PCT/US2010/038996

WO 2010/148203

1/36

I TANODIA

Mueg yueg 189 {——— Z000'SL+080LLH—— non) 113

uononpsuelip )
(N) ZaoA-cov g 162
uonosjsuel ..../
POd®O  zaok-¢ovd

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

2/36

pSOL 000 0L 40 100 [000 10000 045 0N

A

(e} BORBRUBIN0

LO00'SHZ9M
20006125
PODG'G109H
1000°SHZH
Goh-3owd wizay e

Pey

X
3

DOJIUHONIZGH  -»-

% .. LAY /mw
5 ~, L, e,
f > ; ﬂ.f wN..< /
k- 5 ~ . I
’ > Y PRSI 4
> Y =% -
L)
\  E
% w K™
......................... v..::..2..:.:..:..::..:..::..:..::.I.~I.uﬂIIII...WI.MIT\::::::::::::::::
; API ~ S,
: s ~ -LE
% ¥ .. Heo,
B % . 3
B g e
REE IR H
Nl

unsiieturo 01085 § AB/ZOH

08600

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

an-

i

ot

o S CF1-H

e

oy

<«

4041

Tuis

unel awalsuey | ot Ap KGR YT 0R0Rd BT st soyp aey oot lues a3usiaRy | foi pHARaT

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

4/36

s

aouanbes Aroppintis

FUBG 4814

SRR u
gusl seiiny 3
gapEdIal jo uibun 1

(BoLg-£nz1 ) jodifieh .

-6GED) AUB YL OF

Anl

¥

I ! -, \.3“ ] ’ { s
G005 “e

do0ss T daposs e,

~ g .

30009

Ggceeil
(7000761 4R} 2004-20%d
UG EZEHET -,
5,
s due . N
h)

5 .,

s

- {€§06-2288) 200/
~ G5E5 oK

<

0 Sy - a2
et woed due ~ ARL0 EHIT 6
dggoor | ~ Npzpg s
7 dmpe pevE Ay
o [ ] u».(. S e -
o L .

e,

(E85-1 } 0w ANO -

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

5/36

I8 9id

m‘mcw *\ mm,

6 m.‘ ﬁ
mm%

m%ﬂm.@w mJNm \QQ; 0
w.\.. mm ?&%

HOHG N s34 3
m Uf BIGEIIE

GUsh PLATIEE
aauenbas Aot

ig

WO 2010/148203

»)%”.mﬂm. NM.»M.N .wmn. e Wx, N\«Nm\w\%«%«n;}\m m\v ..u
: m 3 T PARTA /TR N
: .m,mm 20 B854 18N
P AN ﬁ% ; P
01 pnog- 4 g8 ﬁ COEHS T
CO8E i 4~ , w.,x?}.\?w w - Ealind
LS ' iizmwn. 158N
N\W.\ﬁm. DN.’ » ﬂ .» WIS
;- 4 FARTILS
N 2 1ol
., g [Grs ]
g g
R . B 4 v %
e, Y I |

Y

o~ . ‘m“.‘m.d's..»

m—_ 1
S T 3
g

- i ﬂ. ﬂa“vhnu ]

15810

ATTETe o , - - s\».i\li‘(\. L
NHN_Q“W};/. SI00H Y T e mmw &

~.
e

. “. 3 . "\ 1; u”. (.(.4.) —
o\ oL Qs N danenni % - /,..,:f!.iiQ wrm sy

e DEYE G
eS80 24T
e 2096 1HSS
20896 14958
,/,,,,,.‘,.m%m 7184
N N.mw 053
NN 4886 11981193

A N EERE 988
Lo 189G ) (m%x L3 JBJOULIG KD N 8296 IS

; Yol ’ \.., . ...r!“« \V»\ wam\ww QGQ
LFE aﬂmu.um L EE IO 00T

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203 PCT/US2010/038996

N R e A T L A R O T AT A I
G OGO CTERCT RGO T AR GACCCC RN LU T TRATITAAY

o Fn:\ ORETR AR CTRTOR T

CEC I ERAAU T UL URL T TR

R NP R TRIY
RGTACRTCA

Wixtes ¥aiViy

PRV TR T. TSNS ROTL p
GEAT U A ThUL AL LA

AT LSRR S TS Ty

T A i
ARATULLLALLL TR ATTATOL LU,

Tttt by tn 'l
f I‘\; N 1

HERRNE LAULILARTHAU

MR 7RI YSTUR  A 'mv A '1 Gl ~'n$. i
! T‘«T

i
r T P
TAGALLRLLY =y

{Wa N Ll L

P (1 B ALEE R R 1 TAARL U '.v")\'ru-w‘w"nmm TSR r\\»l o
AT TR T A AT G AT oI TTIGRCAGT A

PTsE) A;-w-»-"nmm‘-‘w
{ Fm‘.-‘ﬂfnw‘ Al b

|
L

FROTRTR I8 QUDICT R ) AR OO R N e w\;;p FYRSCOYL AN s-. 7\ s-u;;mvsm; IO LI CTR XN DI R “r'\.t\,\- ROV B A
z«‘,M ARG AT T CRAG T TR COCRT TRAT T LA AT T TR T T ;\,,"‘.L.‘,,!‘V‘mﬁlpm LU TN AR R

i a e q.rvv\-\w..' \ % :,\’ AR YR R Y -w:‘ TR R ST I IR
uU-t,m LA fi'.&'a Aratibbl oo tabalir il fﬁ.,b'o tisha ﬁin;im:‘.,ﬂux..ﬂ.,.km LA

: HLC‘”.’](’,QS"“ G

V"‘wvmm
BLCCLTRTT

AT
,1'Fr ,d’“’ 1.2‘(

1"\"! \rnm" '\rﬂﬂn m" ;M i "'w"{"' "“"'{"'» wmnrll { i \Km wT.me I\-N\fﬂ,‘ 'E ‘vwm{n '“P‘“'{‘M
b CELGU T TUU DGt bt L LUt ELALU bt WAL T allabl T

PP TET AR (' 3, VTN SO N o1 "*“ﬂ‘\ HOVR 'T‘x e ‘rpr\(w N IR R BT LML
OGGRAGRCOTTTROCCAG AU GRE HRA L T CEAL LTRSS

SHTLR, ST NI YR T f“‘\f‘r‘»(“\ T -"1“\?’»1{"{1"‘?"""‘ "’f““"“\ r"r'» STITLY ST, Fal oo rardal: KaiatPabe &l "V“mf“‘""’? Iafatsl r'mv"
TRGTGTTRTEACTH LIE&L‘:‘\.- ATCGETACTACTTAGC TAACTAGETCT T ATCTRACGRACCERTG

CE RO R TR mrI 1,

TOGERAGACETOUCAGAGA!

ua

U»,«r 3 vg ~ Miv wwfw-nnn
QISRY CHECCET

'l ""‘ AN H/""ﬂI theh r-mm 'Vwr‘wv PYL Y
LbeiWe

Lhaalalsl il

SRACTGACH

£ 10y m\ AR A " R USIHG T PR A DL AT A KRNI A S NARTNN ST SL ALY mr\;;mnn‘yhn.nﬁ-v:.w
CTRAGTOCARRAATCOCERTCETTY m.nxh\,th\.mw' A T ARG R T AT E TR T GOTAGRRGALGA

. it Ul al

[T Tl dicalalaraialaudralat Tul ". T /“'\"n[‘l't'j"'ﬂ‘- DAY Talat) Al AT TRy a/"j'\"\mf‘” mvrv\rv\vw.
TR AT GO T I TGAR T T T IO T IO AG R TG EACC GAAGTORCGRGCECIC TG TRl EL
R AT Tmr[ I Tx")‘rﬂ‘\r’)‘z T“”T“""""’”"‘”ﬁ”"‘”""‘.”"‘m QR Moy ﬂﬂg‘mmﬂpmwﬂg‘
AGLATUGTIVRIG T AL TR TLCTGERT T nl Ll TALLAL T UL LT AR
st Tt nto Yush PR RSk AR R P Yas Sdng ﬂr-a ey ~"1Nu'1 wvw R AR '-V» i 1\,\\- O VAL PRI ,N‘\”n-» HRETY O RIT,
G abslUTTANS ‘\An‘.,{ AL A T A AR T T A R AT CACTCOGT AR TRTC AR LA MR AGA LG TTOGET T

{ITTPT T g PR w. AT R AT ﬂmm. TR R OISR OO TR PR T
LT SU L DA AT TR A T R A T R R AR AR CA Lo T T AACCRAGA T AT AC QU ARET
T A T T R T T R R AR T U TR s .mm TR T R R
AAGATCASGETY Tﬂnwu. MGG GIATGRACRINCREACCRAGTONCCTR TOARCCTREGERALCCTTREUTTT T,
3 TNRS r‘\ CICRNY RONEIITIITURIIN R S SO I "r"r'»hm N(‘mr‘*ﬂ sl arataFalatyl ﬂmﬂnﬂmﬂﬂm—mr‘» d
ACCCCCCTCOCTGRGTCARGCID T T TRTA LA OO TARGICTCLGIT CTTCCTCCATCCROCCIRTCTOTOCCCCTT G
BT O T PR IS TS SRR (SO R T R q‘: X nﬂ 3L OPRYR LT
BOCTCCTCETICE U TR PO TTTA T AGEICT Jl CUTFOTCTRGG \ﬁ\)w;twf‘;}"}@il

R etk Taal ol Wl ol Was ol B Pa kTl -v}wr\-\ 'v"f\"\rﬂ Ty Y d TR T OO
“‘..l L arbﬁuy‘viul‘.‘ilul‘.‘ htE "l.,l‘.‘u[\.., LGl II. oAU LAY n"..-l.-f'.[v ..-l'.-v[in}\.‘[vC:
VALK TAATAr Falatals! S iata sl Saataraind mnm‘«.@ BTV TR P
FCAGARGCRA LT GE GGG AL CRCAT U RN CCAR TGRTATE T G UTACOTES
r’\[“. PR -"f :"v["if l'ﬁi"h» ""if.u,"\"ﬂ "1*\/\1‘4 ,"V‘\" W;"["i" N,v\y,,( f"{i[‘x‘)ﬁr‘\ o {“/‘\ }d",ﬂ[“(n\ A RIat "1[‘h1\‘§ '1;1‘{1'?“ gy
ALELLA LU T TRGUU A CTLL AU TACUEL TOCDCCTOUCORCAGERGCARRCERACARCTT O TACT . 3¢
T T T T A O T T A T AR R T A A T A T D P T A T T A0 A B SR AT T
CUETTCTCOTOTTCT .'.N‘\,f TRLAAC TR R AR TAATRACTCTTONT TCAALRTCTAGE TARRUTORCAGUTCTRA
[ R AT "‘TY-“FF"*‘T"":‘“'""""‘"‘"‘\" glal A““""m{“"-"iw‘ N.'H, mr'-, i PO ST AN AT A AR AT -,\;’-\', A
TGASTC AT AL AT R A TR AGR O T T AR CA RS TE T TRGORA TG T R O LGACR ACRARY
\| A vﬂﬂ(“mf‘{“ gannca Yatsieh ﬁr’h"bf\{r‘*‘mﬂf‘f‘ir’)"’f’\ﬁ/‘“\ {t‘*:\\[‘:’?.’v{ﬂ(‘ *mrtm‘?nr\ FmMAR D ﬂmr\ﬂnnrw. e talvalaklvalatal
Alnal Ul LRGRY L ot U A R TG CU LU LU EURAL T UL L Ra Tl IU R IS

I "rﬂ'u T I »1

TOGEATTACACCACOCREEURGETREGAACT

PICOCROTIOCTOD
CRCCAGTTECT

e
B3, 7S PN e g ) 3 AN A'a\,’\gj OO T BT 'H\\w\ OO R R TR RS RN ) s
LA (,T‘ T Lardsl RGO AR T T A A G CT AR AR GLA AT AR AR GRAN COARTRRATOT L
(I PO PE A AR i AR D MY T \’mf\m’vr‘vIrn MR R IY AP AT RS A BT »T
i R Aty R Ly P 4 - i N o bt TR R
tuLvlJ“ T Tf’ LMY TI«'"‘\;I«‘ A LS IV AU LAV AL TV VLTRSS '\A\-..u\.uhd LAWY i)\JJ l‘u!u&::\ﬁ ALTAR

nﬂ\ mT‘ nTw- G F‘E‘»‘EH}V'\
t\? 3 4

SN
TOPENCUCAG

‘ W R TN D‘ THEINE RO
Aol \,u. i

Al le’)k L EAABRS

3%
AR

Lo

\;“.“)tﬁ'@ Al

SRR ASE SRR SATRR YN

LR AGALARSLARALALS

mom s
b Dl AL

YN ) T N

q \L LN, -\-\,b.:\. t,

.
Gt

% Y ¢ wn)\m,\, i »mz mwn P

CURARAARUURIEARGACEIONG

FIGURE 3D

T o Ml
!
Wt

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

7/36

WO 2010/148203

N

T

TR g 2 o3 8 o B
Pt = D e L B
£ r% z £ Eey 5 ot )
e [ [ i £ B
L Fees T =g B < ey
AR p] [ B <2 Ty e
Lo e .0 e o) - . L2 o -
D o £ [ T F) T B [ e ey L
TR i w320 — B 8y X 5y LD i SR A s A 1 widy L e
2.5ty T3 [ [y s o A S BT [
— [ £ E S A" S s S S R R R B A e Ly e
S [ Bt ) Lo L5 LI cfh L5 L T B G Lo B S
| S ¢ ] et 5 B oS B 65 L B4 L.y tS L S e B o
G L e e .2 S T2 1O T B A Al LT IR e X mEy ELG
554 B (e L TAY oed, B a3 g 2 Lok T s S o B~ ey el
R A £ [ ] iy P L2 ey LD [y g LD B [
Vet oem £ i) pe s B B s B - 5 R R e B S
oI L2 B w2 e b fC S S R il L £ L 00 I
£y Ea o (5] e ] E s SIS s S s ES e B £5 e
g #y e et L =35 gy L ol o | L.y B Ty e LA I =
~x, T Bt e [l L Lo LD L 0 G T2 e
- ] T e L e R i S S TR A [ o | Ly e T Bl
S T B e Z L - T Ly <> Lo £ Bl
LA £ LA B o) . <20 D I 3 L o LD g L e vH
> L T I ] [ )Hm FURI -] L F s D S [U6Y \‘M fah
> Ty B Dk > L G Ty L Ees L EXr e L U A - .y el e H :
DS e owds LY 4D [ I 33 Ty fly Ty [ ) 5 I ead £ 23 e
ERE o Rt B B 5 o e 5 AL #a [ £5 Dy o5 e iy £
R v S R - G T LR B 5 B T e e nf (=22 LA == o .o e el
A T S v W T B e L Hal B B B Bt P L S
ALy e LD T wdl IO R S [ s B S Sl = S B~ B B
Fomm Ly U L 2 I e VI U T Ty B B2 4D i.r e, L B B DL b
D BT R A O Y T PR s B sl A 4 o e e \Uuw Bt L I SR R ) <.r  Lbx
S A ey B UD 5 [ S PR o B L T e £ = L0 B S T = LD
s [ ] - Lok TS S T S Sl [z S T~ RS b P 2 Wi 3 .3 e
e LD SR I A L \4..@ [ A B i | LIy Ly Ly L =] L B L XD Lo
R B B DD oo [ T B o SH P S T A S o0 .3 LR L Ty L2 .2 L
TF Tty T wi e £ 3 <0 Oy m¥, L5 el [ ST s B} Filie S o4
s £ L5 el o o RS SN O ) <2 [ ST X5 I et i
[t £ Ty £5 on gl T s T en T el T =R S R~ <y E
ey B 4 B B Lt ERS A1 5 L A e 65 3 2 In T4 w3 e
G B G I e [ ] 1 ] i .2 o, LD o [ e
PRI [ ST = S s B ] Lt G T prg e NS o0 T A B U | P I |
[ . Bes L0 Ees D Bt L1 #33 T i) Bt tor LY e Ty Lt
8- o Ly L3 B Bed [ ] s [ os] o A o T A O
£ 3 L i [ £ o #33 ] £ L Ty e £ ra
P Lol SR i B o Lo ] .2 [y PRy Bt O L5 LD <y ik
=¥ iy B U8 <z £ sl 5 s E-1 Ty T e ot e
e g L L] e L X B i e 42 e L) e
LD oy Bt G fur LD L LY 3 L Tt i L8 B Lo Tt
g [ e o Ay [%7) ERY] Es) L Ee U5 sad D ED
el I £ pota) £ L =Y Wiy B Ly oy F B LD
5 g [ [ »35 (X i T L LD E B Fa
£ = [ f = [ v A [SE Iy
o et LIUs =¥ [ [ R R ) |
£y ] () [ il e ) T
#3; = ] T 2 e LD T CEr
o [ide = T3y LOOE ik, £
Ll in iy e Loy D EXNOUN 45
i 5 f] Wi L3 O s [O0s S i
Bi- B e L% L2 X, L0 wig £ 2
Ty T P R woe S T o T 1 5 wrn E0
[T [ [N D R S G S Perdd [
PV Ay £ P 5 S O v N B wr =
LR ] Lo Ld ek, CRr g P -
£ w3 LD =0 [ N R S i G W .
P SR G = 3, o S R e e ] [
L9 E4 2% £ LD B T2 COT Lo B sl [
LIrowdl LD fas} = LG Ve S s B s SR o JE L
5o s I Fioa PR IED NG T s T e S SR e S O B ety
At L5 £ 5 s S~V E s T 0 T s S i R Y4 [y
PO Bes L0 <D oD rly Ly L L2 erh B 0O T fhE
£ .y Ih g [ 7 0 fEm ey ol R B4 ean &1 B o
£ L LD £ LD L) B LD D L mnp B L3 B4 el [
- D ey > Ed L X I Bty L owmi 0w en L0 <
[l S A0 SR # o Loy L5 L Ly s e L B L2 1o el i
=0 B =G 5 £ Y Lo e < £o4Lp BT P B
[P SR L (] Ty SR B £ PRI S5 S R
[ N o By 5.3 Lo & Ly L , N A
[SEIE o B [ o] [t - [ ke S e S R R
AL el L L e 5 e [ ) LU 0 = sl S S

FIGURE 3D (cont’d)
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

A
s

LA
~ 130

| BEien =
h

{
ko

[

£

4 P o

- 5 4

> rum 1)

2 ] £

i Fad 4

LI Lo 3 3]

-3y [ = kd
22 2 ; o X [

4 »F e [ [t
. L e VN 9 LR L]
L B L PR [
LS VI [ [N
=a, LI Red 75 nu. pes}
ERIN LT T D
gt ) f, fed
4 =1 CaoLlg
£ o3 poars
Lo - A el L5
Y - 4 1, LD
BRI g A [ STy
E 2 [+ L L
i L 3 £ ey E2T)
[z gy [ I 3 [
LD o5 Z 7 P
P P i, i< [543
ot o 3 ] i
[ % IS ‘ iy s s
AL L 4 I oL 52 (A%
[SER i il Fed 3 =0
i a5 20 LA LY LIS

e
N
Wyl
TARTY
i

§

AT RLs LY

LA
RN
PUE

-
Fran
[

8

At

v;
3
IS

AL
B
Y
Als
ShA
s
o
i
.A\

s
.
Lt
AT
RN
G
‘,"'
L

o e
»
Lo lLES

AT

{
)
&

i

ARIAE S A
oy
TR
A

Y

&
P

At

2%

L

il
-

At
&
by
e

v
R
£k
7
.
N
LN
e

{

A
~
s I
IO Ch N
A
x
AR
TROCACCTT.
RUCACY
e

&

e T

N T

SR

2R
M s
AT
A
ALLLE
TR
\?{"‘:‘\;
e
i
e,

!
{

>

e

AR

Fore

A

Al
ATTE
~

2t

z

13
x
i

S

Sk
AN
\;“l t )
~
sl
%, T
Lo
RN AR
W LLE

T

oy
Tt
AR
vy ey
B RN I
ia
e

A

[

) TN
LA
[ k'
LTAGE
A
C
f
L

Yataisl
AN
sl
{5
TR
S d
[t..i

[
SR
ALk

t
verls
Ao

U

A

.

o
\f
A
ALY
20

-,

R e
rYals)

I

Sy
L OF o)
NG
T
Lo
e
bt

iy

A
NN T
L

=, 7
&y
3

d)

FIGURE 3D (cont’
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

s fate T o <R T Pt
o 3 =i o (053 o <3 ESE
w83 wreed g o oy ol =3 e e
WL, L2 <. e L2
2 b (5 w2 2
£2-4 [y B-n ¥ £t
i [ £ Lo L)
£ ] LI L 4
[ i L3 L3
[ £ oot f L3
L < b 3 £t it
L€ ! 53 = .3
c [ £ 4 & [
4 el T L fres
e T -xnnw (A i
£ = 2 [ Y5
[ 4 bre e3 ¥ L) £ o
2 UL 2 Lo L2 B
E £ ey |85 2 [ Ly £33 85
| ] |2 L ] Lo g & L L5
(G £ [ 441 Lo 2 =5 T S P £ L1
[ £ <. o4 <Ll 4 5 24 3 i L]
A i < R 7 B Loy el T, [ £ (s
[ o £ [ wil 3 L] Lt £ pe]
AT & - C (S Ly 0 Lt
[0 5] Lo £ Lh L 2 L
e E Foot 555 : % = o
i Py o 5 % n3 0
(= [ [ H] ) £ 3
[ [ g il > 7.3
[ [y v, .2 £
() fret g R ] L]
L g1 7. <z
v O 3 R
4 L. Lo L
£ o Do T2
£i 0 [ > L.
£I3 LY p 2 50
£y £ v L £t
¥ rd
} by
N £t [
+ [ -4 £i-4
[ 5 {258
(22 2 a
iz : L --t
£t {2 o 5
£ #3) L -3
il o -y
£ oy 53
) 5

~

p [ SO &, 4
i3 oo & g
oS [ 0 B
i . [ w21 bl
oz [ 0oL (4] 2
< <L, vt s
It L exl f I
f= (a7 | -3
2.2 [ ) £ ]
s Pt il Feer - {4
P £ v fer o o
S
ot g P et ot vt
5ot =4 e} R At £ g
L -1 Em ¢y Py g g e

FIGURE 3E
SUBSTITUTE SHEET (RULE 26)



WO 2010/148203 PCT/US2010/038996

10/36

R ELUAD ."mr\(\ TaTaTS 'W\m‘;\ QORISR RV R R ST IO IR ) Wf\ IR I Y S0
AUTGAGLCLLLL LiALLUI W TA S \.n. LLARAUGLILL Palsvrlauailas s il el

MRS S ~ ‘,-v M T T PR AT RS AT B
N 5 S el gL Al <~,.‘.r.\ Vi pa AiaU Db A
i RES VL LhiWte bLE: LW B AN AV, LRI CRDHISNRLR SHIRE 2 7 SIRL AR A3 ANCAN NG E o K AN 1§

L OIS ’-\’T""v{\’”’.‘“’- i Al 57 T TR TS T ,»\ ,»\m_ TR RO E -;"m EYalalnialalatatils

DOL [CIERRUSRIME VS AE R Y L»l‘uu“»'l‘u LD TV TRAUT AT Dard, TALLUUTLALL LGS L
A A R G S AN A AL AT AT AR T O O
[RUF R TEACIIRE Fo A NS Ia AN PRI R VE VLT R i 1 o e AR Y & Dy LU Dy AT LA LU R

.}. ey ,.,.m....‘c,\‘p.—( flain ,(‘«(\;ﬂﬂ(\(\‘r '\Z\\ri"rs‘('-f\r"w:‘\”,\:'r‘\r\r'h PR ARar T st Tarar Falalar Falatar N atard -‘j:\'\

fan LU TLATL AUSovL a3l AL R AL A L AL L LR IR AL L AL LR LR T
N (\ - r\n’.\‘j. RO b \{ It RSO e oy -wnr u\/w Tt ;\(\n'}
JEACTARACTCCCEAGTAGLICUTAL BACLLGTUCUTRETGEUTHRGTGE

m CHIOA M ROy

WO B A TR SR RO MO NN  BER (RO ) SRR e g
Alraaslsa T8 Lot LA UAR TR ST (‘ IRVERS RER RS TR RS TR T S E R R E TR Sl S AP

riatautiiial: Tl
AL AN \.\.. R 44t
an r:‘.m W N ¥ 'mp\y SR RS R TN B R ann
244 Disimlonl COETACTAGTTALCTAACTAG $00

RaD R
sl AL HR
N ’ : "..‘\v PUATER A LV A \.\\

T 3
s DAL
EALRLL LU e A el Tl DAk

SRR SN

B ]

e B IRIE

& “\\3\4 XAk

AN A

N

T
e
R

LER R

i YRR
PATENNN PRSI I
NN SN SRR SNE VY
EE LN PV TEUL AT
at N TR A
w3 EATE: i B
W lacdncir Ayl i LLAaY
IR Y RO D RO R SN I B RO S Y 5
T a T { : 3
RN JiE USRS B S O RS AR
SN IR SN AT SN R NN B T N N Seenin Srwoan - Saam ey
ORI J‘“? &R CTHATAOLRR *.,;.PM ATERLONROANTON
FUCAI RN & LR TWRATEY WA .....\-. WA AN ACRANN
ET
RGO

PP Ny
PN )
Ra

PRSI
1Y
o NS
ATy g
Lot da e

SR .mwz.
e

P

BN R SN TR )
] tai el RS

VAN RN

S N

SRR

TR
SUCRER

FIGURE 3E (cont’d)

OV SN IR N A

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
11/36

WO 2010/148203

.

t .

{

A

‘.

Ialalatalare)
{a

i

A

P

"y
i

N ateral
St
(ied

v
Pia

e

o~

5

Ialartal

NSUNR

~

~

[}

[Nl

et

12
iy
s
L2
D
i

L

PR

e
RRWIa LV

i

s
A

!

<
[
m..,
K
<
{2
[
g
¢
4
¢

e
(e
[Een)

Istatntal I
SNV

ey

et

o

fa'®
w3
v

TR
|
1
i
5
[N
il

T
e
"
el
NS A S
0
i

¥

e
et
IR
NANT ¥
SO
BCHS

[
L4%

{

SLVONY

£
£

Al

{

i
Lt Al

¥}

£

Al da

SVATLY N

[AA AR
ro
Belaaiah)
\

o s e

{
AL A

NN PN

Ry
{

~

!
£

PPN
ACC

N
i

WA

A
3

s

I falaral
Lo
TR

I

{

el

WINGAD
fatatal
Mo

SUTalLTals

5
ki
&
il

{

VAL
"w Py

o~
L)

s

LAY

P
i

JOM.

h

GG

Ay
(AR
1

o

AT

{

{
(t:‘(‘
{0

t..

)

31

1
faTalatalra
i

&

i

<10

RN R
{

LA
Par Ay ain

i

iRt
el d
PP OO
!

kY

6
Faali
H

<L

K
PuaN

o

i
S
AL

s

4

e
IsA
LGE

PN

el

Islalsl

i
faZal
0

3
v

LB

{

RRSRS

e
NN

SN

ra
o
{

B
SR
Ga

5

e

24

Ox
.

3

M NN
A
ELORY,

{4l

Y

5

e
IS

GG

s

A e b

N1

{ale
&

STale

A

1

(RN A}

\
L
R
e

!

T

SR

\

{

Do)

S
H
i

aTalaials
N L

s
3

L
[N

*

BTATATATAR:

i

-

S
L

ey

\ o~
gh
!

e

sl
A

aR e
LR

R

mvenm
A
2

alal
{7
7

A

:

LI

(

{

pASF ST,

{
no
iy

£

LSRN W
Xalslalal
R
AT
R
pRe
ek ik

A

Iaintal

N
4

P

Iatatalan

e

fad
-

R}

T

d)

e
T ;
SRDND A s O

to

LLAS

{

FIGURE 3E (cont’

~

T
IRGEAY
RTOR

;

B
A

o
(R
o

PAT ANty

{

\CCCC
-
SUBSTITUTE SHEET (RULE 26)

A

"
V7
R
[
Lol

|

Sl S
AL

™
Tt
¢

-

A
(93

[




PCT/US2010/038996
12/36

WO 2010/148203

ey
< <> vy 2
S 3 i ol
= ot a3 ey
et oy o3 oy

P 1
(SRR [ ¢
L, (4 et
Lo 5 =L, ]
[ [ €
TG e, [
bt S ¥ ook
£t mi L I
JOUERER iy et
Lo L O T
LA P
Lo [ £
(RN LR L}
Lt - i
[ <o A\.Mw. e
L, -4 s g
ren Foy < )
P e’ e
- 3 32 p R
£t Rm i 5 b
=3 IS £ 2
ot o
£ £ £ =1
[ 5y 5 1 L L ]
o -, N 3 + <
Z e e % [ER s =1 Z
ey : A bt
(S Ay Lo €O Ly “L
T.LA L ] oy L (-
Fo Tan a5 or £
v L PR &
: e i ! oy«
£t f) g ] B4 FI
£
E L s 3 £ L.
L £ <1, Beg s " ]
s " oo . - . s
R e <1 (a3 I 3D ]
Lo =y &7, == [} =t [)
= e 7 0 =
ot G - A =
(= g i s 2 3 Cip ot 3
[ i - - 2 1 F e SF o
L2oed f O S R R < i e y S L [ £ !
L2oe I £ A 29 2
T es R Fs) £y [ o
(S Ty o = LT Py
s g S20% Lot [x (GRS b
{4 sz vy C 7o el =7
o il el L P, LN
i 5 RSN o £t A R
-t S L =
2 L2l I [ ey
I 4 - L Ly ¥l
P L Lot [
AL 145 [y [
i £y s 5
s = et N !
=L [ =
<D j2) b
7 v \.
s »
2 f
- £
o]

el Tatatal

s £y
[y (%]
et
= £
-4 -
&
<o &3
g 5
: et b & -
Ny {1l fant = N
i 73 4 = < £
Q ! G e 4
pecst 23 iy {H
Does L9 5 (8]
BG S e )] m\h
3 £
et et » »
= o by o oot -3
¥ (V] o pacd ¢y =3
% IaF . N g
s e’

FIGURE 3E (cont’d)
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
13/36

WO 2010/148203

s e, - [ow]
P i = P o) =
) 3 ot <> D ey e
= g paset e P oy
oy -y las? o [ s o

- 00

5 SR o

e R 2 £4 5

3 o L5 MT m.._

ot ¢ ‘ LY T >

5 Ty ks [t} -
by RIS : Tog mpt
e [ (&3] WUA” ™~
- [N - : 503
2 Iy T [ S =, et
S < By oo
pre S < &5 ¢
2 [ 2 € S £
31 [y = o) ty et :
&5 R Ea o 7 »
G2 il ok b 3 it s
{2 K D [4 e L2 .
SR IE (AR B & =
o i ¥, B -4 2 oo rn.\.
£ 3 €y it T3 ©r f-4 =L,
[ CLy it L3 )
55 s il 4 = SN ]
=5 £ [ ]
e o0 R 30D
£ L0 U =L g
edl £ : mI Ei-d -
L ‘ o0 5
"l 4 £o-4 e e
x 'y 1 <t [
i iz 8 1 0} -
{5 5 i = £z 7
~1, -3 i > L5 £
(] [ R i ] b ] g oo
-3 e i = € L 5] s
1] s D] ~ [y Sl P " ﬁ\\
0 2 Eed iy 5, fE4 ] tm ;
I 34D €3 LA T T e T = -0 S = A S SO0 - SR s 2
[ L SN by
[y s T L5 €L
L, fed L 0 g e
a1, g4 4 i goet
oA L K
a1 fed g )
=L £ & 3 B
¢ ofey : : Fet ]
o e b5 A R i
£ <1, £-4 4 < > L ]
i LK [N A=Y L9
mH. 2 G fed q I
i s (6]
N 4 <
m_ =0 \Lm,
\\\\\\\\ T Lo o
[V o
L -4 Fq
3 5L L
< : ) £ i
(0] Kk 2 LD 2 ®
=1 £-4 Ty AL £ 5]
=1, £:- £4 ¥25y Eeet £ b fieq
) i- [ IR [ <2 S8} i-4
Loy v L0 L5 [ " ?\u
Lo jeal Feet g L0 £ e =4
_— -3 0 T <3 €3 L [
[ = [ R £ £ 40 et
= = (AR I =7 £ &
ce=q e wed | ot
o7 A [aS] o0
oy LD fan g
o’ o7 oy 7y

d)

2

FIGURE 3E (cont
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
14/36

WO 2010/148203

o < o ) > o <
&z = P o & < o
o et [AaK] L] ] o L
ér b = ol s

] 13 3 Ly
[ ] = 3 )
L B o 3 Ee e
[EERS L n3 [ e
[ s} i Ik L
[ £oet <t E- £ © o Lt Lt
R £ oD £ : 73 Lyt (DL Jes Loy
% £ £ < 5o g s L Bl el U S
-5 PN = £ . T 5= s =7 . iZa e iy it
G Fed ] ) (S =4 o4 IR = [ Lol LD
o fe 3 < € 50 oL o i =4k T
P . -7 - g e 4 7 ; v e el
[ £ 2 - [ €1 oo 2 = £ it
P i g 5 = el €1, [OF I R L2 Lo
P £--4 =T (e [y Il il [ ol [ f.\ [
(] (o ond <5 £ F 0 £ i 2 e
[ & Fa. [ O £t L L2 o7
5 i £ [ £ 5 L E2 G2
4] £ L £t 25 o s ] 2 L
L2 AR S ) L . " 4 e
b [ M LIS l] T ) > I B e
> [R5 . IR T ¢ : iy
IS R £ £ €D o2
oL s <o AR (SR £ g Lol
8 e s - : 5 o - J s . F v
oy 7L £ it 2T £ 272 [0 I L e L
oF el (W& [ W £ C ~ ISR
- 3 £ i £ 5 =1, Ll
L (S B 7 1 1 g
-4 o an 3 wE £t 2 i o)
e I = [ NN b4 [ [
Pt &H e ;i I o £
L3 (D .y Ak : e - ey
; b pr o ) ] tot =L 4 C i o
! L2 Lo c Lo : - o pe
] &5 feni ] s ; % A e ~
L =<1 [ o [IR RS o halon S
oo L oL oy
- - ~Z £oos L. L,
% i e oo 1“.‘“ : L, 1
{3 £t T it el £ 05 L
N < < 3 (SR L o, i
¢ (5 2 [ Lo L i
£ o =5 P 5] RS o Uy
£ w1 Ee - [ s [} £t )
ot . PO P o s -y ) RS
iy DLl > D -4 IR L2 [ -2 L
£ I Een R e IR 2 £ 3y
G (S (& el & R
L7 w5y Lo <o [SER 2 “% # A
4 [ font IR A ) Ll L VRSS)
8 3 #I oot [ 5 4] ] - v e
€4 3 w3 > £ s 4 YRSy
[35] i [ 4 [ ) £ o2
) et o L 1t o L et
|5 i o i 24 - wt £of ek,
[ €y §5 [ <L, o L2 Lg w2 - ”
[ (54 I [ £1, I Eed 2o Lo el
s > c pti - - [ . aay
20 73 £ani £1; € ) [ ertoey vy !
€3 3o ) i 3 o R oL
45 3D [l T B I Lo Lo Loy
T ¢ s sy - ke YS! %
B i1y 0 [ £t ol i oy Lo L Ll
£os 2 L s [ 2] L2 LR el fg L L
Fd i & e i fed (] s £t ] A =]
i ] b . e o PE et
e e &0 [ £ SN LD [N ER]
eei weef oot 3eet o3
ey g = e oo < i~ o
) oy geed S| o3 =t o w50
oy P e = o sl <3 =

d)

b

FIGURE 3E (cont
SUBSTITUTE SHEET (RULE 26)



WO 2010/148203 PCT/US2010/038996

15/36

SRR SN
Xy !
-\\- RN o+

Al

S e
S

e A
SRS
RERABE2Y

oy AU IR X s g T ST A
I Siad b ! e 53 EH Ty by
RS PRGN e

WIS

TP O

SN

2 e .\\{:\\ P RO S P R Y AT
Lo d ek AR S OIS AL

PN SN A RN
3 \ L LTS
R TN A T

T

Y,
7
DA

SRR TR R TN
3 H

\ &
SRS

%
B u:“\k

e LaAnN
< G
RNt
Fany U AR NIy eV et 3
DR E I AN
BT S S NPT By, SN IR N e
S\ B LA NE LN, & L A AW A D

A
RICTAE

FIGURE 3E (cont’d)

SUBSTITUTE SHEET (RULE 26)




PCT/US2010/038996
16/36

WO 2010/148203

P’ Rt o [ ] - < s
= Fu o <5 < oy e
o o I [ o~ o~ o
LS e ) 57
oo £--d
2 £ )
-4 < 2y 4
A LN £l £
59 = = =
£ = e =
{3 gat) <] «
£ [ P i
L s [ &5) 4 £
[ <3 5 pes F
frin [t ! ) 7y
- g ot S - A
e ,TH_ w3 2 3 L.
o fmu o [ ;- f £
£r g ) ; £is
By p LD @ £
o E &R Lo i3 < SR
fHk Pt o o 1”\\ =] <3 fied
SR s o ih <
i : 3 g £
Er el 2 Ch ey
S < -y £
[ s LgoLh
e ; [N
L ke [ I ¢ R o
[ 5 AL ¢ ; 5ot
[ S [ 10 e S e ‘
SR 32 [y 5 = s > g
ST | iz L7 b T Ty r
2 ht ... - P < - L .
£ A B 1% Pl P i e .
Eor eot) b 5 =2 gt 2 p
E g hor- e ¢ Lo 05 Lo (o s
5 o SR VRS <z
] i < T [ [ {> L5
=1, L £ P e ot
] <3 C5 1 £ -5 ¢ &y en
o S 7 £t <o Lo
fea ] [ b : = 7
IS R = L3 £oeg £- .3 LS
L Cr L L A Fe ¢ [ 3 £
[45] [ -3 £ 13 b o e’ g
') A —r—t ;e ly [ (o) i)
& ok T 2HE & z & <
% \ & FL i g < o e £
b ! s i Cp il P I £
[45] [0 B S N SIS K3 e (0 = 5 -,
(] e [ £omd L (]
= s P « % 1 i
55 o] Bk < >
D : oL b ¢ o [
TS [ [ 2 I 2
O Eea R ¢ g < L Fis
[ v R bt & g
I ST I f- - &2 L
(O RE SR £ 2 L o g s LS
[N 5 Bt fot e oL £ &L <2
s ey et =L E o (] Pt =
£ op 3¢ R £ e 3 s for el £
=3 & s S R
SRS . A, b S - -
[R5 € < [SRIN ] LS B ] ik fart
3 Erex bt L Yk = £ £
[ [ [ o] (8] L3 L 2
€2 i ey en [t 2o} 5 3. =
[45) T [ @ : e g 5}
£ ja LS5 S £t @ I8 £
el P P oy o < Fe)
¥y il ¥E, Bt [ o [
3 B g & o & £
] kb (S5 ] =7, £ Z : [
£ [ P v (A (SO < -
[ e £t 23] [ e [S £t .
] e =t
= [ o o)
1 o3 o )
s - - -

FIGURE 3E (cont’d)
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

17/36

VIELA

T
\

[N
v,
iz

o

1o

o
'
LENeFS

{

&

.7‘\3

4

A

‘
gzt
.

feet
o
P
£

N
Ll

no
i

aln

&

R
CALLG

o
W

[

L

EYaYaT,

{

1 I
SR
oAl
(VAP

sy
&
L

st

ot

o
31

AWt

X4

AT A A
IACHA

H
}

PaTales

ETalutie)
(AR

Ao
IS AN

o8

n
ol
(LN

T
-

-9
i
Ty
L2
£

{

(\

Lo
&

!

t

t
Ul

FN e e

s
)
[ERVEN

-

t

£
z
¢
:
o

S5y

{

rarain
SRS
AT T L

-
A
A4

a

e
VAW

IS

ek el
AL

W...
=
L)
[y}
<1
Y
s
L]

i o
i -
[ [
e i
s s
[
[y
)
[
T,
«d,

jo
&
.,
= o)
) £
e =
2

b
3y
N5
3y

fatst

~

Y aTaralarel

A N Y B PV (Y
7 AR
AAGLLCTATTUGA

et
S
sk

Sieh
.

{

ials

e

9

("
o7
=1,
.
£aet
N
i)

n P
LA

el

.

1

n,
o
e
-
-
T
i

o,
7
¢

o
GAAL

=

=

™~

PaYatatak

N

I

A
tat

N

v

SLVAWAN

MATADY

ot
3
1

Fo¥

nan
Uuy

’

o]
!

Ao
kL

oTe)
2

R

{7
[
2]
£
S

i

L0
INT

Q03
Aol

&

G

i

GTCCH

{
LA

N NS P e
GLGLUCE

5 2N

RN
AVAR Iy

o

FIGURE 3E (cont’d)

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
18/36

WO 2010/148203

Qo) ]
ey s e
£ o0 N
) [ e s
e e P P
& v & o

iz =L, P
7 1 feed i) f
[ 3 (SIS =45
£ B T sl 3
[ =21 [ 3 s
et P LD bl g
3l [ [ (] -
Foct =1 o ‘ el (. T3
ot 3 25 &
S <> . 7
[ it [ [
% e £ ped b
> <o Lo Lo 2 . (5
b () Lo (o [ [ it
2 <o Lo L [ [ e
LI (%3 Lo Lo 3 j [
=7h [ [ fiey fiet - P
o (9] Vi B £t o Lot
3 i o, [ IS = [ T ' B A S S S L )
[y £eet 4 [ Pt 2 I Fa
L 0D £t £ i -t L & & £t
[ (] i . 2 o
(SR =% L L £t <,
w2 [ [V 2 ] [ o0
ru, Co Lo Lo Ll T Lo 1G] .
= Iy 4 (5 DR S 00 5 S Y
[assa- S 2ieq S S e Ul
= i = g 0 S s S S 7 S
< o =2 [ {2 Do
L o L9 P (] £24
i 24 =1 £ [ D)
[ [y =y o3
L) [ T3
" = boly}
[ [ [tend
[ o] 7
(5] <3 -
=L P e
i ] et
i 3 =1,
> £ [ e
<1 3 £ £
L3 3 ~Z Foot
£ AL :
<& ) < 1
~3, balb] (3 I
[eEaRAs S5 =] ped
2T g4 ,.\.um mt“ ...M
O n 5 v 3 i f ~z;
<y GRS 0 £ el a7
£ el =L Ee - -t AT [
R s i RS & e
[ 44 35 [ [ S A e ] o
LA i [ ] BNy £- [
LAl = e 2 s} £t
i (I ] O3 ]
B ! H
(I ay
e

3oee o o4 -t eond
oy -y o [ o
< et < o s
- - [ o~ =

d)

bl

FIGURE 3E (cont
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
19/36

WO 2010/148203

< W - - = —
[ R} Do Pae}
fon} Dy Py ) (S
(<] Fep p— ot
o i~ D T
£ 4D L 1D L 1D
=M et T £ @i
i s £ L5 40 (L] oD
e ~ Co €3 10 P =t oA
] I [ ) e
T Lo £ £t ) G B
£ T 5 IS Bty
[ [ L0 £t it ot
20 o s =1 f Lofn
r = <t SR [ ]
[ [ B Ly 4D 0 £
£ £ = G oD
[ £ i ?m Ly oo
[ £ Lt e ) B
R X L) ool et B
5 it e e A
£ it 2 £ £
R I L R
i e D
. 3 7
£- e A £
7 (g i, o o
prs [ P = [
3 e -4 €3, [,
: AT [} [ o
[ [ [ o
7 : e B
Ay [ €3] =
v Sas o =
(o £ -4 T
- mmM £ I&s)
N p - !
.t €3 2 pES)
i ) €3 £
i o
oot ) b ez
- =5

Tt les]
ek

{

Ny

Y
~

Lo

T

i

A

3
e

o

fa— i

L3 i

A
vk
Y
o fatatl

i
ol

3

0 NNy

;
N

TN

RANGNE

A

]

H
!

PR
ol

CT

{

st
R

¥
4 s | Eann|
g o) o
[ peie] ")
- = £ : o

FIGURE 3E (cont’d)
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
20/36

WO 2010/148203

o <o £ oy fo)
o il [N w3t froo)
,uﬂ = o3 ) fr
(22 o] 5% CE

iy

05 38 [ [ rrEn
. ¢ o] Y S o
fuaetl e (= L [
[ [ =17 T2 €3l £
N e = : 4 £
b 2 - iy wi 2 ey
1 R &3 £ DS I i Wi £
~ ) Ly LD rh s o F
bl 4 P e T3
ekt .V\v L Ly IS
45 £ ey B Lo IS
s £ R 23] B e w2l
N > L3 (S et ai)
ey (IS 5o I <0 SRS
Y T f L s et
Pl T s or % aed IR
=) ] s per i 2 -~ -
&3] £ 1, =Ty £ (> £
o o [ s [ <3
- £ e (52 ] et %)

e e £-4 7 - =] e

£t Lok £t £ ;

1 “3 £-4 £t =

et [ 5y < 3 o )

£o-d piwes b Lo [ P

i 2 A £ [ =L et

= g D [ Bo

= £ =] o o

= b MW = AL

£ £ [ [& [N

T = &

£ e R Lo RO

= : 5 L2 S

LS T2 e £o-4 £ LI

) oy 2 {0 [ Leq 210

A ‘2 - p - & 2 i)

g -3 2 ~1 S o, B s 2]

I [t [ e Ly Iy e (2

A o El £ <1 [ =5 fs

&3 #Iy fs e [ A

= &2 =i £ T (h 3 Ca ey
f ‘2 [ £y 3 (s iy
i e [a) - [P e
< s e SR A o
4 i - 2 el 8 2

i o P I 4 o s 5

£ g4 ey, et (SR [P e

(Al e 1%} fea S e L fe

Eeioe 2 1951 i) [ [

=L B 2 <15 e LRI [ 2

FI B4 PR [ £ A D

=7 w1} €254 £ L £5 S i b
= T (O] £ [ i 4 e
= fa L3 5 £ Eea oD
b Ly e o T, - =y g
" P (] ] = f DD Lo wD
e X ) [ R Ty L ow
Fry 24 2 wI i €D Lo n2
£y LF =1 (SR DS )

P [ =i o LD =1L e

: i () ] (SRR =i, fe4

et 0 ¢ s R c P

Fd et [4 ] - e o e St

i et 5 b £y 4 21 £E B

L ] 7 > iD £ [N i

[ S ) t 3 3 s prd T or =y e Pariped

Y P I 002 e Bt Ly C LD [ S

o gt 3 i £t g [ 3] =%, fe [V

s i 05 i £ o £t = €50 3D

£ 1S b = Oy iy oy gt NS D1 P

£ T e £ o . oo i

& g L2 il =3 £ n\n. ! T\Lm MWM £ I M o

o pete [ SR £ i A ] o oot

e Lo ) LD SN

. -t o4 ved . .

i ice) SN <> i ot has b [

e € I e D 8 /wu < n”\ /.ﬁ ml\.,

poon s P ~ = e T (W) I

FIGURE 3E (Cont’d)
SUBSTITUTE SHEET (RULE 26)



WO 2010/148203 PCT/US2010/038996

21/36

QOoN Pl sa il s A R T -\ aFaral )‘\ y Pt it ] "\ ,-1 SIS f\m R .-N INSNITUT
8821 GTUTAGGCCCCCCRARCCACCEEEALG 'U LEETEOUTE
rwv, R N NN m;yur\r\,wr\z\ AR AR RS
CAGATCCOGEGEELOTTRATG LB ST ARAL
LA "‘Iﬁ"“' :',«mmpr,r.“m,—ammr\nnm" alale r}r » .*\mr\ Am“»r"1f-r'~v’-r7\':i\,'i'.’inw IalakYalal
ancl btk - GATCAAL w“) atall A STATLGUTTALGAGGARG

CUGLLGLLAT LU UTUC ARG
- T ,fw‘ww N Tate e
{ COTE i

GGAGE

b ?\\{\.’\/\‘;\ 5 j‘l"l —-nr_[t

REH
R

L T (\n‘»‘rﬁm.‘mﬂaw alatd

CIIREY)
No '1.,,../

a

o A . TV S S ,r\ ey T =
cagt e AT AR R RFE
oadl O LULTLLTDEELUTAL RAGGAGGEE CAATBACA
‘.\.\,,\7\(\,\,« e o »\'\f\nr‘r\m Y
i J_? RAVEER VY A L 1- o4
(300 T AR VIS v-,m, ETUT R NN AN S T AN Paten! LT R N N
S LA ‘x f JU\ s LEET TOCAGAAGEGUTCCGOCACT

~ T\ TR Wals ~m“mmr‘< "~ r\f\ nn{\ SRS
Lallad ISR gty

,.-*47»“-4"& R '('"T ; = ‘F N NN NN
{00 M VY
SIGIPPIGIC PR AL I TRt bt i

T,\ / Am{/\/\(th
iAol
TR T

{ N

¥
TAGAGGTEEG

Nk Nars
IR

Balalol Valabdalaralati alal be
A AT T

™ i
Cha L L-\.v\.\

NN

ey “.w R ,f\,r\,'\.../v :\”.r.—\ - r“‘p\\A\ \l»\ i-i';f,i-fr{ﬁji TN 1,\ Y. I th )
AL L L AL L DAL AL L AL TP LU Llrbivecironan LSRN WA
Tale ,f‘f\f\n‘:\wTiw o AOINTY
bl ol s
A LR LG Wil

SRR T st ab Vol nr\mr\m ,\n'v Ir"rl [N aldals I8
:’1 E"l jbhﬁ;& SO EICIVERCE AN ‘v‘ SRR J‘, J i »AS)&ALL\ (W i}

e -\N'-m/-‘ ST L YR R ROTT et
oG ,JT SOV A0, "T GREGTTCRL ATGE

s AR A C S NS N D TS TR et T T

G R AOGTHETHETTS A Af TEATHA

ek ‘,».U\.i:kl . b \.C‘um.iJ 253 il .Jw.»;.u*iwui». Wid e :U‘ s A ERY
L T T 8 N .-\)'[y - r»T, SPTENPRPoD % ‘r\ e '«“ -~ T Naiaiualaly ‘v‘,r‘['b n .
~ R JAgps AR} FRE P NY
AT P LU ALLAL AALLGLTAUTL UL, A

0 R IR R R SR S T FTR NN N ORI A ST Yy
$301 Gist GGG AGCATATCCGRLGAGT 4\(\‘{«1uu G380
oW - iblbitlanabeaA LA TUEGLEA k™ «J VATV R A

S alatat e . _n DOTIR PN INIUNAYR fﬁfyf‘}»‘yfvf}f\}]
LiabhAGLL SCARGOTCCTATAL : Lot

£
[

~n Tl rva i _— % TR T YR Y B
Q34 Py o ARRR m»rn’rn. (eiep ] n
G361 CAGATAA ,{q.s., FAAAAGATTTTATTTAGTOTCCAGA
P
i :}f (RS Y I-"’ LI \" MR " Un iy
RSN N AAANTTAN G Lot
il LA 1 AAARTARATLALRBLLL

ST TT T el T;\.-\ AMTWOMRMA N MA R A
2 P PrAY DPIGA A8 A8 M LTTAR L
WLGULA Lo AALEUAT L D AAAARTALALTAS 24

el aTalalnks

IRGINCIL AN

FIGURE 3E (cont’d)

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203

PCT/US2010/038996

22/36

2t

i

Tabay

haTatalatal

T
I

W T T
Wl :
WIS

-
£

5

GCT

=

iy
M

o

o
FOCTTET

Iy
2

PN
Lot

PR
CAGGG

N

Nl

G

A
g

ty

oTT

e
L
L

1

1
i
I
4
t

e EAT NS

!

1al
T )

QU AN

IaTtalatal
SR

ST
.

b
a0
e

A

SlabTataralel
~_
«
8
£

[

7

PR
L

3
.

T
|

L

Ay

S

e

{

N
A

LAl
32
et
MISBRW N
TNET

(L

{
B

T

s lalalal

e
i

SN NN
-

i

PaYat:
15

=

~

el

LA

6T

~

G

"

C
P
CoT

G

ey
}

1

'!\

XY

\

)

G

A TR
o

T aTal
MO

%
3

alsl
([

YT

T
Si%i
o

L
o
{
{

{

N
SNIVT AT

AYatararel
I
BN
Y
fale
BT
RC

%
)

TR R
FeRA
W ara
A5G

SAC
~
AN

¥
i

{
!

N Hy A

AR

.
N

AR

T T
ThL

)
g
4

-~y
Al

s
VU
vl

-
£

TTS

I A
AR N RS
1AL AL

1al
LERLANL

L
4

.,
g,
£2-4
i

L

aateal
P

T aT e
CCCACGGGE

i

=

»
~

R

UATATATaTe)
[N

Nk

A WS

{-

STaals

2

SO
LAl

S

j

Rl

ul

.

a2

e

ey
!

PMTINEOERRR
Ul URLA

T
3

¢
¢

tyt
t
e

ey

Bp il

TP aare
PUALLE

PN

L’!.‘l‘i N

e
LS

L

Ay

R ISTRIasaliirel
N

[

ey
4
AT

DT T
YA RRETIY

oo
GGG

i aral
LU

AT

REW

el
)

{

!
PRV

o\

k¥l

LRETCET

{

{

{8
o

[alalaratatal
N S A

R
(ENEW

A
=

DALY

G

[7a

N

GTRTT

3y
i)

A
s
{

g

¥

A

NAR
LB
(R
UG

PR

<
<
¢
&
£
¢

1t
{ o

A)

£

|

;
o
LAk

ey

[
Ry

B

AH
WAL

YRR
5

PP WNCH

e

o
J
-

AN

A
AN
o

£
L

-

AR

GATAT

r{'

.
{

s

T
Lo

O

N
LA

PNV A
G GIURGY

%

7
e

TR
skt AL

b
R ET

AAILASENIE

FIGURE 3E (cont’d)

GUA

N

e
G167t

N4

[int

A TATak]
CTTCGEH

A T
DUARA LS

3

2
]
-i
o
o

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
23/36

WO 2010/148203

R L) [ £ Fo) < T <> <
g i WD ey i <> - oD =t
A=l [ X 527y p o] e o My < <
o) 3o o> fon) foons} o> o [ow =
[ s veasd et g e ed oo et
[ [ [ [ f2eq [ ] RNy <>
[$3] £ i <% [ £ [y L5 <y
[ [ =%, e =] Ty D e (] <ty
P ] [ () o) Ees ] £y SR >
Do L] <1 [ €715 =% e iy Co i <D
€ £ gt £ 2 B iDL -y £
o [ - e 2 &5 TR o >
iy oo < () D B [ A - [
[ P T =X, LI = i P =X, et
£t ; i [ p T T3 o o o
(] et “Z, aeq B gl femi <o
=M . <, s [P ER A L2 et
=L, [y ~1, £t [ <5 <
£ [ [ <L, =0 ) e s 3 e
] o 2 i s ED e - g
L [ =L [ ai] [P RS R <Dy
o (9] et (O8] i W L - LS
[ wI) [ (8] s &) fea o > Lo
e Bt = ] Y [ A = Loy e
i L T, et £ —— (S - o <o (5
[ 453 ot [ T3 E th o =L [
iy Feuy - > (& et g T P e =% 5 I Eee
g £ £ AL <D LD we o L Ly 5 S A e
£eq =1 [ st et [ RN esd Beq 521 2 {5 LB S
- [ Lo o Lt D & et Doz 3 L LD B
3 (O &1 B £t (3] () [ . Pl e pERN] < e
X Y [P TTs o 1 (5] g faat 03D [ ] e £ L
s fa a1 IR [ 1 [ [45) [ =i [t LSS £y £
[ = < [ £ e () ¥ ~Th o) o P o [ ] = w3y E
mlm nhm“ e s et va =y ) A.M et wi.vw o Lans I = [ ) 3, R
LD RN B4 (NSRS i, €0 %5 [ — = ,G.M e ] LI
i3 [ £y & T, [49] j5ks} s ~eer ey o] [ E>] = < e
2 [N €4 Fes b 3 et foeq b DD IR [ =L Ly i
[N bRt} L it [ s o s s 2] ) (=
[N R [ oA e <2 <D £ bl S [ s {5 <D
o LD [ R b2 o [ g s ~L st Lo et [ =]
IR £ i £ [ [ 3 <23 e s - (s
Eeion) ] [ i) = i [ o] [ ) i A ]
[V IR & s ] (49 = PSS £t =g 2 D
[N [ C Y LT o e w2l ot 2oy o a3 Ee
T3 (5 b EEAS [Ea 2 et £ ties par] [sErae] =1, B Ly (S
A [ ] Ly LD \Jﬁ £ By g3 &3 B LRIy LD I
S Ry SIS (G2 ¥ P s IR 45) = (i gy
[N RR £l el < ol P &%) E [y 251
) fra [EE s ot e T oEn L3 in L5 Ao
[ =i e £ =5, £y <fy = {32 iD {003 — a1
T wi P = 3, (o] &2 pe s £ o B
[ D) femt €7 <O [0 [ Bt g €] i £ e [ =]
et B (SR LD e 13 [ R4S [ LRIy LR
5 : 3 E &H TS [ i 3 s g e [
T D ] Loen [ 3 RIS et T, B LA =]
I < Ee £y [ [k} 4 [ ] [Regrel] Ry LSS
[ [ S e o -4 = ity \L..M {3082 Ry for et
(€] ety B <, S el [ >3 B £t e T B ES e =
(o [SBa] =t [ A =T DR [P RS ] ot e e
£ [ - o I 3 =i ol e I B
e e o ey B 1] Bt e E L in I iy B AR B ]
s e (] o relsl [ [ I [ [ sy fes e Lo L e
A [ [Hogral: = j—— &} et ol B e [R5 AN ] [
LA et £330 o LD S [ = Lo S

o
G
G
o~
L
1T

<> LD £ X = o LD LS < ) ~ 5 (A ]
P [ ey e =y [l [l Rl £ AT X <y
<> <o Pt ) < < Laned Paid < fn) [ <

FIGURE 3E (cont’d)
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996
24/36

WO 2010/148203

o ‘ . [y L3 P frope] fhag]
e - LD . & o -
<> X iy i =2 N b o
ened weeed G =¥ LS “LD [ L 8}
i i 4 o - o - -
o yeeni P - e e + ey ot
[ oy i ws..\.m - b
LR & S AT i L e [
ot L o “ 7 e S
[ T ors Eeet £70 W, B et
i =it 1 B < {5 Fet
L LD o B T B R el o
Fer g gt o D €0 L 2o
oy e S IS o
H N " » = Y L <L LN
- g s & T iE T oE 3
; [ () el et g ’
il e E P (SR ) == [
= LE <0 e e o £
oy Ty R, [ £4y -1 e
£ e A = A SIS £33 i ]
fa] <5, Bt b - 2= =T Pty e 3 e
¢ S - o 3 [ R f2-
[l L0 Heeied [P el A €%y b £
[ [ i f) L2 D a5, -1 £+
[ s 4 z [ 10 o £ h [ -
e L ‘. = .- FEagt N
& P r o4 Lo [ iy L
£ £t 3 1L L5 U 24 o
i Ty gt P 25 Paa g =10 g
S g PO S PIRN
= [ 1o [ Lo
b 5o =i = s
m.w n\.M ) O =1, £
b i . Tanor an = 7t
] ] [N a Lz x1u Bt v [t fet e
<25 - LY z £ Ch LD [ B ;
IR bits] e % it s tonn [P =
L o o] s i = =0 s jor— !
BER ] =] £ T I, fe-d g ¥ Ll
S b 4 et - T orn oy oy e S
SR b} Z €73 o Lo L0 t2 L = £ [
3 R 73 z .53 £ B # £ 2
2 i £y £ [ S w2, £ =T
>y N i M &5 £y R P i
> > DI [ o) Lo Lo e
<L) DRES] ¥ =3 [ e [ B [Eend
e b s i . cl
A E 5 £ 5
2 o bt e el hasd -
= i3 Gl L - 4, iz #I,
S = & e T 7
o] 7 <20 < fesi EL Dol RS L
¥ bt [ < =Ll £t [ [ o
R Ea ¢ p iy g e 5 P
i £y P ¢ [SE IR [P ] vl [
£t 5o T e o Et £ ey = £
=M = i3 o5 Iy Pt @1 [ [Sa NN i
[ it g2E XA s Bt [ e (=)
S Fnors iy © AR~ T e D Lo L Lo
A (S As] L 0o [ L L3 [ (S iy
=7 Ca i =h ‘ e Cr
] = =1 wl. T =5 s Bt 8 «.‘N {2 n‘w“ 3
[ 2l s et 2t ny [ = i B
T4 DI {ei == (AR LA R
= s TR o o L5 T L ==
S et [R5 [t el s 255 - IR NN o0
o1 tH SR o [N (S £
"L F srierd o d - Pest 4 el o
A A iR [ A =T 2 By (1o -4 £
£ ,x..nt, = v\m“ ﬁw [ P 2 wi Tww 1+ \.,\..M =,
L B2 -l R [ B < [ < €1y [
[ ] [P 1 ell 2 LD €15 £t
(S =L, Eed : b €5 £ 24 £t
[ - RE] f=y 2D £e4 2r) £.5 ¥,
(SRS [ LD [ R ] B Wfﬁ (o) ¥
£ 0] =L, e ) o LD £t a2 (o (4]
(SR fei 6Z 3D Lo £ £ 3
£ed ey Lol ed S SR R [ [ =
£--i e [ A [ =il Wt“ B ¥ ?\m ml;
4 - . e = ¥
feei el “L, e LI LD s [ =y =
nead i 4aaed wead eeed =i oot = =t vt et e
i <> L fua] e <o SO (o) =3 < D o
Lo i 1 EgS| las’ <t = () (S £ fa (e
weaed esni ] =2 eaad = ot o =t vt el wed
i i i 4 i i e aet ni -1 -1

FIGURE 3E (cont’d)
SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

25/36

mﬁmmm Op

jodf

““““ cocL #ET [ S| s
g e

. SIS mmém

- ¥ f.

.
—
.
N

b3 E; Fpssnhas

h JEpISal f SHiogeuouIe Ry

g4y suabsies)

WM 9L ST 10
HHEE] 25 MLQ\“.Q
SHMOPB JYS §S

Rn
L

souBNbas /I
Jeadal 1anp t4-5

o
ey
<%

{

fivh

; }Max\a EJ

Foh

I
——— HiT ds8 5Tk A8 jodf
& kY

§ - Diig £ 18 8343N5eS

sungyoeq pluiser _# / /.ff iG-S

47 BB mmw e JETNSEY f A8 3 bﬂ%m

’ _}QQ I .)N.Q.,.ww» §193 M\Q\“Nkmwb.xm»gm@ﬁ

dmoi :m&%m
SerRysseool i

uoipsasyy suabisuesy Mm?m

(L34 LOREISUBE) am”_
QM fL 1&% M) LT

(Hos vogeisush )
deaptua-307d

FIGURE 3F

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203

y0D2 o

- UBY + AC3-yCD2 (V)

26/36

1 2 3 4

2-UBT + ACEyCD (V)
3 - 487 (uninfected)

4 - Molecular Weight Standards

SUBSTITUTE SHEET (RULE 26)

FIGURE 4

PCT/US2010/038996



WO 2010/148203 PCT/US2010/038996

27/36
o .
< &
& PACE-CD % PACI-yCB-U(T5.0003)
ENEE: 3 B BT [ paprEy B3P PP PN BR BT PR PG

o 5

Lo P ‘

S pacsyco(rs &*{3&31} S pAC3-yCD2-0 (75.0009)
LR {0 DL P RY R4S BEPT PR PG PIOPUER

= ;;ﬁf:&m:sf {rﬁ,ﬁﬁm g S pAC3-yCDR2-LO (T5.0005)
i" G :i !r

K2 PLRD P MOPE T

b2

(3%

S pacy ;fif 2 (75.0002) pAC3-8GFP (T5.0005)

B3 B4 P58

i5.0006

Y

e

L
7 R K

3

DA D B4
FIPHER

ey
!\'r
g

FIGURE 5

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203 PCT/US2010/038996

28/36

~0- AC3-yCDZ (V)
=¥ = ACSyCO (V)

Al

--g-- Non-infec Controf

m ST T T T Rl RN Nﬂf'“-ﬁi """"""""""""
3 ' % % - &~ ,“

& .

2 ’ ‘

o 2

S

pre]

o3 )

R - - .

(AR LRE) 1 i Numdd ANEmid Opedf 4 £ |
OFC fieg Q0T mld D0OmM Q06 018mM 20mid Ofmld
Pnion] 500 e ey WL o « I W T
Cotrol 30 B ME O B BME AU

FIGURE 6A

-
>

80 74

.
E 48.0
m S
<

; 35 &
52 48 - gD
5 30.0 -
g —
3

20-

{nmof 5F produced/mine my profein}

i ! B |
15.0000 TR.O001 7150002 150007
Yectar

FIGURE 6B

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203

PCT/US2010/038996
{87
\Jf..": "
5 parenial
X {187-Ch
- Dyt D
FOST-FX
it sl
ety Tu , 0
Pre-Rx

29/36
ef ,{}{} -§'§‘:‘"‘*\~.‘~
R . %
3
e ~. ;
S 0751 |
2 Y |
% “ s {
= \T R ‘>\»\
% ju N N 'f
& 050 -
& x 1
N RN i
N _ ' vz’
S 02 5
v S
% J
0.00 - 1
{{ ! < 3 4 5 b ;

Davs pos! reaiment with 5FC in sxplant coflure

FIGURE 7

$-87 nude xenogeaft iptracranial model-10 animals/group

Poroent survival

,0

15 20 25 3@ as 48 45 80 55

S-FC

iy
<
[
o5
i

{ay
FIGURE 8

SUBSTITUTE SHEET (RULE 26)




PCT/US2010/038996

WO 2010/148203

30/36

6 HANIIA

4G g2 Aeg 45

¢
P 15 8y S op G 98 EC OC [ bC i 8L 51 ¢l 6 9 & 0

et o Bir o (yoe) 4
S8d + BiNL 9901 =1 jopuos 0 Jayng uoRIIO 115 B30

S9d + B/11L 7901 4 e

% 2 B

;

;
R—
;

.

£
04-G 4 BINLPAO) 1o remmmrmnsnnseneneess e R m
046 + b1 980} 1= === === === M ST m,j
o e o oo n o m  m %sjmsasim;“ e
0d4-G F BINL G8Q) wrmrmrmmrm s il 8
S &

dnoilirsppunue [} - 18RO [RIIRIo8RN HousBuis 3/97v8 97170

D01

JBAIAINS JUBIAY

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203 PCT/US2010/038996

31/36

3000001« T(03-002-40L 12M@< -65°C

a = T003-002-40L 1/100 12M@< -65°C
o

§ 200000

©

N

<

-

~= 100000

U

g_)

<

e

1

o 0

Q. 8 6 4 2 0

log [Dilution]
FIGURE 10

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203 PCT/US2010/038996

32/36

300000+ -#-M100-09 6M@< -65°C

— -=-M101-09 6M@< -65°C |
= =M102-09 6M@<-65°C 4 L34
c 1

& 200000 7

© 4

) f

™N

q i

@ 100000
g
<
E
K

0

8 6 4 2 0
log [Dilution]
FIGURE 11

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

33/36

<1 HANOIA

Zd o zO 00 O 00 A 00 ZO 00 O od G 0O G 00
707 T0Z o8l UG 961 Lk €L ©0) BT 87V YIL ¥ZL 40k 0L ¥E  ¥8
DU DUOID BUOID SUOID SUCED SUOLT BUOID SUOID SUSID SUGID SUOJS BUOIS BUOLD SUDID SUGHD SLIOID

 90+302°0

: : s |

X 4RY £

Yok Dt 90+3027 =1

o » & ’

b 77T W W | W— QO+IOTY =

1l RN |

i e 90+3009

N 7 xm R

s 770N ,
““““ bl o et 9043008

3 3 IR ‘ ,

1k ‘N

F— 7 zo+3c0y T

—’

saamno L0+30T°L
JUSNPJUO WO} UOONPOId J9)i] 10} SSUO|)
Juaidypy 2000'SL +0801 LH Jo uosiiedwo) joaiiQ

SUBSTITUTE SHEET (RULE 26)



WO 2010/148203

34/36

infec
m 3-Days Post

infec

infec
N 6-Days Post

1 1-Day Post

SSeSEeRRe

S|i92 9ARISOd d49 %

SUBSTITUTE SHEET (RULE 26)

PCT/US2010/038996

FIGURE 13



WO 2010/148203 PCT/US2010/038996

35/36
1.0E+09
- iy V1100-09
E (High Dose)
= 1.0E+08 L M101-09
(Middie Dose)
.
+ae ' M102-09
%1-05"07 (Low Dose)
§ =%="T003-002-40L
1.0E+06 .
== T003-002-40L
_ 11100
Time (months)
FIGURE 14
800

e Toca 511

7
-
-

Volume (mm3)
N3
<o -

FIGURE 15

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/038996

WO 2010/148203

36/36

OT TANOIA

9000SL+ /8N  [OQUOD /8N  9000GL +40WNL [O[UOT Jowny
h. ““““““““““““““““““““““ .M«, ““““““ B el e mesesssseeese asessseresessserere reessesemerggye "

_— .w /
= I g
_ v A
_ 7 A
, Z gl
_ ~ I A
4 i

il Z \

Mw““ S/

- e

0

- 0L

PBBFIR
(%) slieo aanisod d49

- 08
- 06
- 001

SUBSTITUTE SHEET (RULE 26)



