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Ri, Rs, Ry @ RE EZ@ZHOE H (-C 27, Z(halo), A¥olE, FFFEYol=, -0H, ®7]7](bulky
group), °oFd, Alo]EF=2LZ, IFH RolH, FHEAI|EFEZLZ, -N(CHy),, EAUIEY], &L FANUYS|EV|ZE

THE agonne AeH;

Ru= H, C-C €4, =, Ao, ZFF2Zuoe]=, -SONH,, -COOH, -CN, -CH.CN-, -NHCN-, -CHO,
=CHOCH;, -CO0 4, -050, &7, -NH,, ¥ -NHCO(CH,), 0.2 ¥ IFo=z{E Aawmy;

X&= CCp €2, CCp gAY, CCp &71d, T2, ZFEF2ZYo|=, N, -SONH,, -COOH, —-CN, -CH,CN-,
-NHCN, -CHO, -C00 <, -0S0, <7, -SH, -SCHs, —CH[(CH),CH3]1COOCH;, —-(CH,),COOCH;, —(CHs)y=0-CHs, —(CHy),—
0-(CHy),CH;, —(CH2)y=S-CH;, —(CHy),—S-(CHy),CHs, —(CHs),~NH-(CHs).CHs, —-Co—Cs &#AId-0-(CHy),CH;, —-Co—Cs LA
-S-(CHy),CH;, -Cy=Cg &AII-N-(CHy),CHz, -Co~Cs &71d-0-(CHy),CHs, —Co-Cs &71d-S-(CHy),CHs, —Co-Cs &7~
N-(CH,),CH, -(CH,),~OH, -(CH,),~NHs, =(CHz),~0-NH,, -(CHy)y=S—NHo, -NH(CH.),CHs, -NH(CH.),0CHs,
-NH(CH,),CHOH-COOH, -N(CH3)s, —(CHy)n(NH)CH,OH, -NHCOOH, -(CH,),NHCOOH, -NO,, -SCN, -S0, <&Z, -B(OH),,
~(CH,),N(CH;)~S0,~NH;, —(CHz),~NH-SO0,~NH,, -NHC(=S)CH;, ¥ -NHNH,Z F-d¥ I15o25F A9y ar;

Y+ H, =0, -0C0(C;=Cy &Z), % -0HZ FAHE IFozFEH Adxmy,
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H

Ri 2 R SHACZ H, -0 ¥ 222 A 1502y e Agen);
Re H, @2 9 -0H2 TAE 1Fo2iE Ags;

me 19 12 Afele] Aeln;

n& 07 4 Abole] A9l Wy,

373 3

Al 2 3ol QefA,

Xe GCe €4, CCp &7d, —(CH)y=0-Cly, —(CHy)y=0-(CHo),CH, —(CH,)o=S-CHz, B —(CH)y=S-(CH) (a2 7+
de aEoRSE AEss .

AT 4

471 =

(6S,8R,9S,13S,14S)-3-3}0)| =2 A -6-(H| EA W& )-13-W|€l-7,8,9,11,12,13, 15, 16~ E}5}o] = 2 ~6H-A} o] S = 31
BHaldAGEA-17(14H)-&;

(6R,8R,9S,13S,145)-3-3}0)| E 2 A|-6-(H| EA W& )-13-W€l-7,8,9,11,12,13, 15, 16~ E}5}o] = 2 ~6H-A} o] S = 31
BHaldAGEAN-17(14H)-&;

(6S,8R,9S,135,14S)-6- (vl =AW & )-13-#€-7,8,9,11,12,13, 14, 15, 16, 17-d| 7}3} o] = 2-6H-A} o] = H E}[a] 7]
dEA-3,17-1;

(6R,8R,9S,13S,14S)-6- (vl =AW & )-13-#€-7,8,9,11,12,13, 14, 15, 16, 17-d| 7}3} o] = 2-6H-A} o] = A E}[a] 7]
dEA-3,17-1=;

(6S,8R,9S, 10R, 13S, 14S)-17-8} o] =& A -6- (| E A W €] )-10, 13-t W €-6,7,8,9,10,11,12,13,14,15,16,17-%H]
Fhato] = 2-3H-Ato] F 2 A et a] FFEN-3-;

(6R,8R,9S, 10R, 13S, 14S)-17-8} o] =& A|-6- (| E A W & )-10, 13-t W €-6,7,8,9,10,11,12,13,14,15,16, 17-%H]
F}afol =2 -3H-Alo] F 2 HEH a] H G E A -3-2;

(6S,8R,95,13S,145)-6-(3lo] =5 A W &d )-13-W€-7,8,9,11,12,13, 14,15, 16, 17-t| 7} 5} o] = 2 -6H-A} o] S = H E}
[a] A FEN-3,17-T]&;
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(6R,8R,9S,13S,149)-6-(&lo] == W& )-13-WE-7,8,9,11,12,13, 14, 15, 16, 17-d| 7} 5} o] = 2 -6H-A} o] E = A €}
[a]HAFEAN-3 17-1]L;

(6R,8R,95,10R, 13S,14S)-6-(H EA W €)-10, 13-t] W & AN AL d| 715l o]| =2 -1H-AFo]| E 2 HEH a | H G E=-3,17-T]

=

(6R,8R,9S,13S,149)-6-((o}m| =22 ) H &l )-13-W|€l-7,8,9,11,12,13, 14,15, 16, 17-B| 7} 3} o] = 2-6H-Alo| S 2 H e}
[a]HAFEA-3 17-1]L;

(6S,8R,9S,13S,149)-6-((o}m| =22 ) H| €l )-13-1|€)-7,8,9,11,12,13,14, 15, 16, 17-B| 7} 3} o] = 2-6H-Ato| S 2 H €}
[a]HAFEA-3 17-1]2;

(6R,8R,9S,13S,149)-6-((e}v] == A wl € )-17-3} o] =5 A]-13-¥]©1-6,7,8,9,10,11,12,13, 14,15, 16, 17- = H| 7}3}
o] Z-3i-Ato] FZHEHa] WG EA-3-2;

(6S,8R,9S,13S,14S)-6-((o}n] = A W | )-17-3} o] =5 A]-13-¥ € -6,7,8,9,10,11,12,13,14,15,16, 17-= | 7}-3}
o] = 2-3fl-Ato] S ZHEH al A FEA-3-2;

(6R,8R,9S,13S,145)-6-( (W ZA W &) olu] ) wl &l )-13-H € -7, 8,9,11,12,13, 14,15, 16, 17- 6| 7} 8} o] = 2 -6H-A}
o] F et al AT EM-3,17-1t] &

(6S,8R,9S,135,145)-6-(((WZA W) o}u] ) w & )-13-w1 € -7,8,9,11,12,13, 14,15, 16, 17-H| 7} 8} o | = 2-6H-A}
o] Z =Mt al AT EM-3,17-1] &;

1-((((6R,8R,9S,135,145)-3,17-T] gFo] = FA]-13-w|€-7,8,9,11,12, 13, 14,15, 16, 17-t] 7} 8} o] = Z-6H-A} o] E 2
HEH al A FE-6-L) W E) o} 1) L2 F-2-2;

1-((((6S,8R,9S,138,148)-3,17-t] 8lo] =& A|-13-W€&-7,8,9,11,12,13, 14,15, 16, 17-t| 7} 3} 0] = 2 -6H-A} o] F =
HAeHal A FEAN-6-U)wE)opr| 1) L2 F-2-2;

(6R,8R,9S,13S,14S)-6-1| EA]-13-W|&l-7,8,9,11,12,13, 14,15, 16, 17-t| 7} 5} o] = 2 —6H-Ato| Z 2 HE} a] A FE 2-
3,17- &

(6S,8R, 95,135, 14S)-6-(2-H| EA] o & )-13-wW|€l-7,8,9,11,12,13, 14, 15,16, 17-t| 7} 5} o] = 2 -6H-A} o] S Z # €} [a]
HHEUA-3,17-1%;

(6R,8R,9S,13S,14S)-6-(4-m| = A 26 )-13-wW€l-7,8,9,11,12,13, 14,15, 16, 17-t| 7} 5} o] = 2 -6H-A} o] S 2 # €} [ a]
HHEA-3, 17-1-%;

(6R,8R,9S, 135, 14S)-6-(6-m]| =] &1 21 )-13-wW|€l-7,8,9,11,12,13, 14,15, 16, 17-t| 7} 5} o] = 2 -6H-A} o] S Z # €} [ a]
HHEA-3, 17-1%;

(6R,8R, 95,135, 14S)-6-(6-| =] €l )-13-wW€l-7,8,9,11,12,13, 14,15, 16, 17-t| 7} 5} o] = 2 -6H-A} o] S 2 # €} [ a]
HGEA-3,17-1L;

(6R,8R, 95,135, 145)-3-3}o| =2 A -6- (W EA| ¥ & )-13-W€-7,8,9,11,12,13, 14, 15, 16, 17-H| 7} 8} o] = 2 -6H-A} 0]
Z2AeHa]AFEA-17-2 AHolH o E;

(6R,8R,9S,10R, 13S,14S)-6-(w = A # €l )-10, 13-t = €l-7,8,9,10,11, 12,13, 14, 15, 16-H]| 7} 8} o] = 2-3H-A}o| E 2
FeHalAGEA-3,17(6H)-t]<;

(6S,8R,9S,10R, 135, 14S)-6-(HW = A # €l )-10, 13-t = €l-7,8,9,10, 11, 12,13, 14, 15, 16-H]| 7}8} o] = 2-3H-A}o| E &
FAeHalAGEA-3,17(6H)-t]<;

(6R,8R,9S,10R, 13S,145)-6-(wW =A # &l )-10, 13-vI#|€-4,5,6,7,8,9,10,11,12,13, 14,15, 16, 17-H| E&} | 7}-3} ©]
Ez-SH-Atol 2 2B al d G ER-3, 17-1 &

(6S,8R,9S,10R, 135, 145)-6-(wW = A # €l )-10, 13-t H|€l-4,5,6,7,8,9,10,11,12,13, 14,15, 16, 17-H| E&} | 7}-3} ©]
Ez2-3H-Atol 2 2B a] H G ER-3, 17-1) &

(6S,8R,95,13S,148)-6- (Wl H A vl €)-13-w1D-17-%24:-7,8,9,11,12,13, 14,15, 16, 17- vl 7tet o] = 2 -6H-Ato] S &
HAeHal A ERN-3-2 sfo] =zl o] E;
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(6R,8R,9S,13S,14S9)-6- (W EA W & )-13-w &l -17-24-7,8,9,11,12, 13,14, 15,16, 17-t| 7} 8} o] = Z-6H-A}o| S &
HeHalHHEAN-3-U slo| =27 HFo]E;

(6R,8R,9S,135,148)-13-wd-6-(4-Z 2 Z A - €)-7 8,9,11,12,13,14,15,16, 17- v 7} e o] = 2 -6H-A}o] 2 Z A E}
[a]l A FERI-3,17-1] 2

(6R,8R, 95,138, 145)-13-9 &-6-(5-o Z A R)-7,8,9,11,12,13, 14,15, 16, 17-H| 7} 5} 0] = Z-6H-ALo] Z Z # E[a]
HGER-3,17-1] 2

(6R,8R, 95, 10R, 138, 148)~6-(#] 5 A1 ¥ €1)-10, 13-T] | & A} | b} o] = - 1fi-A}o] 2 2 A [a] A= -3, 17-1]
L -

=

(6R,85,95,148,178)-6- (W S A ¥ €)-7,8,9,11,12,13,14,15, 16, 17-t| 78} o = 2-6li-AFo] Z & A e} a] o F = 2~
3.17-1]%

2 FAE aFoRRy AU dhy,

AT 5

(6R, 8R, 95,138, 145)-6- (v S A vl &)-13-#1€-7,8,9,11,12,13,14, 15,16, 17-t| 7} L o] = 2-6H-A}o] F = A E}[a] 31
HE-3,17-1 &, 3

(6R,8R,9S,13S,145)-6-(6-W A &4 )-13-M©€-7,8,9,11,12,13,14,15,16, 17- ] 7}5}o] =2 -6H-Alo| Z Z 3 E} [ a]
HFEAN-3,17-1=

2 FAHE IFoRRE MuEE= W,

A7 6

EHEROA LPL W/EE ApoC2 754 B4 e (up-regulation)] Wl glo]A,

A7) e &) slekae] BgtE:

R4

R110%
Ry

N
N
pa
N
pl=l

Ry, Ry, Ry 2 Ry= , GG &, sr, AyolE, FFFEYol=, -0H, H7]7], o™, Alo|F=2Y
71 FEH R, e ZA)FRS D, -N(CHy),, E2HO|EY], W IATYo|Er|g FAE I202HE A
% 4L

Ry< H, CGC €, =7, AuoEg, ZFF2Zuol=, -SONH,, -COOH, -CN, -CH.CN-, -NHCN-, -CHO,
=CHOCH;, -CO0 94, -050, &4, -NH,, ¥ -NHCO(CH),o.2 FA¥ I1FozHE Ay,
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X CCi €4, GCy gAY, GC, ¢71d, 22, FFFZYUo|=, -NH,, -SO,NH,, —COOH, —CN, -CH,CN-,
-NHCN, -CHO, -C00 ¢, -0S0, ¢Z, -SH, -SCHs;, -CHI(CHz),CH3]COOCHs, —(CH,),COOCH;, -(CHy)y=0-CHs, —(CHz)y—
0-(CHz):CHs, —(CHz)y=S-CHs, —(CHy)y=S—(CHy),CHs, —(CHy),~NH-(CH,),CHs, -Co~Cs &7'd-0-(CH,),CHs, -Co-Cy &7
=S-(CH)CHs, -Cy=Cs &AE-N-(CHz),CHs, -Co-Cs &71'd-0-(CH,)oCHs, -Co~Cs 2719-S-(CHy)iCHs, -Co-Cs &7~
N-(CHy),CHs,  -(CHy),~OH,  —(CH2)y~NH»,  -(CHy);=0-NH,,  -(CHy),~S-NH,,  -NH(CH.),CH;,  -NH(CH,),OCH;,
-NH(CH,),CHOH-COOH, -N(CHs)», —(CH.)n(NH)CH,OH, -NHCOOH, -(CH,),NHCOOH, -NO.,, -SCN, -SO, %%, -B(OH).,
-(CH,)uN(CH;)-S0,~NHs, —(CH»),~NH-SO,-NH,, -NHC(=S)CHs;, % -NHNH,2 A€ 15O =2HE Me s

Y+ H, =0, -0C0(Ci-Cyo €Z), % -0HE FA4E IFo2FH HAgEw;
Z= 1 2 vz 748 IFe2iy desa;

me 03} 20 Apole] AHolw;
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wol Al % ok}
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Ry
Ry10

e o)
Y= -OHel™;

ne 13} 12 Atole] g4ol

=

ne 03 4 Abolo] A=<l Wiy,
AT 8
A 7 ol oA,

X2 C6-Cp &2, CCp &7d, -(CHy)y0-CHs, -(CHy),=0-(CHy),CHs, —(CHz)y=S-CHs, % —(CHy),~S-(CHy),CH;= -

A agonyy Adss Py,
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(6S,8R,9S,135,145)-3-3}o| =2 A -6- (W EA W &) -13-W€-7,8,9,11,12,13,15, 16— E} 3} o] = 2 -6H-Alo] 2 91
BHaldAGEAN-17(14H)-=;

(6R,8R,9S,13S,145)-3-3} 0| =2 A -6- (W E A | &) -13-W€-7,8,9,11,12,13,15, 16— E} 3} o] = 2-6H-Alo] 2 2 9
BHaldA G EAN-17(14H)-=;

(6S,8R,9S,13S,148)-6- (M EA W &)-13-WE-7,8,9,11,12,13, 14,15, 16, 17-H 7} 5} o] = 2 -6H-A} o] Z Z 3 E} a] &
dEHA-3,17-1L;

(6R,8R,9S,13S,148)-6- (M EA W &)-13-WE-7,8,9,11,12,13, 14,15, 16, 17-H| 7} 5} o] = 2 -6H-A}o] Z Z 3 EF a] &
HEA-3,17-9E;

(6S,8R,9S,10R, 135, 14S)-17-3} o] =& A -6-(H| EA ¥ & )-10, 13- W ¥ -6,7,8,9,10,11,12,13,14,15,16, 17-%= ¢
Ftsto| e 2-30-Ato| Z 2 A e a] H G E A-3-2;

(6R,8R,9S,10R, 135, 14S)-17-3} o] =& A -6-(H| EA W & )-10, 13- W ¥ -6,7,8,9,10,11,12,13,14, 15,16, 17-= ¢
Ftetol e 2-30-Ato| Z 2 A E [a] Hl G E A-3-2;

(6S,8R,9S,13S,145)-6-(3to| == A o & )-13-H€1-7,8,9,11,12,13, 14, 15, 16, 17-Bl| 7} 5} o] = 2 ~6H-A} o] S = # g}
[a]lHGE=-3,17-1]<;

(6R,8R,9S,135,148)-6-(3to] =5 A v &)-13-¥1€-7,8,9,11,12,13,14,15,16, 17-tl 7} 3t o] = 2-6H-ALo] 2 2 E}
lal o ERI-3,17-t] &

(6R,8R,9S,10R, 13S,14S)-6- (M EA W €)-10, 13-t W & N A} o] 7} 8L o] = 2 -1H-Ato]| E 2 HEHa | H G E -3, 17-T

=

(6R,8R,9S,13S,145)-6-((o}n| =21 ) v &l )-13-W|€-7,8,9,11,12,13, 14,15, 16, 17-B| 7}8} o] = 2 -6H-A} o] S = F €}
[a] ¥ FEA-3 17-1]<;

(6S,8R,9S,13S,148)-6-( (o}1] .= A )W & )-13-HW&-7,8,9,11,12,13, 14, 15, 16, 17-t| 7} 5} 0] = 2 -6H-A} o] E = H E}
[a] AIFEAN-3,17-1=;

(6R, 8R,9S,13S,14S)-6-( (o} =& A W & )-17-3} o] =2 A]-13-9W € -6,7,8,9,10,11,12,13, 14,15, 16, 17- = d 7}-5}
ol=2-3i-Ato] EZHEHa]| HFE A-3-2;

(6S,8R,9S,13S,14S)-6-( (o} =& A ¥ & )-17-3} o] =2 A]-13-W € -6,7,8,9,10,11,12,13, 14,15, 16, 17- = d 7}-5}
ol=2-3i-Ato] EZHEHa]| HFE A-3-2;

(6R,8R,9S,13S,145)-6-(((FESA &) o}r] =) Wl & )-13-w| &l -7,8,9,11,12,13, 14,15, 16, 17-d| 7} 3} o] = 2 -6H-A}
olZzHEHalHFEM-3,17-1L;

(6S,8R,9S,13S,145)-6-( (S A &) o}r] =) Wl & )-13-w| &l -7,8,9,11,12,13, 14,15, 16, 17-H| 7} 3} o] = 2 -6H-A}
olZF2AE a]lHIFEU-3,17-1]&;

1-((((6R,8R,9S,135,145)-3,17-t] 8}o] == A]-13-# & -7,8,9,11,12,13, 14,15, 16, 17-H| 7} 3} o] = Z-6H-A} o] E &
AeHal A HEA-6-L) W E)opr| ) L2 H-2-2;

1-((((6S,8R,9S,135,145)-3,17-t] 80| == A]-13-# & -7,8,9,11,12,13, 14,15, 16, 17-H| 7} 3} o] = Z-6H-A} o] F &
HAetHal A HEA-6-L) W E)opr| ) L2 H-2-2;

(6R,8R,9S,13S,148)-6-H| EA]-13-¥€-7,8,9,11,12,13,14, 15,16, 17-d|7}5} o] = 2~6H-A}o| E 2 HEH a | H HE -

3,17-1=;

(6S,8R,9S,13S,148)-6-(2-H| EA] o & )-13-W €& -7,8,9,11,12,13, 14,15, 16, 17-d| 7} 5}o] =2 -6H-A} o] E 2 A E}Ha]
HAHEA-3,17-1]L;
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(6R,8R,9S,13S,148)-6-(4-H| B F- & )-13-1W€&-7,8,9,11,12,13,14, 15, 16, 17-t| 7} 5} o] =2 -6H-Al o] 2 H E} [ a]
HIEA-3,17-1L;

(6R,8R,9S,13S,145)-6-(6-H| EA| & A )-13-WE-7,8,9,11,12,13,14, 15,16, 17-t| 7}l o] =2 -6H-Al o] F 2 E}a]
HdEA-3,17-t]L;

(6R,8R,9S,13S,145)-6-(6-H| B 2€)-13-W€-7,8,9,11,12,13,14, 15, 16, 17-t| 7}l o] =2 -6H-A} o] 2 E} a]
HIEA-3,17-5L;

(6R,8R,9S,135,14S)-3-3}o| =2 A -6- (W EA W &)-13-W€l-7,8 9,11,12,13,14,15, 16, 17-H| 7} 5} o] = 2 -6H-A} 0]
Z2 A a] A GEA-17-Y 2E| o} o E;

(6R,8R,9S,10R, 13S,14S)-6- (M| ZA W €l )-10, 13-t ¥ €-7,8,9,10,11,12,13, 14, 15, 16-t| 7}8lo| =2 -3H-Alo| E &
A alHFE--3,17(6H)-1]2;

(6S,8R,9S,10R, 135, 14S)-6- (M S A W & )-10, 13-t] W ©-7,8,9,10,11,12,13, 14, 15, 16-t| 7} 8} o] = 2-3[-Al o] E &
A alHFED-3,17(6H)-1]2;

(6R,8R,9S,10R, 135, 14S)-6-(H S A W& )-10,13-t]W€-4,5,6,7,8,9,10,11,12,13,14,15, 16, 17-6]| E&} H] 7} 3} 0]
E2-3H-Atol 2 2B al G E-3,17-1] &

(6S,8R,9S,10R, 135, 14S)-6-(H S A W& )-10, 13-t]W€-4,5,6,7,8,9,10,11,12,13,14,15, 16, 17-e| E&} H| 7} 3} 0]
EZ-3i-Atol Z 2 EHal A FER-3,17-T] &

(6S,8R, 95,135, 148)-6-(H EA W & )-13-w| &l -17-£-4-7 ,8,9,11,12,13, 14,15, 16, 17-H| 7} 8l o] =2 -6H-A}o| =
HAetHa]HHEA-3-Y slol=27 Mduo]E;

(6R,8R,9S,135,145)-6-(H| EA W & )-13-H & -17-24-7,8,9,11,12,13, 14, 15, 16, 17-tl| 7} 8} o] = R -6H-A} o] EF &
HEHa] A FEN-3-U slo]=27 Ao E;

(6R,8R,9S,13S,149)-13-W"-6-(4-Z2 ZA|HH)-7,8,9,11,12,13,14,15,16, 17-tl| 7} 3} o] =2 ~6H-Al o] S = H E}
[a] IFEN-3,17-T]&;

(6R,8R,9S,135,145)-13-# & -6-(5-o| =A| 2E)-7,8,9,11,12,13,14, 15,16, 17-t| 7} 8l o] = 2 -6H-Al o] S = H €} a]
HGEA-3,17-1L;

(6R,8R,9S,10R, 135, 145)-6-(H EA W & )-10, 13-t W & A A} | 7} o] = 2-1H-ALo| S 2 HEH a | HIHE A-3,17-T
Q-

=

(6R,8S,9S,14S,17S)-6-(H| E=A W€ )-7,8,9,11,12,13,14, 15, 16, 17-t| 7} 5} o] E 2 -6H-A} o] = A E}H [a] H| T E @l -
3,17-9&

2 THE agonne AuHs gy

A3 10

(6R,8R,9S,13S,148)-6-(H EA W &)-13-WE-7,8,9,11,12,13, 14,15, 16, 17-H| 7} 5} o] = 2 -6H-A}o] Z Z 3 EF a] &
JEA-3,17-1]L, @

(6R,8R,9S,13S,148)-6-(6-H| B &A1 )-13-WE-7,8,9,11,12,13,14, 15,16, 17-d| 7} 5}o] =2 -6H-A} o] 2 A E}Ha]
HHEA-3,17-1]&

2 FHE 1FoRE Aess why,

utgo] A
7l & & of
B AL 20143 3¢¥ 19¥0 ¢4 71EF &Y dHEWIE 61/955,5789 tigk A 1 o]l FAFH
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[0002]

[0003]

[0004]

[0005]

[0006]

[0007]

[0008]

ZIHSd 10-2016-0136363

2 Aol 1 AFo] A&z HAL).

2 dge -8 o2EFfUE FJFEE ZE ol ggoz FHE/MTIT A(salt)E Er T2EEH
(prodrug) E2 ¢=3to]n] A&k(Alzheimer's Disease: AD)S X E3F= W] 3 Aok, A7 IJFEEL
Fromd g golA(LPL) ZD/EE olx vl d (2(ApoC2) -AH7] dalde [PLS &8s o Asxde A
T3k},

I

d=slolw] A3 (AD)E T2 =9lolAl FES v X = AP JAFHBA Felleltk. 7 7HA e A, =i
(early-onset) % wHiFA(late-onset)o] &A3th. oA ADE =831, 20t (the third decade)"HE Z7]9l
5‘4‘*5]' APl Al sy, 23] AR §3 Eo] Edwolel dyEch, v T 23 ADE

e §HF 9F AAES ze= gl #Hlolth.  whdA]l ADE 654

E3ta, 60t & 70tiolM wHEe, @

ool AlFECA A uje] F8 Yot 654 o] ww AT F 7 UlA 10 %, R 8041E WE vH
T % 40 97HA7F AR arERtErh Ao x7ld, 5L 719 9 Wkt dAs Agst. Aol A
stell wheh, $x7F hAE] AFdAQ TS XE wjrhA] FrEAQL Q1A 7o) &4 Al Ht.

u A FRrel Aol o Rol=-wEH(AR) HWELO|=C] FH P AR WA 2] WA o] ADolA AT L
A AEs WPA7I= H F8sithe Aol dy welsoA ABE 2 /M9 ofxvt2d oA, wE}
9 Zrol-A A EfolAle] o gk opdRol= A wh A (APP) <] Tx}m ﬂldﬁ ST ofs) AgE
o} rel-AladErebAle] o gk Sl R = AR WE(release) s frEshs HE A Aot 4

o2, Fv-Al A EtetA] 2N F (cleavage) o] 40 7] ofn|iil Zojo] AR WA (AB40) H 42 79 ofv|
2b Zolol AR wWMAE(AB42)E fFEst, FAE =A4dWlA §-Algk F(predominant species)e]th
(Iwatsudo, T. €], 1994 Neuron 13, 45-53). AR #EEL 1 YA} #38)(degradation)/A A (clearance) 7+
of w&d o3 A=, ofstE AR o]zt AtEo] w3 HoAe] AR FAS ofr|grh(Tanzi, R. E. ¢,
2004 Neuron 43, 605-608). < AFEL2 AdwAE 2 vAolwAETL A AR42E &4 ¥ Falgdt=
(Wyss—Coray, T. 9], 2003 Nat. Med. 9, 453-457; Jiang, Q. <], 2008 Neuron 58, 681-693)3}, AR a7} <
T=Z-2]4% F%(endosomal-lysosomal compartment)ol]x] WAJsth= A (Majumdar, A. 9], 2007 Mol. Biol.
Cell 18, 1490-1496; Mandrekar, S., 2009 J. Neurosci. 29, 4252-4262)S }ERNSIT).

g g aolA(LPL)= EZ@Algel=e 7teials £X1A7]a, frauds) shilst Fg|asoin]x
S 7H(GAGs) = g3 U9 Flxumd 484 7te] "Bl #AH(bridging molecule)"ZA 7]5gto2A 2
Eode] M¥E F4(cellular uptake)E viZldtch(Williams, K. J. &, 1992 J. Biol. Chem. 267, 13284~
13292; Mulder, M. 9|, 1993 J. Biol. Chem. 268, 9369-9375). 38l GAGE Tx 237, dF 5 AW, A
d 8 EAE 24, B vl Ax g AdellA, 2Elal AEe 71E el FAA R WY E TR
287t ZAEolth. A9 LPLe 932 A g7tA] dH A YA &t

r2 Py

T

SolFA%, LPL AD ¥9] :=QlAdwHte Aoz et (Rebeck, G. W. €, 1995 Ann. Neurol. 37,
211-217). %3, LPL fF32e] g5 el ©d 7] dFAH NP o] ABAFF 2 =A% UEE =
dat, AD Mo A7, W FelsEE ol LPL aRNA 2R e, 2 gdon A AD tiarEelA el
WS BHFE G (Blain, J. F. €, 2006 Eur. J. Neurosci. 24, 1245-1251). o] A#}E& LPLo] HolA A

S
2
i
rlr

g4 988 7kd 4 dar, 2 W3k(alternation)”} ADQ] ¥} T HS AJAFSILE

A, ATYELS LPLo] AMRAEANA AR AE &5 2 BIE FH=E AR HazgsexE AAT)
A3 AEEs —’Ffsgé}ﬁigfﬁ, LPLo] 3lutgt AHFo]lE W F=oldl HA0|E GAG A& YEste WU ES
Sl A9 12k ANuAFANA AR HES A AR AE ¥E 2 2L FFZ golsAl sto], AR g
AE RIS 2YddgsE 7 ‘IE HL7ﬂc>}°ﬂ\jr(leh1tqu1 K. ¢, 2011 J. Biol. Chem. 286(8), 6393-6401). I
3k, gl AlolF#-olEA F)volA] 5(CDKS) EAlo] LPL Ak de] 7]o]stal mAolul Al E A AR 228
S FxlskE 9k, (DK59] O*zﬂﬂ LPL 2d 2 AR UR3tE aAthes A& wasdt. wehA, Abel o
3 A&rbed X HE LPL(E/EE ApoC2, & ol¥gjvriz (2, LPLS A 3tste wilz) o] Abskzdo|t},

% fia, sEEn @e sFEol LPL BHL AFsha, old mel DSl WHel FAW AL F & sl
YEFSTH(Schoonjans, K. 9], 1999 FEBS Lett 452, 160-164; Mead, J. <], 2002 J. Mol. Med. 80, 753-769).

o= ADS] @A Aol mlE] P MAL Aelth. Lud ATl Uk e ADE AR KU FEE,
Aricept .RTM., Cognex.RIM., Reminyl.RIM. 2 Exelon.RIM.& olMEZ @ A8 glolA] AAASo|th. o] <&
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[0009]

[0010]

[0011]

[0012]
[0013]

[0014]
[0015]

[0016]

3IHSdl 10-2016-0136363

2 AD9] 71EAS HEE uFA @en. olE2 dA oHds] Ve 5 dve A AEESe faA
(effectiveness)s FFA71aL, AW omRE e S sints Agddd. Aol ALHH7] Wi, o ARE

o olgEe Bulsth,

wpeha], 2 FHAAOA] LPLIR/EE ApoC2)] FFxEE AFshe 2489 6-X3d dAEgdTE fFEAE
WA EATE. o) o 2E=ZZA AAVE 4A A2EZZ FEA(ER)E PR HHA = FHA 232 3T3-L1
AgA el A %2 4 LPL mRNA 2 Eg|FgAgtels 49 G55 A oAt HiuEr= A
A =t ZAoR oAZX(Homma, H. <], 2000 J. Biol. Chem. 275(15), 11404-11411). o}&o] A==

Zol, & ZIAWEE AP AEE g dolstil mEhe HHE YEeal, o2 A8 FH 7lEelA

X W agshd, E e 542 6-X%E dAEdYE A ARHor A FE ol daR
S gl Al Folsks dAE EFF dxstoln s e @S ARshs WS Alwsks Aot &
wrge] 6-A2he oAEdTE Al e gfubobAl(LPL) B/Es ofae|eid C2(ApoC2) 9]
& AEdn. Zdaebd, 2 e 1 o] AAgHEe] 24 H5AHES S ¢ e 9, 1 o)
e AAgHE] b 2 5458 SFAE 5 deS olsld Aotk 7o 5L O BE SHdlA
= Ege BE AAGH SEsA H8HA €5 ¢ vk ol AowAM, i HAES i B o=
o AAIF ol el gkl wEE 5 Sl

, 2 Al AfATE RO AR 6-A8E A AESH S FEAE

R, Ry R R
= =
RO Ry0% < Ry0% R0
2 2 2 U R»

ZRE FAE JFo2RE AgH;

Ri, Ry, Ry 2 RE FHHCR F4, (-6 €2, EZ(halo), AHolE, FFFE}ol=, -0H, ¥7]7](bulky
group), o}, AlelEFELA,  dFEHZolE, HEHRA|FE2SL,  -N(CH),, «~ EAHEY, H
Exgde]Ev|elal; Ry H, C-C &%, =2z, AdeE, FFF2u o=, -SONH,, -C00H, -CN, -CH.CN-,
-NHCN-, -CHO, =CHOCH;, -C00 %, -0S0, €%, -NH,, ¥ -NHCO(CH,), o2 FAH IFo=RE Agxv; X
Ci=Cpp &4, CCp gAY, CCp &71d, =27, SFF2Yel=, -NH,, -SO.NH,, -COOH, -CN, -CH,CN-,
-NHCN, -CHO, -C00 4, -0S0. &7, -SH, -SCHs;, -CH[(CH,),CH3]1CO0CH;, —(CHy),CO0CH;, =(CHz),=0-CHs, —(CHy),~
0-(CH,),CHs, —(CHy),=S—CHs, —(CHy)y=S—(CH,),CHs, —(CHy)y~NH-(CHy),CHs, —Co~Cs &Ad-0-(CHy),CHs, —Co~Cs &AL
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-NH(CHz),0CHj;,

=50, &4,

5

=

=

H
-SCN,

el
=)

-NH(CH.),CHs,

-NO,,

~(CHy)y=S-NHz,
~(CH,),NHCOOH,
-NHNH, 2 -
B &= wdela; o, m

-NHCOOH,

S)CHs,

p

- ( CH2 ) m_O_NHz ,

~(CH,)»(NH)CH,0H,

~(CHy)5~NHy,

-N(CHs)s,

_S_(CHg)nCHg, _CZ_CS ?ﬂl—ﬂ]é_N_(CHg)nCHg, _CZ_CS %7]\é_0_(CH2)nCHg, _CZ_CE; %7]\é_s_(CH2)nCHg, _CZ_CEg %_L?]‘é—
- ( CHZ)m_OH s

N_ ( CH2 ) nCHg ,
-NH(CHs)CHOH-COOH,

<
+
T
>

A

=1
=

=(CH,)»~NH-S0,~NH,, -NHC(

- ( CHz)mN ( CH3 ) _SOQ_NH3 N

s
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o
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wowgel o FAdolN, BeHA 19 G- o xEdtE fEAY AnHow FEF F2 olF "aw 3
© SRl Rolshs BAE TR B Gxstoln ABS A=A dgshs el AyHEt wA
A=, 7] WHE EREES LPL R/EE ApoC2 754 &4 AFxdS AFsta, A7 He s 1
o Birel HES B 47 LEERAA Flshs wAE Tt

w9, ofzol= Zeae B4(buildup)e Fele e geso] Feh4 19 HgEse e Arnh
a1, A Fol FolAl Av), BUA =G, R ¥l obARo= WuFL TFshY, ol AVHAL Bt

(l2)

olwl, R;, Ry, Ry, X B Yi= 3}k Tell sl b Aeojel vpep dvp. &4 o wpabgsiils, Y =0 5 012
FE AGEL; R aa, @2 O3 GG SAEFE A9Hn; R 2, 0 3 FRERE AHEIL; R
T, = 9 -OHENH d9Em; X G-Cp 24, GCep 2719, -(CHy),000CH;, —(CHz)y=0-CHs, —(CHy),=0-
(CHy)oCHs, =(CHy)y=S—CHy, =(CHy)y=S—(CHy),CHs, —(CHz)yN-(CHz),CHs, —C;=Cs &AID-0-(CHy)oCHy, —Co-Cy EAE-S-
(CHy)oCHs, —Cy=Cs LA -N-(CHy),CHs, —Cp-Cs &71'd-0-(CH,),CHs, -Co-Cs &71'd-S-(CHy),CHs, —Co-Cs &71'd-N-
(CHy)uCHs,  =(CHp)y~OH,  =(CH»)y=O-NHy,  =(CHy)y=S-NHp, ~ -NH(CH.),CHs, ~NH(CH,),0CH;,  -NH(CH,),CHOH-COOH,
=(CHy)y(NH)CHOH, = (CH2),NHCOOH, =(CH,),N(CHs)-S0,~NHz, 2 —(CHy),~NH-SO,~NH, ZH-E] A ¥ 31; m& 1 WA 20

o) Agolmli n 0 VX 89 AFoln; —— RE o]F AF E: BY AFE YEd. 24 9 vgHe
= o

7”’15‘, Y= (S)_OHO]j—y R4’E‘ ‘/‘F‘i o Oa]'ﬁi—‘?‘]ﬂ {‘_EHENIL Rz}\f‘ ‘flii ]J—J_; Rg}\f‘ *’F‘iolﬂ%y X+= Cl_Clz ?:-1'731,
Co-Ciz €A, -(CHy),~0-CH;, -(CHz),~0-(CH,),CH;, —(CHy),~S-CHs, ¥ -(CHz),~S—(CH,),C
WA 129] FolH; n& 0 WA 49 HFolar; 13 W' (S) el it

®owyel e THCE S (1b)9 FUTES o83k PSR AFa:

H = 7B A8E; n 1

H30 OH

R1 R4

HO Ry

(Ib)

olwl, Ri, Re, Ry, Re B Xi= 3H5h4] el disf oA Aolwl wheh Zrh. A4 o wigbAeAs, R 54, -0H
g9 graRE dEHI; RE F4, B2 D -G SUREH A9EH; RE F4 R FRIYE AYE; R
T F4, T2 9 -OHRFH AdEEH; X2 GGy 22, GCp 279, -(CH;),C00CH;, —(CHz)y=0-CH, —(CHy)ym
0-(CHy)yCHy, —(CHz)y=S~CHy, —(CHz)y=S=(CHy)yCHy, —(CHz)y=N=(CHy),CHy, ~Co-Cs EAIE-0-(CH),CHs, -C-Cs &7~
S=(CHy)oCHy, ~Co=Cs LAID-N-(CH,),CHs, -C,Cy 271'd-0-(CHy),CHy, ~Co-Cs L71d-S-(CH,),CHs, -CoCs 271N~
(CH)oCHs,  =(CHp)y=OH,  =(CHy)y=O-NHy,  =(CHy)y=S-NHp,  -NH(CHp),CHs,  -NH(CH,),0CH;,  ~NH(CH,),CHOH-COOH,
~(CHy)u(NH)CH,OH, = (CHz),NHCOOH, ~(CHz)uN(CH;)=S0,~NHs, 2 ~(CH,),NH-SO,-NH, 2 58] A= 3r; me 1 WA 20
o AFoln: n 0 A 89 %
BEv; R FA0li; R FaolW; X GCp 2, GG €71, —(CH)ym0-CHs, —(CHy)y=0-(CHz),CHs,
=(CHz)y=S-CHy, 3! =(CHz)y=S=(Cly) CHy =B A H AL m 1 WA 129 Ggelm; nd 0 WA 49 AgeliL;
C-13 W9 2 17 ol =FAe (S) wjdel

i

Foltt. A o uigAsHAE, R F4aolal; R 4 B ¢ARREH A

[o
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[0047]

[0048]
[0049]

[0050]

[0051]
[0052]

SIHSd 10-2016-0136363

B o] g 7dde gt (109 sdES o &shs WHERE A

R440 Rs
R, X

(c)

olml, Ry, Ry, Ry, Ry R Xi= 34812 o] tfs] oAl Aol wiel Zvh.  Ax o v siAl=, Ry 74 B
Ci-Co &Zolal; Rim T4, T2 9 (-0 GUEFE A8 R F4 2 FRZEHE Y9 RE T4,
g2 2 -oHERFEH Aedw; X C, 274, CCy 27Y, -(CHy),C00CH;, -(CHy),~0-CHz, —(CHy),~0-
(CHy),CHz, —(CHy),=S—CHz, —=(CHy)u=S—(CHy),CHy, —(CHy)yN-(CHy),CHs, —Co=Co 2AL-0-(CH,),CH;, —Co-Co LAL-S-
(CHy),CHz, —Co=Cy EAII-N-(CHy),CHy, —Co=Cs &719-0-(CHy),CHy, —Co-Cs L71d-S-(CHy),CHs, -Co-Cy &7]d-N-
(CHy),CH;, —=(CHy),~OH, —(CHy),~0-NH,, —(CHy),~S-NH,, ~-NH(CH,),CH;, -NH(CH,),0CH;, ~-NH(CH,),CHOH-COOH,
~(CH),(NH)CH0H, —(CH,),NHCOOH, -(CHz),N(CH;)=S0,~NH;, 2 —(CHy),~NH-SO,~NH,Z 58] M elwar; m& 1 A 20
o] Aol nd 0 WA 89 Aeltk, A o viEASHAE, Ry F40lil RE T4 BE =YY A
BE ] R FAolal; Ry FaolH; XE GCp 27, GCp A, -(CHy),~0-CH;, -(CHy),=0-(CH,),CHs,
—(CHy)y=S—CHz, % —(CHy)p=S-(CHy),CH; 2 HE Melwar; m 1 WA 129 Aolm; nd 0 WA 49 HF=olaL;
C-13 #Wlg ¥ C-17 stel=F4L2 (S) wjol Urt.

wonge g FEdE e (109 33E

tio

ol et WEER A

L

oft

o}

He PH
Ry

HO
Rp X

d)

olwf, Ry, Ry B X& 33k Iol tisf kAl Aejel wiel vk, EA o wiAsilE, RS F4, -0 2 2
BERE AEE; R F4 W FRZREH MO XE (Cp €72, GCp 27, -(CH,),C00CH;, —(CHy),~0-
CH;, —=(CHy),~0-(CHy),CHs, —(CHy),=S~CHy, —(CH;),=S—(CHz),CHz, =(CHz),~N-(CHy),CHz, -Co~Cy Z-#'d-0-(CHy),CHs,
~Co~Cs LAD-S-(CHy)CHs, —-Co~Cs LAD-N-(CHy),CH;, —Co~Cs 271'd-0-(CH,),CH;, —Co=Cq 2&719d-S-(CH,),CHs,
~Co~Cs  &71'9d-N-(CH,),CH;,  —(CHy),=OH,  =(CHy),=0-NH,  —(CHy),~S-NH,,  -NH(CH.),CH;,  -NH(CH,),0CH;,
~NH(CH,),CHOH-COOH, —(CHs),(NH)CH0H, =(CH)NHCOOH, ~(CH),N(CH;)=SO,~NH;, 2 —(CH,),~NH-S0,~NH, 2 F-E] A1
i X C-Ci €, C-Cp €A, -(CHy)y~0-CHs, —(CHz)w0-(CHz).CH3, —(CHy)y=S-CHs, B —(CHz)y=S—(CH:).CH;
2RE AdEEe; pe 1 WA 209 FEola; nd 0 WA 89 Aok, 4l o wigHEHAlE, Ry R Re F

2olm; me 1 WX 129 AFola; ne 0 WA 49 AHgoln; C-13 WE % C-17 sto]=FAL2 (S) ujdel 3
o}.
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[0053]

[0054]
[0055]

[0056]

[0057]

[0058]

[0059]

[0060]
[0061]

3IHSd 10-2016-0136363

o] E g2 7dde gt (le)d] 3dES o &shs WHERE Addnh

Hc P
R g
HO Rs
Ry (CH)mZ(CH2)nCH;
(le)

olwl, m, n, Ri, Ry, Rs ® Rii= 34k Lol disf ob Aeoje wpe} owy, 7= -0-, -5-, 3 -NI-25-E A
"ok 44 o AR AE, ne 1 WA 120031, n& 0 WA 4018, R A, -OH B RR2HE AU
RiE 4, T2 9 -0 EARNE AuEn; RE $4 2 TRIZREH AEHIL; RE $4, T2 3 0I5
Bl dEEn; 725 -0- B -S-2FE AdEEa; 13 WY 2 =17 ol=54e (S) widel st

ool E gE FRde sk (109 shghes ol &dhs WHER AFgFd:

olwl, Ry, Ry, Ry, Ry & X& 34312 Tel| ofsf kA Aeje wpe} rh. A o wpAsHE, e F4, -0
2 22 R MYy RE A, T2 2 G €Z4ERYH AY9En; R 4 2 FRIZREH A9Ea; R,
v A, g2 9 -HRPE AEEs; X G-Ce 27, 6Cy 279, -(CHy),C00CH;, —(CHy)y=0-CHy, —(CHy)ym
0-(CH),CHs, —(CHy)y=S-CHs, —(CHz)y=S—(CHz),CHs, —(CHy)y=N-(CHz),CHs, ~CoCs 271'd-0-(CHy),CH;, -Co-Cs 7~
S=(CHy),CHz, ~Co=Cy LA -N-(CH,),CHy, ~Co-Cs &719-0-(Cly),CH;, ~Co~Cs 271d-S-(CH,),CHy, —CoCs 27]d-N-
(CHy),CHs, =(CHy),=OH, =(CHy),=0-NHy, —(CHy),=S-NH,, -NH(CHy),CHs, -NH(CH,),0CHs, ~NH(CH,),CHOH-COOH,
~(CHy),(NH)CH,OH, —(CHy),NHCOOH, —(CH,),N(CH;)-S0s~NH;, 2 -(CHy),~NH-SO,NH,Z -8 Hee1; X& (-Cp
47, CCpp 27, —(CHy),=0-CHs, —(CHz)y=0-(CHy),CHs, —(CHy),=S-CHy, 2 —(CHy),~S—(CHy),CH & 258 el
o ome 1 WAl 209 Aol nd 0 ulA 89 Aotk R ul wigAsHAE, R, R, Ry B RE
Faolal; me 1 WA 129 AFeolw; nd 0 WA 4] FFelt},
H

we] E ohE FAdE sekd (199 SFES ol gshs WUER A

ofk

A}

(Ig)

olWl, Ri, Rey Ry, Ry, Ry B Xi= 3pob4) Iof sl ek Aeldl wieh 2o, A o wazsils, R 4,
-0 2 FE2RH A8 RE $4, 22 3 06 EERNH JuHu; RE $4a 3 FraiE A9y
i Ry £ 4, 2 % -OHERFE AEET; XE (-Cp 9, GCp ¢Ad, -(CHy),C00CH;, -(CHy),y~0-CHs,
=(CHy)y=0-(CHy)CHs, =(CHy)y=S=CHy, —(CH,)y=S-(CH,),CHz, —(CHz)y~N-(CHz),CHs, —Cp=Cs &AI'd-0-(CHy),CHs, —CoCs
A -5~ (CH,),CHs, ~Co-Cs LAD-N-(CH),CH;, ~Co-Cs &71'd-0-(CH.),CHy, ~Co-Ce &719-S~(CH,),CHs, ~Co-Cs &
71'd-N-(CHz),CHs, —(CH,)y=OH, =(CHy)y=0-NHy, —(CHy),~S-NHz, -NH(CHy),CHs, -NH(CH»),0CHs, -NH(CH,),CHOH-COOH,
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[0063]

[0064]
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_(CHZ)N(NH)CHZOH, _(CHg)mNHCOOH, _(CHZ)NN(CHS)_SOQ_NHg, E}l _(CHz)m_NH_SOg_NHgiE“ﬂ ﬁgquﬂﬂ‘ X’E‘ Cl_Clz
%l—;.’jl, Cz‘Clz ?ﬂl—ﬂ]é, _(CHz)m_O_CHg, _(CHz)m_O_(CHz)nCHg, _(CHz)m_S_CHs, ‘3‘4 _(CHz)m_S_(CHz)nCHggiyfﬂE] ﬁ‘a—,uE1
M5 ome 1WA 209 Arelal; ——0R;2 =0 %= -0Hol™; n& 0 WA 89 Agroltt. A ] nigtasiAlE,

Ri, Ry, Ry B Rz 40]ans m 1 WA 129] A=olmf; n 0 WA 49] Aoltt,

a5 19] sHgEEel

Hic @

13 14 15

_16_



[0065]
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33

2 ool Fdo SFEES oty 2AEAA A" F vk oleld 2AEL obA AW EHAM, ofdA
A E AL, = B A A thE o r FEHE ASRTE AHEE 1 ol SEE 9 O x3E
s 23 o Ao 2R TR EelA, ol HAEES FtHor F8Ibed @A AE(carrier



[0068]

SIHS31 10-2016-0136363

component)& ¥ 4 k. AF glo], ol 2L FFEES AV EFES 2FE A
g TEAECNA, olHE sgE S B R A 2 A=
gl olsel el 2 AAE dHEA EAT = .

i T A3, FAHE, A Z3E, e E AA" FEgA el
= AL AR 2L 4 9o, & 5o (ChemDraw Ultra, Version 11.0(3) XEi= 12.0
S &3 WHE) (6S,8R,95,13S,145)-3-3F0 ]| EFA-6- (W EA W ”)-13-"]E1-7,8,9,11,12,13, 15, 16-5E} 3l o] =
2-6H-Ato] 2 ZHEH al ATEAN-17(140) -2 (3FE 1): (6R,8R,9S,13S,148)-3-3F0] =5 A]-6-(#| EA w D )-13-
HE-7,8,9,11,12,13,15,16-%E}5lo] = 2-6l-Ato] 2 e a] ¥ T EA-17(14H) 2 (3het= 2);
(6S,8R,9S, 135S, 145)-6-(HI S A W ") -13-W€-7,8,9,11,12,13,14,15, 16, 17-H 7}5} o] = 2-6H-Alo] F 2 HE}H a] 7
YE-3,17-t& (33E 3); (6R,8R,95,135,149)-6-(v 5 A mE)-13-#"-7,8,9,11,12,13,14,15,16,17-6] 7}
slol| =2 -6l-Alto| FZAEH al I FEAN-3,17-1& (FFE 4); (6S,8R,9S,10R,13S,145)-17-3} 0] EFA|-6-(H &
A E)-10, 13-t E€-6,7,8,9,10,11,12,13,14,15,16, 17-%= | 7}6lo] = 2-3H-Ato]| F 2 M EHa | A G EA-3-2 (3}
o 5); (6R,8R,9S,10R, 135, 14S)-17-3} o] =2 A]-6-(H| ZA] ¥ & )-10, 13-t] v & -
6,7,8,9,10,11,12,13,14,15,16,17-= 0| 7}8} o] = 2-3H-A} o] E Z A EH a | A T E @ll-3-2 (&= 6);
(6S,8R,9S,13S,14S)-6-(38lo| =2 A v €l )-13-W€-7,8,9,11,12,13, 14,15, 16, 17-H| 7} 8} o | = 2—-6H-AL o] S = 9
[a]9IHEN-3,17-1] & (3= 7); (6R,8R,9S,13S,145)-6-(3lo| =S A H &) -13-H & -
7,8,9,11,12,13,14,15,16, 17-d| 7}8to] = 2 -6H-Ao] ZF 2 HEH a] FFE AN-3,17-T] & (3t 8);
(6R,8R,9S,10R, 13S,14S)-6-(H ZA W€ )-10, 13-t] H| & S AL vl) 7}5l o] E 2 -1H-AFo] S 2 HEHa] A HEA-3,17-1] &
(3}3HE 9); (6R,8R,9S,13S,14S)-6-((o}u]| =AW € )-13-wE€-7,8,9,11,12,13,14, 15,16, 17-d|7}5}0] = 2 -6H-
Aol ZF 2 HEHa]l W HEF-3,17-t]  (3gE 10); (6S,8R, 95,135, 14S)-6-( (o} 1] :=2-A] )W & )-13-w] &l -
7,8,9,11,12,13,14,15,16,17-H7}s}o] = 2-6H-Alo] ZF 2 HEH a] FFEA-3,17-1] & (3= 11);
(6R,8R,9S,135,14S)-6-( (o} =2 AW & )-17-3}o]| == 1]-13-1|€-6,7,8,9,10,11,12, 13,14, 15, 16, 17-= €| 7} 3}
ol EZ-sH-Ate| F2HEHal W HEM-3-2 (3FE 12); (6S,8R,95,13S,149)-6-( (o} =S A HE)-17-3}o| =&
Al-13-¥8-6,7,8,9,10,11,12,13,14, 15,16, 17-E 0| 7} 5}o] =2 -3H-Alo| F 2 A EHa] A FEA-3-2  (8}EE 13);
(6R,8R,9S,13S,145)-6-(((WEA W& ) ol ) & )-13-w € -7,8,9,11,12,13, 14,15, 16, 17-H| 7} 3} o| = 2~6H-A}
olZZHEHalHFEF-3,17-t]2 (3E 14): (6S,8R,9S,13S,145)-6-(((HEA H &) oln| =) o &l )-13-H & -
7,8,9,11,12,13,14,15,16,17-H7}8}o] = 2-6H-Alo] S 2 HEH a] FlFEA-3,17-1] & (33t 15); 1-
((((6R,8R,9S,13S,149)-3,17-t) 8lo]| =2 A]-13-7€l-7,8,9,11,12,13, 14,15, 16, 17-H| 7} 3} o] = Z-6H-Al o] Z £ 3 E}
[a]AGEN-6-L)WE)otr| ) Z2F-2-2 (3}FE 16); 1-((((6S,8R,9S,135,145)-3,17-t] slo] =EA|-13-H €
-7,8,9,11,12,13,14,15,16, 17-t]7}8lo] = 2-6H-Ato] Z 2 A EH a] H G Ed-6-L ) W& )o}r| o) TR F-2-&  (3}3
& 17); (6R,8R,9S,13S,14S)-6-mEA]-13-7€l-7,8,9,11,12,13, 14,15, 16, 17-H| 7} 3} o] = Z-6H-Alo] F 2 3 E} [ a]
AGEA-3,17-t1& (3FE 18); (6S,8R,9S,13S,145)-6-(2-HEA]ol ©)-13-"¥-7,8,9,11,12,13,14,15,16,17-
d7bstol =2 -6H-Ato| E 2 AEH a] A FEN-3,17-11-&  (3}E 19);  (6R,8R,9S,13S,14S)-6-(4-H| S A F-&)-
13-w€-7,8,9,11,12,13,14,15, 16, 17-dH|7}8to] = Z-6H-A}o] F 2 A EH a | A FEA-3,17-T] & (3= 20);
(6R,8R,9S,13S,14S)-6-(6-H & A &-A)-13-#€1-7,8,9,11,12,13, 14,15, 16, 17-H 7} 5} o] = 2-6H-A}o] E Z H € a]
AIEA-3,17-12 (3= 21); (6R,8R,9S,13S,149)-6-(6-WEA =& )-13-1€-7,8,9,11,12,13,14,15,16,17-
t7bstol 2 -6H-Ato| E 2 AEH a] A FEN-3,17-11-& (3= 22); (6R,8R,9S,13S,14S)-3-3}]| =FA]-6-(# 5
Al g)-13-me-7,8,9,11,12,13,14,15,16, 17-H 7}eto] = =-6H-Ato]| E 23 EHa] AT ER-17-9  ZHoldo|E
(3}3HE 23); (6R,8R,9S,10R,13S,148)-6-(WEA W &)-10,13-vM€-7,8,9,10,11,12,13,14,15, 16-dl7}5l o] ==
“3H-Atol S 2 e al A E-3,17(6H) -t (3H3HE 24): (6S,8R,9S,10R,13S,145)-6- (I 5 A v &)-10, 13-t] vl
€-7,8,9,10,11,12,13,14,15, 16—t 7} 3} o] = 2-3H-Ato| S ZH EH a ] A G E A-3, 17(6H)-1] & (3= 25);
(6R,8R,9S,10R, 135,14S)-6-(H| SA W& )-10,13-tIW¥-4,5,6,7,8,9,10,11,12,13,14,15,16, 17-E| E&} | 7} 5} ¢]
c2-30-Alo| 2 HEHalHFEA-3,17-t] 2 (3E 26); (6S,8R,9S,10R,13S,14S)-6-(HIEA W E€)-10, 13-t W
€l-4,5,6,7,8,9,10,11,12,13,14,15,16, 17-6| Eg} |7} 8} o] = 2-3H-Ato] S 2 HEHal A G ED-3,17-1] S (3gE
27);  (6S,8R,9S,13S,14S)-6-(H EA W E)-13-H&-17-52-7,8,9,11,12,13, 14,15, 16, 17-H 7} &} o] = Z-6H-A} ]
ZZHEeHa]lHGEAN-3- o]z MuolE (335 28); (6R,8R,9S,13S,148)-6-(HEA A E)-13-H&-17-
£4-7,8,9,11,12,13,14,15, 16, 17-t7}slo] =2 -6H-Ato| 2 EHa| A HE-3-Y 3fo| =27 AH o E (3=
29); (6R,8R,9S,135,145)-13-wE-6-(4-Z 2 ZA| §-E)-7 8,9,11,12,13,14,15,16,17-t| 7}3} o] =2 -6H-Al o] &
AeHalAHEA-3,17-1 & (33 30); (6R,8R,9S,13S,145)-13-H & -6-(5-0| S| A & )-
7,8,9,11,12,13,14,15,16,17-H7}8}o] = Z-6H-Alo] S 2 HEH a] F FEA-3,17-1 & (& 31);

Ir

I
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[0071]
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(6R,8R,9S,10R, 13S, 145)-6-(HM EA W €)-10, 13-t Wl N A} el| 718k o] =2 - 1H-Ato| E 2 HEHa | A HE -3, 17-H] &
(3}+E 32); 2 (6R,8S,9S,14S,17S)-6-(H| =AW €)-7,8,9,11,12,13,14,15,16, 17-t|7}3}o| = 2-6H-Ato| S = 2
EHal#GE#A-3,17-t]2 (3}3E 33) 0]},

2o odwe] WWEe 3EEELS U.S.S.N 12/627,874(%-
AZF L, o ~2EFT &9 6-3lo|EFAIHE, 6-LFA|LY
Aol FEAES AFshs Yy #dd"
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c) (8R,9S,135,14S,179)-3,17-8] A~ (HEA| H EA])-13-HE-7,8,9,11,12,13, 14,15, 16, 17-4| 7} 8} o] = Z-6H-A} 0]
Sz a]AFE-N-6-2 - tl2=-nl=2¥l Flolo] 2t (Dess-Martin Periodinane)(9.46 g, 22.3 mmol)©] 300
mLe] CH,Cl, el b)ZHE Q] 33HE(7.0 g, 18.6 mmol) 2] &dol]l Y (portionwise) A7IEk. ZAxA<Ql Hb

EgtEo] Ao 3 A7 Fo wHkEg,  EgHEo] Bo] Rojxi, FEo] RuydAt. $A FL& CHLlLE

93, 29 §7) FEEL Bl ow AFEH, AF Yol HAxNa,S0,), o3, 2 F2Eo], ReHa

g 2448 aAE A, AgsbA 29 Z2efET(15% EtOAc/Hex) ol 98 FAZF Aol U=
J(6.0 g, 86%)=A] 5

olo

oo e
ot X
)

d) " 2-((8R,9S,13S,14S,175)-3,17-H] 2= (H HA W 5 A )-13-# &1 -7,8,9,11,12,13,14,15,16, 17- 6| 7} 8} o] = 2~
6H-Atol ZF 2 e al G ED-6-Le]d)olAHo|E - Egod EAFwolAHo]E(4.1 nL, 20.8 mmol)7} A&
A 25 mLe] THFOIAM 9] 4F stol=glo]=(832 mg, 20.8 mmol)e] &3HEo] H7l=Euk, <F 10 ¥ 5, 10 mLe
THE W¢] c)ZFH el 349-&(3.9 g, 10.4 mmol) 2] %0“01 & A k. A3 wkg Eibee] 48
oA 72 AIZE FF SRR JtdEn. A7) EFES AT A sFHa, A Zi F=vkEa2 9 (5%
EtOAc/Hex Al 40% EtOAc/Hex®] F-ul)ell ofa) Al¥lo], Aol = T3 2U(3.4 g, 740 =4 FA| 35}
5 Aled.

e) 2-((8R,9S,13S,14S,17S)-3,17-0] 2= (¥ EA W 2] )-13-#| €17 8,9, 11,12,13, 14,15, 16, 17-t]| 7}&} o] = 2 -6H-A}
ol FZ2AeHalAFEA-6-Le]d) o eh-S - 65 nLe] THF e d)2Z5-E9 3385E(3.1 g, 6.97 mmol)e] &Mo] 0
CollA 2F ¢FrE stol=ato]=(THRAN A 2 M, 5.2 mL, 10.46 mmol)= & WX A=t WdZF wj~7) A
AL, we BFEo] AL 15 B Bk wytEcth,  Av] WkgEo] thA 0 CTE WZE, 1.3 mLe E
2.6 mLo] 2N NaOH, % 1.3 mLe] o] A2 ZA~HA H7tE o] At 9 uA47F F49 wf7h+], % 71
=&l FAA wwkdnk. 7] EdFEo]l A#Har, ofdtEe] M WelA sFHHo, FHI 2U(2.8 g,
99%) = EA| F3HES ATt

f)  2-((6S,8R,9S,13S,14S,17S)-3, 17-H] 2= (H| EA| W] E-A] )-13-W] € -7,8,9,11,12,13, 14,15, 16, 17-t| 7} &} o] = =2 -

GH-Ato] SR HAEH a] A FEAN-6-Y ) oM EL S = - 100 mLe] " ofAlH o] Eol| 4] 10% Pd/C(500 mg) % e)=
FE 9] 3 (3.09 g, 7.68 mmol)9] EFEO] 40 psi9] Hy(g) stoll A-ellA 5 Al gt wwkdn. 7] &

i

G0l Arte|EE Bl olstua, Azte|Ex oW ofAHoER & AHAL. 4] oRBE AT A ¥
zEo], wa (3.1 9% ATV, A7) 2UL 100 nle] TFEEdee] ST, tlanh2E Holol
U39 g, 9.22 mol)e] WA AZHETh. @A whg BB ALo|A 30 ¥ ok wuknch, 3]
EgRol Bol $ojAx, CHCLE F9th. 2¥d §7] F2Eo| Heelom Ax=w, AF deld A=

(Na,S0y), o3, 2 Ztxlo] 2 322 AFsct. AsA 29 a=2ulE 289 (15% EtOAc/Hex)ol ]38k
AA7 T 22(2.0 g, 65%)EA %A IFES AT},
EE

g)  4-((6R,8R, 95 13S,148,178)-3, 17-0] 2= (W] EA| #| E-A] )-13-wW &-7 8,9, 11,12,13, 14,15, 16, 17-H| 7}5} o] = =2~
6i-Ato] S 2 EHa]l A ERN-6-) FE-2-d-1-2 - 2§ H=(EduE A=) (TRl M 1.0 M, 18.4 L,
18.4 mmol)e] 0 TeolA 60 mLe] THF el (2-3lol== 2) Edud¥EA¥EF HEwo]=(3.37 g, 8.70
mmol) o] Fe Ao & g4 HIlHETE, 1 A F, S22 §Ho] 10 mLe] THF We] HEFEH| FE(1.4 g,
3.48 mmol)9] BHNo=z 3 WA HHr}, ﬁ#ﬂo WS FEE O () oA 40 ¥ Eo wuty I x3ly

T4 NICIZ AAEg. Al =S Bt0Ac(2x) 2 FF5 1, =38 7] FE22 Ax2Na.S0,), 13,

U L R Tty A7 Ay a2vtEaE3(20% EtOAc/Hex WAl 75% EtOAc/Hex<]
TFul)el 3 AA7E HAo] v A 2 A(680 mg, 45%) A FA IFES AFIC)

|

to
e
tlo
2

h)  4-((6R,8R,9S,13S,14S,17S)-3, 17-H] 2~ (W A H| B A] )-13-H| € -7,8,9,11, 12,13, 14, 15, 16, 17-t| 7}5fo| =2 -
fH-Ato] Z2AEH 2] HHEA-6-Y) P E-2-od - | A-ulZE 3 o}o] QU] H(437 mg, 1.03 mmol)o] Ao 15
nLe] CHCl, 9] g)ZFE 9] 33E(370 mg, 0.86 mmol)e] &Ml Hrigdct, Azl wg EFdEL 10 ¥ 5

QF kel & o Fojxivt. FES HEHI, 74 T2 (HLLEO)E FEEY. 2F3E 77 FEES 2
gRlo® AHE S, F WelA 1x2Na,S0,), o3, B2 FHso], 24 odg At Hgstd 4y 9=
wtE 12T (5% EtOAc/CH.Ll, WA 10% EtOAc/CHCL.o F-ul)oll o3k AAl7E Aol e 233 2 A (358 mg,
86%) = A FA| SRS AT
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i) 6-((6R,8R,9S,138,14S,17S)-3, 17-H] A (W EA ¥ EA])-13-W €l -7 8 9,11,12,13,14, 15,16, 17-t]| 7} 8} o] ==~
6H-Alo] S 2 HEH a| A FE#-6-L) AL-2,4-t]N-1-& - 2| F H=(EWE A )olufo] = (THFA A 1.0 M, 4.3
mL, 4.29 mmol)7} 0 CollAl 14 mLe] THF W] (2-3lo]|=EAod) ERfd¥EAYy HE2no]=(786 mg, 2.03

mnol) €] @etAell & W& Hrbdck. 30 & F, S84 &4 2 mLe] THF W] h)iTEH 5H3HE (345 mg,
0.81 mmol) o] &ofo = g e Heler}, @ﬁrﬁﬂ H&% EFEL 0 CTollr] 20 ¥ FoF wtE s, ¥shE
T4 NCl=Z AXEn. 2] E3E2 Bt0Ac(20) 2 FEHaL, =3d 77 f‘%& A2 (NayS0,), 7%,

9 FEe], 74N o dS AFett. AEgtA ZE A2etE 289 (5% EtOAc/CH,Ll, WA 40% EtOAc/CHCl,9
TFupell od AAZE Aol = FA 9 A(140 mg, 38%) EA FA JFES AFFTh

i) (6R,8R,95,13S,14S,175)-6-(6-H1 = A & A}-2 4-T] 2ll-1-Y)-3, 17-H] 2 (W EA | ZA] )-13-H & -

7,8,9,11,12,13,14,15,16,17-d|7}8to] = 2-6l-Alo] S 2 HEH a] A FER - i)2] 3}3E(135 mg, 0.3 mmol)9] &

Mol 0CE WAH I, 2F o}o] 2}o] =(120 mg, 3.0 mmol)7} WHA H7FET. 5 1A 10 & %, ool &=H|

EH0.19 mL, 3.0 mmol)o] & W& HriEn, Ayl whg EFEL 271 mEsHA Ha 4 AIZF 5 o

whE k. EtOAc7F H7b¥al, wheE2 B2 FAAHA AXHET. FEL E2HA, f7] T2 dE2NaS0.),

A3, g FEo], AA ode] FAES AT, AgstA ZE A=ZvtEIHI (5% EtOAc/Hex WA 20%
g3 Q

EtOAc/Hexe] Ful)ell 2Jdt AA7} = (92 mg, 65%) 24 TA FJAELS A|FsT),

gul

o fo

k) (6R,8R,9S,13S,145,178)-6-(6-w| 5 A 3 A )3, 17-H] 2 (W] 5 A W] FA] ) -13-m & -
7,8,9,11,12,13,14,15,16, 17-tl7}slo] = 2-6H-Ato] Z 2B Ha | A FED - 5 WX 10 mLo] old o}AjE]o] Eoj A
2] 10% Pd/C(100 mg) 2 j)< 3}3E(90 mg, 0.19 mmol)e] & &o] 3 HE2](a balloon of) Hy(g) 3fol] A
oA 16 AIRF FF wRkErk, 7] EFES AolEE B ofdyal, Adefo]Ex oE opAlHoER & A
HEoh, oA I ol sFHo], TP 24 (90 mg, 99%) =A ”ﬂ 35 AT

1) (6R,8R,9S,13S, 145)—6—(6—uﬂ ]@LW) 13-919-7,8,9,11,12,13,14,15, 16, 17- v 7}-3} 0] = 2 —6H-Al o] Z = H E}
[aldlGEA-3,17-1]2 (& 21) - ZF2F 1.5 mLe] 6 N HCI ¥ THF W9 k)=FEle] 33HE(90 mg, 0.19
mmol)2] &Ho] ALor 5 /\]ﬂ OF wHkEY, ¥k EFEL &2 34 Eal, EtOAc(2x)E FEIY. 2%
H f7] FEES IT oA AxNaS0y), A%, 9 SHEe, FYd 299 A& S At AgsA
7 AZvfE 29 (CHLCl, WA 30% EtOAc/CHClp ol Ful)oll o3k A7 WA 13 +(38 mg, 52%) 024 3}
e 218 AFF).

AAe] 2

2EZTE PES FuEA EFAMEN B PEaHES 01 3ked, THFOﬂH«l o } =23t B-o
2Eg g vk o) Azxzdct. FHAEd, o whgo] HY Rkgolx, oYg HHE FhA 4R
orrj g}, ©d-1.35 ¥ (mono-protected) o ~EZT| S5 5

) | & kX
R 3 v AgA] v EFEL olAEYEZ R wjik(trituration) GAE AX, 93t
H ~-THP | ~EZgH LS ¢k 70 % F&5 2R3 sA 3o},

HS-2) 20 vERd mbe} o], Fa3k FHYAE(intermediate)S LiDAKORZNaL HejA&= a7 E£¢d&: 34
2|5, tolaxadoelnl, 2 e tert-obdlo]EZ  wlHe] 6w oA opAstste]  dojth
AR, -70 T ol2g 2UE stolA Wl A4 9] L= A A(abstraction)E ol F A A
olty, I &, IIELS A a=vtEagme o8] AAE, oF 50 % =& AHS AT, ods 2
EES 9 29 $uES dadn. A9 glE &FvE stolmgfol=Re] 48| = $hedo] we 89
ghAm] slol==A WY o AEdH S 3}gES Frdit)

shihE 3 9 3ekE 48 Axs] S, AF stol=itol= Y wg olo]ortol=R o] fo|ERAIMY o ~Eg
O sigtEe] mdstel ofd wSAMY sstEo] Azt wEAWYE S§ES 2 AZufEHdd 9
3 AAE, FEld E(glassy foam)S A FITE HI7)EQ BRIV} AT 6-95A 1% oﬂmzamg 3}
SHES AFstt. AL olAdAA Ryl 71F A& HPLCE o] &3t 3w o], 3% 2 33 E 45
Azt 3FE 4o tisl], >95:5 RS9 V" £EvF AdEHET. FFE 30 s, 86:14 S,RA g =27t
A, 69 Ao AdiHd JASS AAE ] s MRS AHEshe AL A 7lE FEodA S
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oAdFE 3 9 A TS AEFTE: A549, Panc-1, ¥ SK-0V-3& Eg3tth. V] AEFES ZH7F oF 40 %
FHE GE 2 N EeteasdA AT, EgeasE § stve udd vx, S 1011M 20 uM, 50 uM,
= N1 s3teS A7t Aeldd. o2, 29 Hel¥(mock treated) Z8t~F+= oF&
& Zreststa Agsts d AFREE w7 Al (vehicle) 29 AP, AYd 2dga AYHA e AZEe
RAEREE FEFH RNAE oZME & FH AF  vlo]A=zoldo|(Agilent Whole Human Genome
Microarrays)(G4112F) 2] mlo]aZojgo] A48 Ak, Zrzhe] A& ofzo]2] 41,000 /M2l £ mRNA AE
715 27l i8] d# RNAS] EAIH|(abundance)®] zbol& Hargheh. Zbzhol Ao tigh AE HE o A
gEA] e MES o] AHA vlae oFE Al 7]Q1g mRNA EAM ] W] =3 RZe HES AT
o, 7o) AEXF a7l A7]-4 t8(self-normalize) Boll W}, AxEo] =& =2 WAEFEC &) H
5_]7_ o

rlr [

AE A F

3 MY QA F¥ AEFLES, A549, Panc-1, Z SK-0V-3S ¢F 40 % FFE wiUgH 2 7o ZpaasolA ztzt
AT EsadE F oohvke 10uM, 50nM, % 100 uMe] FEolA wi<k vl sEES HTbste] A g
o} 3 =

t}. 2, B9 AHeld Fgxas dES 7HEssta Aeste d A E e wiAE R HEldy. BE 2
2TEL F7F 24 AIZF B9 wigEHH, O F AXEo] FolAaL(scraped free) o5 A7 PBSE Al H

A4 ol o 7. AFHE AXELS FA TZEFIL, -80 T otz AFH}.

RNA A

EZE-A AE &3 olo], 65 T2 a2 #AE F5 % RNeasy AZBVIEIH Y HAE o] &3td], #4H =4
ANEZEZEH Zd ] RNAZ} AlzHTh. AAE RNA 25L& B335 0 = (spectrophotometrically) #A1E T},
RNA®] ¥t 2 m(A260)°ﬂ*1 = oEé ZAgoeN AAAT. 260 mmollA] 1 @99 FFEr} Fojxivd,

RNA =3 H7F - A260/4280 % H]

260 nm 2 280 nmell A 9] F=E9] HI(A260/A280) = THAI o] IVE Fdte S@EC dls] RNAY +X9]
4 (estimate) S #|&3F RNAE oF 2.19] o]&#¢] A260/A28O H](10 mM Tris - Cl, pH 7.5)2 zt=t}. 1.8

o] A4ke] A260/A280 H] = 7%% FZE" RNAE o] BEXoA 3 AxE A T3},

RNA 3 F7F - BEAE 7)o &

RNA= EA# A7) o]F(Agilent BioAnalyzer)& ©]-83dfo] 238k 285 2 18S 2] H & RNAES HIE AATo=
A AT FAA (relative integrity)ol] tha] EBlAERTE.  9As] 223 RNAE 2.29] 285/18S H|E zh=t}
ool A4 3&H EE RNAE 1S 2dete HE 7HAW, AFA A Adrtss nlolazojdo] AiEd
ek Has 285/18S Mli= Wskels 285/18S WlE 2t AEE TolA WiF AR HEd ojs) AAH= whet
kdg=s

[l
rin
Z
=
rlr
=2
i)
re
(m
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o
ro,
i
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i
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=
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o
]
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(e}
=
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=
=4
—
o
o
@,
=
i)
~
@
o
(@]
24
o
2
9
=
b
jincs
i
(o
fru
X
—
o
=y
o

E]22E RNAE (Cy5(650 nm WEA)ZE FAHIL, 7|¥ RNA= (y3(550 nm W&EHA) wEULy==2 BA %)
B7, 43 4 35 AFHS Agilent HIAVZ A Hd HEOA Fldtt. A4 £43td HEL2 o+
E wlo]laRojgo] Aol A, Z42e] AE7]) A3k gtk A7) AEE ofFAYUE IAH FEF AZEY]
ol & o] gste] 2H oM AREYH FEHHT).

EAste] F49 7 2940 HAEE oyt HE THEHE FHAXEY] U4 F5(duplicate) E25-
Bl Buy HE &4 Aot {HA ZRBES NEE 747 odole AA WS HAEolA 10 |
ZHEHAT, EE MEC ZHA log, B xE AR F3b gho] AA ofdold AA A xE WA FAZ
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o= ALgAT

Hole) 2 34

3 MY BEE EAste] digk A4 volHE 54 AAF HHES UEdle FEAES AEE F de A H2A
Wets 31835t7] 93l FileMaker Pro ¥AIE dlolguo]xe] et wid Hole= () 3 =4
(M 2]) wiZ-A AR A& (background-subtracted signal)E°]tt. o] A7| dlolg e HA +=AHE Feolu},
Wi "FEW"E Q17Fe] DNAC AHAo]A] ¢FS v ZrHE 7%t FEfolte) diE] FP . o]E
olgo] TWEC] ek EAFE cRNAS| W-54 AF % 1AE DNA S avo] oig EAE cRNAS] H|-54 AT
= BT FAZY TS gk, o] BEE o]&3te], Azt xrH F98 FRA FFo] FAHM, o]
ojfglole] Ztzte] EA Iz B 3 (gBGSubSignal, rBGSubSignal)el W3t L FIFHLEE 2o HjofA]
4 A EEE AAEAG. HEdE AEZe] RNA 2 AHEEA 52 AEe] RNARFEIS 215e] Hl= AH]
(direct ratio)@A, X3 log, H]ZA(Ratio, Log2Ratio) & t} RadEAct HELS 229 AfdoAe A7E

& Asshe wE 34N A4, A FAR WA ABS 2= bae] fa49 AV G482 A
shshe 2gebsl WA RS sha, ol met o] hg AR WE Fhdok dhuh,

HlEo] Ayrsld dlolgeol iz Aitel 3, opdgt dxza 9 S5 AEE0] 241H
A7bserA], 2eal o] AdAde] As He 4 7}
HHER, A4 g 54 ArjEe] sdd A7l |
Zko] vI7}F A 4 AE A —irxéo] 2 , el
Z 59 =Ho]t}(PVallogRatio). ©] & W

o]

7

!

2E Aret AHA Fe s AE

H FdA 2 odAstE A kS FrAxEe 757%%94 EY&E(threshold) & 93] AHE=E < Ut HoJEH]
oA, p = 0.001¢] AAFE AEE AE H AYHA &> AE 1] mRNA EAM ] AFe wste] ojg
91E(cut point)@A AREET(Sig).001). o] YA 8, 242ke] BAoA FAMEE ~40,000 HES aEEhd,
e = AR Fd(false positives)e] 5 AAS ¢z AaAZIY. A9t W3t 9 A=A 2 A
Zo Wit Wale] WEks YehlE Z=s B4 AxE 3 /)9 Jhelaigl(trinary categorical ) ® 7HAAIZITH:
1, A=A & Aol sl AFxdg, 0, A=A %L—O* Aol sl s A °L3, 2 -1, AYEA &2 A

of sl st H (down regulated)(Tri). o] FHZ o]&3lo], o3lsle] @ e T AEQ A EA
Malet GARE A AAES A ELAS)

ol#e] T 1014 WAEE= GAx lolE =, §}6m 4 2 3= 210] LPL 2 ApoC2 FAASS Az
ST, ApoC3 HAAE 127 e vrhdtk ¥ 10 YEd f04 28 H5S log %5 2 3 A
Al FF ALF(SKOV-3, A549 2 Panc-1) ZHE Aojzl dlojEje] FFoltt, FAA W@ 4Ie Ws p <

o i)
rBL'
o

0.001°]tF.  Fd#} IDE<> Entrez Gene ulolEj®o]zo] it  w=7 =7H¥E -3 tAlE] (National Center for
Biotechnology Information: NCBI)e|lA 7#e {EF=EC] wEt).
HA1
SER Cmpd 4 Cmpd 4 - Cmpd4 | Cmpd 21 - | Cmpd Cmpd
SKOV-3 A549 -Panc-1 SKOV-3 21 - 21-
(10 uM) (10 uM) (10 uM) | (50 uM) AS549 Panc-1
(50 uM) | (50 uM)
ol E SO PIOLA 5.17 5.18 5.38 2.77 2.95 3.90
mRNA (LPL) (p=0.008) (p=
0.0018)
ObEe| S A C2 6.55 9.00 7.27 3.89 7.21 6.91
(ApoC2)
ObE 2|3 Tl A 3 0 0 0 0 0 o
(ApoC3)
EHRAES EUF BE =P 9 FREAY JANEEe] ¥ BAAe] AggER. ¥ 9y 2@ o 4
S ol gt WA % HAE oAl FAATE Skl FHSEL ol 4 A Su% fst:, Ry,
etal, AEd gojer AdWEn. 2 HAAd d8E FAEAES BT B GAANA J83xH.
A Ee B owgel wdAg TAAES Adstv, B owwe EAY 2 A9E oA 2u ¥YelE
of T4 & vk AL oldsielor B}
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