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CL (L/h/kg) 2.6 C pax (Lg/mL) 0.32
V 45 (L/kg) 3.74 T o () 0.25
AUC (ug/mL-h) 0.85 AUC (ug/mL-h) 0.87
Ty (h) 2.2 B.A. (%) 31
000 0n=40
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1-Butyne (i) O-Mesitylenesulfonyl
cat. Cul -hydroxylamine
Br._~ | PdCly(PPhs), A N CH,Cl,, 0 °C m
\
Nx Et,NH N__J  (i)MeONa N-N-F
rt MeOH, 0 °C
11 83% 12 38% 13
(2 steps)
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BercCFzBr

X
~r X -BuLi R NO,BF
NN~ THF CH4LCN
-78 °C-rt Br 0°C
R=Et: 13 R = Et: 14 (86%)
R = Me: 17 R = Me: 18 (84%)
OoN (i) Zn, AcOH BocHN
~ X EtOH, H,0, 60 °C ~r X
R\ N RN N
N~ (i) Boc,O, EtzN g
Br CH,Cly, 0 °C-rt Br

R = Et: 15 (60%)
R =Me: 19 (57%)

gboboaobodgsgbou4b0z2buogbbooboobboobooobbooooab
24000 270000000C0O00O0OOchiC0OODO 4000000 D 2100000000 2
gbobooobobooobbooobooobbooobboooboobobooooobobooon
0000000000000 000D00000000D000000N0o000ooooooon
gbbooobodgboobbooboobbooboobboobuoobbbooboobon
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R = Et: 16 (50%, 2steps)
R = Me: 20 (37%, 2steps)

U0 e 00000000 24000000

OD00200000000000000Fyite0000v 0000000 25000000
oboob0 terddDO0DODODOODO 200 0000070000000000000O0O

o27000000

gooag 3
BrCI,CCCl,Br N NaNO,
oo (T n-BuLi MeO \\N P AcOH, H,0, rt
e N-Nes THE N~ then
—78 °C-rt Br Zn, EtOH
H,0, 60 °C
0,
21 65% 22 70%
HoN Boc,O BocHN
MeO SR Et3N MeO = X
e N e \
N’N Z CH20|2 N/N =
Br rt Br
23 97% 24
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ooon 4

N (i) Zn, AcOH, BocHN 1.2-diiodosthane ~ B¢HN
EtOH, H,0, 80 °C n-BulLi =N
X X MeS—\
Mesm (i) Boc,O, EtsN Mesm THF @
N CH,Cl,, 1t N 78 °C |
25 43% 26 69% 27
(2 steps)

0000000000000000000 5000 60000000000000 506a0
7a000 8000000000000 00000000D0O0O0000O 16000 240270
2000000000000000000MO0000 terd 000000000 O0O0OOO
00000020000 28000 30038203400 000000000000000000
003000000000000000000000000000 700000000000
00000000000000L5-al0000000000000

oooo s
. R4—
BocHN (i) R4-Br or R4-OTs ™NH Alkyl aldehyde
SR NaH, DMF, rt-40 °C =TS NaBH(OAc)3
S NN
N-NF (i) HOVEtOAG, rt-40 °C N THF
Br Br rt
16 28a: Ry=CHy,cPr (99%, 2steps)
28b: R4=CH,CH,0OMe (81%, 2steps)
28c: Ry=CH,CH,CH,F (80%, 2steps)
28d: Ry=CH,(2-THF) (77%, 2steps)
28e: R1=n-Pr (87%, 2steps)
R1\N’R2 Ar-B(OH), R1\N’R2
N *Ba(OH),#8H,0 or #K,CO4 N
N\ \
N-N A cat.Pd(PPhs), N-N~
Br DME, H,0 ¢
reflux
gg;: 21=g:z%l:,gz;C:z(4éLHPF))(9(’gﬁ/)) From 29a: 5p(85%)*,50(98%)*,5r(54%)*
- Rq=CHCH0NIE, Ry=LHo T o o/ \* o/ \* o/ \*
29¢: Ry=CH,CH,CH,F Ry=CH,cPr (97%) _ 53(500/")#’5“70 %)",5u (85%)
29d: Ry=CH,(2-THF),R,=CH,cPr (98%) From 29b: 5h(78%)
29e: R4=R,=CH,cPr (93%) From 29¢: 5i(91%)*
29f: R4=CH,cPr,R,=CH(3-THF) (87%) From 29d: 5k(61%)*

299: Ry=Ry=n-Pr (97%) From 29e: 5b(81%)*,5d(93%)",5(76%)*

From 29f: 5j(92%)*
From 29g: 5¢(89%)*
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BocHN cPrCH,Br
X NaH
R—\
N-NF DMF
X rt-40 °C
24: R=OMe, X=Br
27: R=SMe, X=I
20: R=Me, X=Br

( NH 4-THP-CHO
HCVEtOAC Ve NaBH(OAC)3
\
40 °C N-N<# THF
rt

X

30: R=OMe,X=Br (quant, 2steps)
32;: R=SMe,X=I (94%, 2steps)
34: R=Me,X=Br (86%, 2steps)

NW_Q Ar-B(OH), NN~
#
{ N a(OH),#8H,0 or *K,CO4 Ve Ve
R\ N cat.Pd(PPhs),
DME, H,0
X reflux
OMe

31: R=OMe,X=Br (99%)
33: R=SMe, X=I (58%)
35; R=Me, X=Br (85%)

6a: R=OMe (89%)*
7a: R=SMe (37%)*
8: R=Me (61%)*
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OO0 s000007mMDeb0 0000 COOO7TOODODOOOWCOOOOODO

oooo v
BocHN

BocHN Ar-B(OH), ST

N *Ba(OH),#8H,0 or *K,CO4 N-N~#

N\

N-N-# cat.Pd(PPhs), Ry R

Br DME, H,0
16 80-90 °C L

36a: R;=OMe,R,=R;=Me (86%)*
36b: R;=R,=OMe,R;=Me (85%)*
36¢c: R{=R;=OMe,R,=Me (62%)*
36d: R=R,=R3=OMe (41%)*

36e: R;=R,=OMe,R;=CH,0OMe (54%)*

(i) cPrCH,Br /_Q /_<:\/
or n-PrBr or n-Prl 4-THP-CHO N /N
NaH, DMF, rt-40 °C __ NaBH(OAc); { N -

=

(i) HCVEtOAG, 40 °C TEF \N,N \N,N

N
=

From 36a: 51 (39%, 3steps) From 36b: 5v (86%, 3steps)

From 36b: 5m (76%, 3steps) From 36e: 5w (63%, 3steps)
From 36¢: 5n (78%, 3steps)

From 36d: 50 (73%, 3steps)

oOoono 8
BocHN
BocHN Ar-B(OH), =S
N Ba(OH)e8H,0  Me© N-Nos
MeO
N-Ns cat.Pd(PPhj), MeO OMe
L DME, H,0
80-90 °C
24 90% 38
(i) cPrCH,Br N/—Q
NaH, DMF 4-THP-CHO <~ X
rt-40 °C NaBH(OAc);3 MeO—\
N’N %
(i) HCVEtOAc THF
40 °C rt MeO OMe
16%
(3 steps) 6b
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goono 9

BocHN
Ar-B(OH), N _
BocHN Pd(PPh3)4 MeS \\N (i) R2-Br or Rz-OMS0
VoS XX Ba(OH)208H20 N~ = NaH, DMF, rt-50 °C
N
N-N A DME, H,0 Me Me (i) HCVEtOAC
i 90 °C or TFA/CH,Cl,
27 5 rt-40 °C
40a: R=Me (99%)
40b: R;=CH,OMe (35%)
Alkyl aldehyde R
3
*INaBH(OAc);, THF, AcOH Rz\NRi‘ Ra-N
Ro~NH *2NaBH,, 3M H,S04aq, THF < MeS—( N
N *30-picoline-borane, MeOH MeS NN N-NF
MeS—( or M M
N-N~ rt Me: Me © €
Ar
OMe
From 40a: From 40b:

7b (71%, 3steps)™?

7d (16%, 3steps)™"
7e (67%, 3steps)™’
7f (47%, 3steps)*3

gbooo0100001no02000000000 7000 7g0000000000O0O0DOO

gbobooboobooboobooboobo41adbgnoooooooooooonoonDgon 7ed

oboobooboobooo gooooog

Ooo000 10
HN@ TBDMS; o
MeS S X
TN AN NaBH(OAC); TBAF
Me Me THF, AcOH THF
rt rt
OMe
41a
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HN/_CO MeO—" N/_Q

XN TBDMSO.__CHO XN
MeS \\ Mel MeS \\
N-No~ NaBH(OAc)3 TBAF ~ NaH N-N~
Me Me THF, AcOH THF DMF Me Me
rt rt rt
OMe OMe
41a 79 (32%, 3 steps)

000ooooooooobo,kgboooooooooooooooooooonD s0n
obobooooboboob12000042000000000000000 10000000
gboboobogb3gnoboobooooboobboobgsboonbod

oooo 12
Ar-B(OH) N ON
r- 7 A
ON Pd(PPhs), S (ST
<~ X Ba(OH),#8H,0 N~ or NN~
\
N-NF DME, H,0 ' Me
Br 80°C
15 OMe
42a (quant) 42b (73%)
(i) Zn, AcOH
EtOH, H,O \\ A
60 °C N-Ns
or
(ii) Alkyl aldehyde I

NaBH,4

3M H,SO4aq

THF, 0 °C-rt OMe OMe

From 42a: From 42b: From 42a:
5a (66%, 2 steps) 5c (68%, 2 steps) 5f (67%, 2 steps)
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oooo 13
O.N oxone O,N OoN
2 alumina 2 NaCN 2
X X X
Mesm H,0 Meoﬁm THF, DMF NC‘{?@
CHCl3 80 °C
25 80°C 43 69% 44

(i) Pd/C, EtOAc, rt
(i) cPrCHO, Ti(Oi-Pr),

N/_CO 1,2-diiodoethane

NaBH,4, THF, MeOH, rt n-BulLi
~= X
(iii) 4-THP-CHO, C—\ N THF
i, A N~ F o
a-picoline-borane -78 --40 °C
MeOH, AcOH, rt
45 63%
33%
(3 steps)
~
N
/—CO Ar-B(OH), { = 7S
N Pd(PPhs) NN N
ST
C— N 1M Na,COsaq MeOQ Me
N toluene, EtOH
| 90 °C
0,
46 60% 9 OMe
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X5 N2 Y
Me 47 Me H 46 4.2
MeO
48a OMe H 69 3.6
OMe M
4 M
47, 48a. 49 9 e e 76 4.4
O
7 =
NN 5r Et — 50 47
M M
© © 8 Me - 120 4.2
6a OMe — 51 3.9
OMe
5r, 8, 6a
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08 70000000D0000O0OOOOO0O

N
L I
MeO—\ /
~-N
N Me
MeO
OMe
CRF{EEMEE BRRE hCLint
A=) R ICey (M) (M) (mL/min/mg) clogP
48a \(\@O 69 6.8 0.46 36
H
48b \(b 223 58 NT 22
F
48¢ 61 0.9 0.55 38
O
48d m 50 15 0.55 36
(@]
48e \/Ej 75 6.4 0.87 43
a8f A 48 18 0.53 3.2
(@]
489 \(\Q 43 18 1.02 38
48h O 48 48 0.96 35
_ 0
48i 101 30 0.18 3.0

NT = not tested
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gbobooboobobooboboboomsmi0ooooooooooooooooooon
OhCLintOO0O0DOO0OO0OOO0D0OOODO0ODOOODOOO0OOO00ODOOOOO0OODOODOOO
Ubobooobdbod48n D00 4800000000 DO0O0O0DOO0OOOO0ODOOODOOOONO
000000000000 KCLintO0ODODOOOCOO0O00000DO0O 48n00000O0DO
hCLintOOOOOOO0O0OODOOCOOOO00O000ODOOOCOOO0OOOooDoDOoOOOOO0o
uboboobooooobooooo

09 700000000000O0O0O0C0OA0O0

@

R-N
2=
MeO
\N/N { Me
MeO
OMe
CRF{E&HE BRE hCLint
&% R ICsp (NM) (M) (mL/min/mg) clogP

48i \vaind 101 30 0.18 3.0
48j Y 147 38 0.20 25
48k ~TY 98 25 0.22 3.1
48| A/\/ 83 12 0.18 35
48m N 52 13 0.20 3.6

-20 -



00000000000 48mO0000000000DODOO 48 0O0O00O30000O0000O
0000000000 1w0mo0b048k00000RLO00DO0D0CDOO0O0O00O0O0DODODO 48p0
gbboobodgboobboobboobbooboobbooboobbooboaboon
U48qU D 00000O00OD0OOODOOODOODOOOOOOOO0O0O0O0O0O000O00000O0
U48r 00000000 DO0ODOO0ODODO0ODLO0OO0ODLO0O0O0O0O020000000 48s
0048k 0000000 2500000048p 0 48qUI 0 00OO48m O 00000000
oooooobOoOoooobooOooD 48t 48ublboooOoooooooOon 100nM
oo sboobuoobobooboobbooboobooboooooon

010 70000 3000000000

N” 3 1 N” 1
MeO MeO
R, R
48Kk, 48p-48s 48m, 48t, 48u
CRF{&&EMEE BRE hCLint
a=x7 R Ro ICso (NM) (uM) (mL/min/mg)
48k OMe CH,OMe 98 25 0.22
48p OMe CH,OEt 65 21 0.34
48q OMe CN 126 16 0.15
48r Cl CH,OMe 63 6.3 0.37
48s H CH,OMe 254 7.9 NT
48m OMe CH,OMe 52 13 0.20
48t OMe CH,OEt 70 71 0.22
48u OMe CN 46 3.9 0.15

NT = not tested
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030 000 CRFODOODOODOODOODOOOODOODOD

OO000CO00O0CRFODODOOOOOOODMmMOOOOODOOOOOOOODOOODOO 480
0000000 ICO00 100nMOO0 50000000 CCOOOO CRFOODOOOOO
OO00000DOO0O0O0O0ODO CRF, ODOO00OD0OO0OO invivoOOOOOOODDO 40
Fischer 0OO0O0OO0OOOOOODOOODOO 10000 CRFO10pg/kgDDODODODOODO
40000000000000DO0O0CDO48r0 48t0 CRFOOOOODODOODOOOOOOODO
OOo0oo0ooboOobo 1n1moooboooobooobooooo 48t E20000 0000000
uboobooobooboooboboobooooon

011. 000 CRFOOOOOOOOOOOOOOOOOOO0O000d

~ HEEE (g 485 HE@E &)= hCLint
&% o (mL/min/mg)
CRFi%5  CRF+{LaMmiEs (%) g

48m 1.48 £ 0.30 0.91 +0.24 39 0.20

48p 0.95 +0.19 0.44 +0.22 54 0.34

48r 1.65 £ 0.20 0.70 £ 0.31* 58 0.37

48t 1.15 £ 0.20 0.40 £ 0.15* 65 0.22

48u 1.15 £ 0.20 0.73+0.20 36 0.15

000 +SEM (n=6)0 * P<0.05 vs CRF-control

o~ NQ

N Me

MeO

OEt
48t
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040 E20090000000000O000000O0ODO

010000J0000000000 CRF.O000DO0O0O0O HEK293OOOODOO
O0CRF.0000000O00IMR-3200000 CRFOODODOOO cAMPOODOOO 48t
OE2000 0000000000 O000000cAAMPOOOOOOOO ICs507.1nMODO
Oo000oooOoo0oooooooDo0 10R12191900 IMR-32000000 cAMPO OO
0000 ICs=40nMO0OO00OO0O0O 48t 000 1 CRF:O00D0O0OO CRFOOOOODO
00000000000 00DDOICs > 10 MM

OJ0000JCRFOOACTHODOOOOOOOODOD48t0O 30mg/kegd OO DOODOOO
OoooooooO0OO0OmvivoOOD0OO CRE:OO0O0DOOCOODOOCOOCOD 8

08 OO0 CRFOOACTHODOOOODO IlinvivoCRFOODOOOOOO

600 -

N

o

o
1

N

o

o
L

ACTH (pg/mL)

vehicle 10 30 10 30 malkg, p.o.
48t NRILEW1

CRF (10 pg/kg, s.c.)

000 +SEM (n=8)0 * P<0.05 vs vehicle control

-32-



ooboooooboooboouoboboobboobbooboDoOobob3tmgkega g

gooboboobooobooobobo ot

o9 oOoobobooboooboobooood

150

100 A

BARRIRTE R (F))

vehicle

10

30 10 30 mg/kg, p.o.

48t

HNRLEW1

000 +SEM (n=12)0 *P<0.05 vs vehicle control

000000 2000000000000000 120000E2508000000J000
goboogoooboooooboboobobo pPROOOOOOOOOODOOOOODOOOOODOO
OO0 immvitroDOOODOOOODOOOODOOOODOODOODOODOOOODODOOO

gbooodatd

012, 4800000000000

FARN 5 (3 mg/kg)

#0O%5 (10 mg/kg)

CL (L/h/kg) 1.9 C o (Ug/mL) 0.54

V 4 (L/kg) 6.32 T () 0.5-1.0

AUC (ug/mL-h) 1.58 AUC (ug/mL-h) 1.24

T, (h) 5.2 B.A. (%) 23
000 0n=30
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OEt
(@) (@)
BR\/J\OEt EtO OFt EtO,C OFt
CS, | i s
EtO,C.__CO,Et _ Cat-Nal _ S HoNNHpeH0 | oS OFt
Cs,CO;5 EtO OEt EtOH HN-NH
DMP OEt OEt rt
EtO,C Mel EtO,C (i) 5 M NaOHaq
5M HCla S, Cs,COs s EtOH, 80 °C ~rS
-, o:x%iﬁiQQ —owF = Meo< ) - Meo_<<\II;)
1,4-dioxane n-N DMF N-N (i) conc.HCI N~
60 °C H ) rt 3 1,4-dioxane, 60 °C 4
32% 5 70% > 75% >
(3 steps) (2 steps)
(l) NaNOz, HzN BOCZO BocHN BrF,CCF-Br BocHN
HClaq, rt Ve ~—S EtzN MeO ~ nz_BuLiz ~ S
e e _neu
() PAIC, EtOH \N—NJ CH,Cl, \N,N\/) THF MeO \N/N\/g
,rt rt -78 °C-rt Br
55 59% 56a 67% 57a
(3 steps)
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ubobooobooboobbooboobbo gobooboboobooobooboobooab
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7000000000000 bO0o0bDbOo0booobo0bobooobo0ob /b0 bon
U540 7000 terddDO0DO0DOODOODODOODOOOODOOODOOODOOODOO
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Ar-B(OH), BocHN

*1Pd(OAc),, PPhs, K,CO3aq, DME Meo—
s *2pJ(PPhy),, Na,COsaq, toluene, EtOH N/

Meom
N~ reflux Ry

Br

BocHN

R2

57a Rs
58a: R4=R,=OMe,R;=CH,OMe (52%)""
58b: R,=R,=OMe,R3=CH,OEt (52%)*"
58¢c: R4=R,=OMe,R3=CN (52%)*"
58d: R,=CI,R,=OMe,R3=CH,OMe (86%)*?
58e: R,=H,R,=OMe,R5=CH,0OMe (83%)*?

aldehyde or ketone

*INaBH(OAc);, THF R4\N'R5
R.-Br or Ru.l *2NaBH(OAc);, THF, AcOH S
4" 4~ . .
NaH, DMF, rt TEA *3g-picoline-BH;, AcOH, MeOH MeO \N’N\/g
or

CH,CI rt A
R,-OMs, NaOH 22 '
DMSO, rt-70 °C From 58a:

48a (81%)*1,48b (61%)*3,48d (7%)™3
48e (41%)*2,48f (83%)*3,48g (64%)*"
48h (75%)*2,48i (77%)*3,48] (59%)™3
48k (68%)*%,481 (83%)*%,48m (80%)*°
48n (59%)*1,480 (88%)*
From 58b: 48p (82%)*2,48t (75%)*?
From 58c: 48q (54%)*2,48u (82%)*"
From 58d: 48r (61%)*"
From 58e: 48s (66%)*°
(yield of 3 steps)
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Br

57a

Pd(OAc), ~—S
PPhs, K,CO3 MeO NN/

M
DME, H,0 ©

reflux
94%

A

/\/\N
n-Bul ‘gﬁ/s
NaH TFA NaBH(OAc); MeO NN/
DMF CH,Cl,  THF, AcOH Me
rt rt rt MeO
75%
(3 steps)

OEt

0000 10000000048 00000000C0O00OO0OOODODOOCOOO

ob 48000000 0ODOO 1700

ooono 17

48b

000018000000 0D0O0O0DO0O0O0O0[B1-A00000000000000DO0
KogaOOODO S OOO O-O0OCOODO DOOOOODOOODOOOOOODOODOO 59
oNOODOOoobobobobuobobobobuobobuobobuobowwbobobeod
000000B1-p000006000000000600000000000000000O0
gbbooobodgboobbooboobbooboobboobuoobbbooboobon
OO0 terdd0D000O00O0O0ODO B6bOO0OOO0O0OS6OOOODOONO 14000 15000
ooboooboobbooboobboobooeldbbOo0bel 04810000 160

CH,Cl, Me

OMe OMe

48c
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(i) O-Mesitylene

-sulfonylhydroxylamine o (i) NaNO,, HClaq, rt
S CH,Cl,, rt (i) Zn, HClaq, rt
L) — <
N (i) AcONa, Ac,0 S M) i) Boc,O, Et:N
reflux N~ CH,Cly, rt
59 51% 60 56%
(2 steps) (3 steps)
BocHN
S
BrF,CCF,Br BocHN Ar-B(OH), N\ N/
n-BuLi ﬁs PA(PPhy)s N Ve
THF \N,N\/g Na,COsaq MeO
-78 °C-rt Br toluene, EtOH
reflux
88% 57b 999, 61 OMe
~ P
N
@rs
cPrCH,Br 4-THP-CHO \N’N Y
NaH TFA NaBH(OAc); Me
DMF CH,Cl, THF MeO
rt rt rt
81%
(3 steps) 47 OMe

3000000004700 O0DbO0b0Ob0ObO0Ob0ObObO 200000

BocHN

e
Y,

56b

gbobooboobbo0o vmogbob e2bg0booboooobooboooobogn
0000000 2,6000000000(,1-A 00000000 490000

ooono 19

Y

el

( ~ S BrF,CCF,Br @rs Me,Zn
ﬂ / &. \N’N ) Br Pd[P(tert-Bu)s],
MeO e THF MeO Me 1,4-dioxane
-78 °C-rt 49%
(2 steps)
OMe OMe
47 62
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H-O00O0OODOO0ODOO0ODO Bruker Avance spectrometer] 600 MHzO O 0 O 0 Varian
Mercury 4000 400 MHzOO OO O B3C-00 0000 OO OO O OBruker Avance spectrometer
0150 MHzO OO 00O JEOL JNM a400 spectrometerd 100 MHzO O O OO OOOOOOO
O60ppmO000000O0O00OD0OOODOOODODOCDCIsO0 CHClsODDOOOO du="17.26
ppm 000 6=77.0ppm,CsDsNOO C:HDANOOOOOm=871ppm 000 dc=123.5
ppm, CD3SOCDs0 0 CDsSOCD:HO OO OO Mm=249 ppm 000 6c=40.0 ppmOd 000
000000000 hertzDHzOOOODODODOODOOODODOOODO O O s=singlet, d=doublet,
t=triplet, g=quartet, m=multiplet, br=broad0 0000000000 OO HRMSO OO
ThermoFisherScientific LTQ-Orbitrap XL spectrometer 0000 ESIDOOOOOODOO

0000000000000 00000A0 Silica gel 600 Merck, 230-400 meshd 0 0 O O
BWssilicagelOOOOODODOOO, 200400 meshO0 OO0 00 NH SilicagelOOOOODOO0O
0,200-350mesh00 0000000000 DOO0ODOO0TLCOO OSilica gel 60 Fes41 Merck
00000000000 00000000OHPLCOOOOODOOOCAPCELL PAK C18 ACR
O000,20mm x50 mm, 5umO0 000000 Waters 0D 0OO0O0O0O0OOODOO

0000000000000 obOo0bOo0”HPLCOODDOOODOOODDODODOOOO
oooouvoooooooo2s4anmd000ooooooooooooooooooono
00000000 9%% 0000000000000

000 : Accucore RP-MS column (2.1 x 50 mm, 2.6 ym)0 000 A:0.1%00000000
B:0.1%00000000000000000:B%, 0% (0-1 min), 0-100% (1-4 min), 100%
(4—8 min), 0% (8—11 min)O0 0 0 : 0.4 mL/min0 UV O O : 254 nm
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010 000000NM5-al000000000000000000

010 000000000000N0al0000000000

7-2-000-4-00000000)-MAOO@Ooo0O00ooooo)-2-000o00aol,s-al
oooo-3-000 (5a)

000 4220115 mg, 0.35 mmol D0 0000005 mLDOO5mLO0 000 000.1 mLO
00000, 0000000115mg, 1.67molJ0000000000 60°C 0 300000
O000000000D000000D00000000000000000000000000
000000000000000000000000000000000000000000
0000000000000

O0000000000000000008mLO0000OOD0O0OO0O00000OOOOO
000.13mL, 1.74 mmol0 000 3MO O D058 mlL, 1.74mmol0 D 0000000000
00000000000000000000053mg,1.39mmold0 50000000000
020000000000000000000000000000000000O0O00000
000000000000000000000000000000000000000000
0000 0000000000 =20010000000000 54] 94 mg, 66%, 2 steps(]
000000000000 ™NMR (400 MHz, CDCls) §-0.02—0.06 (m, 4H), 0.30-0.38 (m,
4H), 0.77-0.90 (m, 2H), 1.26 (t, /= 7.5 Hz, 3H), 2.80 (q, J= 7.5 Hz, 2H), 2.99 (d, /= 6.6 Hz,
4H), 3.86 (s, 3H), 6,55 (dd, J= 1.3, 6.8 Hz, 1H), 6.92 (dd, /= 2.6, 8.6 Hz, 1H), 6.99 (dd, J=
6.8, 9.0 Hz, 1H), 7.06 (d, J = 2.4 Hz, 1H), 7.47 (d, J = 8.4 Hz, 1H), 7.49 (dd, J = 1.3, 8.8 Hz,
1H). 13C NMR (150 MHz, CDCls) §160.6, 154.5, 137.5, 135.1, 132.3, 125.7, 121.1, 120.9,
116.4, 115.3, 112.8, 112.2, 60.7, 55.6, 19.8, 14.2, 10.6, 3.6. HRMS calcd for (C24H2sCINs0)
[M + H]* 410.1994; found 410.1997.

NNODO(@OOOOODODOOO)2-000-74-0000-2-0000000)0000/1,5-4
oooo-3-000 (5b)
O006sr0000000MM 00 298 27 mg, 0.078 mmol 1 0 00 000 5b 25 mg, 81%0
000000000000 '™ NMR (400 MHz, CDCls) §-0.02—0.06 (m, 4H), 0.30—0.38 (m,
4H), 0.78-0.90 (m, 2H), 1.26 (t, J= 7.5 Hz, 3H), 2.08 (s, 3H), 2.81 (q, J= 7.5 Hz, 2H), 3.00 (d,
J=6.6 Hz, 4H), 3.86 (s, 3H), 6,49 (dd, /= 1.4, 6.7 Hz, 1H), 6.80-6.90 (m, 2H), 6.99 (dd, J=
6.8,9.0 Hz, 1H), 7.34 (d, J= 8.2 Hz, 1H), 7.48 (dd, J/= 1.4, 8.9 Hz, 1H). 13C NMR (150 MHz,
CDCls) §160.1, 154.7, 140.6, 139.7, 137.5, 131.1, 126.8, 121.1, 120.8, 115.7, 115.6, 111.6,
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111.0, 60.7, 55.2, 19.9, 19.7, 14.3, 10.6, 3.6. HRMS calcd for (C25H31N30) [M + H]*+ 390.2540;
found 390.2541.

NNOO@OOOOOOO0O0OD00)2-000-7-(2-0000-40000000)0000/[1,5-4]
oooo-3-000 (50

000 5a00000000000 42k 70 mg, 0.22 mmolJ 000000 5 58 mg, 68%,
2steps0 000000000000 MHNMR (400 MHz, CDCls) §0.00—0.05 (m, 4H),
0.32-0.38 (m, 4H), 0.80—0.90 (m, 2H), 1.26 (t, J= 7.6 Hz, 3H), 2.43 (s, 3H), 2.80 (q, J=17.6
Hz, 2H), 2.99 (d, /= 6.8 Hz, 4H), 3.75 (s, 3H), 6.59 (dd, /= 0.8, 6.8 Hz, 1H), 6.86 (s, 1H),
6.89 (br d, J= 7.6 Hz, 1H), 6.98 (dd, /= 6.8, 8.8 Hz, 1H), 7.41 (d, J= 7.6 Hz, 1H), 7.45 (dd, J
= 0.8, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §157.6, 154.0, 140.8, 137.9, 137.5, 130.9,
121.3, 121.0, 120.7, 120.7, 115.7, 112.7, 111.8, 60.7, 55.7, 21.8, 19.8, 14.2, 10.7, 3.6. HRMS
caled for (C25H31N30) [M + H]+ 390.2540; found 390.2544.

NNOO@QCOOOOOOOOO0)2-000-7-(2-0000-4,6-00000000)0000
[1,5-al0000-3-000 (5d)

O005h0000000MM 00 298 40 mg, 0.12 mmol(1 0 00000 5d8 43 mg, 93%0
0000000000000 ™HNMR (400 MHz, CDCls) §-0.02—0.04 (m, 4H), 0.30—0.36 (m,
4H), 0.80-0.90 (m, 2H), 1.22 (t, J= 7.6 Hz, 4H), 1.97 (s, 3H), 2.39 (s, 3H), 2.72-2.84 (m, 2H),
2.99 (d, J= 6.4 Hz, 2H), 3.68 (s, 3H), 6.48 (dd, J= 1.2, 6.8 Hz, 1H), 6.69 (s, 1H), 6.77 (s, 1H),
6.99 (dd, J= 6.8, 8.8 Hz, 1H), 7.46 (dd, J/= 1.2, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §
157.6, 154.3, 139.8, 139.0, 137.5, 136.7, 123.4, 120.9, 120.5, 120.5, 115.5, 112.3, 110.0, 60.7,
55.9, 21.8, 19.7, 19.2, 14.5, 10.7, 3.6, 3.5. HRMS calcd for (C26H33Ns0) [M + HI* 404.2696;
found 404.2701.

NNOO(@OOOOODOOOO)2-000-7-4-0000-2,6-00000000)d00a0a
[1,5-.2l0000-3-000 (5e)

D006 0000000000 298 40 mg, 0.12 mmol( 0 0 00 OO 58 35 mg, 76%0
000000000000 '™ NMR (400 MHz, CDCls) §-0.02—0.06 (m, 4H), 0.30—0.40 (m,
4H), 0.81-0.94 (m, 2H), 1.24 (t, J= 7.5 Hz, 3H), 2.04 (s, 6H), 2.81 (q, J= 7.5 Hz, 2H), 3.03 (d,
J=6.6 Hz, 4H), 3.87 (s, 3H), 6,45 (dd, J= 1.5, 6.8 Hz, 1H), 6.73 (s, 2H), 7.02 (dd, /= 6.8, 8.8
Hz, 1H), 7.49 (dd, J= 1.4, 8.9 Hz, 1H). 13C NMR (150 MHz, CDCls) §159.6, 154.8, 139.1,
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138.9, 137.5, 126.5, 121.0, 120.6, 115.5, 112.9, 111.9, 60.7, 55.1, 19.9, 19.6, 14.5, 10.6, 3.5.
HRMS caled for (C26H33N30) [M + H]+ 404.2696; found 404.2699.

7-2-000-400000000)2-000-NM,A000000000(1,5-al0000-3-000
(59)

000 5a00000000000 424) 90 mg, 0.27 mmolJJ 0000 0O 5f1 70 mg, 67%,
2steps0 0000000000000 MHNMR (400 MHz, CDCls) §0.88 (t, J= 7.6 Hz, 6H),
1.23 (t, J=17.6 Hz, 3H), 1.34—1.44 (m, 4H), 2.76 (q, J= 7.6 Hz, 2H), 3.02 (t, J= 7.6 Hz, 4H),
3.87 (s, 3H), 6.56 (dd, J= 1.6, 6.4 Hz, 1H), 6.92 (dd, /= 2.8, 8.6 Hz, 1H), 6.99 (dd, /= 6.4,
8.6 Hz, 1H), 7.06 (d, J= 2.8 Hz, 1H), 7.32 (d, J= 8.6 Hz, 1H), 7.45 (dd, J= 1.6, 8.6 Hz, 1H).
13C NMR (150 MHz, CDCls) §160.6, 154.3, 137.6, 137.4, 135.0, 132.4, 125.6, 120.9, 120.6,
116.2, 115.3, 112.8, 112.4, 58.2, 55.6, 22.1, 19.9, 14.3, 11.7. HRMS calcd for (C23H2sCIN30)
[M + H]*+ 386.1994; found 386.1992.

2-000-7-4-0000-2-0000000)-M,A000000000,5-a0000-3-000
(5g)

O0056r0000000M 00 298 40 mg, 0.12 mmol(11 0 0 0000 58 40 mg, 89%0
000000000000 H NMR (400 MHz, CDCls) 6§0.88 (t, J= 7.6 Hz, 6H), 1.23 (t, J=
7.6 Hz, 3H), 1.34—1.44 (m, 4H), 2.10 (s, 3H), 2.75 (q, J= 7.6 Hz, 2H), 3.01 (t, /= 7.6 Hz, 4H),
3.86 (s, 3H), 6.49 (dd, /= 1.6, 6.8 Hz, 1H), 6.82 (dd, J= 2.8, 8.4 Hz, 1H), 6.86 (d, /= 2.8 Hz,
1H), 6.99 (dd, J= 6.8, 8.8 Hz, 1H), 7.32 (d, J= 8.4 Hz, 1H), 7.45 (dd, /= 1.6, 8.8 Hz, 1H). 13C
NMR (150 MHz, CDCls) §160.1, 154.5, 140.5, 139.7, 137.6, 131.2, 126.8, 121.2, 120.3, 115.6,
115.5, 111.8, 111.0, 58.3, 55.2, 22.1, 20.0, 19.8, 14.3, 11.7. HRMS calcd for (C26Hs3sNsO2) [M
+ H]* 366.2540; found 366.2538.

MNMODOOOoOOOoOoooo)-2-000-7--0000-46-00000000)-M2-000000
0)ooool,5-a0000-3-000 (5h)

000 2900 40 mg, 0.1 mmol(2-0000-4,6-00000000)00000 41 mg, 0.23
mmol[J 000000047 mg, 0.34 mmold 0 O 0O Pd(PPhs)s0 20 mg, 0.017 mmold O 1,2-
0000000001 mLOOODOO0OGmLODOOOOODOOOOOOO090°CO 14 000
gddbooudboootdogoooouooootdouoooouooooouooooouoon
oo ooooodouooooob oo oo oouon
00000000 000000000 =7010000000000 5h36 mg, 78%00 0
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00000000000MHNMR (600 MHz, CDCls) 6-0.07-0.05 (m, 2H), 0.28—0.40 (m, 2H),
0.79-0.94 (m, 1H), 1.16-1.25 (m, 3H), 1.97 (s, 3H), 2.39 (s, 3H), 2.68—-2.85 (m, 2H),
2.94-3.05 (m, 2H), 3.29 (s, 3H), 3.33-3.43 (m, 4H), 3.68 (s, 3H), 6.50 (d, /= 6.8 Hz, 1H),
6.69 (s, 1H), 6.76 (s, 1H), 7.01 (dd, /= 6.8, 8.7 Hz, 1H), 7.45 (d, J= 8.7 Hz, 1H). 13C NMR
(150 MHz, CDCls) §157.6, 154.3, 139.9, 139.0, 137.6, 136.7, 123.4, 121.3, 120.3, 119.6,
115.2, 112.6, 109.9, 71.9, 61.9, 58.7, 55.9, 54.8, 21.8, 19.5, 19.3, 14.4, 10.6, 3.5, 3.4. HRMS
caled for (C25HssNsOsz) [M + H]+ 408.2646; found 408.2640.

MODDODOOOOoOOOO)-2-000-N@3-00000000)-7-(2-0000-4,6-000000
oo)ooool,s-adoooo-3-000 (5i)

O005shO0000000M0O0 29640 mg, 0.11 mmoll 000000 &l 42 mg, 91%0
0000000000000 ™NMR (400 MHz, CDCls) §-0.02-0.02 (m, 2H), 0.32-0.38 (m,
2H), 0.80-0.90 (m, 2H), 1.20 (t, J= 7.6 Hz, 3H), 1.70-1.82 (m, 2H), 1.97 (s, 3H), 2.39 (s, 3H),
2.74 (q, J=17.6 Hz, 2H), 2.92 (d, J= 6.8 Hz, 2H), 3.30 (t, J= 6.8 Hz, 2H), 3.68 (s, 3H), 4.55
(td, J= 6.0, 47.2 Hz, 2H), 6.51 (dd, J= 1.2, 6.8 Hz, 1H), 6.69 (s, 1H). 6.77 (s, 1H), 7.02 (dd, J
=6.8, 8.8 Hz, 1H), 7.44 (dd, J= 1.2, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §157.6, 154.1,
139.9, 139.0, 137.5, 136.8, 123.4, 121.4, 120.3, 119.3, 115.1, 112.6, 109.9, 82.5 (d, /~163.7
Hz), 61.8, 55.9, 50.9 (d, J=5.5 Hz), 30.0 (d, /~18.8 Hz), 21.8, 19.7, 19.3, 14.4, 10.5, 3.6, 3.5.
HRMS calcd for (C2sHs2FN3sO) [M + H]+ 410.2602; found 410.2600.

MNMODDODOOOOoOoOo)-2-000-7-(2-0000-4,6-00000000)-@Oooao
ooo-3-00)ooolooools-a00o0o-3-000 (5)

D00 5h0000000MMO0 2940 mg, 0.11 mmol( 00 0000 5l 42 mg, 92%0
0000000000000 NMR (400 MHz, CDCls) §-0.02-0.03 (m, 2H), 0.33—-0.40 (m,
2H), 0.80-0.90 (m, 1H), 1.21 (t, J= 7.2 Hz, 3H), 1.60-1.70 (m, 1H), 1.88-1.98 (m, 1H), 1.99
(s, 3H), 2.23-2.32 (m, 1H), 2.40 (s, 3H), 2.76 (q, J= 7.2 Hz, 2H), 2.92 (d, J= 6.4 Hz, 2H),
3.06-3.13 (m, 1H), 3.21-3.28 (m, 1H), 3.60—3.65 (m, 1H), 3.66—3.72 (m, 4H), 3.73—-3.86 (m,
2H), 6.52 (br d, J= 6.8 Hz, 1H), 6.70 (s, 1H), 6.78 (s, 1H), 7.03 (dd, J= 6.8, 8.8 Hz, 1H), 7.45
(br d, J= 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §157.6, 154.0, 139.9, 139.0, 137.6, 136.8,
123.4,121.3, 120.2, 119.6, 115.1, 112.6, 109.9, 67.7, 58.7, 55.9, 38.7, 30.4, 21.8, 19.7, 19.3,
14.4, 10.6, 3.6, 3.6. HRMS calcd for (C27H35N302) [M + H]* 434.2802; found 434.2807.
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MNMOOOOOOooooo)2-000-7-(2-0000-4,6-00000000)-MF@Ooooo
Ooo0-2-00)000]joo0oosa0000-3-000 (5k)

OD005sh0000000MI0D 298 40 mg, 0.11 mmol(0 00 0 0 0O 5k 28 mg, 61%0
0000000000000 ™ NMR (600 MHz, CDCls) §-0.06—-0.03 (m, 2H), 0.28-0.38 (m,
2H), 0.80—0.91 (m, 1H), 1.17-1.25 (m, 8H), 1.62-1.71 (m, 1H), 1.75-1.95 (m, 3H), 1.97 (br s,
3H), 2.39 (s, 3H), 2.70-2.83 (m, 2H), 2.93-3.00 (m, 2H), 3.03—-3.11 (m, 1H), 3.40-3.46 (m,
1H), 3.65-3.74 (m, 1H), 3.67 (s, 3H), 3.80-3.93 (m, 2H), 6.50 (d, /= 6.8 Hz, 1H), 6.69 (s, 1H),
6.76 (s, 1H), 7.01 (dd, /= 6.8, 8.5 Hz, 1H), 7.48 (bd, /= 8.5 Hz, 1H). HRMS calcd for
(C27H35N302) [M + H]+ 434.2802; found 434.2802.

NMOOOOOOOOOOo)-2-000-7-(2-0000-46-00000000)-M@ooooo
-2H-000-4-00)00010000I[,5-al0000-3-000 (51)

000 86a0300mg, 0.76 mmol0 0 N, NOOODOOOOOOOOSSmLOOOOOOOO
D0000000060%,46mg, 1.14mmolJ 000 (0000D0O)0000000D 87 mg,
0.91mmolJ 00000 40°CO 100000000000000O0D0DD00000OOO
O00000000000000000000000000000000000000000
0000000000000 D000000000000000000

D0000000000000010mLO0000O0O000 4M 000000000000
D20mLO000 40°CO 10000000000000005M D0000O0OOOOO0O
O00000000000000000000000000000000000000000
0000000000000 000000000000000000000000000

D0000000000000000002mLO00000000000-2A000-4-00
00000001783 mg, 1.52mmol[I0000000000000000000241 mg, 1.14
mmolJ0 0O 000000000 DDONONONODDDONONON0N0NONDONDDOO0ONONoooo
O00000000000000000D000000000000000000000000
00000000000000000000000000000 (0000000000 =
501 000000000 51134 mg, 39%, 3stepsd0 0000000000 OMHNMR (400
MHz, CDCI3) §-0.04-0.00 (m, 2H), 0.31-0.35 (m, 2H), 0.76-0.88 (m, 1H), 1.20 (t, J= 7.6 Hz,
3H), 1.24-1.34 (m, 2H), 1.54-1.65 (m, 1H), 1.72-1.80 (m, 2H), 1.98 (s, 3H), 2.39 (s, 3H),
2.74 (dq, J= 1.6, 7.6 Hz, 2H), 2.88 (d, J= 6.8 Hz, 2H), 3.04 (d, J= 6.8 Hz, 2H), 3.31 (dt, J=
2.0, 11.6 Hz, 2H), 3.68 (s, 3H), 3.92—3.98 (m, 2H), 6.51 (dd, /= 1.6, 6.8 Hz, 1H), 6.69 (s, 1H),
6.77 (s, 1H), 7.01 (dd, J=6.8, 8.8 Hz, 1H), 7.44 (dd, /= 1.6, 8.8 Hz, 1H). 13C NMR (150 MHz,
CDCls) §157.6, 153.9, 139.9, 139.0, 137.5, 136.7, 123.4, 121.2, 120.6, 120.3, 115.2, 112.6,
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109.9, 68.0, 62.0, 55.9, 34.5, 31.6, 21.8, 19.7, 19.3, 14.4, 10.6, 3.6. HRMS calcd for
(C2sH37N302) [M + H]* 448.2959; found 448.2951.

MNMOOOOOOOoOOoOoo)-7-(,6-00000-4-0000000)-2-000-M@ooooo
-2HF000-4-00)00010000,5-8l0000-3-000 (5m)

0005 00000000000 36k 420 mg, 1.0 mmol M 0 00000 5rAl 353 mg, 76%,
3steps0 000000000000 MHNMR (400 MHz, CDCls) §-0.01-0.03 (m, 2H),
0.34—0.40 (m, 2H), 0.80-0.90 (m, 1H), 1.23 (t, J= 7.6 Hz, 3H), 1.20-1.34 (m, 2H), 1.56—1.62
(m, 1H), 1.74-1.80 (m, 2H), 2.45 (s, 3H), 2.77 (q, J= 7.6 Hz, 2H), 2.89 (d, J= 6.4 Hz, 2H),
3.06 (d, J= 6.8 Hz, 2H), 3.32 (dt, J= 2.0, 11.6 Hz, 2H), 3.71 (s, 6H), 3.92—3.98 (m, 2H), 6.53
(s, 2H), 6.60 (dd, J= 1.2, 6.8 Hz, 1H), 7.01 (dd, /= 6.8, 8.8 Hz, 1H), 7.45 (dd, J= 1.2, 8.8 Hz,
1H). 13C NMR (150 MHz, CsDsN) §158.4, 152.8, 140.9, 137.2, 134.8, 121.1, 120.8, 115.2,
113.2, 109.5, 105.0, 67.2, 61.5, 61.3, 55.1, 34.1, 31.3, 21.4, 19.5, 13.8, 10.4, 3.4. HRMS calcd
for (C2sH37N303) [M + HI+ 464.2908; found 464.2908.

MNMOOOOOOOOOOo)7-4-00000-6-0000000)-2-000-M(@ooooo
-2H000-4-00)000l00000,6-al0000-3-000 (5n)

0005100000000000 366 80mg, 0.19 mmoldJ 000000 51l 70 mg, 78%,
3steps0 000000000000 MHNMR (400 MHz, CDCls) §-0.05-0.00 (m, 2H),
0.31-0.36 (m, 2H), 0.77-0.87 (m, 1H), 1.21 (t, J= 7.6 Hz, 3H), 1.22-1.32 (m, 2H), 1.56—1.64
(m, 1H), 1.72-1.80 (m, 2H), 2.00 (s, 3H), 2.72-2.79 (m, 2H), 2.87 (d, J= 6.4 Hz, 2H), 3.04 (d,
J=6.8 Hz, 2H), 3.27-3.35 (m, 2H), 3.67 (s, 3H), 3.85 (s, 3H), 3.90-3.96 (m, 2H), 6.43 (d, J=
2.0 Hz, 1H), 6.47 (d, J= 2.0 Hz, 1H), 6.49 (dd, J= 1.2, 6.8 Hz, 1H), 6.99 (dd, /= 6.8, 8.8 Hz,
1H), 7.43 (dd, J= 1.2, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §161.0, 158.9, 153.8, 140.2,
137.5, 136.6, 121.2, 120.6, 115.9, 115.2, 112.9, 106.8, 96.7, 68.0, 62.0, 55.9, 55.3, 34.5, 31.6,
31.6, 19.8, 19.7, 14.4, 10.6, 3.6. HRMS calcd for (C2sH37N303) [M + H]+ 464.2908; found
464.2913.

MNMOOOOOOoOooo)-2-000-Oooooo-2A-000-4-00)0001-7-(2,4,6-0
ooooooooo)oooosaoooo-3-000 (50)
0005100000000 00 36d 100 mg, 0.23 mmol(1J 000000 56 82 mg, 73%,
3steps0 0000000000000 HNMR (400 MHz, CDCls) §-0.02—0.03 (m, 2H),
0.34-0.40 (m, 2H), 0.80—0.90 (m, 1H), 1.23 (t, /= 7.6 Hz, 3H), 1.23-1.34 (m, 2H), 1.54—1.64
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(m, 1H), 1.73-1.80 (m, 2H), 2.78 (q, J= 7.6 Hz, 2H), 2.89 (d, /= 6.8 Hz, 2H), 3.05 (d, J=6.8
Hz, 2H), 3.27-3.36 (m, 2H), 3.71 (s, 6H), 3.89 (s, 3H), 3.92-3.97 (m, 2H), 6.26 (s, 2H), 6.59
(dd, /= 1.6, 6.8 Hz, 1H), 7.00 (dd, J= 6.8, 8.8 Hz, 1H), 7.43 (dd, /= 1.6, 8.8 Hz, 1H). 13C
NMR (150 MHz, CDCls) §162.2, 159.5, 153.2, 137.4, 134.1, 121.0, 120.4, 115.2, 113.4, 105.2,
91.4, 68.0, 62.2, 62.0, 56.0, 55.4, 34.5, 31.6, 19.7, 14.4, 10.6, 3.6. HRMS calcd for
(C2sH37N304) [M + HI+ 480.2857; found 480.2862.

MODDOOOooOoOoo)-2-000-OoOoOooo-2F000-4-00)000]-7-(2,4,5-0
doooOooooo)oooosg0o00-3-000 (Gp)

0005000000000 2948 60 mg, 0.15 mmol] 000000 5p 62 mg, 85%0
000000000000 ™HNMR (600 MHz, CDCls) §-0.02—0.06 (m, 2H), 0.34-0.41 (m,
2H), 0.78-0.88 (m, 1H), 1.19-1.36 (m, 2H), 1.27 (t, J= 7.6 Hz, 3H), 1.52-1.63 (m, 1H),
1.71-1.79 (m, 2H), 2.79 (q, J= 7.6 Hz, 2H), 2.86-2.91 (m, 2H), 3.02—3.07 (m, 2H), 3.27-3.34
(m, 2H), 3.77 (s, 3H), 3.86 (s, 3H), 3.90-3.96 (m, 2H), 3.96 (s, 3H), 6.67 (s, 1H), 6.68 (d, J=
7.0 Hz, 1H), 7.01 (dd, J= 7.0, 8.6 Hz, 1H), 7.22 (s, 1 H), 7.44 (d, J= 8.6 Hz, 1H). 13C NMR
(150 MHz, CDCls) §153.5, 152.3, 150.6, 142.9, 137.7, 137.2, 121.3, 120.8, 115.3, 114.5,
114.3, 112.4, 98.3, 68.0, 62.1, 61.9, 56.8, 56.4, 56.1, 34.4, 31.6, 19.8, 14.1, 10.6, 3.7. HRMS
caled for (C2sH37N304) [M + H]* 480.2858; found 480.2857.

[4-@-{(0oooooooOoDO)(00000-2F000-4-00)000]0002-00000
Oo0Q,5-alD000-7-00)-8,5-000000000Jl00000 (Bg

D006 00000000000 29a0 250 mg, 0.64 mmoldJ 000 00O DO 590 300 mg,
98% 0000000000000 ™H NMR (400 MHz, CDCls) §-0.03—0.05 (m, 2H), 0.32-0.40
(m, 2H), 0.80-0.90 (m, 1H), 1.22 (t, J= 7.5 Hz, 3H), 1.22-1.35 (m, 2H), 1.53-1.66 (m, 1H),
1.72-1.81 (m, 2H), 1.96 (t, J= 5.6 Hz, 1H), 2.78 (q, J= 7.5 Hz, 2H), 2.86-2.92 (m, 2H),
3.02-3.09 (m, 2H), 3.28-3.38 (m, 2H), 3.74 (s, 6H), 3.90-4.00 (m, 2H), 4.76 (d, J= 5.6 Hz,
2H), 6.61 (dd, J= 1.3, 6.8 Hz, 1H), 6.72 (s, 2H), 7.02 (dd, /= 6.8, 8.8 Hz, 1H), 7.46 (dd, J =
1.3, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.8, 153.4, 144.4, 137.4, 134.0, 121.2,
120.6, 115.4, 113.3, 110.9, 102.7, 68.0, 65.2, 62.1, 62.0, 56.1, 34.5, 31.6, 19.6, 14.4, 10.6, 3.6.
HRMS caled for (C2sHs7N304) [M + HI+ 480.2857; found 480.2848.
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MNMOooooooooo)7lzeooooO0o-4-OOoOoooo)ooool2-ooo-M@o
O0O0O0-2FF000-4-00)000l00001,5-dl0000-3-000 (5r).

000 2941 60 mg, 0.15mmolM[2,6-00000-4-(0000000)0000]0000O045
mg, 0.20 mmol 11 000000 800 172 mg, 0.23 mmol1] 0 O Pd(PPhs)d 35 mg, 0.030
mmolJ 0 1,2-0000000002mLO0000 I mLO000OOO0000OO09°CO 4
000000000000000000000000000000000000000000
000000000000000000000000000000000000000000
0000000000000000000000000000000000000,00000
00000 =1010000000000 51040mg, 54% 000000000000 0H NMR
(400 MHz, CDCls) §-0.02-0.04 (m, 2H), 0.34-0.38 (m, 2H), 0.80-0.90 (m, 1H), 1.22 (t, J=
7.6 Hz, 3H), 1.24-1.34 (m, 2H), 1.54-1.64 (m, 1H), 1.74-1.80 (m, 2H), 2.77 (q, J= 7.6 Hz,
2H), 2.88 (d, J= 6.8 Hz, 2H), 3.05 (d, J= 7.2 Hz, 2H), 3.31 (t, J= 11.6 Hz, 2H), 3.49 (s, 3H),
3.73 (s, 6H), 3.90—4.00 (m, 2H), 4.53 (s, 2H), 6.59 (dd, J= 1.2, 6.8 Hz, 1H), 6.67 (s, 2H), 7.00
(dd, J=6.8, 8.8 Hz, 1H), 7.44 (dd, J= 1.2, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.7,
153.3, 141.4, 137.3, 134.0, 121.0, 120.4, 115.4, 113.1, 111.3, 103.6, 74.9, 68.0, 62.2, 62.0,
58.4, 56.1, 34.5, 31.6, 19.7, 14.3, 10.6, 3.6. HRMS calcd for (C20H39N304) [M + HI+ 494.3013;
found 494.3019.

MNMODDOooooooo)724-00000-6-CO000000)O000l-2-000-M(@O
O000-2F000-4-00)000J000056-dl0000-3-000 (5s)

O005r0000000M000 298 60 mg, 0.15 mmol 000000 58 38 mg, 50%0
000000000000 ™NMR (400 MHz, CDCls) §-0.04—0.02 (m, 2H), 0.30-0.36 (m,
2H), 0.78-0.88 (m, 1H), 1.20 (t, /= 7.6 Hz, 3H), 1.20-1.32 (m, 2H), 1.52-1.64 (m, 1H),
1.72-1.80 (m, 2H), 2.70-2.80 (m, 2H), 2.87 (d, /= 6.8 Hz, 2H), 3.04 (d, J= 6.8 Hz, 2H), 3.19
(s, 3H), 3.28-3.34 (m, 2H), 3.68 (s, 3H), 3.88 (s, 3H), 3.90-3.98 (m, 2H), 3.98 (d, J= 12.8 Hz,
1H), 4.21 (d, J=12.8 Hz, 1H), 6.51 (d, /= 2.4 Hz, 1H), 6.54 (dd, /= 1.6, 6.8 Hz, 1H), 6.76 (d,
J=2.4 Hz, 1H), 6.99 (dd, /= 6.8, 8.8 Hz, 1H), 7.44 (dd, J= 1.2, 8.8 Hz, 1H). 13C NMR (150
MHz, CDCls) §161.5, 158.7, 153.8, 140.4, 137.5, 135.4, 121.1, 120.7, 115.5, 114.7, 113.1,
103.8, 98.5, 71.9, 68.0, 62.0, 62.0, 58.1, 56.0, 55.4, 34.5, 31.6, 31.6, 19.7, 14.3, 10.6, 3.6, 3.6.
HRMS caled for (C2o0H39N304) [M + HI+ 494.3013; found 494.3019.
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NMOOOOooooooo)7-(oooooo)2e000onooool2-00a0-M (oo
O00O0-2F000-4-00)000l00005-sl0000-3-000 (5t)

D00 sO0000000MMO0 29867 mg, 0.17 mmol(0 000000 58 61 mg, 70%0
0000000000 O0HNMR (400 MHz, CDCls) §-0.02-0.06 (m, 2H), 0.34-0.43 (m, 2H),
0.80-0.94 (m, 1H), 1.24 (t, /= 7.5 Hz, 3H), 1.33 (t, J= 7.0 Hz, 3H), 1.20-1.38 (m, 2H),
1.54-1.68 (m, 1H), 1.74-1.84 (m, 2H), 2.78 (q, J= 7.5 Hz, 2H), 2.90 (d, J= 6.6 Hz, 2H), 3.07
(d, J="17.0 Hz, 2H), 3.33 (dt, /= 1.6, 12.0 Hz, 2H), 3.66 (q, J= 7.0 Hz, 2H), 3.75 (s, 6H),
3.92-4.02 (m, 2H), 4.59 (s, 2H), 6.61 (br d, J= 6.8 Hz, 1H), 6.71 (s, 2H), 7.03 (dd, /= 7.0, 8.8
Hz, 1H), 7.46 (br d, J= 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.7, 153.3, 141.8, 137.3,
134.0, 121.0, 120.4, 115.4, 113.1, 111.2, 103.7, 73.0, 68.0, 66.0, 62.2, 62.0, 56.1, 34.5, 31.6,
19.7, 15.3, 14.3, 10.6, 3.6. HRMS calcd for (CsoH41N304) [M + H]+ 508.3170; found 508.3167.

MOOOOOOOoooo)-7-e-000000000)-2-000-MOOoOoOoOoo-26800
O-4-00)000loooolsaoooo-3-000 (5u)

D00 000000000 294 50 mg, 0.12 mmol M 000000 5@l 46 mg, 85%0
0000000000000 ™HNMR (400 MHz, CDCls) §-0.05-0.05 (m, 2H), 0.31-0.40 (m,
2H), 0.79-0.90 (m, 1H), 1.20-1.36 (m, 2H), 1.21 (t, /= 7.6 Hz, 3H), 1.53-1.65 (m, 1H),
1.71-1.80 (m, 2H), 2.76 (q, J= 7.6 Hz, 2H), 2.85-2.91 (m, 2H), 3.01-3.08 (m, 2H), 3.26-3.35
(m, 2H), 3.71 (s, 6H), 3.87-4.00 (m, 2H), 6.60 (d, J= 6.4 Hz, 1H), 6.69 (d, J= 8.4 Hz, 2H),
7.01 (dd, J= 6.4, 8.7 Hz, 1H), 7.39 (t, J= 8.4 Hz, 1H), 7.44 (d, J= 8.7 Hz, 1H). 13C NMR (150
MHz, CDCls) §158.8, 153.3, 137.3, 134.1, 130.7, 121.0, 120.5, 115.4, 113.1, 112.2, 104.6,
68.0, 62.2, 62.0, 56.1, 34.5, 31.6, 19.7, 14.3, 10.6, 3.6. HRMS calcd for (C27Hs5N303) [M +
HI+ 450.2751; found 450.2754.

7-2,6-0 0000-4-0000000)-2-000-0OOO-MEOooooo-2A000-4-0
D)oooloooo,sa00o00-3-000 (5v)

0005100000000000 36b0120mg, 0.29 mmold 0000000 5vl 111 mg,
86%, 3steps[1 00 D00 OOOOOMOHNMR (400 MHz, CDCls) §0.87 (t, J= 7.3 Hz, 3H),
1.20 (t, J= 7.6 Hz, 3H), 1.22-1.32 (m, 2H), 1.39 (ddq, J= 7.3, 7.3, 7.3 Hz, 2H), 1.51-1.63 (m,
1H), 1.70-1.78 (m, 2H), 2.43 (s, 3H), 2.74 (q, J= 7.6 Hz, 2H), 2.93-2.98 (m, 2H), 2.97 (dd, J/
=17.3, 7.3 Hz, 2H), 3.26-3.35 (m, 2H), 3.70 (s, 6H), 3.90-3.97 (m, 2H), 6.51 (s, 2H), 6.59 (dd,
J=1.3,6.8 Hz, 1H), 7.00 (dd, /= 6.8, 8.8 Hz, 1H), 7.41 (dd, /= 1.3, 8.8 Hz, 1H). 13C NMR
(150 MHz, CDCls) §158.5, 153.3, 141.1, 137.3, 134.2, 121.0, 120.3, 115.2, 113.2, 109.3,
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105.5, 68.0, 62.8, 59.1, 56.0, 34.5, 31.7, 22.4, 22.1, 19.7, 14.5, 11.7. HRMS calcd for
(C27H37N303) [M + H]* 452.2908; found 452.2900.

7-2,6-00000-4(0O000000)000O0O)-2-000-OOOO-A(@OO0O0O00-28-
Ooo-4-00)ooojoooossl0ooo-3-000 (5w)

0005100000000000 36& 70 mg, 0.16 mmolJ 000000 5wl 49 mg, 63%,
3steps00 0000000000 OHNMR (400 MHz, CDCls) §0.87 (t, J= 7.6 Hz, 3H), 1.20
(t, J=17.2 Hz, 3H), 1.23-1.32 (m, 2H), 1.36—1.45 (m, 2H), 1.52-.62 (m, 1H), 1.72-1.78 (m,
2H), 2.73 (q, J= 7.2 Hz, 2H), 2.96-3.00 (m, 4H), 3.27-3.35 (m, 2H), 3.49 (s, 3H), 3.73 (s, 6H),
3.90-3.97 (m, 2H), 4.53 (s, 2H), 6.60 (dd, J= 1.6, 6.8 Hz, 1H), 6.68 (s, 2H), 7.01 (dd, J/= 6.8,
8.8 Hz, 1H), 7.42 (dd, J= 1.6, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.7, 153.3, 141.4,
137.3, 134.0, 121.0, 120.3, 115.3, 113.2, 111.2, 103.6, 74.9, 68.0, 62.8, 59.1, 58.5, 56.1, 34.5,
31.7,22.1, 19.7, 14.4, 11.7. HRMS calcd for (C2sH39N304) [M + H]*+ 482.3013; found
482.3005.

MNMODDoDOooooooo)72600000-4-0000000)O000l-2-0000-M@
O0000-2F000-4-00)000J0000N,5-4l0000-3-000 (6a)

D006 000000000 3048 mg, 0.12mmol 000000 6al 53 mg, 89%0
000000000000 ™HNMR (400 MHz, CDCls) §-0.02—0.04 (m, 2H), 0.30-0.36 (m,
2H), 0.80—0.92 (m, 1H), 1.24-1.36 (m, 2H), 1.52-1.64 (m, 1H), 1.74-1.82 (m, 2H), 2.84 (d, J
= 6.8 Hz, 2H), 2.97 (d, /= 6.8 Hz, 2H), 3.32 (td, /= 2.0, 11.6 Hz, 2H), 3.51 (s, 3H), 3.76 (s,
6H), 3.87 (s, 3H), 3.90-3.98 (m, 2H), 4.55 (s, 2H), 6.51 (dd, J= 1.6, 6.8 Hz, 1H), 6.69 (s, 2H),
7.04 (dd, J= 7.2, 8.8 Hz, 1H), 7.33 (dd, /= 1.6, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §
161.2, 158.8, 141.3, 139.2, 133.7, 122.2, 114.0, 111.5, 111.3, 105.9, 103.4, 75.0, 68.1, 61.7,
61.2, 58.5, 56.1, 56.0, 34.2, 31.6, 10.4, 3.4. HRMS calcd for (C2sHs7N3Os) [M + H]* 496.2806;
found 496.2798.

MNMOOOOOOOoOOOoo)-7-(,6-00000-4-0000000)-2-0000-M@oooo
0-2F000-4-00)000100000,5-al0000-3-000 (6b)
0005100000000000 38 250mg, 0.61 mmolID 000000 6k 45 mg, 16%,
3steps00 0000000 OODH NMR (400 MHz, CDCls) §-0.04—0.08 (m, 2H), 0.28-0.40
(m, 2H), 0.80-0.94 (m, 1H), 1.20-1.38 (m, 2H), 1.52—1.70 (m, 1H), 1.74-1.84 (m, 2H), 2.47
(s, 3H), 2.84 (d, J= 6.6 Hz, 2H), 2.97 (d, /= 6.9 Hz, 2H), 3.33 (dt, /= 2.0, 12.0 Hz, 2H), 3.75
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(s, 6H), 3.89 (s, 3H), 3.90-4.00 (m, 2H), 6.52 (dd, /= 1.4, 6.9 Hz, 1H), 6.54 (s, 2H), 7.04 (dd,
J=16.8,8.8 Hz, 1H), 7.33 (dd, J/= 1.4, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §161.2,
158.6, 141.0, 139.2, 133.9, 122.2, 113.8, 111.6, 109.4, 105.8, 105.3, 68.1, 61.7, 61.2, 56.0,
56.0, 34.2, 31.6, 22.4, 10.4, 3.4. HRMS calcd for (C27H35N304) [M + H]* 466.2700; found
466.2694.

MODoDOoOooooooo)7l2e00000-4-CO0000OO)oool-2-@oon
O)-MOODODOOO-2FF000-4-00)000]00001,5-al0000-3-000 (7a)

D005 0000000000 3850mg, 0.19 mmol(I 000000 74l 36 mg, 37%0
000000000000 ™NMR (400 MHz, CDCls) §-0.02—0.04 (m, 2H), 0.30-0.38 (m,
2H), 0.82-0.92 (m, 1H), 1.22-1.34 (m, 2H), 1.52—1.64 (m, 1H), 1.76-1.82 (m, 2H), 2.44 (s,
3H), 2.90 (d, /= 6.8 Hz, 2H), 3.06 (d, J= 7.2 Hz, 2H), 3.32 (td, J= 2.0, 12.0 Hz, 2H), 3.50 (s,
3H), 3.74 (s, 6H), 3.90-3.98 (m, 2H), 4.54 (s, 2H), 6.59 (dd, J= 1.6, 7.2 Hz, 1H), 6.67 (s, 2H),
7.05 (dd, J= 7.2, 8.8 Hz, 1H), 7.41 (dd, /= 1.6, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §
158.8, 146.3, 141.5, 138.7, 133.8, 121.9, 120.8, 114.6, 113.0, 110.9, 103.2, 74.9, 68.0, 61.3,
61.2, 58.4, 56.0, 34.3, 31.6, 14.8, 10.4, 3.5. HRMS calcd for (C2sH37N304S) [M + H]*
512.2578; found 512.2582.

NMODOOOOOooooo)-7-(6-00000-4-0000000)-2-@O000o)-M@oooo
O0-2AF000-4-00)000]J0000([1,6-al0000-3-000 (7b)

000 40a0 340 mg, 0.79 mmolJ 0 N, VO DD ODOOUOODDODODO5SmLOODDOO0O0O
D000000M60%, 44mg, 1.1mmol(D 00 (00DDODOD)IOOO0DDOI 9 ul, 0.95
mmolJ 0 0000040°C 0 3000000000000000000000000O0OOO
O00000000000000000000000000000000000000000
0000000000000 D0D000000000D0000000

00000000000000005smLO000000O0OD0 4MOO0OO0OO0OOOOOO
OD010mLO0O0OOD040°C 0 10000000000000004M 0O00OOODO0O0O00O
0 0000000000000000000000000000000000000000
0000000000000 000000000000000000000000000000

D0000000050mg, 0.13mmolJ000000000002mL.O0000000000
O00000-2A000-4-00000000045 mg, 0.39 mmol13M OO0 0.13 mL, 0.39
mmol] 0 0000000000000 10mg, 026 mmol0 000000000 20000
00000000000 00000D0000000000000000D0D00000000
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000000000000 000000000000000000000000000000
Op0000000000 =3010000000000 7b045 mg, 71%, 3steps0 0000
O0000000D™H NMR (400 MHz, CDCls) 6-0.02—0.00 (m, 2H), 0.32—0.38 (m, 2H),
0.82-0.92 (m, 1H), 1.24-1.35 (m, 2H), 1.55-1.60 (m, 1H), 1.87-1.95 (m, 2H), 2.46 (s, 6H),
2.90 (d, J= 6.8 Hz, 2H), 3.06 (d, /= 7.2 Hz, 2H), 3.32 (dt, /= 2.0, 12.0 Hz, 2H), 3.72 (s, 6H),
3.92-3.98 (m, 2H), 6.52 (s, 2H), 6.60 (dd, /= 1.6, 6.8 Hz, 1H), 7.05 (dd, J= 6.8, 8.8 Hz, 1H),
7.41 (dd, J= 1.6, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.5, 146.2, 141.1, 138.7,
134.0, 121.9, 120.9, 114.5, 113.1, 109.0, 105.2, 68.0, 61.3, 61.2, 55.9, 34.3, 31.6, 22.4, 14.9,
10.4, 3.5. HRMS calcd for (C27H35N303S) [M + H]* 482.2472; found 482.2473.

1-[{7-2,6-00000-4(OO00D000O)IOO0O0]-2-(DOO0O)IO000I,5-4d0000
-3-00O 00000 -2AF000-4-00)0001000)000J000000000 (7¢)

000 41a080mg, 0.17mmol0 000000000001 mLOOOOO0OOOO 10 uL
1-[(tert0 00000000000 DOI00D00000OO0ODOODOOO42 mg, 0.21 mmold
000000000000000000000074mg,0.35mmolJ00000000000
O00000000000000000000000000000000000000000
O00000000000000000000000000000000000000DO0
0000000000000 ,0000000000 =20100000000000000
0000000

O000000000000000000000000001IM 00000000000,
0.26 mL,0.26 mmol I 00, 000 30000000 0000000000000 000O0
000000000000000000000000000000000000000000
O000000000000000000,-0000000000 =10100000000
00 7¢017 mg, 19%, 2 steps0 0000000000000 H NMR (400 MHz, CDCls) &
0.02—0.10 (m, 2H), 0.53-0.61 (m, 2H), 1.21-1.36 (m, 2H), 1.55-1.70 (m, 1H), 1.78-1.88 (m,
2H), 2.44 (s, 3H), 3.04-3.10 (m, 2H), 3.17 (br s, 2H), 3.28-3.37 (m, 2H), 3.48 (s, 3H), 3.72 (s,
6H), 3.90-3.98 (m, 2H), 4.53 (s, 2H), 6.63 (d, J= 7.0 Hz, 1H), 6.65 (S, 2H), 7.07 (dd, J= 7.0,
8.8 Hz, 1H), 7.30 (d, /= 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.7, 147.4, 141.7,
137.1, 134.7, 122.5, 120.5, 114.1, 113.5, 110.5, 103.1, 74.9, 67.9, 63.4, 63.2, 58.5, 55.9, 53.5,
34.4, 31.6, 15.1, 11.0. HRMS calcd for (C2sH37N305S) [M + H]* 528.2527; found 528.2525.
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1-[{7-26-00000-4(00000O0D)IOO0O]2-(@OOO0D)OOOOl,5al0000
-3-00(000000-2A000-4-00)000]000)000l0000000O00OOO
oo (7d)

000 40b0 100 mg, 0.22mmol0 0 N, MO OO OOODOOOOO01.7mLO0000000
000000000060%,13mg, 0.33mmollJ000 (1-0000000000)000O OO0
0000000042mg 0.24mmol]0000000200000000000000000
000000000000000000000000000000000000000000
0000000000000000000000000000000

00000000000000004MO000000000OOO00000000 100
000000000000000000000000000000000000000000
000000000000000000000000000000000000000000
0000000000000000000000

00000000000000000001lmLO00000000010pyL0000000
-2H400000000000039mg, 0.34mmolJ00000000000000D0000
000048 mg, 0.23mmoll 000000000 20000000000000000000
000000000000000000000000000000000000000000
00000000000000000000000000000000000000»000
000000000000000000 7d] 9.6 mg, 16%, 3steps00 00000000000
1H NMR (400 MHz, CDCls) §0.50-0.62 (m, 2H), 0.94-1.06 (m, 2H), 1.21-1.37 (m, 2H),
1.54-1.68 (m, 1H), 1.81-1.92 (m, 2H), 2.43 (s, 3H), 2.98-3.06 (m, 2H), 3.14 (s, 2H),
3.27-3.37 (m, 2H), 3.48 (s, 3H), 3.71 (s, 6H), 3.90-3.99 (m, 2H), 4.52 (s, 2H), 6.63 (d, J= 6.8
Hz, 1H), 6.65 (s, 2H), 7.12 (dd, /= 6.8, 8.8 Hz, 1H), 7.61 (d, J= 8.8 Hz, 1H). 13C NMR (150
MHz, CDCls) §158.8, 145.4, 141.6, 139.5, 133.7, 123.7, 123.0, 119.3, 114.6, 113.6, 110.6,
103.2, 74.9, 67.9, 62.6, 60.2, 58.4, 56.0, 34.5, 31.6, 14.7, 12.2, 10.6. HRMS calcd for
(C29H36N404S) [M + H]*+ 537.2530; found 537.2531.

MQ400000-2-00)000]-AFOO0O0000O0000)-7-[2,6-00000-4-(@0000
ooo)ooool2-000D)doo0nl,5a0000-3-000 (7e)

000 40b0 100 mg, 0.22 mmolJ 0 N, FNO DD ODOOOODDODD2mLOODODOO0O0
0DD0000D000060%,17mg, 0.44mmol00 00 (1,4-00000-2-00)000 0DOOO
00000051 mg 0.26mmoldJ0000000O50°C 02000000000000000
0000000000000 D00000D000000000000000000000000
0000000000000 000000000000000000000000000
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00000000000000000000000000000000000000000
00020000000000000000000000000000000000O00O0000
000000000000000000000000000000000000000000
00000000000150mg000000000000000O0O0O0

000000000300 1005meg000000000000O00O0OODOOOOO0O
0000000000000050puL,0.67mmoll00000000000000O0O0OOO
00050mg, 0.24mmoll0000000000000000000O0000O0OOOOOO
000000000000000000000000000000000000000000
O000O0NHOOOOOOOOOOOOOOO0OO0O0O-0000000000000000
00000 7ed 25 mg, 67%, 3stepsD 000000000 OO HNMR (400 MHz, CDsOD) &
-0.04-0.06 (m, 2H), 0.28-0.40 (m, 2H), 0.78—0.90 (m, 1H), 2.41 (s, 3H), 2.86—3.00 (m, 2H),
3.04-3.12 (m, 1H), 3.32-3.41 (m, 2H), 3.45 (s, 3H), 3.48-3.66 (m, 4H), 3.69 (s, 6H),
3.94-4.01 (m, 1H), 4.54 (s, 2H), 6.57 (d, J= 6.8 Hz, 1H), 6.75 (s, 2H), 7.13 (dd, /= 6.8, 8.8
Hz, 1H), 7.47 (d, J= 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.8, 146.3, 141.5, 138.7,
133.8, 122.3, 120.3, 114.5, 113.2, 110.8, 103.2, 74.9, 74.1, 70.9, 66.7, 66.6, 61.5, 58.4, 56.1,
56.0, 14.8, 10.4, 3.7, 3.3. HRMS calcd for (C27H35N305S) [M + H]+ 514.2370; found
514.2367.

M@Qs3-00000-2-00)000l-F (0ooooooooo)-7-26-00000-4(@000
ooo)ooool2-(ooom)ooonl,sa0o000-3-000 (79

000 40b0 200 mg, 0.44 mmolJ 0 N, MO D DODOOOOODOD10mLODDOOOO0O
D00000000060%, 87 mg, 2.2 mmol(1(1,3-00000-2-00)000 000000
0000394 mg, 2.2mmol00 00000000 007.2 mg, 0.044 mmol0D O O 0 00050 °C
0500000000000000000000000000000O0O00O00000000
000000000000 0000D0000000000000D00000000000O00
Ooooo0o00d

D00000000000000000005mLO00000000001mLO00OO0O0
10000000000000000000000000000000

O000000000000D000000000D000000D0000000000000
0500 pL, 6.7mmol0 000 o-0000-0000200mg, 1.9mmold 0000000000
000000000000000000000000000000000000000000
O0000000000000000000000000000000000000 NHOO
0000000000000 D0000000000000 =40100000000000
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00000000,0000000000 =401)00000000000 780 106 mg, 47%,
3steps0 000000000000 MHNMR (400 MHz, CDCls) §-0.03-0.04 (m, 2H),
0.26-0.33 (m, 2H), 0.80-0.90 (m, 1H), 1.22—1.34 (m, 1H), 2.00-2.15 (m, 1H), 2.44 (s, 3H),
3.00-3.06 (m, 2H), 3.30 (d, J= 4.6 Hz, 2H), 3.48 (s, 3H), 3.64-3.71 (m, 2H), 3.72 (s, 6H),
4.04-4.12 (m, 2H), 4.50 (t, J= 4.6 Hz, 1H), 4.53 (s, 2H), 6.58 (d, J= 6.8 Hz, 1H), 6.66 (s, 2H),
7.05 (dd, J= 6.8, 8.8 Hz, 1H), 7.44 (d, J= 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.8,
146.4, 141.4, 138.9, 133.7, 122.0, 120.7, 114.8, 113.2, 110.9, 103.3, 101.7, 74.9, 66.8, 60.7,
58.8, 58.4, 56.0, 25.9, 15.0, 10.5, 3.3. HRMS calcd for (C27H3sN305S) [M + H]+ 514.2370;
found 514.2374.

7-2,6-00000-4O000000)00O00O]-MQ-OO0O0000)-2-@0000)-M(@O
O00000-2B000-4-00)000]10000[1,5-al0000-3-000 (7g)

000 41a0300 mg, 0.66 mmoll D0 0000000006 mLO0OOO0O0O0O 60 pL
(terr0000000000D0D0D)0D0DDOOOOOOY0%, 209 pl, 0.98 mmold 00000
00000000000000000278mg, 1.3mmol00000000000000000
000000000000000000000000000000000000000000
000000000000000000000000000000000000000000
0000000000000,0000000000 =20100000 MV2-[(tert0D0D00O
000oo00O)oooloood7(26-00000-4(0000000)0000O]-2-(O000
O0)-MOODODODODO-2F000-400)000]10000[1,5-2l0000-3-0000 175 mg,
43%0000000000000™HNMR (400 MHz, CDCls) §0.00 (s, 6H), 0.87 (s, 9H),
1.17-1.31 (m, 2H), 1.51-1.64 (m, 1H), 1.73-1.83 (m, 2H), 2.42 (s, 3H), 2.99-3.06 (m, 2H),
3.18 (t, J= 6.8 Hz, 2H), 3.26-3.36 (m, 2H), 3.48 (s, 3H), 3.61 (t, J= 6.8 Hz, 2H), 3.72 (s, 6H),
3.88-3.97 (m, 2H), 4.52 (s, 2H), 6.58 (dd, J= 1.2, 6.8 Hz, 1H), 6.65 (s, 2H), 7.03 (dd, J= 6.8,
8.8 Hz, 1H), 7.38 (dd, /= 1.2, 8.8 Hz, 1H).

D000000000000175mg, 028 mmolJ0 00000000003 mLO0O0O0O0
0000000000000000000001IMO0000000000, 0.43mL, 0.43
mmol] 000 3000000000000000O0O000000000000O0OOOOO
0000,0000000000 =101000002-(7-[2,6-00000-4(0000000)
0oool2-(00000)000Od,sal0000-3-00(000000-2000-4-00)
000l000)000000111mg, 78% 0000000000000 H NMR (400 MHz,
CDCls) §1.20-1.35 (m, 2H), 1.51-1.66 (m, 1H), 1.74—1.84 (m, 2H), 2.42 (s, 3H), 2.97-3.03
(m, 2H), 3.08 (t, J= 6.4 Hz, 2H), 3.24 (dd, J/= 3.6, 6.0 Hz, 2H), 3.27-3.37 (m, 2H), 3.46 (ddd,
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J=13.6, 6.0, 6.4 Hz, 2H), 3.48 (s, 3H), 3.72 (s, 6H), 3.88-3.98 (m, 2H), 4.52 (s, 2H), 6.63 (dd,
J=1.2, 6.8 Hz, 1H), 6.65 (s, 2H), 7.08 (dd, /= 6.8, 8.8 Hz, 1H), 7.34 (dd, /= 1.2, 8.8 Hz,
1H).

0000000000010l mg, 020 mmold 0 M, NVOODODDDOOOOO2mLOOD0
00000000000000060%,9.7mg,0.24mmoll 000000000015 pL,0.24
mmol] 00 0000400000000000000000000000000O0O000O0
000000000000000000000000000000000000000000
0000000000000 ,-0000000000 =1010000000000 7¢ 97 mg,
94%0000000000000™HNMR (400 MHz, CDCls) §1.18-1.34 (m, 2H), 1.49-1.62
(m, 1H), 1.73-1.81 (m, 2H), 2.42 (s, 3H), 2.99-3.06 (m, 2H), 3.24 (t, J= 6.0 Hz, 2H),
3.25-3.34 (m, 2H), 3.28 (s, 3H), 3.37 (t, J= 6.0 Hz, 2H), 3.47 (s, 3H), 3.72 (s, 6H), 3.88-3.96
(m, 2H), 4.52 (s, 2H), 6.58 (d, J= 6.8 Hz, 1H), 6.65 (s, 2H), 7.05 (dd, /= 6.8, 8.8 Hz, 1H),
7.37 (d, J= 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.8, 146.5, 141.5, 138.7, 133.8,
122.2,120.1, 114.4, 113.2, 110.7, 103.2, 74.9, 71.8, 68.0, 62.3, 58.7, 58.4, 56.0, 55.4, 34.5,
31.5, 14.7. HRMS calcd for (C27H37N305S) [M + HI+ 516.2527; found 516.2528.

MNMOooooooooo)7lzeooooO0o-4-OOoOoooo)ooool2-ooo-M@o
O000-2F000-4-00)000]l0000M,5-dl0000-3-000 (8)

000 shO00000000000 35140mg, 0.11 mmolJO 000000 & 31 mg, 61%0
000000000000 '™HNMR (400 MHz, CDCls) §-0.05-0.02 (m, 2H), 0.31-0.36 (m,
2H), 0.78—0.88 (m, 1H), 1.20-1.32 (m, 2H), 1.54-1.64 (m, 1H), 1.72-1.78 (m, 2H), 2.34 (s,
3H), 2.85 (d, J="7.2 Hz, 2H), 3.03 (d, J= 7.2 Hz, 2H), 3.26—3.34 (m, 2H), 3.47 (s, 3H), 3.71 (s,
6H), 3.90-3.96 (m, 2H), 4.51 (s, 2H), 6.53 (dd, J= 1.2, 6.8 Hz, 1H), 6.66 (s, 2H), 7.00 (dd, J=
6.8, 8.8 Hz, 1H), 7.42 (dd, /= 1.2, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.7, 148.0,
141.5,137.6, 133.9, 121.3, 121.0, 115.1, 113.0, 111.3, 103.6, 74.9, 68.0, 61.9, 61.7, 58.4, 56.1,
34.4, 31.6, 12.7, 10.5, 3.5. HRMS calcd for (C2sH37N304) [M + H]* 480.2857; found 480.2856.

-[(CooDoOoOoDOO)(@OOO0DO0-2HO000-4-001-7-[26-00000-4(OO0O0
ooD)ooooloooolLssaoooo-2-0000000 (9

000 460 103mg, 0.24mmol00000002mLO00000000001mLO0O0OOOO
[2,6-00000-4-(0000000)I000]0000O00103 mg, 0.45 mmol(TIPd(PPhs)s 0 27
mg, 0.024 mmolJ 000 IM 0000000000 00.47 mL, 0.47mmol0 0000000
00009 e°CO 3000000000000000000000000000000OoOao
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000000000000000000000000000000000000NHODODOO
00000000000000,0000000000 =2010000000000000
000000000 x0000000000 =101000000000000 970 mg, 60%0
000000000000 '™HNMR (400 MHz, CDCls) §-0.07-0.03 (m, 2H), 0.35-0.44 (m,
2H), 0.85-0.97 (m, 1H), 1.22-1.36 (m, 2H), 1.59-1.73 (m, 1H), 1.73-1.83 (m, 2H), 2.95-3.02
(m, 2H), 3.17-3.24 (m, 2H), 3.26-3.36 (m, 2H), 3.48 (s, 3H), 3.73 (s, 6H), 3.89-3.98 (m, 2H),
4.53 (s, 2H), 6.87 (d, J= 6.8 Hz, 1H), 6.68 (s, 2H), 7.18 (dd, J/= 6.8, 8.8 Hz, 1H), 7.55 (d, J=
8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.7, 142.6, 136.9, 134.7, 129.9, 123.1, 122.4,
117.6, 116.3, 115.1, 109.2, 103.2, 74.8, 617.9, 62.0, 60.6, 58.5, 56.0, 34.1, 31.3, 9.8, 3.5. HRMS
caled for (C2sH34N404) [M + H]* 491.2653; found 491.2660.

MNMODDoDOooooooo)726e00000-4-C0O00000)O000l-2-000-M(@O
O000-2F000-4-00)000J0000NM540000-3-000 4000000000
000D (E2508)

000 56r01.6¢g,3.2mmoll 00000002 mLO0000O0000 pO000 100
00617mg, 3.2mmolJ00000000000000000000002.18g00 000 ert-
000 00000000640 mLO 000000000770 mLO0O0OOOOOOODOOOO
0000000000001.9g,89% 00000000000 0™HNMR (400 MHz, C5D5N) §
-0.03-0.07 (m, 2H), 0.30-0.40 (m, 2H), 0.70—0.82 (m, 1H), 1.22 (dddd, /=5, 12, 13, 13 Hz,
2H), 1.32 (t, J= 8 Hz, 3H), 1.56 (ttt, J=4, 7, 13 Hz, 1H), 1.68 (br d, J= 13 Hz, 2H), 2.16 (s,
3H), 2.79 (d, J=17 Hz, 2H), 2.87 (q, J= 8 Hz, 2H), 2.95 (d, J=7 Hz, 2H), 3.22 (ddd, J=5, 12,
12 Hz, 2H), 3.38 (s, 3H), 3.52 (s, 6H), 3.95 (br dd, J=2, 12 Hz, 2H), 4.50 (s, 2H), 6.85 (s, 2H),
6.88 (dd, J=1, 7 Hz, 1H), 7.18 (d, J= 8 Hz, 2H), 7.21 (dd, J= 7, 9 Hz, 1H), 7.63 (dd, J=1, 9
Hz, 1H), 8.37 (d, /= 8 Hz, 2H). 13C NMR (100 MHz, C5DsN) §159.3, 153.5, 145.8, 142.7,
139.4, 137.9, 135.2, 129.0, 126.9, 121.8, 121.6, 116.1, 113.8, 111.8, 103.7, 74.7, 67.9, 67.9,
62.2, 62.0, 58.2, 55.8, 34.8, 32.0, 32.0, 21.1, 20.2, 14.5, 11.1, 4.1, 4.1. IR (KBr, cm'1) 2629 (w),
1638 (w), 1612 (w), 1583 (w), 1542 (w), 1224 (m), 1159 (m), 1131 (m), 1119 (m), 1031 (w).
Anal. Caled for Cs6H47N307S: C, 64.94%, H, 7.11%, N, 6.31%; Found: C, 64.77%, H, 7.11%,
N, 6.22%. mp 201 °C.

2-Q-0000)000o (12
2-00000000504.6¢g,3.2mol00000000ODOO5LO0DOOOPICI(PPhy)4] 22.5
g,32mmoll0 00 000INS3.0g 16mmoll0 000000000 1-00 00 400 g, 7.4 molD
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OJ000000O0Odoo 1000000000000 4000000000000000000
00000000000000000000000000000D0000000000000
O0,0000000000 =5020000000000 120380.5g,83%0000000
000000™HNMR (400 MHz, CDCls) §1.26 (t, J= 7.6 Hz, 3H), 2.45 (q, J= 7.6 Hz, 2H),
7.16=7.20 (m, 1H), 7.35-7.38 (m, 1H), 7.59-7.63 (m, 1H), 8.53-8.54 (m, 1H).

2-i00ooools-aloooo (13)

000 120260g,1.98mol] 000 0000016LO00000O0O0O0O0OOOOOO O
00000000000000724g, 26mold000000009%0mLO00O0O0OOOO0
00000000000000000000000014LO0000000000000000
000000000000000MOO0-2-(01-0000)000000 000000000
0000000000000000000

O00000000000D00014L0000000000000000O0O0O0DO000
0000028%,309mL, 1.6 mol00 000030 000000000000000001.4L0
000000000000000000000000000000000000000000
000000000000000000000000000000000000000000
00000,0000000000 =10010000000000 13088.2 g, 38%, 2 stepsC
0000000000000 ™HNMR (400 MHz, CDCls) §1.36 (t, J= 7.6 Hz, 3H), 2.86 (q, J/
=17.6 Hz, 2H), 6.30 (s, 1H), 6.65 (ddd, J= 1.6, 6.8, 6.8 Hz, 1H), 7.04 (ddd, J= 1.2, 6.8, 8.8 Hz,
1H), 7.41 (ddd, J= 1.2, 1.2, 8.8 Hz, 1H), 8.37 (ddd, J= 1.2, 1.2, 6.8 Hz, 1H). 13C NMR (150
MHz, CDCls) §157.8, 141.1, 128.2, 123.1, 117.3, 110.7, 94.5, 21.8, 13.9. HRMS calcd for
(CoH10N2) [M + HI+ 147.0917; found 147.0919.

7-000-2-00000000,5-adl0000 (14)

000 18125.6g, 175 mmol00000000000070mLO000000000000
78 00 pr00000000156M D000 000146 mL, 228 mmol0 00000000
00000000000001,2-0000-1,1,2,2-0000000000059.2 g, 228 mmoll
D000000O0ooo0lomlO0O0O0O0000100000°CO0000000000000
0000000000000 D000000000000000000000D00000000
00000000000000000000000000000D0000000000000
0000000000000 =11010000000000 14033.8¢g,86%000000
00000000 ™HNMR (400 MHz, CDCIs) §1.36 (t, J= 7.6 Hz, 3H), 2.93 (q, J= 7.6 Hz,
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2H), 6.49 (s, 1H), 6.94 (dd, J= 7.2, 8.4 Hz, 1H), 6.99 (dd, J= 1.6, 7.2 Hz, 1H), 7.44 (dd, J=
1.6, 8.4 Hz, 1H).

7-000-2-000-3-0000000[1,5-al0000 (15)

000 140102.9¢g,457.2mmol0 00000000080 mLO 000000000000
0000000000000076.7g,548.6mmol00000100000000000000
000000000000000000000000000000000000000000
00000000000000000000000000»0000000000 =3020
J00000MO000000 p-0000000000000000000 15! 74.6 g, 60%0
000000000000 ™HNMR (400 MHz, CDCls) §1.42 (t, J= 7.6 Hz, 3H), 3.27 (q, J=
7.6 Hz, 2H), 7.39 (dd, J= 1.2, 7.6 Hz, 1H), 7.50 (dd, J= 7.6, 8.8 Hz, 1H), 8.38 (dd, J= 1.2,
8.8 Hz, 1H).

tert000 M(7-000-2-0000000[,5-4l0000-3-00)000O0O0 (16)

000 15074.6¢,276 mmolJ 00000 OO01.3LIDO0650mLOD D00 OO65 mLO
000000000000075g, 1.09mol00000000000060°CO 2000000
0000000000000000D00000000000000000000000000
0000000000000000000000000000000000000000000
00000000000000000000000000000000-000000000
0 =401000007-000-2-0000000/[1,5-al0000-3-000039.6¢g,60%000
0000000000000 D0000000O0

0000 7-000-2.0000000([1,5-2l0000-3-000039.6g, 165 mmold 000
00000330mLO00000000000000000034.6mL, 248 mmold 00000
O0-tert0 000455 ml, 198 mmol] D0 0000000 160000000000000
0000000000000 0D000000000000D0000000000000000
000000000000000000000000000000000000000000
00000000000000000000000000000D0000000000000
O00p0000000000 =4010000000000 16046.8g,83% 0000000
00000™H NMR (400 MHz, CDCls) §1.34 (t, J= 7.6 Hz, 3H), 1.52 (br s, 9H), 2.87 (q, J=
7.6 Hz, 2H), 5.91 (br s, 1H), 6.92-7.04 (m, 2H), 7.40 (d, / =9.0 Hz, 1H). 13C NMR (150 MHz,
CDCls) §154.4, 153.3, 138.2, 123.4, 118.7, 115.3, 115.1, 108.0, 80.5, 28.3, 19.6, 13.4. HRMS
caled for (C14H1sBrNsO2) [M + H]+ 340.0655; found 340.0660.
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7-000-2-0000000M,5-dl0000 (18)

000 14000000002-0000000[1,5-al0000 17401.0g, 7.6 mmold 00
01,2-0000-1,1,2,2-00000000002.7g,83mmollI 000000 18 1.3 g, 84%0
000000000000 '™HNMR (400 MHz, CDCls) §2.55 (s, 3H), 6.45 (s, 1H), 6.93 (dd, /
=7.2,8.4 Hz, 1H), 6.97 (dd, J= 1.6, 7.2 Hz, 1H), 7.41 (dd, /= 1.6, 8.4 Hz, 1H).

7-000-2-000-3-00000001,5-al0000 (19

000 1500000000000 181.3g,6.2mmol0J 000000 197 900 mg, 57%0
00000000000 ™H NMR (400 MHz, CDCls) §2.85 (s, 3H), 7.38 (dd, J= 1.2, 7.6 Hz,
1H), 7.49 (dd, J= 7.6, 8.8 Hz, 1H), 7.35 (dd, /= 1.2, 8.8 Hz, 1H).

tert000 (7-000-2-0000000[,5-al0000-3-00)000000 (20)

000 1600000000000 190890 mg, 3.5mmoll 00 7-000-2-000000
0[1,5-2l0000-3-00003871mg, 47%00000000000000000000000
D00mLO0000000000000000000.34mL, 2.5 mmol] 0 00O -tertO
000429mg, 20mmolJ 0 0000000000000 0000000000000000
000000000000000000000000000000000000000000
0000000000000000000000000r0000000000 =50100
00000000 200420mg, 79% 0000000000000 0H NMR (400 MHz, CDCls)
51.52 (br s, 9H), 2.47 (s, 3H), 5.88-5.92 (m, 1H), 6.94-7.00 (m, 2H), 7.37-7.42 (m, 1H). 13C
NMR (150 MHz, CDCls) §154.3, 148.2, 137.9, 123.4, 118.5, 115.3, 115.1, 108.9, 80.6, 28.3,
11.5. HRMS calcd for (C13H16BrN3O2) [M + H]* 326.0499; found 326.0501.

7-000-2-00000000[1,5-dl0000 (22)

000 14000000002 00000000([1,5-2l0000 214707.2 ¢, 48.3 mmol[l
000 1,2-0000-1,1,2,2-000000000018.9g,580mmold0000000 2217.1
g,65%0000000000000'HNMR (400 MHz, CDCls) §4.03 (s, 3H), 6.02 (s, 1H),
6.91-6.97 (m, 2H), 7.31 (dd, J =2.4, 7.6 Hz, 1H).

7-000-2-00000000[1,5-4l0000-3-000 (23)

OO0 2211.0g,44mmol0000010mLOO0OOOOOOODOOOOCOOODOO 334 mg,
4.8mmolJ 0 00MmLOOOOODOOOOOOOD200000000000000000OO
O60mLMOO30mLMODOODO1.0g 15.3mmol000000O660°CO 3000000003
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000000000000000000000000000000000000000000
0000000000000 00000000000000000000000000000
000000000000000000000»r0000000000 =301000000
0000 28750 mg, 70%0 000000000 OH NMR (400 MHz, CDCls) 64.13 (s, 3H),
6.78 (dd, J= 1.6, 6.8 Hz, 1H), 6.81 (dd, /= 6.8, 8.4 Hz, 1H), 7.24 (dd, /= 1.6, 8.4 Hz, 1H).

tert0 00 (7-000-2-00000000M0,5-4l0000-3-00)000000 (24

000 230810mg, 3.3mmolJ 00000000 20mLO00 0000000000000
0000.69mL, 5.0 mmol0 0000000 ter+00000.92mlL, 44 mmold 000000
000000000000000000000000000000000000000000
0000000000000 00000000000000000000000000000
D000000,0000000000 =10010000000000 2401.1g,97%000
000000000 ™HNMR (400 MHz, CDCls) §1.49 (s, 9H), 4.12 (s, 3H), 6.89 (dd, /= 1.2,
7.6 Hz, 1H), 6.94 (dd, J= 7.6, 8.8 Hz, 1H), 7.30-7.39 (m, 1H).

tert000 [2-CO0D0DO)IOOON540000-3-00]l000000 (26)

OO0 16000000002-00000-3-00000001(1,5-al0000 25 480 400 mg,
1.9mmoll0 000000 261 230 mg, 43%, 2 steps0 00 00000000 OH NMR (400
MHz, CDCIs) §1.53 (br s, 9H), 2.60 (s, 3H), 6.00-6.15 (m, 1H), 6.69 (t, /= 6.8 Hz, 1H), 7.11
(t, J=8.0 Hz, 1H), 7.40-7.50 (m, 1H), 8.83 (d, J= 6.8 Hz, 1H).

tert0 00 [7-000-2-@O0000)00OO0O0N6g0000-3-00]00000O0 (27)

000 1400000000000 26121.6¢g, 77.3mmol0d0 00 1,2-00 000000 24.0
g,85.1mmolI0 000000 2021.5g,69% 000000000000 0HNMR (400 MHz,
CDCls) 61.52 (s, 9H), 2.64 (s, 3H), 6.02—6.10 (m, 1H), 6.81 (dd, J= 7.2, 8.8 Hz, 1H), 7.22 (dd,
J=1.2,7.2 Hz, 1H), 7.42-7.50 (m, 1H). 13C NMR (150 MHz, CDCls) §153.9, 145.3, 136.7,
123.7, 123.1, 116.5, 110.4, 91.9, 80.8, 28.2, 15.5. HRMS calcd for (C13H16IN302S) [M + HI+
406.0081; found 406.0085.

7-000-MOO0O000O00000)-2-00000000,5-al0000-3-000 (28a)
000 16(46.8¢,138mmol) 0 M, OO ODODODODOOOO01LO0OO0O000000000

00000000000060%,6.6¢g,179mmoll00000000020000000000

00@oo0000)0000000022.4g, 166 mmold0 00 040°C 0 100000000
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000000000000000000000000000000000000000000
000000000000 000000000000000000000000000000
Doo00o0ooooooog

0000000000000 4MO000000000000500mLO0O0O0OO040°C O
30000000000000000AMOO0O0000N0NNONONONONoNoNoooooNooooa
000000000000000000000000000000000000000000
000000000000000000000000000000000 =30100000
00000 28a140.2g, 99%, 2stepsd0 0000000 O0OOOMHNMR (400 MHz, CDCls)
50.14-0.22 (m, 2H), 0.47-0.56 (m, 2H), 0.96-1.10 (m, 1H), 1.37 (t, /= 7.6 Hz, 3H), 2.88 (d, J
=6.8 Hz, 2H), 2.90 (q, /= 7.6 Hz, 2H), 6.83 (dd, /= 7.0, 8.8 Hz, 1H), 6.90 (dd, J= 1.3, 7.1
Hz, 1H), 7.43 (dd, J= 1.3, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §150.5, 135.8, 121.2,
120.6, 118.4, 115.0, 114.4, 56.0, 19.4, 14.0, 12.0, 3.4. HRMS calcd for (C13H16BrNs) [M + H]*
294.0600; found 294.0604.

7-000-2-000-M72-0000000)d000[1,5-4l0000-3-000 (28b)

00028a00000000000 161300 mg, 0.88 mmolJ0 000000 2841 214 mg,
81%, 2steps(D 000000 DOOODOHNMR (600 MHz, CDCls) §1.38 (t, J= 7.6 Hz, 3H),
2.90 (q, J=17.6 Hz, 2H), 3.22 (t, J= 4.9 Hz, 2H), 3.41 (s, 3H), 3.46 (t, J= 4.9 Hz, 2H), 6.84
(dd, J=17.2, 8.7 Hz, 1H), 6.92 (d, /= 7.2 Hz, 1H), 7.43 (d, /= 8.7 Hz, 1H). 13C NMR (150
MHz, CDCls) §150.8, 136.0, 121.4, 119.8, 118.5, 114.8, 114.5, 71.2, 58.8, 50.1, 19.3, 14.0.
HRMS calcd for (C12H16BrN30) [M + H]+ 298.0550; found 298.0555.

7-000-2-000-M@-00000000)0000,5-al0000-3-000 (28¢)

000 2800000000000 167300 mg, 0.88 mmoldI 000000 28d] 213 mg,
80%, 2 steps(D 0 0000 00O ODOOHNMR (600 MHz, CDCls) §1.37 (t, J= 7.6 Hz, 3H),
1.95 (ddt, J=5.8, 6.8, 27.0 Hz, 2H), 2.89 (q, J= 7.6 Hz, 2H), 3.24 (t, J= 6.8 Hz, 2H), 4.64 (dt,
J=5.8,47.4 Hz, 2H), 6.85 (dd, /= 7.2, 8.7 Hz, 1H), 6.92 (d, J= 7.2 Hz, 1H), 7.42 (d, J= 8.7
Hz, 1H). 13C NMR (150 MHz, CDCls) §151.0, 136.2, 121.5, 119.9, 118.6, 114.8, 114.5, 82.4
(d, &163.7 Hz), 47.1 (d, J=4.4 Hz), 31.3 (d, ~18.8 Hz), 19.5, 14.0. HRMS calcd for
(C12H15BrFNs) [M + HI+ 300.0506; found 300.0511.
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7-000-2-000-(OOoOooooooo-2-00)d00looools4a0000-3-000
(28d)

00028a00000000000 161300 mg, 0.88 mmolJ0 000000 28d] 221 mg,
77%, 2 stepslD 0 0000000 OO OH NMR (600 MHz, CDCls) §1.37 (t, J= 7.7 Hz, 3H),
1.52-1.72 (m, 1H), 1.83-2.07 (m, 3H), 2.91 (q, /= 7.7 Hz, 2H), 3.02-3.17 (m, 3H), 3.77-3.85
(m, 1H), 3.89-3.97 (m, 1H), 3.99-4.07 (m, 1H), 6.83 (dd, J= 7.2, 8.7 Hz, 1H), 6.91 (d, J=17.2
Hz, 1H), 7.47 (d, J= 8.7 Hz, 1H). 13C NMR (150 MHz, CDCls) §150.8, 135.9, 121.3, 120.3,
118.4, 115.0, 114.4, 77.8, 68.0, 55.0, 28.8, 25.9, 19.4, 14.0. HRMS calcd for (C14H1sBrNsO)
[M + HI* 324.0706; found 324.0712.

7-000-2-000-MOOOoOOoOoo0O6-a0000-3-000 (28e)

00028a00000000000 160500mg, 1.5mmold0 000000 28e0 360 mg,
87%, 2steps(D 0 00000 D0OODOHNMR (600 MHz, CDCls) §0.99 (t, J= 7.3 Hz, 3H),
1.37 (t, J= 7.7 Hz, 3H), 1.59 (sxt, J= 7.3 Hz, 2H), 2.89 (q, J= 7.7 Hz, 2H), 3.05 (t, J= 7.3 Hz,
2H), 6.83 (dd, J= 7.2, 8.8 Hz, 1H), 6.91 (d, J= 7.2 Hz, 1H), 7.42 (d, J= 8.8 Hz, 1H). 13C
NMR (150 MHz, CDCls) §150.4, 135.7, 121.2, 120.6, 118.4, 115.0, 114.4, 52.7, 23.8, 19.5,
14.0, 11.5. HRMS calcd for (C12H16BrNs) [M + H]*+ 282.0600; found 282.0606.

7-000-MOO0O0000000O)-2-000-M@Oooooo-2F-000-4-00)00010
000N@,5-al0000-3-000 (29a)

000 284140.2¢g,136.6 mmol00 0000000000680 mLO0ODO00DODOO-2H
000-4-00000000031.2¢,273.2mmolJ0000000000030mLOOO000
00000000000000000040.5g,191.2mmol0000000000O0 300000
0000000000000 00000000000000000000000000000
00000000000 0000000000000000000000000000000 -
0000000000 =5010000000000 29a051.5¢g,96% 0000000000
00O 'H NMR (400 MHz, CDCls) §-0.02—0.06 (m, 2H), 0.33—0.43 (m, 2H), 0.75—0.88 (m,
1H), 1.20-1.34 (m, 2H), 1.38 (t, /= 7.6 Hz, 3H), 1.48-1.62 (m, 1H), 1.69-1.78 (m, 2H), 2.88
(d, J=6.8 Hz, 2H), 2.91 (q, J= 7.6 Hz, 2H), 3.04 (d, J= 7.0 Hz, 2H), 3.30 (dt, /= 2.1, 12.0
Hz, 2H), 3.90-4.00 (m, 2H), 6.88 (dd, J=17.1, 8.8 Hz, 1H), 6.96 (dd, /= 1.3, 7.1 Hz, 1H), 7.49
(dd, J=1.3, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §155.0, 138.9, 122.6, 122.0, 119.1,
115.7, 114.6, 67.9, 62.0, 61.8, 34.4, 31.6, 20.0, 14.0, 10.4, 3.7. HRMS calcd for
(C19H26BrNs0) [M + H]*+ 392.1332; found 392.1336.
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7-000-MOO0000000O0oO)-2-000-MFe-0oooooo)oooo,saooo0
-3-000 (29b)

00029a00000000000 28k 178 mg, 0.60 mmolI0 000000 298] 192 mg,
91%0000000000000HNMR (600 MHz, CDCl3) 6-0.06—0.06 (m, 2H), 0.31-0.41
(m, 2H), 0.75—0.87 (m, 1H), 1.36 (t, J= 7.6 Hz, 3H), 2.90 (q, J= 7.6 Hz, 2H), 2.94-2.99 (m,
2H), 3.27 (s, 3H), 3.33 (s, 4H), 6.86 (dd, J= 7.0, 8.7 Hz, 1H), 6.94 (d, J= 7.0 Hz, 1H), 7.49 (d,
J=8.7Hz, 1H). 13C NMR (150 MHz, CDCls) §155.5, 139.0, 122.1, 121.6, 119.0, 115.7, 114.6,
71.6, 61.7, 58.7, 54.6, 19.8, 14.0, 10.5, 3.6. HRMS calcd for (C16H22BrNsO) [M + H]+
352.1019; found 352.1027.

7-000-MOOOO00OO00oOoo00)-2-000-M@E-0000o0o0o00)dooaol,sa0o0
0-3-000 (29¢)

0002900000000000 28170 mg, 0.57 mmolO0 000000 29¢] 194 mg,
97%0000000000000™H NMR (600 MHz, CDCls) §-0.04—0.07 (m, 2H), 0.31-0.43
(m, 2H), 0.74-0.87 (m, 1H), 1.36 (t, J= 7.7 Hz, 3H), 1.73 (ddt, J= 5.9, 7.0, 26.4 Hz, 2H),
2.88 (q, J=17.7 Hz, 2H), 2.88-2.93 (m, 2H), 3.28 (t, J= 7.0 Hz, 2H), 4.51 (dt, J=5.9, 47.2 Hz,
2H), 6.86 (dd, J=17.2, 8.7 Hz, 1H), 6.94 (d, J= 7.2 Hz, 1H), 7.47 (d, J= 8.7 Hz, 1H). 13C
NMR (150 MHz, CDCls) §155.3, 138.9, 122.1, 121.5, 119.1, 115.6, 114.6, 82.2 (d, /~163.7
Hz), 61.6, 50.8 (d, 5.5 Hz), 29.9 (d, &19.9 Hz), 19.9, 14.0, 10.3, 3.7. HRMS calcd for
(C16H21BrFN3) [M + HI+ 354.0976; found 354.0980.

7-000-MOOOO0oooooo)-2-000-MOoooooooo-2-00)0o0oloon
O,5-sl0000-3-000 (294d)

00029a00000000000 2841 180 mg, 0.56 mmolOdJ 000000 29d] 206 mg,
98% 0000000000000 NMR (600 MHz, CDCls) §-0.05—-0.06 (m, 2H), 0.27-0.42
(m, 2H), 0.74-0.88 (m, 1H), 1.37 (t, J= 7.6 Hz, 3H), 1.53-1.67 (m, 1H), 1.73-1.95 (m, 3H),
2.91 (q, J= 7.6 Hz, 2H), 2.93-2.98 (m, 2H), 3.02—3.08 (m, 1H), 3.35-3.42 (m, 1H), 3.64-3.71
(m, 1H), 3.78-3.82 (m, 2H), 6.86 (dd, J= 7.2, 8.7 Hz, 1H), 6.92 (d, J= 7.2 Hz, 1H), 7.52 (d, J
= 8.7 Hz, 1H). 13C NMR (150 MHz, CDCls) §155.1, 139.0, 122.4, 122.0, 119.0, 115.8, 114.6,
78.2, 67.9, 61.9, 59.8, 29.8, 25.5, 19.8, 14.0, 10.4, 3.8, 3.4. HRMS calcd for (C1sH24BrNs0)
[M + H]* 378.1176; found 378.1178.
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7-000-NANOO@OOODOOO0O0O0O0)-2-00000000,6-4l0000-3-000 (29e)

0002900000000000 2841 150 mg, 0.51 mmol00 000000 29é] 166 mg,
93%0 0000000000000 HNMR (600 MHz, CDCls) §-0.04—0.07 (m, 4H),
0.28-0.40 (m, 4H), 0.72—0.86 (m, 2H), 1.37 (t, J= 7.6 Hz, 3H), 2.92 (q, J= 7.7 Hz, 2H),
2.92-3.02 (m, 4H), 6.83 (dd, /= 7.2, 8.7 Hz, 1H), 6.91 (d, J= 7.2 Hz, 1H), 7.49 (d, J= 8.7 Hz,
1H). 13C NMR (150 MHz, CDCls) §155.5, 139.0, 122.6, 121.7, 119.0, 115.9, 114.4, 60.6, 19.9,
14.0, 10.5, 3.6. HRMS calcd for (C17H22BrNs) [M + H]+ 348.1070; found 348.1070.

7-000-OO000000ooom-2-000-Ooooooooo-3-00)oooloon
Ol,5-aAl0000-3-000 (299)

0002900000000000 2841 150 mg, 0.51 mmolOd0 000 OO0 29f 167 mg,
87%0 0000000000000 NMR (600 MHz, CDCls) 6-0.05-0.07 (m, 2H),
0.32—0.43 (m, 2H), 0.73-0.87 (m, 1H), 1.37 (t, J= 7.6 Hz, 3H), 1.56-1.66 (m, 1H), 1.84-1.93
(m, 1H), 2.15-2.25 (m, 1H), 2.88 (q, J= 7.6 Hz, 2H), 2.85-2.92 (m, 2H), 3.03-3.10 (m, 1H),
3.17-3.23 (m, 1H), 3.58-3.69 (m, 1H), 3.70-3.76 (m, 1H), 3.77-3.84 (m, 1H), 6.87 (dd, /=
7.2, 8.7 Hz, 1H), 6.94 (d, J= 7.2 Hz, 1H), 7.46 (d, /= 8.7 Hz, 1H). 13C NMR (150 MHz,
CDCls) §155.2, 139.0, 122.1, 121.7, 119.1, 115.6, 114.6, 72.1, 67.7, 62.0, 58.5, 38.5, 30.3,
19.9, 14.0, 10.4, 3.7, 3.7. HRMS calcd for (C1sH24BrN3z0) [M + H]+ 378.1176; found
378.1180.

7-000-2-000-NANOOD00000005-a0000-3-000 (29g)

0002900000000000 2861310 mg, 1.1 mmolJO0 000000 29¢7 346 mg,
97%00 00000000000 0MHNMR (600 MHz, CDCls) §0.88 (t, J= 7.4 Hz, 6H), 1.37
(t, J=17.6 Hz, 3H), 1.38 (sxt, J= 7.4 Hz, 2H), 2.89 (q, J= 7.6 Hz, 2H), 3.01 (t, J= 7.4 Hz, 4H),
6.85 (dd, J= 7.2, 8.7 Hz, 1H), 6.94 (d, J= 7.2 Hz, 1H), 7.47 (d, /= 8.7 Hz, 1H). 13C NMR
(150 MHz, CDCls) §155.3, 139.0, 122.1, 121.8, 119.0, 115.8, 114.5, 58.1, 22.0, 20.0, 14.1,
11.6. HRMS calcd for (C15H22BrN3) [M + H]* 324.1070; found 324.1076.

7-000-OO0000000oOoO)-2-00000000@,5-al0000-3-000 (30)

00028a00000000000 240350mg, 1.0mmolJ 0000000 300 300 mg,
quant, 2 steps 0000000000000 ™HNMR (400 MHz, CDCls) §0.12-0.21 (m, 2H),
0.44—0.53 (m, 2H), 0.98-1.08 (m, 1H), 2.82-2.91 (m, 2H), 4.12 (s, 3H), 6.78 (d, J= 7.2 Hz,
1H), 6.82 (dd, J= 7.2, 8.4 Hz, 1H), 7.30 (d, /= 8.4 Hz, 1H).
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7-000-AFOO0O00oooooo)-2-0000-MFOooooo-2F000-4-00)000]
ooools-a0000-3-000 (31)

0002900000000 00 80 300 mg, 1.0 mmol(0 000000 30 390 mg, 9%
000000000000 ™NMR (400 MHz, CDCls) §-0.02—0.10 (m, 2H), 0.20-0.40 (m,
2H), 0.70-0.90 (m, 1H), 1.10-1.39 (m, 2H), 1.40-1.60 (m, 1H), 1.62-1.80 (m, 2H), 2.81 (d, J
= 6.4 Hz, 2H), 2.95 (d, J= 7.2 Hz, 2H), 3.27 (dt, J= 2.0, 12.0 Hz, 2H), 3.80—4.00 (m, 2H),
4.11 (s, 3H), 6.80-6.95 (m, 2H), 7.33 (dd, /= 1.6, 8.4 Hz, 1H).

MOOOOOOOO0OOO)-7-000-2-(0000mo00ois-a0000-3-000 (32

00028a0000000M 00 20 600mg, 1.5 mmol(J 000000 32 506 mg, 94%,
2steps0 000000000000 MHNMR (400 MHz, CDCls) §0.16—0.24 (m, 2H),
0.48-0.56 (m, 2H), 1.00-1.10 (m, 1H), 2.60 (s, 3H), 2.96 (d, /= 6.0 Hz, 2H), 3.00-3.24 (m,
1H), 6.68 (ddd, J= 1.2, 6.8, 8.8 Hz, 1H), 7.17 (dd, J= 1.2, 6.8 Hz, 1H), 7.43 (dd, J= 1.2, 8.8
Hz, 1H).

MNMOOOOOOOO0OO0O0)-7-000-2-(00000)-MMOooooo-2F000-4-00)00
oloooolssgoooo-3-000 (33)

0002900000000 00 32 300mg, 1.0 mmol(J 0 00000 38 50 mg, 58%0
0000000000000 0000000000000000™HNMR (400 MHz, CDCls) &
-0.06—0.04 (m, 2H), 0.30-0.38 (m, 2H), 0.74-0.86 (m, 1H), 1.20—-1.32 (m, 2H), 1.40—1.60 (m,
1H), 1.66-1.80 (m, 2H), 2.69 (s, 3H), 2.85 (d, /= 6.8 Hz, 2H), 3.02 (d, J= 7.2 Hz, 2H),
3.22-3.32 (m, 2H), 3.86-3.94 (m, 2H), 6.72 (dd, J= 7.2, 8.8 Hz, 1H), 7.15 (dd, J=1.2, 7.2 Hz,
1H), 7.40 (dd, /= 1.2, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §148.3, 139.0, 123.0, 122.5,
121.8, 115.6, 92.4, 67.9, 61.1, 60.7, 34.2, 31.5, 14.3, 10.2, 3.6. HRMS calcd for
(C18H24IN308) [M + HI* 458.0758; found 458.0764.

7-000-MOOOOOOO0OOO0O0)-2-0000000,5-al0000-3-000 (34

00028a00000000000 200270 mg, 0.83mmol0]0 000 OO0 340200 mg,
86%, 2steps0 000000000 DO0OOMHNMR (600 MHz, CDCls) §0.13—0.22 (m, 2H),
0.44-0.60 (m, 2H), 0.92-1.13 (m, 1H), 2.51 (s, 3H), 2.85-2.95 (m, 2H), 6.85 (dd, J= 7.0, 8.9
Hz, 1H), 6.91 (d, J= 7.0 Hz, 1H), 7.43 (d, /= 8.9 Hz, 1H). 13C NMR (150 MHz, CDCls) §
145.4, 135.8, 121.4, 121.1, 118.2, 114.8, 114.4, 55.8, 11.9, 11.4, 3.4. HRMS calcd for
(C12H14BrN3) [M + H]* 280.0444; found 280.0445.
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7-000-OO0000O0o0ooom-2-000-M@Oooooo-2A000-4-00)00010
Do0O0l5-al0000-3-000 (35)

000200 000000000 341170 mg, 0.6l mmold0 00O OO0 350 196 mg,
85%0000000000000MHNMR (600 MHz, CDCl3) §-0.04—0.08 (m, 2H), 0.32-0.43
(m, 2H), 0.74-0.88 (m, 1H), 1.20-1.36 (m, 2H), 1.46-1.62 (m, 1H), 1.66-1.78 (m, 2H), 2.52
(s, 3H), 2.87 (d, J =6.8 Hz, 2H), 3.03 (d, J =6.8 Hz, 2H), 3.30 (dt, / =2.0, 12.0 Hz, 2H),
3.89-3.99 (m, 2H), 6.88 (dd, J =1.4, 6.8 Hz, 1H), 6.95 (dd, / =6.8, 8.8 Hz, 1H), 7.47 (dd, J =
1.4, 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §149.8, 139.0, 123.0, 122.2, 118.7, 115.4,
114.6, 67.9, 61.8, 61.5, 34.3, 31.5, 12.7, 10.2, 3.6. HRMS calcd for (C1sH24BrNsO) [M + HI]+
378.1176; found 378.1177.

tert0 00 [2-000-7-2-0000-46-00000000)0000[1,5-al0000-3-00]
oooooo (36a)

D005sh0000000MMO0 16 40 mg, 0.12 mmol( 0 000 OO0 36a 40 mg, 86%0
000000000000 ™NMR (400 MHz, CDCls) §1.21 (t, J= 7.6 Hz, 3 H), 1.54 (br s.,
6H), 1.98 (s, 3H), 2.39 (s, 3H), 2.73 (q, J= 7.6 Hz, 2H), 3.65 (s, 3H), 5.88 (br s., 1H), 6.56 (d,
J=6.6 Hz, 1H), 6.68 (s, 1H), 6.76 (s, 1H), 7.13 (dd, /= 8.8, 6.6 Hz, 1H), 7.37 (d, J= 8.8 Hz,
1H). 13C NMR (150 MHz, CsDsN) §157.6, 155.0, 151.7, 139.6, 138.5, 136.7, 136.6, 122.6,
122.0, 120.0, 114.8, 112.8, 109.4, 107.8, 78.3, 54.9, 27.8, 20.9, 19.6, 18.7, 13.1. HRMS calcd
for (C23H30N30s) [M + H]+ 396.2282; found 396.2278.

tert0 00 [7-2,6-00000-4-0000000)-2-0000000(1,5-adl0000-3-00]
oooooo (36b)

O00sh0000000MMO0 16 40 mg, 0.12 mmol(0 0 0 O O OO 36hl 41 mg, 85%0
00000000000 0'™™H NMR (400 MHz, CDCls) §1.22 (t, J= 7.2 Hz, 3H), 1.54 (br s,
9H), 2.42 (s, 3H), 2.75 (q, J= 7.2 Hz, 2H), 3.68 (s, 6H), 5.88 (br s, 1H), 6.50 (s, 2H), 6.64 (d, J
= 6.8 Hz, 1H), 7.14 (dd, J= 6.8, 8.8 Hz, 1H), 7.36 (d, /= 8.8 Hz, 1H). 13C NMR (150 MHz,
CsDsN) §158.5, 155.0, 151.2, 140.9, 136.7, 134.5, 121.9, 114.7, 113.6, 109.2, 107.6, 105.0,
78.2, 55.1, 27.8, 21.4, 19.6, 13.1. HRMS calcd for (C2sH30N304) [M + H]*+ 412.2231; found
412.2232.
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tert0 00 [7-2,4-00000-6-0000000)-2-00000000,5-adl0000-3-00]
oooooo (36c)

O00shO0000O0DOODO0 16140 mg, 0.12 mmol(11 0 0000 O 368 30 mg, 62%0]
00000000000 0™HNMR (400 MHz, CDCls) §1.21 (t, J= 7.6 Hz, 3H), 1.54 (br s,
9H), 2.00 (s, 3H), 2.74 (q, J= 7.6 Hz, 2H), 3.65 (s, 3H), 3.85 (s, 3H), 5.88 (br s, 1H), 6.43 (d, J
=2.0 Hz, 1H), 6.47 (d, J= 2.0 Hz, 1H), 6.56 (d, J= 6.6 Hz, 1H), 7.12 (dd, J= 8.6, 6.7 Hz, 1H),
7.37 (d, J= 8.6 Hz, 1H). 13C NMR (150 MHz, C5DsN) §161.1, 158.8, 155.0, 151.6, 139.8,
136.8, 136.5, 122.0, 115.6, 114.8, 113.2, 107.8, 106.6, 96.1, 78.3, 54.9, 54.6, 27.8, 19.6, 19.1,
13.1. HRMS calcd for (C23H30N304) [M + H]* 412.2231; found 412.2234.

tert0 00 [2-000-7-24,6-0000000000)0000OIL,5-al0000-3-00100
ooooO (36d)

D005 00000000000 1602.0g, 5.9mmold0 000000 36d11.0g, 41%0
000000000000 ™NMR (400 MHz, CDCls) §1.22 (t, /= 7.6 Hz, 3H), 1.54 (br s,
9H), 2.73 (q, J= 7.6 Hz, 2H), 3.67 (s, 6H), 3.87 (s, 3H), 5.83-5.89 (m, 1H), 6.22 (s, 2H),
6.58-6.63 (m, 1H), 7.10 (dd, J= 7.2, 8.8 Hz, 1H), 7.33 (dd, J=1.2, 8.8 Hz, 1H).

tert0 00 {7-[2,6-00000-4-0000000)0O0OO]-2-000000O1,5-al000
0-3-00000000 (36e)

D006 00000000000 160200mg, 0.59 mmold 0000000 36el 140 mg,
54%00 0000000000 0HNMR (400 MHz, CDCls) 6§1.21 (t, J= 7.6 Hz, 3H),1.54 (br
s, 9H), 2.72 (q, /= 7.6 Hz, 2H), 3.47 (s, 3H), 3.69 (s, 6H), 4.51 (s, 2H), 5.82—5.90 (m, 1H),
6.58-6.65 (m, 1H), 6.65 (s, 2H), 7.08-7.14 (m, 1H), 7.32—-7.38 (m, 1H). 13C NMR (150 MHz,
CsDsN) §158.7, 155.0, 151.3, 142.0, 136.7, 134.3, 121.9, 114.8, 113.5, 110.9, 107.7, 103.0,
78.2, 74.0, 57.5, 55.2, 27.8, 19.6, 13.1. HRMS calcd for (C24H32N305) [M + H]+ 442.2336;
found 442.2332.

tert-0 00 [7-2,6-00000-4-0000000)-2-000000001I1,5-al0000-3-0
0)oooooo (38)

D006 0000000000 24214 mg, 0.63mmol 000000 38 233 mg, 90%0
00000000000 H NMR (400 MHz, CDCls) 61.53 (br s, 9H), 2.44 (s, 3H), 3.68 (s,
6H), 3.89 (s, 3H), 5.83 (br s, 1H), 6.48 (s, 2H), 6.54 (d, = 6.8 Hz, 1H), 7.11 (dd, /= 6.8, 8.8
Hz, 1H), 7.27 (d, J= 8.8 Hz, 1H).
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tert000 [7-(2,6-00000-4-0000000D0)2-(C0O000)0000ONM,5-40000-8
OO0loooood (40a)

D006 00000000000 2702.0g,49mmold00 00000 40a0 2.1 g, 99%0
000000000000 ™™ NMR (400 MHz, CDCls) §1.54 (br s, 9H), 2.426 (s, 3H), 2.438
(s, 3H), 3.67 (s, 6H), 6.07 (br s, 1H), 6.48 (s, 2H), 6.65 (d, /= 6.8 Hz, 1H), 7.14 (dd, J= 6.8,
8.8 Hz, 1H), 7.44 (d, /= 8.8 Hz, 1H).

tert0 00 {7-[2,6-00000-4(000000D0O)OOODOI]-2<(OOOO0)DOO0ON,5 4
0OoOoOo-3-003000000 (40b)

D00 600000000000 2001.0g,2.5mmold0 000000 4041 0.40 g, 35%0
00000000000 OHNMR (400 MHz, CDCls) §1.54 (s, 9H), 2.42 (s, 3H), 3.48 (s, 3H),
3.69 (s, 6H), 4.52 (s, 2H), 6.64 (s, 2H), 6.65 (d, /= 6.8 Hz, 1H), 7.14 (dd, J/= 6.8, 8.8 Hz, 1H),
7.45 (d, J= 8.8 Hz, 1H). 13C NMR (150 MHz, CDCls) §158.8, 154.2, 144.0, 141.7, 136.8,
134.0, 123.0, 115.2, 114.3, 110.6, 108.6, 103.2, 80.4, 74.9, 58.4, 55.9, 28.3, 16.2. HRMS calcd
for (C2sH30N305S) [M + HI+ 460.1901; found 460.1902.

7-2,6-0 00004 (QO00000D)OD00O]2-<(oC0O00)-MOooooo-2A000
-4-00)000joo0o0al,s40000-3-000 (41a)

000 40b0395mg, 0.86 mmol0 0 N, MO OOODOOOOOOO20mLO0O0O00O0O0
000000000060%,52mg, 1.29 mmol 0 (D0 0000-2A000-400)000 O
000000000200 mg, 1.03mmol0 000 O0O0O50°C 0 3000000000000
000000000000000000000000000000000000000000
000000000000000000000000000000000-00000000
00 =301000¢r+000 {7-[2,6-00000-4(0000000)0000O]-2-(O0000O)
00005400 00-3-00} (0000002 000-400)000100000000
0oooooQg

000000000000000004M 0000/000000000000100000
000000000000000000000000000000000000000000
000000000000000000000000000000000000000000
0000 410410 mg, quant., 2steps0 0 000 000000000000000O0O0O0OO
0000000000 ™H NMR (400 MHz, CDCls) §1.31-1.46 (m, 2H), 1.63-1.72 (m, 1H),
1.72-1.85 (m, 2H), 2.39 (s, 3H), 3.34-3.45 (m, 2H), 3.47 (s, 3H), 3.70 (s, 6H), 3.95-4.04 (m
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2H), 4.51 (s, 2H), 6.58 (d, /= 6.8 Hz, 1H), 6.64 (s, 2H), 7.01 (dd, J=6.8, 9.2 Hz, 1H), 7.37 (d,
J=9.2 Hz, 1H).

7-2-000-4-00000000)-2-000-3-0000000(1,5-al0000 (42a)

D005 00000000000 15094 mg, 0.35 mmoll] 0000000 42a0 115 mg,
quant.JJ 000000000 OHNMR (400 MHz, CDCls) §1.30 (t, J= 7.6 Hz, 3H), 3.15 (q,
J=17.6 Hz, 2H), 3.90 (s, 3H), 6.96 (dd, /= 2.4, 8.4 Hz, 1H), 7.07 (dd, J= 1.6, 7.2 Hz, 1H),
7.10 (d, J= 2.4 Hz, 1H), 7.40 (d, J= 8.4 Hz, 1H), 7.68 (dd, J= 7.2, 8.8 Hz, 1H), 8.40 (dd, J=
1.6, 8.8 Hz, 1H).

2-000-7-(2-0000-4-0000000)-8-00000000,5-al0000 (42b)

00042a00000000000 15 80 mg, 0.30 mmol(1] 0 0 0000 42b 70 mg, 73%0
000000000000 HNMR (400 MHz, CDCls) §1.30 (t, J= 7.6 Hz, 3H), 2.47 (s, 3H),
3.15(q, J=17.6 Hz, 2H), 3.76 (s, 3H), 6.88 (s, 1H), 6.93 (d, J= 7.6 Hz, 1H), 7.08 (d, J= 7.2 Hz,
1H), 7.33 (d, J= 7.6 Hz, 1H), 7.66 (dd, J= 7.6, 8.8 Hz, 1H), 8.36 (d, J= 8.8 Hz, 1H).

2-(00000000)-8-0000000,5-dl0000 (43

000000000572g,561mmolJ00011.4mLO0000000000000000
00000000000 25014.3g,684mmold 00000000343 mLlO00O0O0O00O0
00000000000126g, 206 mmold00000080°CO 800000000000
000MO00000000000000000000000000000 48 13.7 g, 83%0
00000000000000000000000000000000000000'HNMR
(400 MHz, CDCls) §4.21 (s, 3H), 7.08 (dd, J= 6.8, 8.4 Hz, 1H), 7.63 (dd, /= 8.4, 8.8 Hz, 1H),
8.27 (d, J= 8.8 Hz, 1H), 8.34 (d, J= 6.8 Hz, 1H).

-0000000,5-a0000-2-0000000 (44)

000 4302.1¢g, 86mmoll0000000000016mLOOO00 NANDOOOOO
000003mLO0O00000000000000000508mg, 10.4mmold0000000
80°CO0 6000000000D0DD0D0DDODODOOOOONONOONONOODNDOOODOOO
0000000000000 00000000000000000000000 441 1.1 g, 69%0
0000000000000000HNMR (400 MHz, CDCls) §7.34 (dd, J= 6.8, 6.8 Hz,
1H), 7.81 (dd, J= 6.8, 9.2 Hz, 1H), 8.43 (d, J= 9.2 Hz, 1H), 8.61 (d, /= 6.8 Hz, 1H).
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FOoDoDoD00D0D00M@UDO0OO0O0-2AF000-4-00)000100010000([1,5-4]
Oo0O0-2-0000000 (45)

000 4401.1g,6.0mmolJ000000030mLO000010%0000000000.98
g,50% 00000000000 000000000 200000000000000000
0000000000000000000000000843mg, 89% 00000000000
oooooog

000000000527mg, 3.3mmold0000000000011lmLO0O0OOO0O0
0000000000000249uL,3.3mmoll000000000000000O0O0 (IV)O1.2
mlL, 4.0mmol00 00000000 7000000000000000000000011 mLO
000000000000000126mg, 3.3mmolJ000000000000 300000
000000000000000000000000000000000000000000
000000000000000000000000000000000000000000
00000000000000000000000000000000»000000000
0 =10100000000000 200000000

000000000000007mLO0000 OOD007mLO000O0O00O0OOOOOO
0-2HF000-4000000000317mg, 2.8 mmoll0 00 o-0 0000000223 mg, 2.1
mmolJ 00000016000 000000000000000000000O0O0O0O00OOO
000000000000000000000000000000000000000000
OD000000000NHOOOOOOOOOOOOO0O00000,0000000000 =
1010000000000 451 378 mg, 37%, 2 stepsd0 0000000000 OH NMR (400
MHz, CDCls) §-0.03-0.05 (m, 2H), 0.38-0.47 (m, 2H), 0.83-0.95 (m, 1H), 1.22-1.37 (m, 2H),
1.56—1.70 (m, 1H), 1.71-1.81 (m, 2H), 2.96-3.02 (m, 2H), 3.18-3.24 (m, 2H), 3.26-3.35 (m,
2H), 3.90-3.98 (m, 2H), 6.92 (dd, J= 6.8, 7.2 Hz, 1H), 7.15 (dd, J= 6.8, 9.2 Hz, 1H), 7.58 (d,
J=9.2 Hz, 1H), 8.35 (d, J= 7.2 Hz, 1H).

F(CooooooOoOoD)@O00000-2FF000-400)000]000]-7-000000
Ol,5-4l0000-2-0000000 (46)

000 45 222mg, 0.72mmoll0 000000000 4mLO000 000000 DO 090 °C
O0,00000000159M000000;0.54ml, 0.86 mmol0 0D O DOOOO0 30
O000000-78°CO0L2-00000000263g,0.93mmollI00000000004
mLOOO0O0O0D000D0O00200000 40°C000000000000000DOO0O0O0O
000000000 D000000D000000000000000000000000000
00000000000 0000000000000000000000000000000
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0000000000000 »0000000000 =2010000000000 461 198 mg,
63%0000000000000'HNMR (400 MHz, CDCls) §-0.03—-0.06 (m, 2H), 0.38-0.48
(m, 2H), 0.82-0.96 (m, 1H), 1.22-1.37 (m, 2H), 1.55-1.80 (m, 3H), 2.97-3.04 (m, 2H),
3.19-3.36 (m, 4H), 3.89-3.99 (m, 2H), 6.91 (dd, /= 7.0, 8.8 Hz, 1H), 7.52 (d, J= 7.0 Hz, 1H),
7.62 (d, J= 8.8 Hz, 1H).
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U020 0ObLOOOoOoOoboobooooobo

CRF.O000D0O0ODOO

O000O0ChenOODODO 5000000000 CRMOO0O0DOOODODOO HEK2930O0O
0o0o0d0oDOOodoesd0O0OdDDOdO0OO0OODDOO0OO0OOOD0DDOOO0ODOOOSPAO,
Amersham Pharmacia, UKD OO O OO0 OWGAOOOOOOOOOOOOO0O0O0OOOOnO
SPAO O M 1 mg/well THEK293 0 0 0 O [ 5 png/wellld O O 0.1 nM [25]] human/rat CRF
00000D0O00ooO 150pL 00000 137 mM NaCl, 8.1 mM Naz:HPO4, 2.7 mM KCI, 1.5
mM KH2PO4, 10 mM MgCls, 2 mM EGTA, 1.5%0 0000000 0 (BSA), pH7.000 0000
000 200000000000000000260xg, 500, 000000 wellOOODODO
O TopCount O 1wellUOO 1 0000000000000 O0O0OO0DOOOOOO2pyMOOCODO
OO0 sauvagine 0000000000 D0DOO0OO0OOODODOOODOOODODOOQO sauvagine
000000000000 DO00000D0DO00000D%00000ICO0000000:0
0000000000000 0000000D00DOD0000% 0000000000000
goooogo

000 E2508 000 10R1219190000000OCkuyama 0000 38 00000000
0000000000000 HEK29300 000 5pg/welllD O O 0.1 nM [1251] human/rat
CRF OODODODOOOO0OO00O 150pL000000.2% BSA, 50 mM Tris-HCI, 10 mM MgCls, 2
mM EGTA, 000000000000 0O,pH7.1000000000 2000000000
00000000000000000000000Whatman, GF/C, 1% BSA/PBS () 0000
00000000005 mLO PBSHOOO0OOO0O0DOOOOOOOOOOODOODOOOOO
0 ARC-1000 M, Aloka0 0 0000000000000 0.4pMOO0O0O0OO sauvagine OO
0000000000 DO0DO0DO0D0D0D0DO0D0ODO0DODOOooOoOn ICsO000O0
O0CK/0000000000 00 Cheng-Prusoffdd Ki=1Cs0/(1+ L/Kdd O O OLO [1251]CRF
O000KdOOODODOOooOoooooooooooooo

cAMPOOOOOO

ChenOOOO 5000000000000 CRHOOO0DOOODODOO HER293OO0O0O
OOCRFOOOODOOODDODOOD cAMPOOODDOODOOODDOODOOODOODOO
000

cAMPOOOOODODOOODOOOOOEIAQO, Amersham Pharmacia, UKOO O OO cAMP
0000 HTRF O, CIS bio international, FranceOO O OO OO OO1mMO 3-00000-1-
0ooo0ooooooooooobooooooooooooolr»toooonoooa
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DulbeccoDO0ODOOOOD-MEMOOOOODOOO HEK293 O O 0O 50000 cells/well O 96
gbobooboobooboosoboobooobooobooooboooooooooooooon
OO0 3700 300000000000001 naMhuman/rat CRFOODO 37 000 3000
gboboobooboboboboobnoedoxg, 500,4 00 00O000OOOOODOO0OOOOO
O Lysisbuffer 00 0000000000000 ODOO0OO0O0O0O cAMPODODOOOOOODOO
OcAAMPOOOOOOOCRFOOOOO . AMPOOOOOOODOODO CRFOOOO cAMP
O00000000D0% 0000000000000 ICO0O0D0OO0COO0O

CRFOODOO ACTHODOOOOO

O00D00D Fischer3440000n=500, 000, 00000000 DOO0OO0DODOOOO
CRFO10ug/kg OO0 O0OODOOODOO0O0Z2mIkgD OOOOOOOOODOOOOOOOO
OO0O0OOODCCRFODOOOnon-CRFOODOO CRFOOOOODOOODOODOOOOO0.5%
OO00000D00,5ml/kg000000O0OOCO0OOCRFOODO 30000000 2mlO0O0O
0000000 100 mg/mLEDTA2Na OO0 100pLO0000000O0O0OCOOOO0OO
01,000xg, 4°C, 500000000000 200puLO00000 00 ACTHO OO MACTH
IRMAOOOOOOOODOOOOO, 00000000000000000000[[25IJACTH
goOolooupLOCO0ODOOODODOOO0O0O0O0 ACTHOOD200uLOOODOOOOOODO
ooboo0o1i1goooobz2o0bbbbbobooobboboboosmlO0 200000000
O000000000000ARC-1000M, ALOKAOOOODODOOCOOOACTHOOOOODO
ACTHOOOOOODOOOOOODoOOooOo

gogooood

0000000 BALBcOOOOn=2400, 000, OO00O0O0OO0OODOOOOOOO
Belzung OO OO 2000000000

0000000000000 000DO0OD10x15x20em0000000D0O0O0O0DOOODO
U00020x156x20em000000000000007x10x4.5em0000000000
00000000 150lwxx000000000000000 (0.5%00000000, 10
ml/kg) 000000000000 D000O00O0O0O0DOO0O0OOOOO0OOOO0OO0OOO0O0
gbobooobobooobboo sgopoboooboboobobooobbooobbooon
gboobooboobooboboobobobobobobobo
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0000000000000 Defensive burying testld

0000000 Fischer 344000 0n=80000000000000000 00 TreitO
oo «sgoooooooad

000000000 oooooonodnO40x30x%x40cm
D00 bbemI 00000000 OD0OOOOODOOOOOOOOOOO

0000o0oDoooD 3000000000000 00000000000000000.5%
D0doooDoo,smkgDOOOOOOOOOOODODODOOOOOOOOOOOOOOO
oo oodoooooouooooooooooooooboon
oodolo0ddooooonooodobooooooooooobooooooooa
Olatency(lH 000 15000000000000000buryingtimed 000000O00O0O0
gooooooon

gooood

O00O0O000 SDO Sprague-DawleyD O OO On=800, 000, O0O0O0O000O00OO
ubboobuoobbooboobbodibid 18ecmx OO 45em0 00 25em 000
OO00DoO0oO0ob24°COO0ODO
goobooobobbooobobobooobbooooobooomuooooobooon
pbobooooboobooboobooooboobooooboooooooooooooooooon
ugbboobodgboboobuoobbooobuoobboooboobboobuoobbon
0o05%00000000,5mlkgd 0 00000O0DOOOOOOOOOODOOOOOODO
gooooboooobooboooboobbooboobbooboobbooboooboon
b s00000b00b00bO0bOobbOOobOOobOOobOooO0ooOooooOooooooooon
gbbodgbooobooboobboobuoobboobooboboobbooboobon
ogod
gboobgooboobooobooboooTooboobbooboobboobooonobo
000 5ml/kgDOO8OOOODDODOOOOOOOOODOOODOOOOOOO 5ml/kgd
gbbooobboodabbooobooobbooobogo sbogubbbooooboboad
ubobooboobboobooobood
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U030 bObhooobobouooobooooo

uobobooooboooobooooaan
gbooobooboobbooboobboobooobobooooonoo
00000000 0.1lmg/mLOOO0OO0OOOO0OOOnN=150, BD, USAT 100 mmol/L. O
O0000000pH 7400.1 mmo/LEDTA OOOO0O0O0O0DOOOOO 0.3 pmol/L, 0.03%
O00O00000ooo0ooO0o0O0ONADPHOOOOOOODOOOOUOOONADPHO
000 B-NADP+O 3.3 mmol/LT G6PO 80 mmol/LMT MgClz00 60 mmol/LO O O O G6PDH
OCluwmit/mLO0OOO0OOCO0O0OOONADPHODOOODODOO37°CO 00000 150000
gboboooobooooboobooboobobooogooooooooooooooooooon
O0oo0O0OoooooooooOoooo LeMsMSOoooooooo

000 PKODO

OO0OCDODICROOOMn=400000000000000000000000000 3 mgkg,
10ml/kgDO OO OO0O00010mgkg, 100ml/kgDD O OPKOOOOOOO000O00O0O0O
0000000000000000005%00000/5MO000000 vwvO 1/25000 10190
000000000000000005%00000/5M000000 vvO 1/2500 0 10 90
00000000000000050000 0.25,05,1,2,4,6,8000000000000
000 0.25,05,1,2,4,6,8 000 000000000000000000000000O0
00000000000000000000000000000000HPLCOOOOO00OO
000000000050 pLd000000050pL00000.1 mol/LOOOO0OO 00500
L, pH 740 0000000000000002000002mL,3:97vvO0OD0D0 10000
0000000000000000000000000000.2mol/LL 00050000000
000100 000000000000000000000s0pL0000000000000
0000000000Mightysil RP-8 GPO 4.6 mmid. x 150 mm, 00000000000
O0ADD/0000000/60% HCI04/NaClO40 800:200:1:5, v/v/iv/wI BO O/0 00000
0 /60% HC104/NaClO4 (200:800:1:5, v/v/viw)d 0 00 001 mL/min00 0 0 0 0 O O [B%, 40%
(0-9 min), 40-80% (9-9.1 min), 80% (9.1-12 min), 80-40% (12-12.1 min), 40% (12.1-15min)]
0000000000000000000000000000000:305nm, 0000:410
nmO0 0000000000
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goood
%60 000000O0D000O Dulbecco'sODOOODOOOOOO 250000000000

OiomMOOOODOOODOOOOO 25pLO000000O0OC00DOOODOODOOOO 15

ubbooboobooobobooboooobooboooobogssunboonoboonboon

gbooooobogoo
oobssbbOibOUoobDOooboboooooooDoooozopLObooooooooOon

iomMOOOO0OOODOOODOOO25yLO000000DOOOOOO
Oo0oOo0o0oboOoboOoO0o HPLC DOOOOO0ODOOODOOOOOOODOObDOObOOO
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020 000000B1-A0000000000000000000

010 000000000000[B,1-p00000000000

MOODOOooooooo)slzeoonooo-4-(CO000OOO)oOOoOleooo-MOo
D00O0-2F000-4-00)000loooalsi-Alslooooo-7-000 47

00048 00000000000 61024¢,5.5mmold 0000000 4701.5¢, 57%,
3steps0 00000000 OOOHNMR (400 MHz, CDCl3) §0.01-0.05 (m, 2H), 0.38-0.44
(m, 2H), 0.81-0.92 (m, 1H), 1.22-1.34 (m, 2H), 1.49-1.61 (m, 1H), 1.71-1.78 (m, 2H), 2.28 (s,
3H), 2.74 (d, J= 6.8 Hz, 2H), 2.88 (d, J= 7.2 Hz, 2H), 3.36 (br dd, /= 10.4, 11.6 Hz, 2H),
3.45 (s, 3H), 3.76 (s, 6H), 3.93 (br dd, /= 2.8, 11.2 Hz, 2H), 6.52 (s, 1H), 6.64 (s, 2H). 13C
NMR (150 MHz, CDCls) §159.5, 150.0, 142.4, 131.9, 128.3, 123.4, 108.8, 105.6, 103.3, 74.7,
67.9, 61.9, 60.8, 58.4, 56.1, 33.8, 31.5, 12.4, 9.7, 3.6. HRMS calcd for (C26Hs6N304S) [M +
HI* 486.2421; found 486.2422.

MODDOoOoooooo)-s-26-00000-4-0000000)0000]-6-0000-M[@O
O00O0O0-2F000-4-00)000]0000(B,1-p0,8l00000-7-000 (48a)

000 58a0 100 mg, 0.22 mmolJ 0 N, MO OO ODODOO000OO25smLO0000000
O000000000000000060%,12mg,0.30mmoldd00 1000000000
00000)0000000026uL,0.27mmolJ000000 10000000000000
0000000000000 D00000000000000000000000000000
000000000000000000000000000000000000000

O00000000000000000003mLO0000000000001mLOOO
000000 1000000000000000000000000000000

D000000000000D0000002mLO000OO0OD0O0O0000-2A-000-4-0
0000000051 mg, 0.45mmoldJ000000000000000O0O0O00000Y% mg,
0.45mmol] 000000000 10000000000000000000000000O0
O00000000000000000000000000000000000000000
000000000000 00000000D00000000000RD000000000
=30200 00000000 4841 90 mg, 81%, 3 stepsd0 00 0000000 OH NMR (600
MHz, CDCI3) §0.33-0.48 (m, 2H), 0.85-0.98 (m, 1H), 1.22-1.38 (m, 2H), 1.55-1.69 (m, 1H),
1.72-1.83 (m, 2H), 2.78-2.85 (m, 2H), 2.87-2.94 (m, 2H), 3.30-3.39 (m, 2H), 3.48 (s, 3H),
3.80 (s, 6H), 3.88 (s, 3H), 3.91-3.98 (m, 2H), 4.52 (s, 2H), 6.42 (s, 1H), 6.66 (s, 2H). 13C NMR

-78 -



(150 MHz, CDCls) §161.7, 159.4, 142.0, 133.4, 128.2, 110.3, 105.9, 105.7, 103.4, 74.8, 68.0,
61.4, 60.5, 58.5, 56.3, 56.1, 33.9, 31.5, 9.6, 3.4. HRMS calcd for (C26H3sN305S) [M + HJ+
502.2370; found 502.2379.

4{{(00000O0OooOXMs-2600000-4(0000000)IOODO]-e-000000
oolb1-p,3l00000-7-00}000]1000000000-2A-000-4-000 (48b)

000 58a0100 mg, 0.22mmol0 0 N, MO OODODODODOOOOO6mLlOO0OOO0OO0
00000000060%, 11.6mg, 0.29 mmoldJ 000 300 000000@O0O0000)O0
00000028ul,029mmold 000000 100000000000000000000
000000000000000000000000000000000000000000
00000000000000000000000000000000

O00000000000000000005mLO0000000000001 mLOOO
0000000000000 D0D000000000D000000000000O0

0000000000000008mLO0000000ImLO0D000040000000
O000-2F000-4-000000000289mg, 22mmol0000 a-000000 D0 238
mg,2.2mmol] 000000000 1400000005M 000000000000000
0000000000000 0D0000000000000000000000000000
00000000000 0000000000000000000000000000000
0000000000 =1020000000000 48b0 70 mg, 61%, 3 steps0 00000
000000'™H NMR (400 MHz, CDCls) §0.02—0.10 (m, 2H), 0.38-0.48 (m, 1H), 0.84-0.98
(m, 1H), 1.38-1.62 (m, 4H), 2.84 (d, J= 6.8 Hz, 2H), 3.02 (s, 2H), 3.47 (s, 3H), 3.77 (s, 6H),
3.64-3.83 (m, 4H), 3.88 (s, 3H), 4.50 (s, 2H), 6.44 (s, 1H), 6.64 (s, 2H). HRMS calcd for
(C26H36N306S) [M + HI* 518.2319; found 518.2314.

MNMOODOoOooooooo)slzeooooo-4-COo00O0oOoO)OoOoOl-M4-ooooo
O00O0O0-2F000-4-00)000]-6e-000000000G,1-p1,8l00000-7-000
(48¢)

000 48065 mg, 0.12mmoll D00 000004mLO0000000000000 NN
00000000o0o2sul,0.19mmol0000 500000000000000000O0
000000000000000000000000000000000000000000
00000000000000000000 HPLCODODODODOO OO OO 4841 8.9 mg, 14%0
00000000000 O0HNMR (400 MHz, CDCls) §0.01-0.10 (m, 2H), 0.36-0.44 (m, 2H),
0.83-0.98 (m, 1H), 2.16-2.25 (m, 2H), 2.80 (d, /= 6.8 Hz, 2H), 3.47 (s, 3H), 3.59 (s, 2H),
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3.74 (t, J= 5.6 Hz, 2H), 3.77 (s, 6H), 3.87 (s, 3H), 4.04-4.10 (m, 2H), 4.50 (s, 2H), 5.58-5.64
(m,1H), 6.40 (s, 1H), 6.64 (s, 2H). 13C NMR (150 MHz, CDCls) §161.3, 159.5, 142.0, 134.2,
128.3, 111.6, 105.9, 105.6, 103.4, 94.6 (d, J= 172.8 Hz), 74.8, 63.7 (d, J= 1.3 Hz), 62.5 (d, J
=23.0 Hz), 61.9, 58.5, 56.2, 56.1, 33.6 (d, J= 21.3 Hz), 10.1, 3.4. HRMS calcd for
(C26H35FN305S) [M + H]* 520.2276; found 520.2272.

MNMODDOooooooo)-s-26-00000-4-0000000)0000l-6-0000-M (@O
00000-2B000-3-00)000)0000(B,1-a,3l00000-7-000 (48d)

000 4800000000000 5841 100 mg, 0.22 mmol00 000000 48d] 7.5 mg,
7%, 3steps0 00000000000 HNMR (400 MHz, CDCl3) §0.00-0.06 (m, 2H), 0.35—
0.45 (m, 2H), 0.83-0.95 (m, 1H), 1.48-1.68 (m, 2H), 1.68-1.81 (m, 2H), 1.81-1.92 (m, 1H),
2.76 (dd, J= 6.4, 13.6 Hz, 1H), 2.81 (m, 2H), 2.93 (dd, /= 6.4, 12.4 Hz, 1H), 3.17 (dd, J= 9.6,
11.6 Hz, 1H), 3.35-3.43 (m, 1H), 3.47 (s, 3H), 3.79 (s, 6H), 3.80-3.86 (m, 1H), 3.86 (s, 3H),
4.01-4.07 (m, 1H), 4.50 (s, 2H), 6.39 (s, 1H), 6.64 (s, 2H). 13C NMR (150 MHz, CDCl3) §
161.7, 159.5, 142.0, 133.5, 128.2, 110.0, 105.9, 105.8, 103.4, 74.8, 72.5, 68.7, 61.3, 58.5, 56.7,
56.4, 56.1, 34.8, 28.0, 25.5, 9.5, 3.5, 3.5. HRMS calcd for (C26HssNs05S) [M + HI+ 502.2370;
found 502.2372.

MNMODDOoOoooooo)-s-26-00000-4-0000000)0000l-6-0000-M(@O
00000-2B000-2-00)000)0000[5,1-41,3]00000-7-000 (48e)
000 58a090mg, 0.20mmolJ 000 (DODOO0OO0-2F000-2-00)000 0DOOO
00000051 mg 0.26mmolJ 0000000000003 mLO00OOOO0OO0O000
00000010 mg 0.26 mmold 000 70°C 0 200000000000000000O0
O00000000000000000000000000000000000000000
0000000000000 D0D000000000000000000
000000000000000000002mLO00000000000001 mLOOO
000000 1000000000000000000000000000000
D00000000000000000010mLO000000 1l mLOOOOOOO0OOOO0
O00D0D0000000030uL,040mmol0 000000000000 00OOODODOOO
08 mg, 0.40mmolJJ 00000000 20000000000000000000000
000000000000000000000000000000000000000000
O0000000000000000000000000000000000,000000
O00D0 =3020000000000 48041 mg, 41%, 3steps010 00000000000
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1H NMR (400 MHz, CDCls) §0.02—0.08 (m, 2H), 0.34-0.42 (m, 2H), 0.86-0.94 (m, 1H),
1.38-1.49 (m, 1H), 1.49-1.61 (m, 4H), 1.70-1.83 (m, 1H), 2.81-2.93 (m, 2H), 2.95 (dd, J=
5.6, 12.8 Hz, 1H), 3.17 (dd, J= 6.4, 12.8 Hz, 1H), 3.29-3.37 (m, 1H), 3.38 (dt, J= 2.4, 11.6
Hz, 1H), 3.47 (s, 3H), 3.79 (s, 3H), 3.87 (s, 6H), 3.92-4.00 (m, 1H), 4.50 (s, 2H), 6.41 (s, 1H),
6.65(s, 2H). 13C NMR (150 MHz, CDCls) §161.6, 159.5, 142.0, 133.6, 128.1, 110.3, 106.0,
105.8, 103.4, 76.4, 74.8, 68.4, 61.1, 59.9, 58.5, 56.3, 56.1, 30.2, 26.3, 23.4, 9.7, 3.6, 3.2.
HRMS caled for (C26Hs5N305S) [M + H]* 502.2370; found 502.2372.

MOOOoooooooo)slzeooooOo-4-CO00oooOo)ooooleoooo-Ma@
oooooooo-3-oo)ooolooool-pAhsloonooo-7-000 (48f)

00048 00000000000 58030 mg, 0.067 mmold0 000000 48f1 27 mg,
83%, 3steps00 000000000 OHNMR (400 MHz, CDCIs) §0.02—0.10 (m, 2H), 0.36—
0.46 (m, 2H), 0.84-0.98 (m, 1H), 1.56-1.71 (m, 1H), 1.90-2.02 (m, 1H), 2.26-2.42 (m, 1H),
2.81 (d, J= 6.4 Hz, 2H), 2.95 (dd, J= 8.4, 12.0 Hz, 1H), 3.06 (dd, J= 6.8, 12.0 Hz, 1H), 3.47
(s, 3H), 3.56 (dd, J= 6.0, 8.4 Hz, 1H), 3.64-3.74 (m, 1H), 3.78 (s, 6H), 3.75-3.90 (m, 2H),
3.87 (s, 3H), 4.50 (s, 2H), 6.41 (s, 1H), 6.64 (s, 2H). 13C NMR (150 MHz, CDCls) §161.9,
159.4, 142.0, 133.9, 128.3, 109.6, 105.8, 105.7, 103.4, 74.8, 72.4, 67.7, 61.2, 58.5, 57.5, 56.3,
56.1, 38.4, 30.6, 9.7, 3.5, 3.5. HRMS calcd for (C25H33sN305S) [M + H]+ 488.2214; found
488.2223.

MOODOoOooooooo)slzeooooOo-4-CO0ooooOo)ooooleoooo-Ma@
ooooOoooOo-2-00)oooloooolsi-Al3looooo-7-000 48w

000 4800000000000 5841100 mg, 0.22 mmoldO 000000 48¢1 69 mg,
64%, 3stepsd 000000000000 ™H NMR (400 MHz, CDCls) §0.02-0.10 (m, 2H),
0.33-0.45 (m, 2H), 0.85-0.94 (m, 1H), 1.56—1.68 (m, 1H), 1.74-1.92 (m, 2H), 1.89-2.01 (m,
1H), 2.85 (dd, J= 6.8, 13.3 Hz, 1H), 2.92 (dd, /= 6.4, 13.3 Hz, 1H), 3.00 (dd, J= 6.8, 12.8 Hz,
1H), 3.25 (dd, /= 6.0, 12.8 Hz, 1H), 3.46 (s, 3H), 3.68-3.74 (m, 1H), 3.78 (s, 6H), 3.81-3.87
(m, 1H), 3.87 (s, 3H), 3.89-3.97 (m, 1H), 4.50 (s, 2H), 6.40 (s, 1H), 6.64 (s, 2H). 13C NMR
(150 MHz, CDCls) §161.6, 159.5, 142.0, 133.6, 128.2, 110.1, 105.9, 105.8, 103.4, 77.8, 74.8,
67.9, 61.1, 58.7, 58.5, 56.3, 56.1, 30.0, 25.5, 9.6, 3.6, 3.2. HRMS calcd for (C25H3sN305S) [M
+ H]+ 488.2214; found 488.2210.
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MOODOOoOoooooo)slzeoonooo-4-(CO0000OO)oOOoOl-e-o0on-n@-
ooooooo)oooolsi-AL3looooo-7-000 (48h)

000 58al 100 mg, 0.22 mmolJ 00 2-0 0000000000000 27 ul, 0.29 mmold
ONNDODODOOODOOOOOO2mLOOOOO0O00O0O0O00000000060%,14 mg, 0.29
mmolJ 000 4000000000000000O0DO0O000OO0O0O0O0O0O0OOOOOOO
000000000000000000000000000000000000000000
00000000000000000000

000000000000000000005AmLO0000000000002mLOO0
000000 1000000000000000000000000000000

000000000000000000010mLO0000001mLO00OOOOOO0
00000000000033uL,044mmoll000000000000O0O0O0O0OOOOO
094mg, 044mmol00 00000000 10000000000000000000000
000000000000000000000000000000000000000000
00000000000000000000000000000000000-000000
0000 =3020000000000 48h077 mg, 75%, 3steps0 00000000000
1H NMR (400 MHz, CDCIs) §0.03-0.10 (m, 2H), 0.36-0.45 (m, 2H), 0.89-0.98 (m, 1H), 2.87
(d, J= 6.8 Hz, 2H), 3.25 (t, J= 6.4 Hz, 2H), 3.33 (s, 3H), 3.41-3.50 (m, 5H), 3.78 (s, 6H),
3.87 (s, 3H), 4.50 (s, 2H), 6.41 (s, 1H), 6.65 (s, 2H). 13C NMR (150 MHz, CDCls) §161.6,
159.5, 142.0, 133.3, 128.2, 109.7, 105.9, 105.8, 103.4, 74.8, 71.3, 60.9, 58.9, 58.5, 56.3, 56.1,
53.6, 9.5, 3.4. HRMS calcd for (C23H3:1N305S) [M + H]* 462.2057; found 462.2065.

NOOOoooooooo)s26e-00000-4(0000000)oooole0o0aa-mz O
O00000-2A000-400)00001(5,1-401,83l00000-7-000 (481)

00048 00000000000 58a060mg, 0.13mmold 0000000 48i0 50 mg,
T7%, 3steps0 00000000000 HNMR (400 MHz, CDCls) §-0.02-0.06 (m, 2H),
0.29-0.40 (m, 2H), 0.78—0.92 (m, 1H), 1.50-1.66 (m, 2H), 1.78-1.88 (m, 2H), 2.88 (d, /= 6.8
Hz, 2H), 3.10-3.22 (m, 1H), 3.39 (td, J= 1.6, 11.6 Hz, 2H), 3.47 (s, 3H), 3.79 (s, 6H), 3.87 (s
3H), 3.92—4.03 (m, 2H), 4.50 (s, 2H), 6.41 (s, 1H), 6.65 (s, 2H). 13C NMR (150 MHz, CDCls) &
162.9, 159.5, 142.0, 135.5, 128.3, 107.3, 105.9, 105.6, 103.4, 74.8, 67.5, 59.6, 58.5, 56.3, 56.1,
55.8, 31.3, 10.2, 3.4. HRMS calcd for (C25H33N305S) [M + H]* 488.2214; found 488.2216.
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[26-000004(QO00000OD)O0OOO]I-MOOO-6-0000-AWODOOOOO-2H
O00-4-00)0000(6,1-8[1,8l00000-7-000 (48)

00048 00000000000 58a 0000000 48061 mg, 59%, 3 stepsd 0 0 0
00000000 ™HNMR (400 MHz, CDCI3) §0.99 (t, J= 7.2 Hz, 3H), 1.53-1.67 (m, 2H),
1.78-1.88 (m, 2H), 3.00—3.14 (m, 3H, involving a quartet at 3.05, J= 7.2Hz), 3.32—3.45 (m,
2H), 3.47 (s, 3H), 3.79 (s, 6H), 3.86 (s, 3H), 3.94-4.03 (m, 2H), 4.51 (s, 2H), 6.42 (s, 1H), 6.65
(s, 2H).13C NMR (150 MHz, CDCls) §163.1, 159.5, 142.1, 134.8, 128.3, 106.1, 105.8, 105.8,
103.3, 74.8, 67.5, 60.4, 58.5, 56.3, 56.1, 44.9, 31.1, 13.6. HRMS calcd for (C2sH31N305S) [M +
HI* 462.2057; found 462.2058.

3-[2,6-00000-4-(0O00000O0)00O0O]6-0000-AOOOO-MOOOOOO
-2H000-4-00)0000(5,1-401,8]00000-7-000 (48k)

000 4800000000000 5841100 mg, 0.22 mmolJ0 000000 48K] 72 mg,
68%, 3stepsI 00000000000 MHNMR (400 MHz, CDCl3) §0.87 (t, J= 7.2 Hz, 3H),
1.32-1.45 (m, 2H), 1.53-1.66 (m, 2H), 1.78-1.88 (m, 2H), 2.90-2.99 (m, 2H), 3.00-3.12 (m,
1H), 3.38 (td, &= 2.0, 12.0 Hz, 2H), 3.47 (s, 3H), 3.79 (s, 6H), 3.86 (s, 3H), 3.94-4.03 (m, 2H),
4.50 (s, 2H), 6.42 (s, 1H), 6.65 (s, 2H). 13C NMR (150 MHz, CDCls) §162.9, 159.5, 142.0,
135.0, 128.2, 106.6, 105.8, 105.7, 103.3, 74.8, 67.5, 60.7, 58.5, 56.3, 56.1, 52.8, 31.1, 21.8,
11.7. HRMS calcd for (C24H33N305S) [M + H]* 476.2214; found 476.2209.

Me-OOODOOD0OD00O0D)-3-4-(Dooooon)-2e(00000DD)Oodl-e-0n
O0-3OOOoOOoOoo-2F000-4-00)0000ls5,1-p0,3l00000-7-000 (481)

000 4800000000000 58a0000000 4810 78 mg, 83%, 3 stepsd 0 O 0
000000000 '™HNMR (400 MHz, CDCls) §-0.03—0.04 (m, 2H), 0.34-0.43 (m, 2H),
0.63-0.74 (m, 1H), 1.20-1.37 (m, 2H), 1.54-1.69 (m, 2H), 1.86 (d, J= 12.0 Hz, 2H),
3.02-3.15 (m, 3H), 3.40 (t, /= 12.0 Hz, 2H), 3.49 (s, 3H), 3.81 (s, 6H), 3.87 (s, 3H),
3.96-4.04 (m, 2H), 4.52 (s, 2H), 6.44 (s, 1H), 6.67 (s, 2H). 13C NMR (150 MHz, CDCl3) &
162.9, 159.5, 142.0, 134.9, 128.2, 106.6, 105.8, 105.8, 103.3, 74.8, 67.6, 61.0, 58.5, 56.3, 56.1,
50.8, 33.9, 31.0, 8.9, 4.2. HRMS calcd for (C26H35N305S) [M + H]*+ 502.2370; found
502.2373.
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MNMOOO-8-[2,600000-4-(C00000O)OOOO)]6-0000-OOOOOO-2H
O00-4-00)0000(5,1-8[1,8l00000-7-000 (48m)

000 4800000000000 584070 mg, 0.16 mmolJ0 000000 48ml 61 mg,
80%, 3stepsI 00000000000 MHNMR (400 MHz, CDCls) §0.86 (t, J= 7.2 Hz, 3H),
1.22-1.42 (m, 4H), 1.56—1.68 (m, 2H), 1.77-1.88 (m, 2H), 2.97 (t, J= 7.2 Hz, 2H), 3.00-3.11
(m, 1H), 3.33 (td, /= 1.6, 11.6 Hz, 2H), 3.47 (s, 3H), 3.79 (s, 6H), 3.86 (s, 3H), 3.92—-4.03 (m,
2H), 4.50(s, 2H), 6.42 (s, 1H), 6.65(s, 2H). 13C NMR (150 MHz, CDCls) §163.0, 159.5, 142.0,
135.0, 128.2, 106.7, 105.8, 105.8, 103.3, 74.8, 67.5, 60.7, 58.5, 56.3, 56.1, 50.6, 31.1, 30.7,
20.4, 14.0. HRMS calcd for (C25H35N305S) [M + H]*+ 490.2370; found 490.2363.

3-[2,6-00000-4-(0O00000O0)0OOO]-MOOOOOO-6e-000O0-MOOOOOO
-2H000-4-00)0000(5,1-401,8]00000-7-000 (48n)

000 4800000000000 5841100 mg, 0.22 mmol0 000000 48] 62 mg,
59%, 3steps0 D0 00000000 OHNMR (400 MHz, CDCls) §1.30 (d, /= 6.0 Hz, 6H),
1.80-1.98 (m, 4H), 3.39-3.47 (m, 2H), 3.48 (s, 3H), 3.78 (s, 6H), 3.90 (s, 3H), 3.97-4.03 (m,
1H), 3.99-4.07 (m, 2H), 4.11-4.21 (m, 1H), 4.51 (s, 2H), 6.58 (s, 1H), 6.65 (s, 2H). HRMS
caled for (C24H33N305S) [M + H]+ 476.2214; found 476.2213.

3-2,6-00000-4-(C0O00000O0)DOOO]-AOOOOO-6-0000-MOOOOOO
2F000-4-00)0000(5,1-801,83]00000-7-000 (480)

00048 00000000000 580000000 4800 67 mg, 88%, 3 stepsd0 0 0
00000000 OHNMR (400 MHz, CDCls) 60.88 (d, /= 6.8 Hz, 3H), 1.44-1.67 (m, 3H),
1.75-1.86 (m, 2H), 2.74 (d, J= 7.2 Hz, 2H), 2.90-3.06 (m, 1H), 3.36 (td, /= 2.0, 12.0 Hz,
2H), 3.47 (s, 3H), 3.79 (s, 6H), 3.85 (s, 3H), 3.92—4.02 (m, 2H), 4.50 (s, 2H), 6.41 (s, 1H), 6.64
(s, 2H). 13C NMR (150 MHz, CDCls) §162.9, 159.5, 142.0, 135.6, 128.2, 107.1, 105.9, 105.7,
103.3, 74.8, 67.7, 61.2, 58.8, 58.5, 56.3, 56.1, 31.2, 27.3, 20.6. HRMS calcd for
(C25H35N3058) [M + HI+ 490.2370; found 490.2369.

3-4-0D000D000)26-000000000]6-0000-FOODO-WOOOODODO
-2H000-4-00)00000,1-401,3l00000-7-000 (48p)

000 48h 00000000000 58b060mg, 0.13mmol00 000000 48p0 52 mg,
82%, 3stepsI 00000000000 MHNMR (400 MHz, CDCls) §0.87 (t, J= 7.6 Hz, 3H),
1.30 (t, /= 6.8 Hz, 3H), 1.30—1.44 (m, 2H), 1.52—1.66 (m, 2H), 1.78-1.88 (m, 2H), 2.94 (dd,
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J=1.2,7.6 Hz, 2H), 3.00-3.11 (m, 1H), 3.38 (td, J= 2.0, 12.0 Hz, 2H), 3.62 (q, J= 7.2 Hz,
2H), 3.79 (s, 6H), 3.86 (s, 3H), 3.93—4.03 (m, 2H), 4.54 (s, 2H), 6.40 (s, 1H), 6.66 (s, 2H). 13C
NMR (150 MHz, CDCls) §162.9, 159.5, 142.4, 135.0, 128.3, 106.6, 105.8, 105.7, 103.4, 72.9,
67.5, 66.1, 60.7, 56.3, 56.1, 52.8, 31.1, 21.8, 15.3, 11.7. HRMS calcd for (C25Hs6N305S) [M +
HI* 490.2370; found 490.2367.

35-00000-4{6-0000-7-[0000@OO00000-2A-000-4-00)000]0000
[5,1-3][1,3l00000-3-00}0000000 (48g)

000 48h00000000000 58093 mg, 0.22mmold 0000000 48q0 53 mg,
54%, 3steps0 00000000000 H NMR (400 MHz, CDCls) §0.88 (t, J= 7.2 Hz, 3H),
1.30-1.44 (m, 2H), 1.50—-1.66 (m, 2H), 1.78-1.88 (m, 2H), 2.94 (t, /= 7.2 Hz, 2H), 3.00-3.12
(m, 1H), 3.38 (t, J=12.0 Hz, 2H), 3.82 (s, 6H), 3.85 (s, 3H), 3.94-4.03 (m, 2H), 6.49 (s, 1H),
6.93 (s, 2H). 13C NMR (150 MHz, CDCls) §163.2, 159.6, 135.2, 126.3, 118.6, 114.4, 111.8,
108.0, 107.0, 106.9, 67.5, 60.7, 56.4, 56.3, 52.8, 31.1, 21.8, 11.7. HRMS calcd for
(C23H20N4048) [M + HI* 457.1904; found 457.1898.

3-2-000-6-0000-4(000000D0)IOOOl6-0000-NOOODO-NODOOOO
O-2F000-4-00)0000(5,1-40,8l00000-7-000 (48r)

000 4800000000000 58d] 148 mg, 0.33 mmold0 000000 4841 95 mg,
61%, 3stepsI 00000000000 MHNMR (400 MHz, CDCls) §0.88 (t, J= 7.2 Hz, 3H),
1.32-1.44 (m, 2H), 1.52—1.66 (m, 2H), 1.79-1.86 (m, 2H), 2.92-2.97 (m, 2H), 3.02—3.11 (m,
1H), 3.34-3.41 (m, 2H), 3.47 (s, 3H), 3.80 (s, 3H), 3.85 (s, 3H), 3.96—4.02 (m, 2H), 4.49 (s,
2H), 6.46 (s, 1H), 6.93 (br s, 1H), 7.09 (br s, 1H). 13C NMR (150 MHz, CDCls) §163.3, 159.9,
142.3,136.1, 135.1, 128.8, 120.6, 116.5, 108.6, 107.0, 106.4, 73.9, 67.5, 67.5, 60.6, 58.6, 56.4,
56.3, 52.7, 31.2, 31.1, 21.8, 11.7. HRMS calcd for (C23H31CIN304S) [M + H]* 480.1718; found
480.1715.

6-0000-3-[2-0000-4(000000DO)OOOO]-;»OD0O0OO0-O0D0OO0O000-2H0
00-4-00)0000(5,1-8[1,8l100000-7-000 (48s)

000 4800000000000 58100 mg, 0.24 mmold0 000000 48] 66 mg,
66%, 3steps0 0000000000000 HNMR (400 MHz, CDCls) §0.88-0.92 (m, 3H),
1.29-1.43 (m, 2H), 1.49-1.66 (m, 2H), 1.77-1.88 (m, 2H), 2.89-3.13 (m, 3H), 3.30—3.42 (m,
2H), 3.44 (s, 3H), 3.90—4.04 (m, 8H, involving a singlet at 3.93 and a singlet at 3.97), 4.52 (s,
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2H), 6.99 (s, 1H), 7.04 (s, 2H), 7.05 (d, /= 8.0 Hz, 1H), 8.43 (d, J= 8.0 Hz, 1H). 13C NMR
(150 MHz, CDCls) §162.8, 157.2, 140.4, 136.0, 130.3, 129.5, 119.5, 116.9, 110.2, 106.7,
106.6, 74.4, 67.4, 60.6, 58.3, 56.3, 55.7, 52.6, 31.2, 21.7, 11.7. HRMS calcd for
(C23H32N3048) [M + HI+ 446.2108; found 446.2101.

NODOO-3-4-CO0OooooO)-26-000000000]60000-OOOOo0-25-
O00-400)0000(5,1-p1,8l00000-7-000 (48t)

000 48h 00000000000 5841100 mg, 0.22 mmoldJO 000000 48t 81 mg,
75%, 3steps0 000000 0DO0OOOHNMR (400 MHz, CDCls) §0.87 (t, J= 6.8 Hz, 3H),
1.30 (t, J= 6.8 Hz, 3H), 1.24-1.40 (m, 4H), 1.52-1.67 (m, 2H), 1.78-1.87 (m, 2H), 2.97 (t, J
= 6.8 Hz, 2H), 2.99-3.11 (m, 1H), 3.38 (td, J= 1.6, 11.6 Hz, 2H), 3.63 (q, J= 7.2 Hz, 2H),
3.79 (s, 6H), 3.86 (s, 3H), 3.94-4.03 (m, 2H), 4.55 (s, 2H), 6.41 (s, 1H), 6.66 (s, 2H). 13C NMR
(150 MHz, CDCls) §163.0, 159.5, 142.4, 135.0, 128.3, 106.7, 105.8, 105.7, 103.4, 72.9, 617.5,
66.1, 60.7, 56.3, 56.1, 50.6, 31.1, 30.7, 20.4, 15.3, 14.0. HRMS calcd for (C26Hs7N305S) [M +
HI+ 504.2527; found 504.2519.

4-{7-[D00(@O00000-2AF000-4-00)000]6-000000D00O([5,1-4(1,3l000
00-3-003-3,5-000000000000 (48u)

000 58090mg, 0.21mmold] 000 1-000000036puL,0.32mmoeld000000
00000008mlO00000000000000000017 mg,0.42mmold000 10
O000000000000000D00000000000000000000000O0O00
000000000000000000000000000000000000000000
000000000000000

0000000000000000000006mLO00O0O0O0O0000OOO0.2mLO
00000000 2000000000000000000D000000O0O0ODOO0

D0000000000000000001mLO000000000000-4A-000-4-0
0036mg, 0.32mmoll000000000000000000DO0DODOd67mg, 0.32 mmoll
000000000 200000000000000000000000000O000O0O00
00000000000 0000000D000000D000000000000000000
00000000000000000000000000000000000 =30200
00000000 48u0 81 mg, 82%, 3steps0 000000000000 H NMR (400 MHz,
CDCls) §0.82-0.92 (m, 3H), 1.22—-1.38 (m, 4H), 1.50—1.64 (m, 2H), 1.78-1.86 (m, 2H),
2.94-3.01 (m, 2H), 3.06 (tt, J= 4.0, 11.2 Hz, 1H), 3.38 (dt, /= 2.0, 12.0 Hz, 2H), 3.82 (s, 6H),

- 86 -



3.85 (s, 3H), 3.95-4.02 (m, 2H), 6.49 (s,1H), 6.93 (s,2H). 13C NMR (150 MHz, CDCls) §163.2,
159.6, 135.2, 126.3, 118.6, 114.4, 111.8, 108.0, 107.1, 106.9, 67.5, 60.8, 56.4, 56.3, 50.6, 31.1,
30.7, 20.4, 14.0. HRMS calcd for (C24H30N104S) [M + H]+ 471.2061; found 471.2058.

000 e0O0OO-56-00000000I05,1-4[1,8]00000-7-00000000 (52)
00000000 490100g, 624 mmolJ 0000000488 ¢, 1.5mold 0000000
0045.3mL, 749 mmol0 0 NAVOOOOODOOOO0O0O0%0mLO 00000000000
000000000 000000000029 mL, 1.87moll 0000000000000
00009.34g 624mmoll000060°C 0 8000000000000 00O0OOOO
000000000000000000000000000000000000000000
0000000000000000000000000000000 50000000000
ooooooooo
D000000000ooooooeoomlidOdO00N0N0000D00O0O0O0O0O0OOOoooo
00060.7mL,1.25mol0 0000000 13 000000000000000000000
0000000000000 51000000000000000000
000000000 1,4-0000001L0000005M0O00200mL0O000O0E0°C
0 40000000000000000000000000000000000000000
000000000000 000000000 52042.5g,32%, 3steps00 00000000
000 'H NMR (400 MHz, CDCls) §1.41 (t, J= 7.0 Hz, 3H), 4.40 (q, J= 7.0 Hz, 2H), 6.89 (d,
J=4.0 Hz, 1H), 7.69 (d, J= 4.4 Hz, 1H). 13C NMR (150 MHz, CDCls) §167.0, 164.6, 141.8,
123.0, 111.2, 89.9, 60.7, 14.5. HRMS calcd for (CsHsN203S) [M + H]* 213.0328; found
213.0332.

000 e0O000000O00G,1-a,8l00000-7-00000000 (53)

000 52141.83g,195mmol00 NAVOOOOOOOO0O0O00624mLO000000000
O000000127¢,389 mmol0 0000000000 24.2mL, 389 mmold 000000
00 10000000000000000000000000000000101000000
O00000000000000000000000000000000000000000
000000000000 00000D0000000000D0000000,0000000
000 =10230000000000 53130.7¢g,70%00 000000000 0H NMR (400
MHz, CDCls) §1.39 (t, J= 7.0 Hz, 3H), 4.08 (s, 3H), 4.35 (q, J= 7.0 Hz, 2H), 6.87 (d, J/= 4.4
Hz, 1H), 7.66 (d, /= 4.4 Hz, 1H). 13C NMR (150 MHz, CDCls) §166.1, 161.9, 145.1, 122.6,
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111.3, 92.0, 60.1, 56.8, 14.5. HRMS calcd for (CoH10N203S) [M + H]+ 227.0485; found
227.0488.

e-ooooooools1-dl,sloooon (54)

000 53030.7¢g,136 mmoll 0000000407 mLO00000O0O0O0OAM 0000
000000001836 mL, 680 mmol00 0O O80°CH 200000000000AMOO0
0000000000000 00000000000000000000000000000
O000000000000000000000000000000000

000000000 1,4-000000400mLO0000000O00200mLO0 00060 °C
010000000000000000000000000000000000000000
000000000000000000000000000000000000000000
O0000000000000000000000000000-0000000000 =
2.301) 000000000 54115.8g, 75%, 2steps00 000000000 O OH NMR (400
MHz, CDCls) §3.95 (s, 3H), 5.81 (d, /= 0.8 Hz, 1H), 6.60 (d, J= 4.0 Hz, 1H), 7.58 (dd, J=
0.8, 4.4 Hz, 1H). 13C NMR (150 MHz, CDCls) §167.7, 140.5, 122.2, 107.8, 81.7, 56.5. HRMS
caled for (C6HeN20S) [M + H]* 155.0274; found 155.0276.

tert0 00 (6-00000O0O0O0G1-A1,8l00000-7-00)000000 (56a)

000 54015.8g,103mmol0 0 5MOOO350mLO 000 0000000O0O0O0OOO
0010.6¢g, 154mmolJ00000115mL00 0000000 300000000000000
5M 00000000000000000O0000000000000000O0000000
0oooooQg

000000000000000200mLO0000000000000300mLO0O00OO0
10%00000000000 50%016g0000000000000O0O0O0O00 500000
000000000000000000000000000000000

000000005600 000000425smLl00000000O0O0O0000O0OO0O17.8
mL, 128 mmold D 000000 terr0 000241, 111mmol 0000001100000
00000000000000000000000000000000000-000000
0000 =2010000000000 56a016.5g,59%, 3steps00 00000000000
1H NMR (400 MHz, CDCls) §1.51 (s, 9H), 3.98 (s, 3H), 6.12 (br s, 1H), 6.54 (d, /= 4.0 Hz,
1H), 7.48 (d, J= 4.4 Hz, 1H). 13C NMR (150 MHz, CDCls) §157.6, 153.1, 131.5, 122.1, 108.9,
98.9, 80.7, 56.5, 28.3. HRMS calcd for (C11H15N303S) [M + H]* 270.0907; found 270.0910.
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tert0 00 (6-0000000I05,1-40,83l00000-7-00)000000 (56b)

000 6001.0g,5.7mmold0 5MOO0024mLO0000000000000O0OOO0O
00.78¢,11.3mmol00000015mLlO000000000020000000000000
0000000AM O000000000000000000000000000000000
000000000o000000000000000o0og

000000000 2MO0022mLO000000000000.837¢g,5.7mmold 0000
000 150000000000000.37g,5.7mmol000000000000 100000
00000000000000000000005M 000000000000000000
000000000000000000000000000000000000000000
0000000000000000000000000000000000000

000000000000000020mLO0000000000000000000.83mL,
59mmol0 0000000 terr00000.95g,44mmoll 00 0000000000000
0000000000000000000000000000000000000000000
000000000000000000000rD0000000000 =101000000
0000 56b00.81 g, 56%, 3stepsD 00000000000 O0MHNMR (400 MHz, CDCls) §
1.53 (s, 9H), 2.33 (s, 3H), 6.03 (br s, 2H), 6.71 (d, J = 4.0 Hz, 1H), 7.59 (d, J = 4.0 Hz, 1H).
13C NMR (150 MHz, CDCls) §153.2, 144.6, 132.0, 121.9, 112.0, 110.6, 80.8, 28.3, 11.7.
HRMS calcd for (C11H16N302S) [M + H]* 254.0958; found 254.0957.

tertt0 00 (B3-000-6-0000000015,1-401,3]00000-7-00)000000 (57a)
000 56a016.5¢,61.4mmolJ00000000000410mLO0000000O0O000

00-78 00 00000000277 Mpr000000:62.1mL,172mmol000 0000
0040 00000000000 1,2-0000-1,1,22-0000000000010.2 mL, 86

mmol] 0000020000000 0000000000000000000000000

J00000000000000000oo000o00o0o0oooooo0o0oooooonooon
000000000000000000000000000000000000000000
D0000000,0000000000 =4010000000000 57a014.3 g, 67%0

000000000000 '™HNMR (400 MHz, CDCls) §1.51 (s, 9H), 4.04 (s, 3H), 6.16 (br s,
1H), 6.50 (s, 1H). 13C NMR (150 MHz, CDCls) §157.2, 152.9, 129.6, 106.6, 103.6, 101.0, 81.0,
56.8, 28.3. HRMS calcd for (C11H14BrN303S) [M + H]* 348.0012; found 348.0020.
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tert0 00 (B-000-6-000000001-A,8l00000-7-00)d00000 (57b)

000 57a00000000000 56b01.2g, 4.7mmol(01,2-000000000000
0000.62mL,52mmold 000 00000000157 Mpr000000:6.6mL, 10.4
mmol[J 000000 570 1.4¢g,88% 10 0000000000 MOH NMR (400 MHz, CDCls)
51.52 (s, 9H), 2.37 (s, 3H), 6.07 (br s, 2H), 6.68 (s,1H). 13C NMR (150 MHz, CDCls) §153.0,
144.1, 130.1, 112.7, 110.0, 103.2, 81.2, 28.3, 11.8. HRMS calcd for (C11H15BrN302S) [M +
H]+ 332.0063; found 332.0058.

tert0 00 {3-[2,6-00000-4(00000OO)DDOOO6-00000OOOO[5,1-21,3]
OooOoO-7-00}000000 (58a)

000 57a0 998 mg, 2.87 mmol[MJ [2,6-0 000 0-4(0000000)00O0OI00O0OO
0973mg, 4.3l mmol 0000000791 mg, 5.74mmol0 000000000000 374
mg, 1.43 mmolJ0 00 00000000 64.5 mg, 0.285 mmol00 1,2-00 0000000 107
mLOOO0OO00036mLO00000000000009%° 0 10000000000000
0000000000000000000000000000000000000000000
O0000000000000000000000000000000000000000
0 =1010000000000 58a01.22¢,95%0000000000000HNMR (400
MHz, CDCls) §1.52 (s, 9H), 3.46 (s, 3H), 3.75 (s, 6H), 3.88 (s, 3H), 4.49 (s, 2H), 6.08 (br s,
1H), 6.43 (s, 1H), 6.63 (s, 2H). 13C NMR (150 MHz, CDCls) §159.5, 157.1, 153.2, 142.0,
131.0, 127.9, 107.7, 106.1, 103.3, 98.3, 80.4, 74.8, 58.4, 56.8, 56.0, 28.3. HRMS calcd for
(C21H27N306S) [M + HI+ 450.1693; found 450.1703.

tert0 00 {3-[4-(O00O0O0ODO)26-000000000]-6-0000000O0I[5,1-41[1,3]
Oo0DO0O0-7-00}000000 (58b)

0005882 00000000000 57a02.0g,5.7mmolJ000M4-(CO00000O0O)2,6
000000000]0000021¢g,86mmold0000000 5802.5g 94% 00000
0000000 HNMR (400 MHz, CDCls) §1.29 (t, J= 7.2 Hz, 3H), 1.52 (s, 9H), 3.61 (q, J/=
7.2 Hz, 2H), 3.75 (s, 6H), 3.87 (s, 3H), 4.53 (s, 2H), 6.09 (br s, 1H), 6.42 (s, 1H), 6.64 (s, 2H).
13C NMR (150 MHz, CDCls) §159.5, 157.2, 153.2, 142.4, 131.0, 127.9, 107.7, 106.0, 103.4,
98.3, 80.4, 72.9, 66.1, 56.8, 56.0, 28.3, 15.2. HRMS calcd for (C22H20N306S) [M + H]*
464.1850; found 464.1851.
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tert0 00 [3-4-000-26-000000000)6-0000000005,1-401,8]100000
-7-00]lJ000000 (58¢)

00056800 000000000 57a00 461 mg, 1.3mmol0 000 (4-000-2,6-000
000000)00000412mg, 20 mmold 0000000 580296 mg, 52% 000000
0000D00™H NMR (400 MHz, CDCls) 61.52 (s, 9H), 3.78 (s, 6H), 3.87 (s, 3H), 6.11 (br s,
1H), 6.50 (s, 1H), 6.91 (s, 2H). 13C NMR (150 MHz, CDCls) §159.6, 157.1, 153.2, 130.7,
125.9, 118.7, 114.3, 112.0, 109.0, 108.0, 98.7, 80.6, 56.8, 56.3, 28.3. HRMS calcd for
(C20H23N405S) [M + HI+ 431.1384; found 431.1381.

tert0 00 {3-[2-000-6-0000-4(0000000)IOODO]-e-00000O00O0
[51-p1,83l00000-7-003000000 (58d)

000 57a00 250 mg, 0.72 mmol M [2-000-6-0000-4(000000D0)000O0O]00O
000248 mg, 1.1 mmold 0 O O Pd(PPhs)s0 83 mg, 0.072 mmol0 0 0000 05 mLJ O
D000025mLO0000 1M O00000000001.4mL, 1.4mmolJ0000000
000003000000000000000000000000000000000000
000000000000000000000000000000000000000000
000000000000 000000000 =1010000000000 58d0 281 mg,
86%00 000000000 OMHNMR (400 MHz, CDCls) §1.52 (s, 9H), 3.46 (s, 3H), 3.76 (s,
3H), 3.87 (s, 3H), 4.48 (s, 2H), 6.13 (br s, 1H), 6.48 (s, 1H), 6.91 (s, 1H), 7.08 (s, 1H). 13C
NMR (150 MHz, CDCls) §159.9, 157.2, 153.2, 142.3, 136.1, 130.6, 128.4, 120.5, 116.8, 108.6,
108.5, 98.9, 80.5, 73.9, 58.6, 56.9, 56.2, 28.3. HRMS calcd for (C20H24CIN3s05S) [M + H]*
454.1198; found 454.1196.

tert:0 00 {6-0000-3-[2-0000-4-QCO0O00O0O0)DO00OO]OO0OOI5,1-401,3l00
OoOo-7-003000000 (58e)

00058d00000000000 57a0150 mg, 0.43 mmolJ 000 [2-0000-4-(00
0000D)O0O000]00000127 mg, 0.65mmold 0000000 580 150 mg, 83%0 0
0000000000 ™HNMR (400 MHz, CDCls) §1.52 (s, 9H), 3.43 (s, 3H), 3.90 (s, 3H),
3.98 (s, 3H), 4.51 (s, 2H), 6.12 (br s, 1H), 6.96 (s, 1H), 7.02 (d, J= 7.6 Hz, 1H), 7.03 (s, 1H),
8.25 (d, J= 7.6 Hz, 1H). 13C NMR (150 MHz, CDCls) §157.3, 156.9, 153.1, 140.5, 131.5,
130.3, 129.5, 119.5, 117.3, 110.3, 108.4, 98.4, 80.5, 74.4, 58.3, 56.7, 55.7, 28.3. HRMS calcd
for (C20H25N3059) [M + HI+ 420.1588; found 420.1582.
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1-6-ooooooalsi-phdlooooo-7-00)0000 (60)
2-0000000005.8g 582mmol]000000003mLO000D0D0O0O0O0O0O0C
00000 DO0O0000000000000125¢,582mmold0000000035mLO
000000000 900000000000000000000000000000000
0000000000oooooo0o0oooooog
000000000156¢g0000000125mLO000000000O0O06.1g, 74.4 mmoll
000000500000000000000000000000000000000000
000000000000000000000000000000000000000000
00000000000000000000000000000000000040mLO0O0
00000000000000000000000 6005.3¢g,51%,2steps10000000
000 0O'H NMR (400 MHz, CDCls) §1.51 (s, 3H), 2.65 (s, 3H), 7.00 (d, J= 4.0 Hz, 1H), 7.76
(d, J= 4.0 Hz, 1H). 13C NMR (150 MHz, CDCls) §190.2, 155.3, 145.2, 122.1, 114.2, 114.0,
28.9, 15.5. HRMS calcd for (CsHoN20S) [M + H]*+ 181.043; found 181.0428.

tert0 00 {3-[2,6-00000-4-0C000000)000O0OJ6-000000OI5,1-4101,310
OoDO0-7-00}000000 (61)

D00 58d00000000000 57b01.8¢g,5.5mmol00 00 [2,6-00000-4-(00
00000)0000]000001.9¢,82mmolJ0000000 6102.4¢g,99%00000
0000000DH NMR (400 MHz, CDCls) §1.54 (s, 9H), 2.27 (s, 3H), 3.44 (s, 3H), 3.73 (s,
6H), 4.48 (s, 2H), 5.99 (br s, 1H), 6.55 (s, 1H), 6.61 (s, 2H). 13C NMR (150 MHz, CDCls) §
159.5, 153.4, 144.3, 142.4, 132.0, 127.9, 110.4, 110.0, 105.6, 103.2, 80.5, 74.7, 58.4, 56.0,
28.3, 11.9. HRMS calcd for (C21H27N305S) [M + H]* 434.1744; found 434.1742.

MODOOoOoooooo)-s-lee00000-4-CO00D00OO0OO0)O0O0l-2e60000
-NOOoOoooo-2F000-4-00000)0o000l5,1-40,8l00000-7-000 (49)
000 470120 mg, 0.25mmol00 0000000000 2mLO000000O0OOOO0
78 00 prO00000000269Mpr000000:0.10mlL, 0.27mmold00 00000
02000000000000 1,2-0000-1,1,22-000000000000.034 mL, 0.28
mmol] 00000100000 000000O0O0DDO0D00000OODDOO00N0N0OO
000000000000000000000000000000000000000000
0000000000000000000000000000000000
O0000000000000001.0M2000000:0.49 mL, 0.49 mmold 00O
Pd[P(tert-Bu)sld] 5 mg, 0.010 mmol00 1,4-0000001.5mLlO0000000O0O0O0OO
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65°CO000000000000000000000N00000000000000O0On
000000000000000000000000000000000000000000
D00 HPLCOOOOOOOOO 49160 mg, 49%, 2stepsd0 000000000 OH NMR
(400 MHz, CDCl3) §-0.04-0.07 (m, 2H), 0.34-0.46 (m, 2H), 0.78-0.94 (m, 1H), 1.20-1.37 (m,
2H), 1.48-1.62 (m, 1H), 1.67-1.84 (m, 2H), 2.14 (s, 3H), 2.25 (s, 3H), 2.67-2.76 (m, 2H),
2.81-2.90 (m, 2H), 3.26—3.39 (m, 2H), 3.47 (s, 3H), 3.76 (s, 3H), 3.87-3.99 (m, 2H), 4.49 (s,
2H), 6.64 (s, 2H). 13C NMR (150 MHz, CDCls) §159.4, 148.3, 142.3, 130.3, 124.5, 122.9,
120.6, 105.1, 103.4, 74.9, 68.0, 62.0, 60.8, 58.5, 56.1, 33.8, 31.5, 13.3, 12.3, 9.6, 3.6. HRMS
caled for (C27H3sN304S) [M + H]*+ 500.2578; found 500.2576.
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U020 0ObLOOOoOoOoboobooooobo

oooooooon

O0000OChenO00005 000000000 CRMOOO0OO0O0O0O0OO HEK2930 00O
D000000me0 000000000000 0000000OOISPAO, Amersham
Pharmacia, UKOOOOOOOOWGAD O ODODO0000000000O0O0O0O0 SPAOOO
01 mg/well [DHEK293 0000005 pg/welld OO0 0.1 nM [125]] human/rat CRF O 00O
0000000 150 pL 00000137 mM NaCl, 8.1 mM NasHPO4, 2.7 mM KCl, 1.5 mM
KH2PO4, 10 mM MgCls, 2 mM EGTA, 1.5%0 00000000 [BSAlL, pH7.00000000
00 20000000000000000020xg05s000000000 wellOOODODOO
TopCount 0 1well D00 100000000000000000000004uyMOO0O0
00 sauvagine 000 0000000000000 00000000O0OOOO sauvagine
0000000000000 0D000000000000%00000ICs00000000
00000000000000000000000000 (% 0000000000000
Oooooog

00 CRFe 000000000000 0OLaw 0000 3 000000000 CRFaOO
0000000 HEK2930OOOOOOOOOO0OOOO CRMOOOOO0OO0OO0O00000O0
000000 [125]] human/rat CREO DO OO O 0.1 nM [125]] sauvagine 00000000

cAMPOOODOOO

Dieterich OO OO 0000000000 O0O0OODOOOOOO IMR-32000000CRF
00000000000 cAMPOOOOOODODDODOOOOOOOODODODOOOOOO

cAMPOOOOOODODOOOOOOOEIAO, Amersham Pharmacia, UKOOOOOODO O
O01lmMO 3-00000-1-00000000000010%00000000 MEM Earle O
00 IMR-32 000100000 cells/welldd 96000000000 O300000000O0000O
0000000000000 000D00O0O000 3700 3000000000000 0O0O01
nM human/rat CRF OO0 37 OO0 300 00000000000 0O0OOOG30xg, 500,
4 0000000000000 00D0000O Wysishuffer000000O0O0OODOOODOO0O
000000 cAMPOODDOODDOODO cAMPOOODOOODOCRFOOODO cAMPO
0000000000000D00000000D0000 cAMPOOOOOODOOD cAMP
O0000000%0000000000000000 ICseOO0DODODO
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OO0 CRFODODOOOOO0OOd

O00D00D Fischer3440000n=600, 000, 00000000 DOOODODOOOO
O0oo00OooooooCooOoO0OooOooooooOoOoO0ooooooooOogd CRFO10
ue/keD OOODOOODOOOCRFOOODOOOODOOODOOOOOOODOODOOOO
/eremophor/0 O 0 0O O (5:5:90, v/iv/v), 5ml/kgD D0 D0 000000000000 OOOO
O000000400000000gO0OO0DOO0000OOODCRFODOOODOOOOOOODO
gboboobobodb%»uoboan

CRFOOOO ACTHOOOOOO

0000000 Fischer344000Mm=800, 000, 0000000000)0000O0
0000000000000 0000CRFO 10pgkegD OO ODOOOOOODOOOOOOO
ooooooos»booonooon,sml/kgDOODOOOOOOODOCRFODODO 30000
000000000000 0DO0O000O0mMOOUDD 100 mg/mL EDTA 2Na O 11 100 uL.O
O000000ooooooooOoOoooool000xg,4°C,500000000000000
0000 ACTHOOO ACTHIRMAOOOOOOOODOODOOO, DoOooooooooo
000000000000 0DOOO0bOO0O0ODOOOobOOOO0ODOARC-1000M, ALOKAD OO
OO0O00OO0O0ODACTHOOODOOOOOODOOOOOODOOOOO

gooooood

000000 BALB/cOOO (m=120000000000000) 00007400000
gooboobogn
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030 ODbhoooboboan

uobobooooboooobooooaan
gbooobooboobbooboobboobooobobooooonoo
00000000 0.1lmgmLOO0OOOO00OOODON=150, BD, USAM 100 mmol/LL O
O0000000pH 7.410.1 mmo/LEDTA OO O00OOO0O0O00OOOO 0.3 umol/L, 0.03%
O0000000ooo0oo0O0o0O0ONADPHOOOOOOODOOOOUOOONADPHO
000 B-NADP+O 3.3 mmol/LM G6PO 80 mmol/LMT MgClz00 60 mmol/LO O O O G6PDH
Olunit/mLOOO0O0OOCOOOCOONADPHOOOOOODO37°CO 00000 150000
gbobooooboboobooboooboobobooooboooooooooooooooooon
Oo0oooO0ooooooocooOoooLeMsS/MSOoOoooooo

O00PKODO

0O0SDOOOOn=3, 000, 0000000000000000000003mgkegdD
000000010mgkgl00O0PKOOOODODOO0O0DOODOO0O00000O01%00000-0.1
mol/L 00-000000003mgmLl000000000000000000O000O0 O
0000-0.1mo/L O00-000000002mgmLO000000000000O0O0OOOO0
00050000 025,05,1,2,4,6,8 000000000000000 0.25,0.5,1,2,4,6,
8 0000000000000 000000000000000000000000000
J00000o0ooooooon LO/MSMS OO000000000000100pLO0000000
0000000oo000000000020pl,0000000000000000000000
D0000005pl00000000000000000000O0O0OCAPCELL PAK C18
MGIIIO 2.0 mmid. x 150 mm, 0000 O0O0O000000ADO0.1%00000BO00.1%00
000000000000000.5ml/min00000000[B%, 30% (0-1 min), 30-95% (1—
3min), 95% -5 min)lJ 00 000000ESIDOOODO0DO0ODO0O0OO0DOO0DOOOOODO
0 504.26>419.20 0 0 0 0 0 281.1> 86.10 parent-daughter0 0000000000
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g

Ac
ACTH

Boc
Bu

cPr
cAMP
CRF
DAST
DME
DMF
DMSO
Et
GPCR
hCLint
HPA
HPLC
HRMS

rt

SAM
SEM
SSRI
SNRI
TBAF
TBDMS

acetyl

adrenocorticotropic hormone

aryl

tert-buthoxycarbonyl

butyl

cyclopropyl

adenosine-3’,5™-cyclic monophosphate
corticotropin-releasing factor

N, N-diethylaminosulfur trifluoride
1,2-dimethoxyethane

N, N-dimethylformamide
dimethylsulfoxide

ethyl

G protein-coupled receptor

intrinsic clearance in human liver microsomes
hypothalamic-pituitary-adrenocortical
high-pressure liquid chromatography
high-resolution mass spectroscopy
methyl

nuclear magnetic resonance
methanesulfonyl

normal-

phenyl

pharmacokinetics

room temperature

sympathetic nervous-adrenal medullary
standard error of the mean

selective serotonin reuptake inhibitors
serotonin-noradrenaline reuptake inhibitors
tetra-n-butylammonium fluoride

tert-butyldimethylsilyl
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tert
TFA
THF
THP
Ts

tertiary
trifluoroacetic acid
tetrahydrofuran
tetrahydropyranyl

prtoluenesulfonyl
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