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Figure 19
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Cholesterol efflux activity- LeuATI-5261 citrulline analogs

19/56

IS o
o W3] 00| wF P
x&:m@w LA
=2 =
E®
o 2
GRS &
] W3] W] =E &
”;E'f@@@ &
P
E 3
R RN
T opeo oo | o] o
N o o T
Sliedienind] 3 0
Gl & N
3] b | oo | fo i d WY
l..........%..........i
{
{
}........E.......i
S —
!l----§---1
i
i
s
s
§
;-

3 YO8 P O WP o &N e O
{4 ¥ fo6) XNiS [04218310YD
uepusdep TyYo8Y

PCT/US2014/029232



20/56

PCT/US2014/029232

WO 2014/144708

y 5 N 5

VTOTee 0 TE95T|  DLTIOBLI|  LRTFe607  ZZFbe 5pegel] o 4 & S
ETOIO6 0| I6Ti07  DBEIZLLL| CODTIOEEE  LpIer Gpagail

= E AR
5007250 cT87L|  LOLFO7Z vovisveivi| OZTIELsl Tveeal]
BT0TPe 0| ZUTELL,  GLTFLBLI| CEeYeELy  OTFEEZ T975-11v|  vI9EL |71 .
S505EP0 £70% 597 12558 5752 Sad 1 L o
(p/3w) (p/3w)ddl Gp/swisy  (/npisy]  (/ny Dy SLLOE AL ] e

V4IN

uBwiIeal) 15od Jnoy p -sidjiew (eI wniag

0z 24ndiy

1925-1yNnaT Ul 0688 D43
T925-LYN8T W D443
- T'EY D£8T3
+J46-YT€Y VL3
+I6-ETPT'EY ‘VDEBT'8TL3
+J€-PTEH TD€8T°L3
31458 V&-L3

U813
[ LV E
0&81°L3

0

Go00Y
0000¢
0000E
OO0y
0000S

{ausuizeasy ysod y b}
/N1 AuAlse HdD wines

{AnAiioe 3dD) ADIXO] B1ISNIA

SHTHYTIEIV IR TYYIMIDDISOAT
SHTHY TV IEY VY IAMIUDISEAS
SATHY 30V S4VVIMITDISLOAS
SHTIHVI33VAT . 24vVIMIU TS DA
SHTLIVTHD0VIZ24VVHIMIDTIS DA
SHIHY 3DV 2AVVIMIUDIS L OAT
SHTHYTI33VIUIYVIMIDDISOAT
SHTHY 430434V Y MITDISHAS
SHTHV 433 V384V MIDDISHAT
SHTHY T30V 3AY VMU TIHSHAS

01-p5551L
S AN
AR
£-P5551
G-P5e5L
§-p5551
s 2350
E-ph5sL
Fan A0 8
T-pa55L

UL =, (D€ J)SUOHNIISYNS BNPISaI DIPY



21/56

PCT/US2014/029232

WO 2014/144708

oY -
& &
& ¢ & v o & 4 & 4 & 4
3 ; : ; ; ; ; . , . Q
\\\\\\\\\\\\ N
\\\\\\ -
\\\\\\\\\\\\ @
\\\\\\ g
\\\\\\\\\\ - o1
sl e i M
w, e .w [4)
1 = H ¥
| R 1
91
81

SUOINIIISYNS SNpIsal JIPIDY -AHAIRE AN|S [0I1SBI0YD

12 2un3iy

{4 ¥ fos} xnpye jois3s8j040

juapusdsp TYI8Y



22156

PCT/US2014/029232

WO 2014/144708

{81} uonenusucs spndad {jw/&} uonenuasues aprdad T-£2094 999451 £52950 -
S T4 o1 o m. 08 S¢ 0z T 0T S ¢ ) ; ; ; g
P ; ; 3 3 : ; ; 3 ; m: %

6 g % 0 5 :

i o

¢ 2 $ Lo :

P y 2 v 5 t 5
L g B AN Sd ] dNYo oS o1 Iy

g W ] = o

(U /%L6s =xewp = {4 p/%Ly £ =xewp =z A -

IAIRDR KNS 1093830
frufBrl 2800w} 1-£2091 /B Ty T =) 9-99451 AR 149 10133531040
3 g
T-€Z09L 9-994SL 1925-iv  S8d

H . A H mw %

WOOFVLT|  GL46SE|  LCAPLY| SGL¥1951|  OL#v8  §34f 1-E209L e wam we 5e
S0°0F06°0, ZIFSYI] ZEFI0T GECFILLI  OEFEvE 1136y 9-99451 o000t e
LTOTEGD| TITZEY  QITEDY| L29F599T| S¢43598% 1ET0TZl 192UV 0000z o 2
YO'OFEE'D TIED 6I8L - Y 8F1E $d ! 8 m

(ip/Bun)| (a7 3w} 4 ip/3uw] 51 (/3w 1) (1/nil 1sv) (Vni) 1w o ooooE 3 =

I & =

— UBWIIEDI] 1500 INOY p -SIovJew jesiulp wnass . o000y = 5
} eadii iy A e S {Auanoe Jdo} Audo] 3PS

A

{$3 ou) T9ZS-LIYNSTUD YTV I3 0TYYIAMIITINSOAZ T-22081

{$3 ou} 1925-L1Y N1 SHIRAYTIZIVISNIWYTIAMIIDISYAT 999451

77 24n8i4 BUNINIUD =,] ‘SiBui-pZ ‘SSojeue T9ZS-1LYNSTUD



23/56
PCT/US2014/029232

WO 2014/144708

£-54281 £-E€981 LAY AN

[9]
>y
o]
{pu/ar) vonenuesues spudad o {1 /311) uoneUsIUOD apndad - 2
= o
2 [ -
08 S¢ 07 m_\,w ow m c 5 06 sz 0z ST 0T § 0 & g
Q m. } } ; } H : mw m._ \\\\\\\ = H W
g g, g
5 ‘o 3
5o v = JWYO ST JINYD OU £
Z = £
M 81 W/M Grommoremm——— G g MiJ:nm.M =
m U -~ 2 . AJAIIE AN LD 10IBISBIOHD
m Y B/%E6 =HEWA = (U & [%ED £ =HBWA =
/3 8T =uni) £-54291 i/ g1 =ui) Z-€2991
g
3 )
A S
DU A -
% 4 ) @
.. .. 0 S
SEOFOY Y L1%88 LEEFTIL 01¥es 2343 £-9L€9L Z81 ¥5% 812 00001 .M.. 3
60°0%08°1 VEFEQT  9S9ZE0PLT 61%L8 LI¥IY 2-ET99L 00002 2 m
STOTLLO 8FS0T| Z60TFTL9T]  SOTIFIGEE 94%2P2]  19€5-1LV o o
00005 § g
-
£0°0769°0 £51E TFLE 8708 £345 S84 oooy 3 =
(e/3wl (p/8wind (p/Swiny  (niisv] (/nil o BEREY 00005 3 =
V43N ) 00008
- 3 i ]
USRI B0 N0y -SIoyJew TesTus Wwrniss (RiAoe y1d0) AXIXG3 1SNA
¥

1€ SARIYTIZAVIA MYV IAMIINIS I3 £-54€91
T&-E23 SARYTIHIVIELTYYIAIITHSTIAT  £-E2991

BUNID =, ‘STojeuR T9ZS-ILYNSTUD
£ aunsiy



24/56

PCT/US2014/029232

WO 2014/144708

554291 TSIV 54d
0
541 18 000% " M
TT0ILTT|  LZ¥5ET] c9zecect] | €2isL]  SZi0p §-5£201 00007 = §
§L'0%89°0]  ECFLEl| LE3061e] S4€¥119¢] 163061 19¢&-1Lv 0005t 3
ST'0%16°0 1762 6718 O1%6v 11358 84 00007 m m
(ip/8w)l (/3w o4 (p/3w) 5y (/o 1Sy, (/nd OV 0005z % 2
LEEL 0o00s & %
TUSUIIEST] 1500 N0y b -SIsyiell [e3ius Winisg BEEDE goosE < S
0000Y
{Auanoe yNdD) Aol apsniyg

3 OU PUB T YUM “1E.3 B TZA THYTIEHIVEYIVYIMIIDISTIE  2T-62991

$3 OU pUE £ UHM “T5T4D 8 1ZA THYTIIVIITIVYIMIIDISHT  TT-E2991

$3 OU “IPT ‘€40 B 12A THYTHIVETIVYIMITDISTIE  01-€299)

S ou “IpT D THYTIIIVIITIVVIMIIDISIAT - 662991

$3 0U “1£,0 B 1ZA TEYTHIVIDTYYIMITINGTI  8-62991

S} OU “1€.D TYTIEIVIELOIYYIMIIDISIATL - £-6299)

S OU “WT.0 B 1A THYTIHIVETIVYIMITINGOT  9-8299L

WT ‘€23 B 1ZA SHIHYTIHIVIETIVYIMIIINSTIE  §-E299L

WL ‘€4 SHRIVTTHIVIATIVYIMIITISIAZ $-£2991

XD BICA  SIHVTIEIVIZOIVYIMIIDISTI  €-EZ99L

T1€:3  SHTHYTIIIVILLOIYYIMIINISIAT - 2-€299)

WD BI1ZA  SHTEVTIZIVIATIVYIMIIDISNONE  T-6299L

WI«2  SIEYTIIIVIETIVVIMITDISOAT 564291

yz 2andyy SulinJ =, ‘sdojeue T9Z5-11VNaTUD



25/56

PCT/US2014/029232

WO 2014/144708

BY B OF N o N o% o o o o oh oh
AP g I o A . o
wi /&) uonenusiues spnded L N Tl T« O Y Ml S My D gAY
e p FAPAR A G S P
ommmmmmmﬁmo ..\ \_

oF & o QD
FUTTERTEALEH TR

3 0 P 0 W N D
{4 §/9%) xS 1011530 YD

% ¢ =
..mi 4w S8 3 QAT CU B
S
{U ¥ /%0z°s =xewp =
‘81l 970 =uni) §-5£294 Kainpoe s jorsisajors OF

o
<

52 aunsiy



26/56

PCT/US2014/029232

WO 2014/144708

£ DESET &3007 E3ZYL SGITVPGT]  SBIFPES 1502 E-1669L
SEOFETLT TZ%16 EEFBET PESTRGLY TTTFOLET TEFIVL 8-16691
LT 0F88°0 £1%48 STF08T £6vT6V0T B6PITLTET 9¢F0LT 916691
ETOTES L PEFTOT ECTFLPT BEVTEESGTL] L8ZFLLGY PEFTLY §-16691
LO0F92°T L¥I0T OTFL9T PLTF99%%  9EFELYY g¥gd 16691
EQ°0FLYV Y TE¢+88 SIIPET PEPFSULE pHETOSEY FA RS £-16651L
ETOFLB0 8FOE ZI¥6%9 BYIF0ZZ EEFPS ¥¥6T Z-16691)
97 0%Ey 2 Y1796 SZFOVT BLLFIOPTT  BETITFGLE ¥FLG T-166%1
BLOFLLO T1%566 EFOLT, BEITLGETI TLOTFGYST ZYFEVL 192510y
0103690 £30¢ 704 £I7£9 62305 £38T 584
{ip/3wl (ip/3w) 241 (p/3w) o4f (Ip/3w) oy {i/n1) 1Sy i/n1) 1y
A EELY
UaLIeall 150d INoY § -SIIELY [BDIUID Winiag

A&-L1Y Yum dems yz1/9zs

dems $71/925

AL-GM

A-LTY

LTy

dems /1¥/92S

dems 1Y/ pS

TYZS-LLY JO WOy SUIINB|OSE Ul D &¥T £y

{1925-11y Ui 3UIIN2}0S] 03 4} 1€-029TET'0Td

9z 24ndiy

)

@&vm @@d\ @@wx @@f @&J\ @aw% @3&% @&V pNg

$ 8 4 4 4 € 4 N QDG
; ; 3 3 : NE" "r-ﬂL.

£

g
800s
GO00T
0005t
2000z
60052
0000E
B00sE
GG00Y

{aususeasny isod y ¢}
/N1 Aualse HdD wines

{Aunizoe ydD) AUdpo) 31Isniy

TASHY I 3ALTHAYVIMITTASHAT
PASHY H33VAINAVVIMITTHSHAZ
SHTEY I3V Y VHAIIDISHAT
SANIY I IAIIVVIMITDISUAT
SHTHY 133354384V YdMITTHSEAT
IV 354380V VAMITTASHAT
SHTIY T334 384V VAMITIDIVEAT
SHIHYHIIVIALOIVVIAMIITISLOAT
SHTHYHIIVIZBIVYIMITTISEAT

6-16691
816691
£-16691
916691
516691
P-16691
£-16691
16691
1-16691

BULINJID =, ‘BULINII Yum sBojeue T9Z5-1LY



27156

PCT/US2014/029232

WO 2014/144708

8 g 14 Z 0
3 -----
o
SIYs + yode —s— a
B
4inys ou yode - m..
WY + 16698 -F— 3
SIS OU T-16608 o mm..
b 1 S
AN + E57983 —e— . Wm .W &d .W W. ,M.
A2 DU £52580 —o— = dINY3IT] JNYICUR
14’ - ALAIIDE MDD [OISIS0UD

-yode "SA $a118uUD| Xni43

£67953  CI669L 116691
{1/ 811} uopenuaIuos spndad o {jwi/ 81} uonenussuod sphdad 5 - ‘
0E SZ 0Z ST OT § 0 & Of ST OZ ST 0T § ¢ 2 -0
: s s . . . o m. : ; ; : ; : B () MW .7
¢ & z S
@ ® 4
¥ =3 =
. v
2 =
B3 8 .W 3
(U ¥ /% €9 =xewp = {4 ¥/%E69 =xBwip =
/B pgo0 =unn) 2-16691 /8 16°0 =uni) 1-16691 o1
SNV OUE
3 4

£ ain3iy

{4 ¥ /%) xniye joussaou)

{4 & /%) xnide j0Ia1530UD

<L



28/56
PCT/US2014/029232

WO 2014/144708

i
yi

{1/ 37} uonenusIUGs {ju/37l} uonenusIUCI
6f sz 02 ST o1 § o & 05 SZ 0 ST O &
H H H 3 : 3 Q W 3 H 3 : H 3
&
z 3
7-16691 iy {p-££251) £5795D
i
\\\\\ -9 I
L — e g = @
£
Y ¥ /% 264 =Xewp = Y /% 25" L =XBWp
T E: PR TN G/ g0 =wiy
m.w_mﬁum.mm m%m&w.mm £52952 : : . 0
wm,m%mm.@m QL0598 19261y -z
¥
deﬁm.mm 20552 12 3ode | g
Nmm%ﬂ.@m 8075y g30de g
mma%ﬁ,mm 6'05T'Y jyode T . 01
.
T jus /81 + - ‘
{sanjea wiy) ASUBIDILS XNS 10431531040 AV SIHE dNYD OUE
¢

82 aundiy

N W0 o NSO

{4 ¥ /o) X014 josa3SI0UD

()

{4 8 /%) XN o382 j042

<,



29/56

PCT/US2014/029232

WO 2014/144708

62 2Jn3ig

by by 3
/4 7
% o

5
H
%

¥

UOLEZINGELS 1Y.8Y

Ry

g

s3I0l
2404 192510V

saxajduwios
404 £52953

dNY2 T dNY2OU R

-yode (3 3ode jode  £579$)

proemnfioid

dvssnid il Yo oU B

gt
21

(U &} xnipie josas9j04l %

L4

{4 ¥/%) xnjye (043383[0YD

<L



30/56

PCT/US2014/029232

WO 2014/144708

1925-11V I-yode €5798D (qus/Bn) es0q
. myy et 14 ge 8¢ 18 o
L 3" 6 L] i i 5 % & 03
gy ¥ "
56 g s 62980 T
. £6™ 56 LOZGILY - frs 9
&71 5117 £7L i1 Ivode-Lm -8~ W
Ly RS e7E 528 » mm
e LE vl I F0L 3%
AAAAA E
g o] fueesn} Jussis} fanenn} fonnf %N 3 104915310 -5t
3 y. ) S ;
Nuwm,wmm,m Mmawwﬂww M mw&m@ Muwﬁ Mm #t ms\w&m M % MW&MW M m%W m M m Pm@
sj@8-gz) Ajgwasse 1gH 1usose 5 q
£6¢950 1925 1Y (1ws/51 o)
/31 0os £ ji/Broos ¢ -yode
\\\\\\. SASUICLIOW
(1010 uiaIsam /BUunjulssod) A SIBUP
uoneziiawosijo TyHay Tvoav

o€ 24nSig

v



Figure 31

31/56
WO 2014/144708

fied Q@@
oo
8 £
£ %,
T,
e 2
£
g 2%
) 'y
Rt f. %
o
=
L]
e § 3
%
2 2
O O
&
w=d i
= R
o I
by
YO0 o O WM S N R e D
£ URTLAR GIHERISE LT sl g}
(9]
[
&
&
8%
X5
&
[tal
[ 45}
S e
% 5
3
I
(14
(%5
fo]
o©3
&
Eé

Lo < A & e
L

<X % ‘KNS [OIR1SAOYD TE-YS

PCT/US2014/029232



32156

PCT/US2014/029232

WO 2014/144708

sax31duwos saxaiduwiod
3dOd 195 Y dOdiESZesD

AHETD O HHg [oHuoc g

7€ aunsiy

{4 2} xnyge jou8ssjoYd %

&

WO o o N e QO

3404 EST95 I8~ 52950 334)-Did ] e

KNS jOIaIS2{0UT %

=L



33/56

PCT/US2014/029232

WO 2014/144708

{jeuflis pyode)  {jeusis spndad)
(£5798D -yode=T1:01) pwsed

{jeudis -yode)
eLuseld j043U00

- 99°%

- 014

-91°8

-157°6

0701

[w]

paid v goxd void » gord

£ aunSig

poid o m_owo”

T9Z5-11Y

£52950 + %8d

L

eused 941

Y3 dJINYIOUR

0

Gi

{4 &/%) xnie 040159040

<



34/56

PCT/US2014/029232

WO 2014/144708

{*g'e |-yode ‘uIsISBMR)

Z-1669.L -yode=T1:01) ewseid

2uisEld JO4IU0D

pE a4ndiyg

waid

% g
waid »  gasd waid 0 gaad

]
vasd

%
© g

[
aad

g

£-16681 ESTO50 {04300

ANy SIdD dyooum

{U ¥ /%) xniyge joIsj0Y0

<X



35/56
PCT/US2014/029232

WO 2014/144708

Lot Gapsiup spvsed uspnadods
37 23 %2

o

SufBums .
By B0 \\\ »
Byfs gy
Baf i By/Buny
RsR08 By Gy BefBung m
yumunBisss gwad - S9 UL i Buiony "
WwosIng 53 903

usuBifisye yaad ~ 558 IGH

£5E953 FOLRIOTS

uoidsiul spidad Jsyye s
17 e Yt 5494

05

00t

UOIINQLISIP 1Ua2iad

WIAH-B ] %IAH-g3.d B

{3 /8w gF) vonBsSiupe Y
¥ -sig o geaig

g€ 3ungig d v



36/56

PCT/US2014/029232

WO 2014/144708

g€ ainSig

{nu/81} uonenuaducs spidad

0g

g

Ot

(/3 et = uni) 9zA

£52953 9Zh
o % \
[»]
d
A}
| &
v E
-4
g ¥
oy,
8 w. ANy S JINYO OU B

AHAIIDE XNjED [0IBISBIOUD

3

{aut) suny
OPPL GZTL G021 080L 086 OFE 024 009 48Y 088 L 4%} &

HTHEISIUNI DR [ LS SEEIR [

UDZNTIULIDE § RO BUE NI G i

%d

Vi Oy OTeR’s Al HO ENGIUIBEE SNOUBARII padponn
&1y ELEFEL'E df
5EE L9'0FT0L 35
{peneoig) (4} z/13

ZA ANTEYVIAZY IS 1YY IAASEI NS OAT T-847%1
BUHINILD =, ‘Sojeue 19z5-1LynaT

0t
A}

109

Fovn

08y

R R

(Y £ f%) xnige joavsajoy0

£

{Juramba Bri} uopeauaausy

<%



37/56

PCT/US2014/029232

WO 2014/144708

3B0P 16691

EEFENEY S

/3w g1

§8d

58d

SR CEN 0> dy

[

iy

51

Z

L 3indid

¢

{y vz} joseisibg] indino jessy

ot
o

payoaiul 1o %

g

2wf8uw pt /8 01
£589%0 £52950 $8d

i 1 01

oot
paysaful o 9

=1
{4 vz} josmsiHE] wndino 233y

3

B50P Z-166310
BfBwos  FBwoy Sud

]

00001
......... - 00007
0000E
G000y
......... “ 4 0000S
\\\\\\\\\ 00008
80004
00008
00006

{4 p7} 1oamis[HE] Indino sy

saxa) wad fwdp




38/56

PCT/US2014/029232

WO 2014/144708

g€ ainSig

JRURLIODOY 310R404 B0y 3I0UAA

Z-09SLE
W N ¢
=

il o

$8d B J B

e

1)

E34E S3BJNS [BI0] IO %
‘SISCIB]IS0IBYIY BLIOY D]0UM



WO 2014/144708

Figure 39
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Figure 40
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Figure 43

WO 2014/144708

ABCA1 ligand peptides can be designed to have cholesterol lowering
and glucose lowering properties
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Figure 53
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