2012/151451

63779

TG0 1

AR

4%

8

4]

<L

B

ey

jre]

3




PCT/US2012/036412

WO 2012/151451

A

A

A




PCT/US2012/036412

WO 2012/151451

Al

CC

A

'A

o

A




WO 2012/151451 PCT/US2012/036412
5875
FiG. 1
B B & B
B 8 i 5
8 B 8 #
B 8 g 3 e
A B A A
A B 8 A
A 8 8 B
3 g8 B 8
B 3 g B
8 B B ]
] B | A A




PCT/US2012/036412

WO 2012/151451

[a 5]

A

[=s]

i

A




PCT/US2012/036412

WO 2012/151451

75/79

8

.

A




PCT/US2012/036412

WO 2012/151451

TS

Figid

<

8

<L

B

P03

=

8




PCT/US2012/036412

WO 2012/151451

i

FIG.

¢C

BB

g

[25}

8

P21

ol

A

]




PCT/US2012/036412

[<e] feu] as} 223 fen) [=a] <L <2 f2a] <X <3
=L oo 2} s} o0 o =4 o fa s < =L
<z o fas fea >3 o <L, el <L fas] o]
e 241 o o3 <s3 o} <5 [ae] o5 jas) o

WO 2012/151451

FIG, 1

W

s
£

»

R




PCT/US2012/036412

BB
A
AA

Al
Kl
Al

TR0

8 F 2
2 % =
™ o m o m et m o I o o
<€ bl o & s ® oty ) o o o0
o o w Ee o =] m oy w o o)
o e o pro w2 m o o] o] < &0

Ohidrsd

WO 2012/151451

Fig. 1




PCT/US2012/036412

WO 2012/151451

FIG 1

A

A

"\,

A

A

B

A

A




PCT/US2012/036412

WO 2012/151451

j &
[

BB

o

=d

59

o

£

£e

A

A

.

A

B




PCT/US2012/036412

WO 2012/151451

7479

FiG. 1

B3

(]
()
oo
jaal
jael
o
[as}
2 &
o [xe]
3 3 &
e )
82 =L
o <, ()
o
o
(] M 1 [=o]
= <L o <% o] [as] <L [o5]
=L < <L =L o faa] X3 jas]
jae] <L jau] < = < <I <X
= £y [24] o <z on <f peod
\w\\\\ﬂw‘
Verns
sl z,y
A 4
v
T
o3
-
e
Y ¢
.\wuﬁm
P\\w\..
ey
.EL.\.
£
,.ﬁ\ i




PCT/US2012/036412

WO 2012/151451

o

BB

BB

CC

BB

&

<z

y

A

8

A

it gt

2

=3

N




PCT/US2012/036412

WO 2012/151451

131

¥

< o -z
= w <
I
=
I <5 <
& b ey
mi e ” g
e} s M 1 <L
<L & fae]
=z 2 2 2
£ 3 < o
5 & =z =
< < -
Z = =
jan] [a&] fea) = <3, =L <3 o
0 o o0 - << -5 <} )
o o e <L < <L < =4
=L ] <L ol =% <3, =L <5




