PCT/US2011/052407

WO 2012/640235

TN NN

? /“VV\ BN N N N N N N U N /wm// R R N N N N N Y
Doy B S W 00 N S N AN O N - o ., "
AR Lo E S E S D e U T e . BN 5 m;./;/./ // // ¥ ey

o

& o) o 3 ~

o = I -— [

-~ - ~ -~ -

W. ‘l/ Y J, 1/( A \,/NNIMN.N Mf-“hh\h\\\\.\\\\\\\\N.\NNN-N\.\ w\\\\\w\..vw. N\N\\\\\\\\N‘\‘ﬁ\.\<)\.\‘\< 4\4\<\.\q\.\NN*‘G\*&\N.\.\AKANAWH LG AL IL. VI P 92 92 34 8 3010 08 ) 5
i < DN 0 W G aA\u\vNR, L i ot o R TR KN
o 5 -~ <

©
il 8 R
Aaa -— - m

1/31

v. ol 7 L L et
i T TR
fﬁﬁggpgfééég/g&g

ARAZAANAT AN SANANATL AN I NARAR NI AKAENY,

OIS A W AN 2 AN

PERH AR NN X ANAAT N A NANAMAT,

FIG. 1C

FIG. 1B

=%« §

AN

o’ PRI+, . el by e oo oo S dner v
L ldddmtn e LL L L L L L L L L]

TRl L P S YA M b o B e e AT

S /,Asal. Q

X 5lb§.h.hnnwl‘h‘.n«m WA N NERI SN GAE NAL D,
¥ M A Sl Al 7 TR L S S

SR R NS

S R PO DDOTID, TEH I ggg

ARy AR SRR NN 52 S RIS
N T T T e O S




PCT/US2011/052407

WO 2012/040235

2/31

S e B N, TN T s

NN

D e VOIS SIS

ALLLEL XAEELXZL EXYY rL
£,

..-1

", e, N, ., .
AR ATR AR Y

S ﬁ»wﬁ#hrﬁﬂﬁ/a#

™,

A.A.aaﬁﬁ\\\x\\\\ VDI IO

106 —f

100

[~ 108s

’\/ 105a

SRR RN %
g\%\&.ﬁ. a%Tw.wNNNNJW. Frry f..:s o /./. WY .Vmﬁm./\
y

\ |
EESSNY SO ———

110

,OOOOOOOOOOOO//OO/A, y

v~ ~—105b

N

BN TSI IO IOIIIEIIIA

e L LLLLLLLT T LT LT LLLLLLLLLLL L,

FIG. 2D

FIG. 1D



PCT/US2011/052407

WO 2012/040235

N 0 0 U 0 0 0, O M O 0 R
N T U N N N N WU W W WP N ; W W. B , 5, , n N e
BN RN : R 478 a .ﬁ..t...2.t.s..h&i&&\?\fﬂk&.&ﬂ”ﬂ&mm L D s e e e e

~; // Y / / g ../ NN P 5\.:..wq..J:m.».\....N\NNNNNNNNNNNN&NN&NNNNNNW..N\'.\\N@N \m\\ \\\ﬁﬁﬁhﬁﬁﬂ&/ﬁ&/&ﬂﬂﬁhﬁ
=
S

2, AP ALY AR LT v AT
R O R IR AN YRR I GG RO, W Q g/ , "
LIl..l.lil.(l.P\l\.lii.\i.illiilill;g u?r 2 %

R R R L

3/31

‘.\lull.....!.l...l...ilu .
AP, AT DI b

R L2 T A DS e e I £ IS

FIG. 2C

FIG. 2

g . D e iy
T IR

T

FEC— TN NRINOENAENSNA

O el SRR N e Y AT
A TmEEy RN 8

O O S AR 0RO 2o




4/31

35t —

s

% 35 — AN
7 /
35t
\
/’/ /30 - /%
- 33
3;~ 25h
7
%\/10’[ ?

]

-

AL
NES

RN
5&

AN

RSN

g
O
'gﬁ\\
Y
SR
A\

7t \/
25

10g

SANNNRENAA RN RSN




PCT/US2011/052407
205h 215h

5/31

WO 2012/040235

A

Vs s
Jz\\\\mm/J \n.w
(TN LL

/féé{/gfgfﬁéféﬂﬂﬁ’f/é/frlm&v//ér?f/{ﬁ!
LT (T T i L ey EETYTIIVEFT) 7

PEEESLOLIA I

2L 1287 7 AVESAISCACELLORELIT TSI VASEXATHIES SUREETLAETLLL. .
CH T T TS 2 DI Ax?/ﬂ.%d/é;,%//f/@/ﬁ/fﬂﬁ%%ﬁx S
V R .
Byl
w0
o
N

ggfg/fgffgfé o O3 g//gffgfgfi N

FIG. 4B

2108 —

8 o 8
~ S »
/ o) Qo - o~ ~ & 8 0O 2
2] o o o N o = N
Q - — ~ NN
N o~ (al}
— e, |// - . ..N ~— r/Jm
f ; V -, Y H/./N/\.“///NU.//IWI/.. SRS
: N R AN NN NN AN A 3 ANNVORNRNG SANNRIEN
"

]
o
!
o

RN

FIG. 5D

FIG. 4A



WO 2012/040235 PCT/US2011/052407

6/31

FIG. 4D




WO 2012/040235

7/31

A A

B | E?
/f

) i
y/
FIG. 5C
/ [\ / [\
FIG.5A  FIG. 5B

/

=

%s\

\

FIG. 5E

PCT/US2011/052407

FIG. 5F



PCT/US2011/052407

e N L N NN

‘ D
S o
2. 82 3 ¥

~a o ¥ o @

o 8 S
I ™

J/.zl_ﬁ-ﬂ... mewﬂﬂxx&,ﬂféé; ﬁgzggfﬁﬁxﬁég? —
o)
|r\/ g f 8
@ )
A .m\ s %\s&%\u gl yuhgf}lzkﬁg,a\xxx@ﬁﬁﬁﬁﬁm . .
S o e e s R RN
(@] o Q ~
e Q. . )
0w S a o ®» S & ®
PN L = O po s 0 Q
Q AR B g 4 e 9 0 3
N b (]
v/ £ 5 & 7 8§ =
o
(ap]

o \

\%.%%%%%\\%\%?E;P \\x%%\?ik&

FIG. 6C

FWG.GB

WO 2012/040235

‘aaaei e

P,

m 2 ) ,

O v o o Q M
3 S O I~ 5 S 9
o) 0 5 ® ™ ™ ™ p %}

» 2 5 S oD o

L3¢ ™ o o O ()

™ N

N

i

FIG. 6A



WO 2012/040235

305d

3350

9/31

321

PCT/US2011/052407

322

FIG. 6E



PCT/US2011/052407

WO 2012/040235

405r
418
430b

405p
430n

430h

’\«416

_ )\ )
- s N7
\““‘:ﬁmwww.%mwwm%mwva 7

FIG. 7C

—
411~

J 4102
\\f430

,wy/mw/vvw/v%%%w/. 7/ e o NN g

I r_ 1% I NI NUK SEE NN N L SN NUE NN NRE MR MUK RN OMEBE N XSXUUARTRANNNNRR frxx//x/f///////.%rfé./ﬁ/py

,_ I-7
O
L

10/31

NS N B R B M WS B lﬁ'ﬁlﬂ.! - ..Il.!z’.”;’lr T =0 n./ ﬁ?éxwﬂ' /ﬁ??/??f?fzrﬁﬁ //y ALY
0 o o
0 3 e 7] pe) o -
(=] < < (=} w0 Yo} o
/! s s - s
o
3 g
/ <
NL /\J o .
o O 33
3] K] 0 O
0 0 < <t

407b

59 on
o 0
<r o
¢ <

AN ﬁ%%,xﬁQ§$@sx&®§@:@nw

FIG. 7A

AR Rty /«.\\\\\\\ Yo

EIASASARNHANE A




PCT/US2011/052407

WO 2012/040235

11/31

f.mhwﬂL/.,.. : &ﬁ?&\\\\\\\\\\\ﬁ ,.wm.«,ﬁm\&ﬂuﬁ\%&&&&ﬁm&ﬁo«k&\\x\%\u\\w\\.%&q\w&«\.w\\%w
N o gyt R AR AR 52

3 PN
SRR

T § ) v%\m ﬁaﬁ;l‘ \‘“’\‘\\N\\\\a\\\\h\\\.\\b\.\hlﬁ%ﬂ“ﬂﬁﬂvﬂﬂhﬁwgg.ﬂr..

o N E R N N R ) ...‘F.«ma51/5#5?5._......?Sw’r//Myf,.f/v/

-_—

O T, W U, . e U .. WD e, V. W S e P W S S e, P - T e, AL\ A8
f [ o S S Sty T DA RN B W W WAL W W M M BN WM MR MRS ;e UM R R O g
LA L T S S a7 ez b 37 77 757 P2 D D dr Ie Do o P 7o s b 7% 7 0 2 7 87 27 27 7 I D o Py et P B P SN AR DY

LERARR AR R R AR

A 1 PP R AR T A I LSS 33 A I AR NS L LA LA NI LA R N (ISP
R e e TR A S T s

R R
DN N A e SR VR R

B e e

R B e e

IILALIIAL VOITIEELLEN
e " ol = T iyeniaas e S S RIS — ==

e

izild

LIS TELTES I ST TETTE LA EITEE SIS SIS \\\.\\&\S\\s\\\\.\h\\hw@%uummwwm.mwﬂ,«mﬁ?g#%é
.Il K ¥ N _P K _§ % B ¥ ¥ A 3 l..’ Y. % | ran-.r‘uv.//ff/.;...e,r/’./fﬁ»ﬁffygw,b?../ﬂn?éﬂ&—%%%'

e, v . |

AAAATLY T s, e e o= iy o o9 S 5 S A I I AT IELHEL S 2 s % o2y AN
{ 'R -@Mﬂﬁm%uﬁwwz %r&%.ﬂn/ﬂ%ffrxﬂr% /e £ ST T T
TR TR TETaNSSTL SR IR S e — . e

A AR R A T R TR T NI T A I AL

ey PSS

RN, SN S ) LTI LS PISIELD,

SRR

A o O b et rmes ST 0
o
[Te}
<t

AR TR L L LT ET FF T FET T T T E 7 T Errress
N o w s i v L AL it eee
privaghedrigtimgnaisshefnafonigdenimaprinotnmpaduglng - e nc e e IR -, N

) [y
2 Jox\\k\\\h&

N g D e A SR
“wbvwzw,&ww./ - %r/%/v/ PARA SRR A AR SRR
ETTrr e — e ANANN

e e e S S E e

e N A A £ . R T L T P . L "L W T e . T ke A A

I Y J’:"u"""‘r"r’a’.‘u”l"jdd‘h‘n'l".u AR
T Fe s e e e o 2 o 7 7 A I T e 7 7 7 8 7 B e AL

@WM.MNN R R
(o] (o]

SRS (=5

TR e v

lﬂrﬂﬂqmrﬂlﬁﬁ\\l\\\%\\.\\&ﬂmﬁﬁH.ﬂnN«ﬂmm&wﬁN&\%%%m&%&%&\\@@w%mﬁ%&%\&&.@x AL

eV e R At ot P A AP A T P e e T o T P ST
e e e e e v e e S

BZTEZT LA TETTELTTELTELTETTETTEETE LT LT ELTELTELTELTETHEETELE 2 0 el AN —
s N LK K & E S & _ 8 _¢ 4 _&§ A K _ % & 1 & 3} & T -VMPAJlﬂ.‘v.a.flrvfrffff#yierrf/?\ffty/é?///fﬁfﬂrz ’,’

L . e Tl g

TP, NN e R e e T e Ty AN
. §.§ A %&%&%A%A%\\\\\\\\\&\k\bﬂ\\\\h\\\\\h.;M.a.ﬂ.a.-ﬁnwﬁ.ﬂ %ﬁ?fﬁ% )
ST g 2

e e = vyl A o S R LR

rr s EieerifIALL 72,

FIG. 8B FIG. 8C FIG. 8D

FIG. 8A



WO 2012/040235 PCT/US2011/052407

700

T\

% 4 732i
N-‘_ _" l -
T 735 y

733

I\G/
~J
w
&

\

AN
W

b//br[lo b’ I’K]/ /"//7]

LLLLS L

SN,
!
j
1
T S —

NN
xn\l'&n )
V/ // WNQIUO:E [0 0!/ C,/ o4 9:., f/ .Z“ Z/}

L] 7se
oF] ] oF N Itg
] | ] 717 S
| 1 | ) \/
1755 / Z/K bt %
2 \Zf"’751 1SN /J\/( 734 - n} / 1§
- =N 710 710p Ly %
750 745 73714
g Z 734 /g 7
/ 4
(_710 735 ~ AN 734 77
735 790 705 4@3%

FIG.9A  FIG. 9B FIG. 9C FIG. 9D



WO 2012/040235 PCT/US2011/052407

y
Py
— 725u

736
i

/)
’ %
738 7
S/
S
} ~ 725p
720s \ﬂ%? /‘
{ A
[ BN
R §
) bm/
725s fm‘“Q o
R
! 0
7271 —R \
D
=7
A ON
R
IS S
7250 AN S
706 5
~
725¢ ~ D
) i

} _~706!

N
s
N




WO 2012/040235 PCT/US2011/052407

14/31
=]

| ek

7000 B
N\ | |
\-735 | g |
— 737 | H BN

\|

| 720 | |

— 736 | |
=G

— 731p | |

1|1
|
| |

|

1£X1141

ITHITS

T

& 4
1
Y f
/N

I —

all
|

ll'
7l
|
1
|

100

PN




WO 2012/040235 PCT/US2011/052407
1100 1115s 15/31
NVRY 1126 % % 01
%} 1115p~/" /‘\ N-1108h .
\\: Z //)ls Q/ ¢
1107b — ) %5 P il 1110 10
EN . 5 :
8 1110u  ER z e
1D VA 11D g
A2 iz =% RON1140r
2| 1125 —F0 g
L] I /b
Y 135 ER g
% N ‘ R g
NE Z A~11050 O
1105a — 8 s 11061
1105 - 1115 /2
1108b Y D N tt10b
11055 Ay <
;.e f@
Qg\—moz
Qé 1140}9,(?Ib 1105s
7 /B
/ H 1108t/}
%z g
. A Z
/& 1105u §/ H 145
\ 1106’§Ef 141 ~[ g /\1105,3
1108u—N | g R
y v 105 [ 1130 —4
: Y 1120p ¥
/k 1110 Al
g {/
l 11110 PN
' 0
ME |/ H4H ME
} 1109\_§/ 105 o
: H  1105c—] /
1111a A Z 5
o 111a b 29 —
1108h O v /
Q 140 i\ "“11110 % 1105r
cHD g 2 A
Q : A~ 1110 £ — 1107p ]
S 1115 i / QY 1140r~{
% f~1108n B



WO 2012/040235 PCT/US2011/052407

16/31

1105r

710

710p

7 FIG. 12C



PCT/US2011/052407

WO 2012/040235

17/31

= y

W o¥.e, cS\\ss\:I...u.ﬂ..:NMﬂ.ﬂMw VoW oW oW o N o WY 0 WY o} / //

//MN
R
ALLTALTIA TRLTANEUALAREEVATARVA ST ULA AU USRAELAR SRR AN ALCCRRTOCINS TN LLLALAANAY

7. Ee RS AR s o Ez///f,_rvo« R e ;Eu%ﬁu o e RO R o:q// NN

= ;»?/W/A N
N

I\
A

AN

S SR N NN NN

NG
’ N
v PRI ///zz ULI)LLIIIIIIT ) S—q . O Y.

.r/////////////////é \\\\ /////////’//////55—5frﬂf«rfﬂr\r\rgﬁhﬁhﬂaﬁhﬁhﬁﬁfﬁ54ﬂﬂ/§f¢5’f5‘5

ARt toreees

A2 L L2 2 L3 D Llas.
AVARANY A\ i\ b\

BR300
SRR R
v%%‘».»oo%oo%.ooo%

|
R mene AMMARAANNRNNNNRY 7"//////////////////‘!‘5’ft‘fftfffffﬂ"f’z5'55555 "E@ AAAY
\\\\\\\\\\\\\\\xﬁ5\\\\\\\ T L LA Q [o'4 o .Il/

P

M-700~"

AT — 1100 — AT
1150 —AN

= = J

Ji
i b %ﬁu %u
7. 7 2L A
U e S S SRR _QEE%E L O T N W e X S

tatesetattets,
SGRARXN
S

l!lll!illP!Illilln!lll!!'llllllﬂi ‘é v f’f'ff””’fff”’f”’ff"f"'f"ff’ffffff’f'fff"f”fd”f”’ffff’f”fﬂ’f’"’!’f”f"f"'f”f’ff'”"f"ff’g”’f"f"‘f"f””’f’ff’f"!
-::tu‘ﬁ‘- m._\§§=-vv~§=%vvvvvv§\s\\vvvwvgo<o<ar<. LI JeMsR el e RoNL ¢ HL o MA'e
////é,}/ NSt ea e J W ﬁ A
\\ by ;u‘ ///T & /\
B
\N\\\N RE \\\\\\\\\\\ v X

Ve A ~
N 1 § ~ ‘_
7 .

FIG. 12D

FIG. 128

FIG. 12A



PCT/US2011/052407

N

LA -

u".. \"V\ilili!lh.l [] ALLLEIIOOIIINIE) DN e Ll L) D0 AV ﬂ/ N oW oI oW, o NW,. 0 1.0} X N Q

e O L errr e wwenANANAUARRAAAANN 77 ANARRANARNRNAN e

18/31

¥

o’

FIG. 12F

A

WO 2012/040235

A\ AAANY
NN

X2 N O O Y

O

PrSNNINON
T

FIG. 12E



PCT/US2011/052407
19/31

WO 2012/040235

25353

W/»/ \. ///....n.t.“f-.“. . //..f .:..“f../// " .A.v...f..» rr///v ,mm.\) CRLNRIIRITRIXTINORD Iw“.w. Y ./ // ..... .!f .....4 ) -~ .x\ S 5 . \
N
\

R N R R T K R s R L T U L L LTI L L XX L,

100

i~ 555

J O
H D
0 o
O
Wﬂ T ~< 2 A NN S U W s O

Sy 2 R Ve A e TR O T AP N T .Eﬁwwﬁ\.Q.W\\N\.\k.\Q\wﬁs§§§~55§u§§§.

i - 550t

A W

R Y LLLILIY S LIX LTI H s/.\n‘:.\m‘ QLIRS ILLET ]V J LT T TF TR VAT LI LI LILTAYETALIIRTILSL SIS
" Chac & NSRS RSRE © 4

550
\
, 13E

509p

(o))
wn
(o]
[Te]

o

™~ FIGS. 13D

PRI ’ c ORI MO VO ORI ORI
AN RN AN A A A I AR IO

\i\' 510s
~~ 506
NEN— 5051

O A i e S e

¥

FIG. 13B FIG. 13C

FIG. 13A



PCT/US2011/052407
20/31

WO 2012/040235

T T

TR )

LI NG A2 > A RS e I S S iP5 " (o]
ST 2ot TR I ewel - XE22 77275022 e AN L2 p 5 A2 X g 3 |
A T T B G g i s v N
o / \
Cagd oy - o angd
o 7o) © X O ONKE v ®©
& > o T oo o 2
b © © oo © ©
e L0 Q.
o o (=) Yo} N~
-~ ~ o Q
© © © ©

FIG. 14C

FIG. 14B

FIG. 14A



PCT/US2011/052407

WO 2012/040235

21/31

3

FIG. 15A FIG.15B FIG.15C FIG. 16D



WO 2012/040235 i PCT/US2011/052407

22/31
635 610h 605
/\ 510 > 510h .
= S|
S
N (e
ALY ) (8
505 510g 515 520 505
‘ 635 610g 350 605g
FIG. 13D FIG. 13E FIG. 15E

515 520

—— 505¢g

i
\\
7

FIG. 15F



PCT/US2011/052407

WO 2012/040235

23/31

3 % BB ARERERK 4 g\ 2 ?
oy S

LI APPSO I A PP

i UVRgé«\g&ufwﬁﬂgg&ﬁﬁgg

815¢c
805d
820

805¢ /805 —~805e

825
820p

=) o
o o
Ce 3]

N\

817
805b

8
Q.

(@]
2 &
[+ 0]

LLLLL L E L7

e e

T RS

L IR L A LTI L
< 4 %

T OO

FIG. 16C

FIG. 16B

FIG. 16A



PCT/US2011/052407

WO 2012/040235

24/31

%, H\ ,...4.//..»» x//.,ﬂfrv
» (..

17C

FIG.

965

IR

7!
¢
- %
y
N &
T N R N %, A T RS R 5N R
AEALEEELLARAY %% o G,

I~ 905u, 910t

FIG. 17C

FIG. 18C

FIG. 17B

FIG. 17A



PCT/US2011/052407
25/31

WO 2012/040235

A FO A A A \

\ T T \\\. PP KARNIKNN 5 R ,%n«sﬂﬁaﬁﬁfﬁﬁﬂ RAMANNION

R e T R R e s %§A{
A0 }J O \% AR AROA AN y.? ;».«.Sw ANRX Y
g oY, &P oz ﬂ.\?&ﬂnﬁf&.\w&«&x *.wm“w. N s\hr& A AN AN N AN IR
Q
o »
o

e

:

o e A M s \x o SN NN AN NN AN NNAONAN,

el s

’

ST Nz 4 4 AAINAARRNANANARN SN NAKNN W EE AN e

PAAA IO \\m.!sa,mﬁ‘%% FRRARG M‘mﬁ AR A DA ALRELS LT ILIIH,
H

ORI AN AIARARAR NN AR

g " ; ;
L5 $ 9% J
25 ) «3&.@.«&&» RN O R OO IAN) \%% .«T
H H i w 351 H
7 25 4 ot 47 A4 . I e 2 ooyl \M ik e i YT TS ST S
gy % B R R R A R A N NN AN N NI I NN A AWM N NI NI NNAN

\ 0\ 0\
o (] o L0
(o] Te] [ »
» N

/ , ,Wv\ TR \\ 7 \\ e ymu%»ﬁ%ﬁ%

fﬁ@ﬂ,ﬁw 4.? AR »ﬁy«awa.ﬁ.

L £ 1 0 ae W MI%»?
AR RN NN NN NN NN

\\\«\\_\. £. \\ \\tw\

FIG. 18A FIG. 18B FIG. 18D FIG. 18E



WO 2012/040235 PCT/US2011/052407

26/31

AN /)

1210

1205

FIG. 19



WO 2012/040235 PCT/US2011/052407

27131
— e —] PLC 1070

1000

1065

- ;::B;::;:z ;oaes
106010600~

1085

1050p

7
%

o
.
gt

y
0%

DN i

10451

1025

3 o
.

FE O SRR

FIG. 20A

s
SESS
B
2
ZH

FIG. 20B



WO 2012/040235

1075¢

1050s

v

74

i

] PLC o T
: Y
AAK RN
AAL R
AR 2%
L) "@
A GG
TN R
XD :
ﬁﬁz‘\\
Ry
”
-

v

FIG. 20C

R AR AR

Q‘/Maaaaax?d%":mm 7 mm BBBEEE
R

SRS

%

R R R R R R S G S R R R S Ay
RARRA RN AL D AT D DRI R BLLLG

4
A

R S ST S SIS

X

S
R R R R R Ay R ESIATS
A ‘,‘"\\"\‘ts SNSRI

-1 PLC

PCT/US2011/052407

FIG. 20D

AT TN T I T X

_\{{‘\

RO PBRREE



WO 2012/040235 PCT/US2011/052407

Z — T PLC

1050e

%
B

FIG. 20F

A
S

\ 1PLC

»

25

KR

R

QA K
& S R R S O O A S RS 3 V\Vﬂé\
N R R RN

SR AT

1075¢

FIG. 20E

ﬁQ & & /v XX // Xy

N S R AR AR AR D e A oo DB IR DT DR PI G (BB

L - - ——'1 ?1“‘\
AP % %



WO 2012/040235

30/31

1085b'_\1/085
N 1 1085v

1 T4 \_ 1085h

7

AR RIS

PCT/US2011/052407

FIG. 20H

R

AN

N P,
1 1080 N,
\ \ «ﬁ&@@ﬁ@@@@é‘@ﬁﬁ@@ﬁé‘\@ﬁ@@’ﬁ%ﬁ“@&%‘x\&f‘:@?ﬁ:
‘;\’\ UZDNED NN A Sen S Sunn S ::f,\f
- -t— - R
A A_ A A A4 A 4 A R




PCT/US2011/052407

WO 2012/040235

31/31

PLC

“\n

13050

FIG. 21

1020

s




