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FIG. 1 Synthesis of 9a-9p
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FIG. 1a Synthesis of 9d
OH
for P1-6 and P2-8 BocNH,
TMS-CHN,, Tf,0 XPhos, Pd,(dba)g
MeOH, toluene Py, DCM Cs,CO3, tBUOH
e, ouens. ., _2Savs UV
., 2h 78 °C t0 25 °C 80 °C, overnight
96% 4h 0 80% for 2 steps O
HO” O
P11 P12 P13 P14
Podocarpic acid for P1-8
Cs,C04
BnBr, DMF E?A“SOA(
., 4h
89%
t-BuOK, DMSO
100 °C, 1-2 hrs.
_O
P19, R' = OBn P1-8, R'= OBn
P15
E Fe NH,4CI, HATU,
DIPEA, DMF | ¢ o DIPEA, DMF,
rt., overnight F t., ovemnight
81-88% F 94%

LiIHMDS, THF
0 °C-rt, overnight
+
F 44-51%
(P1-8 recovered) BocHN
F
P1-10 P1-6 P1-11
10% Pd/C, Hy
EtOAc 61-94%

rt, overnight

TFA, DCM
Pliai Al
., 1-4 h

H,N
70-79%

9dR=0H P1-12, R = OH

2/28
SUBSTITUTE SHEET (RULE 26)



WO 2018/213082 PCT/US2018/031910

Figure 1b Synthesis of LP8
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Figure 1c Synthesis of LP32
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Figure 1d Synthesis of LP13
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Figure 1e Synthesis of LP36
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Figure 1f Synthesis of LP18
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Figure 1g Synthesis of LP15
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Figure 1h Synthesis of LP311
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Figure 1i Synthesis of LP39
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FIG. 2 Synthesis of Intermediates 7
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FIG. 5
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FIG. 10
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FIG. 17

Lesion Lipid Area

o
g
%

e
i

™~
i

per cross section {mm?)
&
%}

H1H21234N- H1H21234N-
N279Q N279Q-LP8

Atherosclerofic Lesion Lipid Area,

B Intima / Media Ratio

“33%

T

Intima / Media Ratio

HIH21234N-  H1H21234N-
NZ279Q N279Q-LP8

Macrophage Content
0.084

=
o
i

per cross section (mm?)
= @
<= <
» 5

ot
@

0-
HIH21234N-  H1H21234N-
N279Q N279Q-LP8

Macrophage (CD68) positive area

Statistical comparison by Welch’s t-test, *p<0.05

26/28
SUBSTITUTE SHEET (RULE 26)



WO 2018/213082 PCT/US2018/031910

FIG. 18
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FIG. 19
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