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447 5 Qo
¥ o g
W
/\X/ >/[< /\x/ 7/4
AT oy — & A0y
R6/ R5 R6/ R5
R
R
[0388] 1 2 3
[0389] 321 1
[0390] O o2, ARk Io mE SFHES 9 2a2 Vlsd ARE ol&d AxE 4 Uk, At 45 A 44
ALY AEE o83 ol 29 ALEH3 Y, s3E b5 AXRT 5 vk, AFAJ] A2 dAA, FEHZAIE
g age dAE S¥E 62 &UsEle IFE 7S A, &stE XERE FHRUICE, AlE FHRMoE,
2% OB Ex 4% solmdtel= So| dvle &4 st £3Y 4 Qovl, ol ol Tel= =
= AXYolEelty, & d2, 478 EudEaye] EA Sl nEeR 21 3l &3es o8
dE F drt.
I|?7 0 R7 0
N7 HNT 7/4
\O OH 4 AN —_— \O N
—7 H
R6 R5 R6 R5
R
4 2 5 R
. %ALQ
| O 6
W
TSN 7J<
A N\Q N
Y—Z H
/ \
R6 R5
R
[0391] 7
[0392] Hh3-2] 2a
[0393] HES-2) 230 gk Wy o2, Uik o w2 sgE2 Hks2A 2bd Ved AZE ol & AxT 4 o, wb
<2 2be, HolojE] Y7b Nell i@ s Bor] defo] AuEm meps 3 DAV o 42 F3E 5 9
th= HollA, REEA 2a9k o]zt vk, A3k npe} Zo] dAHE (POE Hod IgE 7t28A1L, eHE
85 sh= 6= ¢t ¢4stE XERE JHEVOIE, Mg JRUCE, &w JMHEUCE EE AF dlolt
gol=e} 22 94719 EA st FdE F Jdorn, o] A ojgrle ol HE Axvo|Ec|tt. tE 4
2, ¢Ashe Mz 270 sol EAUEan 4 T Laee o83 FIT & Ak o A, 27
7V 7hsd dae 27holn, mEbA 239 91X o]dAA 9 H 100 FAAE THeA el o]

5 = =
ZolEady == 28 24 (fractional crystallisation)o] 93] £8& 4 ). 33L& 99 BI7)E= 7l
wafol oa) AAs], A& ded 443

= BHE o]t digHE A 118 Axdt. SEE 11S
ERFoEN F3E 125 AT 5 vt
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| (]
HN/W7//< \F/fv7 ? \Flliv7 ?
N ~,
\ OPG 2N \7/14 N7 7%
= - \—7 OPG, + \ /' opG
8 6 9 10
R o
P
AN/ o
‘s HN
1
2 R
"o
W
AN \7J<N
N=2 H
R5
12 R
W4 2b
e o2, At 1o me e e 3o VE" ARE o)gs AxT 4 . IE 172, AFHo
2 Azs ve} Po] Y] (POHE BHIH 47 AESAHHCOIE 139 4AF 98 TEMF IR0 Eet Z& ¢
719] EA slo] FRRAE 14 HSAA FFE 15 Az Al @A, APHA A2 dAR FFEE 158
HAEHA Q) o2 AEA FEA], dF B0 p-EFAAEAY 2o ato] &7 3lo] ofwl 163 WHEAlA =
178 Az, 2 AR AxT 5 don, ojs A3 BN Hed 3F WHor gIHE 4 1807 o|F
bR gttt A A A4 @ACA, A 182 A3 e AZY WHoR oyl 23 AZHIY dFgE 19
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[0397] 19
[0398] Hh3-21 3
[0399] opnl, shetE 2+ THAYL A W, dE B0l HAITAY dz, wEH 4 Jed FER Axd
A sghE 200 UERS, HAIAS d2, 2fF dFvE stel=dlels, AF HESlojEdelE, AF W
Zialolmglol= W UA FRgol=, 4AF HESo|tdleln W 3UE FRdols HE To TFE IUAY
Febg, WF Ex U UA 59 ZuldlNe] Ful Fas wso] os, AN, A A9, dF &
of, ShdAZF g Hudle|=gto|=olA Y s Fuld F48 whgo] ARRE= Ae, dAE ot 7)o A
AlF BHEE Fd3t, d& 5ol 7rlolE 21, dF 59| tert-F5A] 7Mrlo]EE AxE ¢ U}, o]&,
& 5o, T3 e 219 ARvtEIHF 93] FAst=d Eso] € F vk, BEV)E, oF dAed &
T 2Ho® AASt, speh= 28 AT
N
A\ HN
2 R
20 R
\PG o /
3\0/4
N
[0400] 21 R
[0401] W2 4
wge HAe)7] flek 7FAE QL &
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[0403]
[0404]
[0405]
[0406]
[0407]
[0408]

[0409]

[0410]
[0411]
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]
[0420]
[0421]
[0422]
[0423]
[0424]

[0425]

[0426]

[0427]

[0428]

[0429]

[0430]

SSS0dl 10-2267623

DMF N N-thol v € 3£ Zofn] =
DMSO  thelHld M FEAtol=
EtOAc  olE olAE o] E

HATU 2-(3H-[1,2,3]1Egjo}==[4,5-b] ¥ g U-3-9)-1,1,3,3-H Egt ol 2% 2E IRNZFEIAHE
)

hrs NEds

HOBt Slo| EEA|H X E glo}E

LONS A AmntEady] A 2354

Me Hg

MeCN  oIAEUEH

MeOH v ek

Min =

S A ~AEY

NMR A7) o 2FER - MR A EHE 2] AFEA B2 Faka 400MHzol A 7158305
Pet .Ether 60-80CANA #+= HEEF oH= £3
Ph Hd

SWFI Gt FAREF

=
=
BE Wee 9 AFEA e @ Ak 297 sl Fasar),

HNR 28EdS 52 408 7|F 242 AFg3dte] AL0lA Bruker (400MHz) = EZWE A 71589

B2} o]2& Chromolith Speedrod RP-18¢ Z#, 50 x 4.6 mmE o] &3] 13%%F 0.1% HCOH/MeCNel Al 0.1%
HCOMH/H:02 2] 10% —> 90% A& &%= FHl= F4 1.5 nl/mine® &t LONSE, HEx 4%7F Agilent, X-
Select, AHd, 5-95% MeCN/EE 5351th. HlolEl= Thermofinnigan Surveyor LC AlZ~El3d} GAAE AAEH
o] 237} F%H Thermofinnigan Surveyor MSQ Az E34=H7E ol&s =33 t}.

=S FYA AREDYIE A A, A AREI T

(220 WA 440 mesh) (o, Merck silica gel 60)2 A A3, ALl HE 4HLe 2] &5 Hd 10 p.s.i
2 7hFERT. 94 38 HPLC AAE Waters 2996 EETIO|QE ofgo] HE7|E ol&d] AYH oz {4
20 mL/min®. 2 Waters 2525 ufoluyg] H% v B3 A|2®S AL83)] 3515},

Suje} Al AoFE B AlFEe a2 ARSSSIH.

5}%%4 W38 MDL Information Systems AF¢] ISIS E=2$ 3j7]x]9] X2 AFH= Autonom AZE o],
MarvinSketch®] U¥-2ZA @ IDBS E-WorkBook?] ¥U{-ZEA AF %= Chemaxon AT EH ]S ARgs] AA
o=y

o i
e o
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[0431]

[0432]

[0433]
[0434]

[0435]

[0436]
[0437]

[0438]

[0439]
[0440]

[0441]

[0442]
[0443]

[0444]

[0445]

[0446]

SSS0l 10-2267623

A, 1-(4-Stol =S A G- ) 155 e 22

A-(Z2EdE)madaE (5.0 g, 31.93 mmol)S o}AlE (150 mL)ol| -&allslsic). —6}01E5A]3mﬂ (3.64
g, 38.3 mmol)I} EEMF FIHUYOIE (13.24 g, 95.78 mmol)E FH7}slar, whg EES 50ColA 3A]7F nHksh
I ans AF AASL, IS F2EIEE (100 mL) =9 H3gy). o] A = (30 mL), B (30 mL)o
2 45, Ax (NaS0y) 2 AF s S8, R8s Zd4 azrneEady (287, £44 3%
MeOH/97% CHCIzol <olal AAsl, 1(4-slo]=FAWe-dd)-1H-32|d-2-2202 TAEE= W 318F8 &
a9t} (5.30g, 24.62mmol, 77% 58&).

By

[M+Na]l™ = 238.
Bl. 1-(4-Z==vdg-7)-11-9ad-2-&

1-(4-3fo) =2 A W -l A)-1H-F T -2-2 (8.45 g, 39.3 mmol), =2to] DCM (80 mL) 2 Egddolyl (7.66
ml, 55.0 mmol)& LSxoA WZAATE dedyd F2ete]= (3.95 ml, 51.0 mmol)E 7lsta, &30
A 1587 Wkt deE2E AAS o, A4 HA AlE wRkskeith. vk E£3ES DM (100 mL) 2}
NH,Cl X3 89 (100 mL)oz Eustar). £ =719 DM (2 x 50 mL) 2.2 F&3t1, §714S 233
Bd (50 mb)o2 Fat oS NaSO, delA dx 2 et & 553t 1-4-2=22dd-wld)-1H-I 2 d-
2-2 (8.65 g, 36.6 mmol, 93%9 &)L & =4 11

]_

v
1l
o]

H] = 234.1.

B2. 1-(4-HE2Edd-H2)-1-vgd-2-&

2

x|

1-(4-3Po| =F A w e - A )-1H-3] Y U -2-2 (2.30 g, 6.97 mmol)= DCM (250 mL)ol] -&-3H I
AEE 2~ EfHFEulo]l= (5,78 g, 21.37 mmol)E H7Fskdut. whE EFES 1847

5 toll & Sf
CHCI; (250 mL)Z 3|48k th. AES ¥38F NalHC0; (aq) (30 mL), ¥ (30 mL) ¥ H& (30 mL)oZ2 3+
A% (NapS0y) F g FTUAIA, 1-4-Brve-az2)-11-ggd-2-20 7 5A4F WA 138E5S 55359

S

seinh. o
QF rt

El op
& E 2

R 1 ’

10 R
K

T

!

(2.90 g, 10.43 mmol, 98%).

+H] = 277.7.

C. ¥id 3-(AISAMIE)-1-(4-((2-549D-1CH)-L) ) A d)-1H-H HE-4-7I=2 5L H o] E

XEHE ZFRUOlE (519 mg, 3.76 mmol)E, DMF (5 mL) Fo] wlg 3-(WSAIME)-11-9e}E-4-7t2 5 e o] E
(320 mg, 1.88 mmol; CAS no. 318496-66-1 (WO 2012/009009¢] ~]%% Wl w&t $4)) o
1-(4-(F220g)Md) o2 d-2(1)-& (527 mg, 2.26 mmol) S-oe] H7late], 60°C<>ﬂ/ﬂ WA ZhastdT. W
& EFEE EtOAc (50 mL)E 3]A8tar, B (2 x 100 mL) o2 Wt ohs whadls Aso]lE AolA Az, o
7 2 FAF FF (reduced in vacuo)3tth. ZAHES ZHA iﬂilﬂﬂﬂv%ﬂﬁﬂ4@(ﬂa40&0—
100% EtOAc/o12=33b), 2F9] Sl dAE F5siirt. AdodA &2 oA o ddAE s, +4 3
oA wE 3-(HEAE)-1-(4-((2-S 27 Hd-120)-) w &) i) -11-9] 2hE-4-7F2 54 b o] E (378 ng,
1.01 mmol, 53.7% +&)& 533t}

] = 368.2.
D. 3-(HEAME)-1-(4-((2-22FFd-120)-4 ) &)l R )-1H-1) FE-4-7} 2 B A 4k

THF (5 mL) 2 MeOH (5 mL) << wWE 3-(HEA|WE)-1-(4-((2-Z2¥ g d-12H)-¢)H e )il & ) -1H-3] 2} &4~
FF2 Ao E (3.77 g, 10.26 mmol)el 2M NaOH &< (15.39 ml, 30.8 mmol)& 7}k, WAl rtoll A uuks}
Stk M HCI (50 mL)& #7bstar, EtOAc (50 mL) 2 FE3IATh. §715S B (50 mL) o2 531, vlad4
AdolE Aol Az, o3 9 HF FFS], -(HSAWE)-1-(4-((2-Fadd-120)-L)Hd )iz )-
1H-3 &} =-4-7} 2824 (1.22 g, 3.45 mmol, 33.6% &) WA EUgx 3539,

[MH] = 354.2

G. [4-(4-vE-v&E-1-drd)-Hd |-
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[0447]

[0448]
[0449]

[0450]

[0451]
[0452]

[0453]

[0454]
[0455]

[0456]

[0457]
[0458]

[0459]

[0460]

SEE46 10-2267623

4~(FR2E)d LT L (5.47 g, 34.9 mmol)& oFAE (50 ml)oll &a3tch. 4-vduelE (2.86 g, 34.9
mmol ) ¥} FEEHEF JFHU|o]E (5.07 g, 36.7 mmol)E H7}star, w8 EES rtollA 18A1%F, 28]al 60TColA
30417 wHkgl & gujE Ry AASFL, FAFES EtOAc (100 mL) Fo FH&Fck. o] 84S & (30 mL), B2
(30 mb)o2 g3, AFx (MgS0y) 2 ¥ TS Fy35itt, FFES YA A=ZrntEady (Ah), &

g-_O

A H% Fu) 10 > 80% EtOAc/o] &3 Ate] o3 AASt, HIEL sl My ZHdoan [4-(4-vE-
v gE-1-dde)-Hd |-WeE 2 FAHEH= WA uPES S5 (3.94 g, 18.90 mmol, 54% ).

[MH]" = 203.

0. 1-(4-2==2vgd-a32)-4-vd-11-5 =

[4-(4-we-T & Z=-1-due)-H D |- g2 (2.03 g, 10.04 mmol)¥} Eg oo}yl (1.13 g, 11.54 mmol)S DCM
(40 mL)ell &3k giTt. o] &M, uﬂ%éﬂiié F2glo]= (1.26 g, 11.04 mmol)S A %iﬂé?‘%} Hke &3t

ES rtoA] 18A17F wwkElar, CHCl; (250 ml)2 3Asteich. £3E2S X3t NHCL (30 mL), & (30 mL), B&
(30 mh)o.2 A5+, Ax (NaS0,) 2 Ay S FI30. AFES 44 2=2vteby (HE7h, &
A =% 8 0 —> 60% EtOAc/ o] &34k EIES @5t JF FdstozHN, 1-U-F22dE-
W)-4-E-1-g) e 2 FEEE 0 » 6.62 mmol, 60% %+&).

RS
oft
i
o
Sl
4
QL
38
o
[
S
©
0Q

[MH]" = 221, 223.
M. 3-0v] w-1-[4-(2-8 225 2] Wl -1-L W @) A |- 1T e} 2 -4-7F 2 BA A oD o 22

1-(4-B 2R g-A2)-1H-9 2l d-2-2 (850 mg, 3.06 mmol)S DMF (10 mL)ol &a&stQic). 5-ofn| =-1H-7] 2}
-4-F} 2 EAAL " o ~FH 2 (522 ng, 3.36 mmol) ¢} Al FFEUIO|E (1.99 g, 6.11 mmol)E H7}sta, wH%
EFES 50CoA 18A7F w3l 3 w3 EEE-S EtOAc (100 mL)E 3438t o] 84S & (30 mL), B9
(30 LYo ¢, A% (NazSOJ,) 92 2F FEE FYIYt. AFES FHA A=2etEadY (A87h), &

2 A % Ful 30% Pet AEHIE/70% EtOAc -> 100% EtOAcE AATFo2ZHN  2%F9] X o|AAAE +FE53519 ).
AYoA FRIAZ &89 o|dAAE s, 3-obr] x-1-[4-(2-=A-20-T g -1-Ld e ) -l 4 |- 10-¥] 2} &~
4-FF2 B A4 o E o ~H| 2 (480 mg, 1.36mmol, 45%2] F&)E WA uFHEZA F53AT).

[MH]" = 353.1
N. 3-obmli-1-[4-(2-$ 220 2 9-1-L i &)~ - 1H-3) e} B -4-Fh 2 B A 4

3-obH| =-1-[4-(2-SA4-20-Y P -1-d W &) -l |-1H-Y] Z}E-4-FI 25 A 4F old o 2EHZE (480 mg, 1.36
mmol)E THF (50 mL)&} & (5 mL)ol &3l8tth. 2lF sle]=FAlel= (16 3mg, 6.81 mmol)E FH7}3IAT).
S EUES 50ToNA 18417 nHkeE TS Hﬂéé E4E ¥ AAs L, 44 FAFHES CHCl; (150 mL) = 63}%

Ak, 4 Fol M HC1S H7Fske] pH72 HA3 thS CHCl; (3 x 50 mL) & FE3Y. FE2E5L X
(30 mL), P& (30 mL)o.2 &3, 7AF (Nap,S0,) 2 JF FHAIA, 3-op| =-1-[4-(2-=4-20-9] &

2)-HA -9 2tE-4-7 25 A] e SAE s WA ugEs 58l (370 mg, 1.14mmol, 84% &),

i

[MH]' = 325.2
P. 2-EFQZ-3-vEA-dA)-Fl28A tert-F-€ o 2HE

2-ZF 0 2-3-HEAMZYEZ (500 mg, 3.31 mmol)<S WerE (40 mL)oll &a|5tdt). o] &4& 0C7HA ¥
AlF. yA (1) Z=2go= 6532 (79 mg, 0.33 mmol)@ thol-tertF-€ tTlo]FlHUo|E  (1.44g,

6.62mmol) S AH7}3 v} AF HEdtol=glol= (876 mg, 23.16 mmol)—E“ vo] Hrpsldy. 98 EgES o
ala, rt7bA] SeAA 3U7F WuEFITE, MeOHE AF AASGEL. FFES CHCL, (150 mL)o &38ta, &
3} NaHCO; (agq) (50 mL), & (50mL), B (50mL)S= =+ tha A3 (NaS0) H 3 FTEE Fd3iqlet. 3

|

FES aEvEaYgy (A7), A 20% EtOAc/80% Pet.ethero] &&) AA|ste], (2-EF L Z-3-H|=A]-
A)-7F2HRAE tert-HE JdAHER B WA 0¥ ES 5390 (540 mg, 0.2 mmol, 64% &),

[MH]" = 255.8
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[0461]

[0462]

[0463]
[0464]

[0465]

[0466]

[0467]

[0468]

[0469]
[0470]

[0471]

[0472]

[0473]

[0474]

[0475]
[0476]

SS50l 10-2267623

Q. 2-EFLE-3-USA -} sto|ERFRFo=

(2-Z2FQ2-3-vEA]-wE)-Ft=29at tert-5F-E olA~E2 (600 mg, 2.35 mmol)E 4M HCl/tho] &4l (40 mL)ol
B gulE AF AAG Y], 2-EFeR2-3-WEA-wAol solmRFRgour T

A e @ i 1P ES F5IT (414 mg, 2.17 mmol, 92% F8).

[MH]" = 155.9.

T. 1-tert-F¥ 4-o€d 3-opv| =¥ gtE-1,4-tho] 7t 25 o] E

DCM (10 mL) 9] 5-o}n|x=-1H-¥2}E-4-FF2 5 A4 o8l o ~"H 2 (250 mg, 1.61 mmol)ol, Thol-tert-H49 ¢}
o]ZFH o] E (352 mg, 1.61 mmol)&} tlojo]Axzdogolwl (702 1, 521 mg, 4.03 mmol)S H7}shar, Wk

28 reolA WAl WIESITh Wg ERES DOeR HAeln, B& AR ¥ ped ge ndew @3
A% (g0, A% @ AF wHelold, TeA TelEaddE B Ltert-5d 4-old 3o eE-
1,4-tol7l2 8 Ao EE WA P ERM 55354 (122 ng, 30% &).

[MH] = 256.2.

U. 99 3-olA Eoln ©-11-9 &} Z-4-71 2 E A H o] E

I-tert-%4& 4-old 3-ojv|ivjetE-1 4-tho]7tE o] Egt opMd Fmeol=e] EPES 0T s
U 2A1RE S Zhdeigivh. o] opAld ZRetol=s X AlASlT. &5 Hrbsta, d4€ EdE

rtoll A 18A13F wdkslglth. MEEd e ol o8 skl AxgoemA, dE 3-opH Eobr| =-1H-9]2kE
-4-Ft2EA Yo ES WA 3P EZA FEIIQTE (46 mg). TA AFHES DM (4 x 15 mL) o2 FE3F3, 7]
To et Adx (Mgso,), o3 # e sFste], o 3-okxEotn| m-1H-v]gE-4-7t= R o] E (48

ng)el b £2e FEaAT (A4 £ 9 mg, 99 %),
MH]" = 197.8

V. s-rholmotul - lH-H 2 E-4- 7t BAA | 2u =

5-ofn] -1H-¥] 2} E-4-7F 2B A AF o 2HE (1.0 g, 6.45 mmol)ZS WEHS (200 mL)ol| &38star, &0 AAE
HAsgtt. TE2Ustels (37 %%, 4.5 nL, 21.18 mmol)E H7}sk the &, 10% Pd/C (1.0 g)& H7}s}
Ak, WkE ESES 18A]7F E<eF 10 psi Bl Parr hydrogenatorold mwWkEFith, wke ESHES AfolER
st FulE AAS L, FFES WES (200 nl)T & (20 )2 FFA. AFAES 28 AT FEst
g, Z2AHE FRES AEg/gdelddE JEHER EgRyoeldsti, qARES w5}, uﬂ 3EE A
= LA 0ds =T (1.1 g, 6.00 mmol, 93% +&).

[MH] = 183.7.

A4 1
N-(3,5-to|d| HA Y A )-3-(HFA w D )-1-(4-((2-543 2 d-12H) -2 dD) A 2 )-1H-¥| 2} E-4-Ft= BAln =

CH

ﬁﬁ”@

Hs

o}

= DCM (1.5 mL) % 5= DMF (0.3 mL) F°], 3-(Wl5AwE)-1-(4-((2-Z23 g d-1(20)-<L) v e )i )-1H-
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[0477]

[0478]
[0479]

[0480]

[0481]

[0482]

[0483]

[0484]

[0485]

SSS0dl 10-2267623

J g} E-4-7F2EA)AF (80 mg, 0.226 mmol), (3,5-tjolw|EA|H D) W&o}l (45.4 mg, 0.272 mmol) 2 HATU (95
mg, 0.249 mmol) &3+Eol, N,N-thojo]AZ2Ho|goll (99 wf, 0.566 mmol)S H7}star, o] EES rtollA

Wby werelgih. W E S AF wEFsta, ZHES DM Fo| ZYA ARvEIZHIC FPEe] 1 > 10%
MeOH (0.3% NHy; $H7)/DCM F= FHlZ &EAA, & 5395, o] 2HES ofMEUEL (0.5 mL)ol| €313}
I, B @ ae drtslden, A FAFAG. ol &3 A &, g 2 AF AdFs, N-(3,5-T}

o uf| F A ¥l & )-3- (| FA & )-1-(4-

9 9-120)-¢) W)W d)-1H-7 &} E24-Ft 2 BAM = (76 ng,
0.150 mmol, 66.1% =&)2 £H3% d& LA

FERA F533AH.

5.8Hz), 4.53 (2H, s), 5.07 (2H, s),
J8Hz), 6.40 (IH, dd, J = 9.2, 1.4Hz),
9.1, 6.6, 2.1Hz), 7.76 (1H, dd, J =

NMR (d6-DMSO) &: 3.20 (3H, s), 3.71 (6H, s), 4.32 (2H, d, J
5.28 (2H, s), 6.22 (1H, td, J = 6.7, 1.4Hz), 6.37 (1H, t, J
6.44 (2H, d, J = 2.3Hz), 7.20-7.29 (4H, m), 7.41 (IH, ddd, J
6.8, 2.1Hz), 8.24 (1H, s), 8.32 (1H, t, J = 5.9Hz).

1l
\]

[MH]" = 503.3.
AAA 2
3-o11 =-1-[4-(2-52-20-H 2 d-1-d W & ) -l A |- 1H-H &HEA4-F2 B A4} 2-ZF 0 2 -3-v| FA|-dllFolr|=
0
F
NT N CH,
\ N /
N o)
NH,
o} N \
N
3-ofm =-1-[4-(2-2 A-20-9 g ¥ -1-d v & )-A A |-1H-3] & Z=-4-7} 2 E A A (75 mg, 0.23 mmol)S DCM (20 mL)

2 DVWF (1 mDol &af3FAct. o] &dE 0C7HA WAttt 2-ZF 2 2-3-HEA -l Folwl slo|=2F 2ol
= (53 mg, 0.28 mmol)E H7}ak oS HOBt (34 mg, 0.25 mmol)e} Eo€olql (70 mg, 0.69 mmol)S H7}sh
dac}. 18 I =y ] = 48N (53 mg, 0.28 mmol)S #H7Ieth. W EFES WA, rtE2 F
AlA 397F wukel T, EFES FEREE (200 nL)o 2 3Asta, NaHC0; (ag) (50mL), & (50mL) @ =&
(50mL) o2 3 thg 12 (NapS0y) 2 J3d %S S tt. dFES A F=2viEady (H29h), &
A 4% MeOH / 96% CHCl,o 28 AAste], 3-obnw-1-[4-(2-< 2 -20-7] ) H-1-g W e)-M A |-11-3] 2} Z=-4-7}

BEEAL 2-SF L 23V Ao ER AT WA uges FSeRgith (92 mg, 0.20 mmol, 86%

ftllo

).
;
[MH] = 462.2.
' NMR: (d6-DMSO) &: 3.82 (3H, s), 4.36 (2H, d, J = 5.7Hz), 5.04 (2H, s), 5.07 (2H, s), 5.38 (2H, s),
6.21-6.24 (1H, m), 6.39 (I1H, t, J = 0.7Hz), 6.86-6.87 (1H, m), 7.04-7.07 (2H, m), 7.20 (2H, d, J =

8.1Hz), 7.26 (2H, d, J = 8.1Hz), 7.39-7.43 (1H, m), 7.76 (1H, dd, J = 6.6, 1.6Hz), 8.00 (1H, s), 8.27
(1H, t, J = 5.9Hz).

AAld 3
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[0486]

[0487]
[0488]

[0489]

[0490]

[0491]

[0492]

[0493]
[0494]

[0495]

[0496]
[0497]

[0498]

S==35| 10-2267623

1-(7-2 2 2-AEA-3-Ar| &) -3 ZA | Q15| 2} F-4-7H 2 BAAE 2-F 2.0 5 -3 0| S A - PolE]=

0]

Iz

Cl

(T-222-H=¥9-3-d)-vgS

- F22EA-3-7F=2EA1AF (500 mg, 2.4 mmol)E
Mol] Egjodoll (1.0 mL, 7.23 mmol)¥} o]A%-d
S EFES -20ToA 2087F wEE v AF HEdlel=gle]= (731 mg, 19 mmol) & (2 mL)ell 0
A Bl wkS EIES /b H2A)7]aL, 18A17F wwkEllth. £3E-S EtOAc (50 mL)® 3] Askar,
gk, 771 T & (20 mb), B (20 mb) o2 @53, A3 (Na,S0,), 439 2 g Fwsle], =3
R FEST. o] R EL AETtolA EtOAc/Pet.ether = & A7)z ARvkE e gl o3 GAs o],
(T-222-F|5U-3-A)-"e&S O FolE APFEZA 53t (134 mg, 29% T&).

T4 THE (20 mL)ol] €38kar, -20C7hA WZAH ). o]
ZZ2X29olE (0.38 nL, 2.9 mol)E 7k},

2 ol o

[MH] = 194.1.

FEHERRYE-7-Z22-AEd

(7T-222-FA=9-3-Y)-eF2 (134 mg, 0.692 mmol)S DCM (5 mL)ol] &3)3}tATh. PBrs (65 wf, 0.692 mmol)

£ Abstar, WbEES rtollA 3A1% aukslgitl. gEEW, v E3HES NalC0; 84 89 (10 o2 A

Ao, 5 e F, 7] T2 F (10nl) 2 B (10 mb) o2 F7At. o] §7] & A= (MgS0y), ol
2

EHE-7-222-F5d02 FA%H= = 1P ES 5399 (78mg, 44% TE).
[MH] = 257.6
1-(7-222-A = d-3-4rE)-3-ASA M E-1-H&AE-4-7t2 544 dE 22

~(HEA W E)-11-9 & E-4-7t 222 H ol E (51 mg, 0.304 mmol; CAS no. 318496-66-1 (WO 2012/009009
1 whel] wet 34))E DWF (2 ml) Foll Hati, ¥EbE ZEUC]E (84 mg, 0.608 mmol)$} 3-H &R
Z22-F =Y (78 mg, 0.304 mmol)S A3}k, ¥k %O WAL rtoll A wwksksdl. EtOAc (60 ml)
20 mL)& M7beta, S B8y, #7152 & (3 x 10 mL), B3 (10 nb) o2 -3, 743 (MgS0y)

stal, A S ST, AFES AZvE2H I A EtOAc / Pet.etherZ2 §&FAA FAFTo=Z

2
N
e ~

ERCE

W, 29l ol 4AA S FEeT. wel B MEE AAWE A4 o RN FAHAL. o 2 3
AE AR wd 9T FEaon 1-(7-22 27 EU-3- 0l e)-3-wE A o] - -7 2E-4-7} 28 A2}
W olzHER AT (53 ng, 500 &),

[MH]" = 345.8
1-(7-2 2275 -5 oe)-3-o1 % A 0| D15 e E 42 B A 4

ogrE (10 mL) T 1-(7-F22-FEA-3-LdWE)-3-FEAHE-11-9 &E-4-7I25A13F WE o ~HZ (53
mg, 0.153 mmol)oll AF dto]==Alo]= (61 mg, 1.53 mmol)ZS H7lsta, wHSES 457 5 SAdeA 3
FetAl Ztdetelth. EES WAAA F sFElY. ARES = (5 mb)E 348k, pH 3.622 2M HCI
2 A% v 90% FEZIEE/10% olAZ2E 4FHE (6 x 15 nE FEIIUY. 7] & 238y A%



[0499]
[0500]

[0501]

[0502]

[0503]

[0504]
[0505]

[0506]

[0507]

[0508]

[0509]
[0510]

[0511]

S==5| 10-2267623

(NaS0y), o7 2 AF FE3te], 9o wdd 38R EA]HE |(7-FE22-F5U-3-dug)-3-1Ex o & -

-9 &E-4-7t 25 A4S 531300, (50 mg, 98% 4-&).

1" = 332.
1-(7-222-AEd-3-dve)-3-HSAHE- -9 HE-4-TI25A 4 2-FF L2-3-HSA-d A ohu| =
1-(7-222-F5d-3-dvd)-3-v EA W& -11-3] g} Z-4-7} 2 5 A1 4F (25 mg, 0.075 mmol)S 0Tl DM (5
mL) ol FH3aRcek. o] &, Ego|dolul (52 ub, 0.377 mmol), HOBt (12 mg, 0.09 mmol) % F&A 7=
wejolm = (20 mg, 0.106 mmol)E H7ISHYTh. 162 §, 2-EFQZ-3-w|SA-dolnl sfe|=aIaelel=
(14 mg, 0.075 mmol)E H7}star, WFEES rt7hA S$AAH FUEe wwkststt. ¥Hg-528 CHCl; (50 ml)=
8|4 38}aL, NallCO; X3} 89 (20 mDo=Z 7 th & (20 ml) ¥ 2™ (20 mL) o2 g3t 7] T2 A
Z (MgS0y), 97 % A¥ FFHsch. 2SS 6% W©S/94% DONCE §&s ARvlEadg vz GA s,
1-(7-2 2 2-FEd-3-duE)-3-m A W & -1H- Aa}*—zx FFEEAL 2-FF 2 Z-3-v|EA - Hol =R FAH
T oA 1¥ES 5T (16 ng, 45%9] F

[MH]" = 469.

I NR (DMSO):  3.20 (3H, s), 3.82 (3H, s), 4.41 (2H, d, J = 5.8 Hz), 4.54 (2H, s), 5.57 (2H, s),
6.87-6.91 (1H, m), 7.03-7.09 (2H, m), 7.67 (1H, dd, J = 8.8, 2.1 Hz), 8.07 (1H, d, J = 8.8 Hz), 8.10
(1H, d, J = 1.9 Hz), 8.30 (1H, d, J = 1.7 Hz), 8.37 (1H, s), 8.39 (1H, t, J = 5.8 Hz), 8.92 (1H, d, J
= 2.2 Hz).

AA4 41
3-EF 024 EA-HEd-2-7t2RUEY

I wlo|aZ 9ol Bg uloldo A, DVF (5 nl) 9 2-H2R-3-ZFo 2 -4-WEAIY (1 g, 4.85 mmol) &
of Alobi=2] (1.304 g, 14.56 mmol)E FH 7}ttt o] wkg mlo]d& WE3skar, 16413 5 100C7HA 714
ik, Wk EYES 2 (20 nL) 2 EtOAc (20 nL) 2 3Aagict. ¥g detde] =29E AHYsta,
F7ve] & (40 ml) 3 EtOAc (2 x 50 mL)E =53 AHEelHA H7bste], AEHE nFES T, &<
233 AgolE EY1E B3 AFdsta, f7] $& e O ol HY (50 nb)o® FF, viadlE A
HolE oA 1z B s & gujE 7y 6} of AAsI, Yt BFE F-TFLE-4-WEA - d-2-7}
ZHUELRZ EAHFE d2 =4 78RS £53590 (100 mg, 0.578 mmol, 12% 58&).

=

(B-EF L E4-HEA - -2-ddE)-FI=2HAL tert-FE 2=

-EFQRA-HEA-TH-2-7FI2RUEH (100 mg, 0.578 mmol)S FF wlet2 (10 mL, 247 mmol)el] &3 3}
i, YA ZF2gol= 653E (14 mg, 0.058 mmol)S 713 the tlol-tert-FE tlo|7}EU|o]E (255 mg,
1.157 mmol) & #H7lslgivh. Az @2 54 §HE FFoA -5T7HA WAAZ thd &F HRE3lo| =)ol
T (153 mg, 4.05 mmol)E o] H7FstaL, oW whg &%= ~0TolA FAS T, 24 gHg 0TA L
HEAI 7131, A A 8] rt®E F2A1Z] T THA] reoll A 3A17F WA AT, BES E3HES 40CoA STEAA UFA|
A, AR ARES F58a, o]F DM (10 mL) o2 3 40}04 stol=27 JtRdle]E (10 mL) 2 7
. oEAe] FAE, 7] e A w8 FtEYAE T Y o sFsQlt. 2AE AAE EtOAc /
Sl Bt o=t %%5}‘“ AzntEI Tl o3| A A}, Exﬂ e (-EFE2A4A-vEA - E-2-ddd)-
FEERE tert-5F8 d2HZE FH mdbd QUBA F5STE (108 mg, 62 %

E:m

[MH]" = 257.

C-(3-EF22-4-WFA-9d-2-¢d)-vdo}ql do|=2 2= F

(3-ZF 0 24 EA-T g d-2-Ld W& )-F} 24} tert-59 o] 2HZ (108 mg, 0.358 mmol)E o]AZEF o5
< (1 mL) Fol H3 s HCl (o]2=Z2F &3E T2 6N) (1 mL, 0.578 mmol)S rtollAl H7lslal, 2412 5
oF 40ColA wRkeldLh., g EFES e w5 oS dHEZE EFdeldsta, 253 Ay & gl
g3, (-(B-ZFL2-4-vEA-Tgd-2-d)-Helq] ol IRl dor FAHHE AHF] F4 1
FES 530 (75 mg, 55%9 ).



[0512]

[0513]

[0514]

[0515]

[0516]

[0517]
[0518]

[0519]

[0520]
[0521]

[0522]

[0523]
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[0525]
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[MH] = 157.

- EAWE-1-[4-(2-&42-20- I D-1-g4 v )-NA |- 1H-H FZ4-F 2B A3 (3-ZEF 2241 EA-T g d-
2-dug)-olu=

3-(AEA WM E)-1-(4-((2-S 2T 2 d-1C2D)-)H ) Wl Z)-1H-9 2} E-4-7F 25 A14F (75 mg, 0.212 mmol), C-
(3-ZF 2 24-MEA-TFg-2-d)-mdo}rl slojeR2ZF 2ol 9 (49 mg, 0.212 mmol) 2 HATU (89 mg,
0.233 mmol)E, Eglol€oldl (177 i, 1.270 mmol)©e] F7FE F<= DCM (3 mL)ol| &Estar, =53 A F

AIZE St reoll Al aRkekgith. &miE 7Sk stel AAS L, FEHE IFES JE_ Z2eol= &N (5 mL)
o2 AU, FEHE X I|E uYPYES 253 HYsta, 7Y st Aq#g v B2 g, IF
S B do] "R 40Ce] FUTh, ZAES (1% SEUol-HErS)/DINC.E §E3tE ARuE g T &) A
Astel, 3-wlEAME-1-[4-(2-S4-20-9 g -1-d v ) -l A |-1H- 9] &} E-4-Tt 25 A (3-FF L2 -4-WFA]-
dyd-2-dre)-ot =5 M 9P A 53T (67 mg, 64%2] T&)

[MH]' = 492.
NMR (d’-DMSO) &: 3.25 (3H. s), 3.92 (3H., s). 4.46-4.57 (4H, m). 5.07 (2H. s). 5.28 (2H. s). 6.22 (1H,

td, J = 1.4, 6.7Hz), 6.39 (1H, ddd, J = 0.7, 1.4, 9.2Hz), 7.17-7.28 (5H, m), 7.41 (1H, ddd, J =
6.6, 8.9Hz), 7.75 (1H, ddd, J = 0.7, 2.1, 6.8Hz), 8.21-8.29 (2H, m), 8.42 (IH, t, J = 5.4Hz).

AA S 77

6-EHER-2-TF Q0 Z-3-W| A -l 4t

b EAE (50 mL) B & (50 mL) F9 2-FFZ-3-WEAWIZEAE (10 g, 58.8 mmol) HE N, rtellA, BF
(6.06 mL, 118 mmol)& 2 H7FetAt. a7 &, W$ES 1A B¢ 60CE 7FE3gitt. WHeES Hd2o=
WA 713, AEES At 18 ES & (200 mL) B o]&3AE (50 mL) o2 o], -HER-2-ZTFS
23 EA-RIRARS WA Y EZA S5 (12.098 g, 82% &)

[MH]" = 249/251.
(6-HRR-2-ZF 9 2-3-H|EA-¥d)-ve&

THF (20 mL) o wHHek 6-HE2H-2-ZF ZAF (4.13 g, 16.58 mmol) &) 4-mlER=Z9
(1.914 nL, 17.41 mmol)& #7748 ob& O]i$4 % 22X Edo]lE (2.15 mL, 16.58 mmol)ES FH7}stdt. 14|
F 5, REE ERES oHste] AxH 9 AAS L, 1¥ES F7F THF (10 bR AFA. o345 9 A
HES Fsto], dL&xzoA] 0C7HA WZHek o8 27k 2 (10 mL) 29 NaBH, (0.659 g, 17.41 mmol)E s
of Hrteta (Fk= A, AR F2AIA 1AZE wakelgivt. A pHr @44 w7k IM HCL (30 ml) &
déuﬂl Azbete] RS ZFES AU, AES toldd oEH2 (150 nl) 2 FE3AvE. 29 =, F
S 2M NaOH (2 x 100 nL)® A &TEA Jt=HARES A7 sk, I HCL (100 mL)= 37 2Hgdskeh o
B (100 nL) o2 g5, mlavlg AFolE oA dx 9 g & JF dtol] &g AAs T, 24k
S 0-50% EtOAc/olAdAtom £&53t:= AZRuEad e o AAse], (-BRERE-2-ZFQ2-3-HEA]-5
S)-HEES A Qd=2A 5Tt (1.37g, 500 & ).

1—0
HU
;é
T

E

>

é o do N

' = 217/219.
1-B2Rr-2-2229d-3-Z2 0 2 4-v|EX -7

4 DCM (4 nl) 9] (6-HRR-2-ZF 9 2-3-wEA-7d)-wgh-2 (500 mg, 2.127 mmol) &Ho] Eg]oeo}
T (415 @, 2.98 mmol)S A3 thg gt Ed FR2gel= (214 W, 2.77 mmol)E A3, EFES W
A F9 LxoA] muEoh. v EFES DOM (50 mL) 2 NH,Cl X3} £89 (40 mL)oZ Ealsigdch. 47
= TS, & TS F7] DA (40 mb) e® FESHHT. f7] 4& E2¢E & (40 ml), HY (40 mb)o®
CAZ (NaS0), o7t B wFaich. 2ABS A=vtEaTe] o8 $E ] 0 > 30% EtOAc/0l4

al
ks AgE Ao RA, -HRR-2-FRRvY-3-5FQ 2-4- = A4l (468 mg, 86%°] F&)S WA
=

Nl

ol
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[0527]

[0528]
[0529]

[0530]

[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

[0539]
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[0541]
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2-(6-HRE-2-FF 0 2-3-W| SA - F)-o| &£ =-1,3-1o] &

S DNF (5 L) 59 1-HE2R-2-F22WE-3-ZF 0 Z-4-WEA-HAl (460 mg, 1.815 mmol) &Hol el
i%o] H= (403 mg, 2.178 mmo)E H7tsta, o] EFES WAl 90ToAl 7FEeitt. EFES EtOAc (75
mL)E 3|A38a, & (3 x 35 mL), 2¥ (35 mL)o & 3t ohg UxE (NaS0y), o3 B FFste], w=ehd 19
= TEetth. 2ies YA ARFEIYINA FE FE 0 > 50% EtOAc / oladdor EAA A
Ak, At AHE 2-(6-HREHE-2-ZFQ Z-3-W|FA-MlF)-o] &£ E-1,3-Tho] 25 WAl ) Fe=
sttt (372 mg, 56% & ).

[MH]" = 364.0/366.0.

6-B2R-2-F%0 23 A-wo})

e (7.5 nL) £ 2-(6-HE2R-2-ZF 90 Z-3-0|EA|-Hl 2 )-0] 2 E5-1,3-t}o] 2 (0.368 g, 1.011 mmol) &
gollo) slo]=glyl 48k&E (0.064 mL, 1.314 mmol)<S A&, Hbg EF-ES 5A1F &9 &7/ 7Fgesly. =
AFE ZIES SCX A™ (8 g)o ulE 2WEta, MeOH= AT Tﬂrg 1% NHs/MeOHE &FA A 6-HRE-2-ZFQ
2-3-HEA-AFo}H (204 mg, 85% FE)S =M odE FEFGT}.

[MH] = 233.9/235.9.

3o B A W Y -1- [4- (2~ 2-20- 9] €] A-1-L | &)W A |- 11-9 S E-4-7F 2 RA A 6-HER 25T 0 2-3-v5Al-
WAopr=

25 mL Eg2=Fd, 3-(HEAHE)-1-(4-((2-F29 2 H-121)-L) W)Wl ) -1H-T 2HE-4-7F 2 5 A]4F (130
mg, 0.368 mmol), (~E. 2R -2-ZF0 2-3-w|EA|-HlZFo}x] (86 mg, 0.368 mmol), HATU (154 mg, 0.405 mmol),
4 DM (3 mL) ¥ T4 DMF (0.5 mL)Z ¥dt}. N N-o]AZFHogolyl (160 xl, 0.920 mmol)S FH7}slar,
S F9 exoA vl wwetdtl. WSR-S 2 HE53 oS MeOH (4 mL)ol ©RA] &efAl7)ar, SCXo
A3ate] MeOHZ A2 3 1% NHy/MeOHZ EFA1H FES YA FAzRvtEIaHY FYste] F= e 0 >
10% MeOH (0.3% NH; 38-) / DOMC.Z &Z=A]A AA o zZA , 3-v|EAWE-1-[4-(2-S2-20-F 2 d-1-d v el )-
A]-1H-9 2hE-4-7k 28 AF 6- B2 R -2-FF 0 2-3-v| B A-dldoln = (191 mg, 89% &) WA Fox
5313t}

¢

o

23

(==

MH] = 569.2/571.2
3T EA H R -1-[4-(2- 8 2-2H-7] 2] T -1- L W )41 2 |-1H-T 2} -4 2 BA| 2} 6-A|opie-2-EF9 2-3-m| B A|-
Agoll=

tolHEolM Eolu]= (1.2 mL) %01] E‘fﬂﬂ tjo]Alob=old (24.13 mg, 0.205 mmol) % 3-HEAHE-1-[4-
(2-S2-20-F B -1-dW ) - A |-11-7] &} Z-4-7} 2EA 2 6-H 2 H-2-Z 2 0 F-3-W|EA]-dl Do} = (90 mg,
0.158 mmol) &Mof, E]EE‘rﬂi(Erﬂ»ﬂ F23)Z2HE(0) (18.26 mg, 0.016 mmol)S H713 ths, o] E3&
10C7HA vy 7rdakgint. EF}ES F% T8} 0 = 10% (0.3% NHs/MeOH) / DOMO.® &%&38tE= ARWED
e o3 GAlste], 3-wSAME-1-[4-(2-52-20-9 g d-1-Ld | &) -l A |-1H-9] 2} Z-4-7F 2 2 A %F 6-A]of
E2-EFQR-3-WEA Mo 28 A =] FomA $53GI (21 ng, 25% FE).

6
H NMR (d-DMSO) &: 3.21 (3H, s), 3.92 (3H, s), 4.47-4.55 (4H, m), 5.06 (2H, s), 5.27 (2H, s), 6.21
(1H, td, J = 6.7, 1.4Hz), 6.39 (1H, d, J = 9.1Hz), 7.17-7.31 (5H, m), 7.40 (1H, ddd, J = 8.9, 6.6,
2.1Hz), 7.67 (1H, dd, J = 8.6, 1.5Hz), 7.75 (1H, dd, J = 6.8, 2.1Hz), 8.20 (1H, s), 8.40 (IH, t, J =
5.2Hz).

AR 83
2-E22-3-EFLE-6-HEA 2L S =

8- (ice-salt)olA] W7 ¢ wekL (8 nl, 198 mmol)e] & Zg2Fd, AF 3stoj=gle]l= (1.318 g,
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[0542]
[0543]

[0544]

[0545]

[0546]

[0547]
[0548]

[0549]

[0550]
[0551]

[0552]

S==5| 10-2267623

33.0 mol)E A3 HIbsiith. H7bF Ssud, W7 25 AAS o rt7hA] SAIZATT. A2 £7] (250
nL ZH2AT)NA, 2-F22-3,6-TJolZ 2o zw=EAHslol= (5 g, 27.5 mmol)S ¥ WErL (60 mL, 1483
f85taL, 60T7HA S2AZEE. 60TAA, 2F #ESAo]= gHS
i E3rEd AA 8] Hrreik. A7 BUH, 9 EFES WA 60C7HA ZHEETE. £HlE A2t st
AAS ] Be =T 1 £ & (100 mL) 2 AAT o5 259 AF F 3083 wA ]
31

SERE= w3 I, A 2 A el dif‘z E}" 40C AF E_%gi o] F A A WA
o o o

e e

B ot

T T
ATk, 2AHES EtOAc / ©l
= -
=

O 2-6-H|EA -2 o] EE QX 3lo]lE nHEZA FE5UT (3 19 g, 61% *%).

e L

] = 189/191.
2-2EE3-TO|ERLEML-1-EF Q245 A -4l

-FERE-3-ZFLE2-6-HEA-HNZLHFol= (2 g, 10.61 mmol)=

H1 EE Fold 83 OS F-42 oA WZAAHT. o &l tholo

(4.20 mL, 31.8 mmol)& HA Hrtste], watd §AS F53%t. BEES 5

ZE AASL, WSES bR A SA Y. W EIES AAE %3 2F sol=2A JhRy)

(100 mL)oll BAsL, 7] %% ] 3}od
Z

i)
o
k)
k
il
=
m
ACH
B
ut
to
)

o
ZutEade os&) Al 6}211:}. 2—%?;?;—3—1:}0]

& @2 =y edEA Eesglal, olE HAAA

2-To| 220 2H|EH-6-ZFQ2-3-H|EA-HZYEY

2-FR2-3-1o] Z2F 2 E-1-ZF 24~ EA A (1g, 4.75 mmol)S UTholAoliold (0.558 g, 4.75
mmol)o] 7} F 1ﬂr"] wEolA Eolu]l= (7 mL, 74.7 mmol)oll H7Feth. WkS E3Eof 2083F AAE H
£ A3 o3 Ega(deolldg dolyE) o] Z2HE(0) (0.087 g, 0.095 mmol) = [1,1'H]2(tho] | d E )
WAt Z R 2R 5 (1D tolF22mee] 23k (0.139 g, 0.190 mmol) S H7letgitt. v-8 &3
o " 150COIA A .,/]7] stoll 7k, whe EFRES B (100 mL)ol BAH S b EtOAc (3 x 200
)2 FE8Iuh. f7] A4S Z23sle] B (3 x 200 nL) R T, vl AHolE A Ax, o3
9 SUAIA, AAAN A FESIT. o] RAMES EtOAc/olAAto R B&3e EEU}E:LEMOH °]
gl Azt 2-tho] EFLE2ME-6-FF LE-3-HEA-HIFZUEY (182 mg, 17% F&)S 24 1FERAN F5
=

[MH] = 202.1.

(2Tl EF o 2o d-6-EF 02 -3-A5A - E)-FHZH tert-$d o] 252

2-(TJolZF o 2 E)-6-ZF 9 2-3-t|EA-HXUEZ (182 mg, 0.778 mmol)S T4 #E-2 (5 ml, 124 mmo

Dol &8st b, o7l yA ZF=2eto]l= 6573E (19 mg, 0.078 mmol)d Hhol-tert-F& tlo]FtHH o] E
(343 mg, 1.556 mmol)E £xA o= @ﬂomu}. FAdE 2 HA g8 -9 FolA -5T7HA WAzl
ok LEE QCAA FASIEA A2F HEsloltdlo]lE (206 mg, 5.45 mmol)E U0l H7letith. A&

oo =
© 010 -
mlo

2 10°Co] RAZI I, WA bR RS SeAAT. &uE 7k stel AAF TR DAM (10 ml)
2B (10 m)E Pujstent. 4 42 DA (2 x 10 mL)OE Al FEST. £l e 23kl By (10 m
Do A7a, 4 vl AEIAE e 123 o A wHAAT. 2R B0Ae/o) LI R $53
v ARutEaHd o5 AFAste], (2-tho]| EF L R2ME-6-FF QR -3-mFA-HA) -T2 tert-FE o~
a2 W dry pdEex S50 (158 me, 63% F8).

[MNa] = 328
2Tl EF0 2 Y-6-F 70 23BN -ALohe SolmzIRetoln

(2-T}o)| 22 2 W E-6-ZF 9 2 -3-W|EA|-wl & )-F}2ukak

—

ert—F8 o 2~€HZ (158 mg, 0.492 mmol)E oA~
29 438 (1 mh) o FHg g5 HCl (o]A-Z2d d3& F9 6N) (1 mL, 0.778 mmol)E F7}sled 40Tl
A IARE wRbskgltk. 9 Sho]lE M EEo] FAHNIL, olF u oIl s FHste] oji-red das
(I mb= 7, dote e 2-HolEF e mmd-6-2F 2 2-3-w| 5 A -ddoelyl slo|=rFnefe|leg oI 3



[0553]

[0554]

[0555]

[0556]

[0557]

[0558]
[0559]

[0560]

[0561]

[0562]

[0563]

[0564]

[0565]

[0566]

[0567]

SE=E575] 10-2267623
olE nPERA FEFUTH (43 mg, 22% FH).

M1 = 206.

U EAHE-1-[4-(2-54-20-¥ g d-1-d W E )-EA |- 1H-H FEA4-F2EAA} 2-To| ZF e ZHE-6-ZTF 22
=-3-H| EA|-dl Zo}m| =

3-(AEAHE)-1-(4-((2-=A2T Fd-12H) - w el H ) -1H-7] & Z-4-7F 25 A AF (58 mg, 0.162 mmol), 2-tf
O] ZF Qo 2 HE-6-ZF o 2-3-HEA-dH Ao}yl Ffol=2FZdo]= o (40.2 mg, 0.163 mmol) = HATU (68.3
mg, 0.180 mmol)E F<= DCM (3 mL)ol @Eslar, 7)o Ego|€oldl (91 w, 0.653 mmol)S #7138k th&

&3k Aeld F 343 B reold muksth, ulE A sl AARL, AFES Gk Fueols §o
G al)oz APl de 24 TFEL FEAGOM, o8 FU Bk reelA wwadrt. of 1FBL U

= = #
stoll ofztstar, A1, 3t 8k AxT v wAACIE Fo] 50TolA 3AIZE . Dk AbE, 3-ol 54
WY -1-[4-(2-SA-20- 9] 2 D -1-Ld v e ) -wl A |- 1H-9] 2} E-4-7h 25 A5 2-To] &R 2vd-6-5F 2=
Al-fldobr| =7 A 24 A" n@==A ZYEAT (74 ng, 83% 7).

]’ = 541.2.

NMR (dG—DMSO) & 3.12 (38H, s), 3.83 (38H, s), 4.43 (2H, s), 4.52-4.59 (2H, m), 5.05 (2H, s), 5.25 (2H,
s), 6.21 (1H, td, J = 1.4, 6.7Hz), 6.39 (1H, dt, J = 1.0, 9.2Hz), 7.15-7.44 (8H, m), 7.75 (1H, ddd, J
=0.7, 2.1, 6.81z), 8.08 (1H, t, J = 4.9Hz), 8.22 (1H, s).

Al 126

SFEERYY-2-Z2 0 2-vad

2-Z2F o w2-5-Eygd (5.0 g, 45 mmol)S 1,2-tolZFZ2oe (120 mL)oll &3f53t). o] &do] N-H 2=
ZAlolu|= (9.61 g, 54 mmol)o} ofFR| 2ol AREIZYEH (739 mg, 4.5 mmol)S 73T, ¥H8-ES SA|ZE
ot F (95TC) ke o WHSES rt7hA] WAAIHT. HkS EFEES CHCl; (50 mL)=E 3)Astar, E3}

NaHCO; (1 x 20 mL), & (1 x 20 mL) 2 B (1 x 20 mL) 22 &#xpH oz 8 the 1% (NayS0,) 33 PS

oJHE £ o3 F NF FHS FHEIT. FFES 10% EtOAc, 90% Pet .Ether2 &E3t= F=2ntE 1y

(AE7hel of&l AAG, s-HERmE-2-FF2-vgdoR FHHE T 2ds F5Irt (5.9g, 69%
&).

] = 191.76.

NMR (CDC13): 4.46 (2H, s), 6.93 (1H, dd, J = 8.4, 3.0 Hz), 7.84 (IH, td, J = 7.8, 2.6 Hz), 8.23 (1H,
d, J=22Hz).

1-(6-E202-H9-3-AMd)3-E) S =AY H-HE 428N oW oj2H=

Z 7o 2ue-1l-Yg}E£-4-7t2 8 A olE (1.57 g, 7.53 mmol)Z DMF (20 mL)ol| &3&slxz, 5-H=
ZFe2-9gd (1.3 g, 6.84 mmol) % A& ZFEUIOJE (6.69g, 20.53 mmol)E H7lstiqt. Wk
50Co A 18417t wwkek T WS 2352 EtOAc (100 mL)Z 3]45taL, o] £94S & (1 x 30 mL),
x 30 mL)&® F+ F Adx (Na,S0,) Z PS #HolHE 3 AFE Fd3t1 3 F¢siet. /s
85% Pet.ether, 15% EtOAc®E &%3&t:= ARnEHY (A7 o8& AAsle], 1-(6-EF L=
9)-3-EfEF2ug-1H-TetE-4-7l 28 A4 old o 2~ 2R sAHE WA 935S F5SIT (1.26
g, 580 +&)

[MMeCN]' = 358.75.
1-(6-F 72 2-39 U-3-L | W)-3-E2 FF0 2 Q- 1H-9 A Z-4-7H2 A

1-(6-ZF 2 2-9gu-3-d1e)-3-EgZF o 2 e -1i-9 & Z-4-7t2EA| 4 e o AHZE (1.26 g, 3.97
mol)E THF (50 mL) ¥ & (5 mL)ol| £33 t}S g F o)=2x}o|= (476 mg, 19.86 mmol)E H7}8t9ith.

EFES 50ToNA 18A17F wykgk v SulE ¥ FFs, JFFES EtOAc (50 mL) ol FH3slh.
ZZ3bo] | 1M HCIE pH27h 2 wi7bA] A shek thg CHCLs (3 x 50 nL) & FZ39ith. 55 234 =

ofj =)

tlo olo

_42_



[0568]
[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]

[0577]

E=2ES
S/

10-2267623

o
(1 x30m)3 B8 (1 x 30 mL)o® x4 AL, AX (NaS0,) 2 PS #HolHE E3 oJut2 4383 ¢}
S AFy =208t FFES 3% MeOH, 97% CHCl:® &&3te a=vtE1dy (A

g
(652,221 0-0- o 8)-3-Z el 7.0 LU k-4l 2 AR 5S4 0dE £t

H] = 289.82.

1-(6-9 23 d-1-g-9 g d-3-d & )-3-Eg EF L 2 E-1H-HZFE-4-F 2 E A4t

1-(6-ZF o 2-9gd-3-9 v e)-3-Eg| ZF ¢ 2 W g -1H-9 & Z-4-7} 2 E 2] 2F (300 mg, 1.04 mmol)S tho]At
(25 mL)3} J=d (2 mL)ol &8star, WS EFES 30Tl 18A7F wwkskgict. EdW, whe 8-S
EtOAc (100 mL)®E 3]Asta, o] E (1x30m), 2 (1 x 30 nL)o= 37 oS, A% (Na,S0y), PS
dolH g F3 o3 % FF TS FASAT. FFES 1% AcOH, 9% MeOH, 90% CHCl;= &F38hs ARvIEL
el o3 AAste], 1-(6-FEd-1-U-d-3-dH&)-3-E EF 2 Hd-11-F 2} E-4-7t 2 AP0 =2
FAEE WY F 1P ES 50T (267 mg, 76% TE).

oo S
2
o

MH]' = 340.72.

1-(6-9 22 9-1-9-H A W3- D)-3-E I ZF 0 2HL-1-H FE4-FZEA Y 2-EF 0 2375 A)-w1Qo}

o=

2-ZF O 2-3-w| A -l ol stolERER o= (56 mg, 0.294 mmol ) <}
1-(6-9] 22 d-1-Y-9 2| d-3-A | e)-3-E&] EF e ZH| &-1H-7] &} E-4-7k2 5214 (100 mg, 0.294 mmol)S ¥
3kal, DM (10 mL) Zoll 0CelA Hakglek. o &9je] HOBt (48 mg, 0.353 mmol), E&]el"olul (205 put,

1.469 mmol) % 84 ZlE2HOoIn = (79 mg, 0.411 mmol)E H7}8IAt. ¥HES rt7lR] $=_A7, 397
aEtF T, WREES CHCl; (50 mL)Z 3]41akar, NaHCO; ¥£3} 89 (20 ml)S #H7leddr. 7] & 249,

Az (MgS0y), o3 2 5F3ATH. ZAES MeOH / DONC.2 §&38t= Azvteadide os] AAste], Hs}
T AR -6 EEY-1-d-T e d-3-d e )-3-E & T Oilﬂl% -H e EA-FFE A 2-EF B2 -3-H 5

S ED

>

] = 478.0.

H NMR (DMSO) &: 1.90-1.94 (4H,m), 3.31-3.37 (4H, m), 3.82 (3H, s), 4.39 (2H, d, J = 5.6Hz), 5.26
(2H, s), 6.44 (1H, d, J = 8.6Hz), 6.85-6.90 (1H, m), 7.03-7.10 (2H, m), 7.50 (1H, dd, J = 8.8, 2.4Hz),
8.14 (1H, d, J = 2.38Hz), 8.36 (1H, d, J = 0.6Hz), 8.74 (1H, t, J = 5.8Hz).

0 R18
R17
~
N H
\N/ F
F R1 16
N = R15
—
\N
~
HyC
X1
AAd W |R14 R15 R16 R17 18 frel B2 W | pany’
s
4 F OMe H H H 501.5 501.8
5 H OMe H H H 483.5 484.1
6 H OEt i i H 497.5 497.6
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10-2267623

7 i OCF i H i 537.5 537.8
8 H H Me H i 467.5 468.1
9 i OMe i i F 501.5 501.9
10 OMe H OMe H i 513.5 513.8
11 F i OMe i F 519.5 520.0
12 |CF, i OMe i i 551.5 551.8
13 F i i i F 489.4 490.0
14 F i i i Cl 505.9 506.0
15 F i i H CFs 539.4 540.0
16 F i Cl i F 523.9 523.9
17 F i Cl i i 505.9 506.0
18 F Cl i i F 523.9 523.9
19 F Cl i i i 505.9 505.9
20 F i H Cl H 505.9 505.8
21 F Cl i H CFs 573.9 573.8
22 Cl i i i Cl 522.4 593.9
23 i i Cl H CFs 555.9 555.8
24 Me i Me i i 481.5 481.9
25 Me i i i Me 481.5 481.9
26 Me i Me i Me 495.5 496.1
27 Me F i i i 485.5 485.9
28 F i Me i i 485.5 486.1
0
N
N \ N \
\ F
N= . =
R1
/N\ F R15
N
=
[0578] HsC
¥ 2
[0579] ANd AE R14 R15 w2 F71 W [v+H]
29 F i 472.4 472.9
30 H Cl 488.9 488.9
o R18
X N SN
N\N H
e
0 R1 2
Y o R15
N \CH3
[0580]
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SS50l 10-2267623

¥ 3
[0581] AANd i3 R14 R15 R16 R18 2 €71 W [M+H]
31 CF; i i i 511.5 512.0
32 i i Me i 457.5 458.3
33 F OMe i i 491.5
34 NHCOMe i i i 500.5
35 F i i CF; 529.5
36 i i i CFs 511.5 512.3
37 CFs i i i 511.5 512.0
38 F i i i 461.5
39 i i Me i 457.5 458.3
o)
N R17
N N N
N\ H
"
R1 =
N R15
CH,
[0582]
¥ 4
[0583] AN W3 R14 R15 R17 2 |71 W [v+H1"
40 i i OMe 473.5 474.0
41 F OMe i 491.5 492.0
42 F i OMe 491.5 492.3
[0584] 5
(|3 R14
~ N —
N H
= s
R16
O\
CH,
[0585]
X5
[0586] AN AE R14 R16 2 971 MW
43 Cl i 483.0
44 Cl Me 497.0
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SSS0dl 10-2267623

cl
0
BN N
/\N H \
A \1/ s
O\
[0587] Ch,
X6
[0588] AAld W3 A 2 E71 W e
45 ‘ 533.0 533.0
o
/ N
46 496.0 495.9
v\
8!
47 e \/©/\ 520.0 520.0
X
g
0 R18
R17
~N N
N H
\N/
5 R1 16
— R15
\ N
[0589] 0
* 7
[0590] AAe dF (RS R14 R15 R16 R17 |R18 2 €71 W [n+H]

48 CONH, H H H H 481.5 482.0

49 /w H CONH, H H H 481.5 481.6
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SS50dl 10-2267623

50 /b i H o |CONH, i i 481.5 481.7
51 CF3 F i i i CF3 552.4 552.9
52 % F OMe i H H 486.5 486.8
53 CH;0Me F OMe H H H 490.5 491.0
54 CH;0Me F OMe i i OMe 520.6 521.2
55 NHMe F OMe H H H 475.5

56 NHCH,CH; F OMle i i i 489.5

57 NHCH(Me), F OMe H H H 503.6

58 NH, i 0 |OCF, i i 497.5 497.6
59 NMles F OMe H H H 489.5 490.2
60 NH, F OMle i i F 479.5

61 NHMe F OMe H H F 493.5

62 CH,0Me F i i i 460.5 461.2
63 CH,0Me CF, i i i 510.5 511.3
64 CH;OMe F H OMe H 490.5 491.3
65 CH;0Me F Me H H 4745 475.3
66 CH;0Me F OMe H H F 508.5 509.0
67 CH;0Me H Cl H OMe H 507.0 507.0
68 CH;0Me CHF, H H H H 492.5 493.0
69 CH,0Me CHF, OMle i i i 522.5 523.0
70 NH, F H H H o |cR, 499.5 500.0
71 NHCOMe F Olle i i i 503.5 504.0
72 NMeCOMe F OMe H H H 517.6 518.0
73 CH,0Me F Cl i i F 512.9 513.2
74 CH,0Me F OMle Me i i 504.6

75 CH,0Me N i i OMe i 497.5

76 CH,0Me N i i Cl i 502.0 502.2
77 CH,0Me F OMle i i CN 515.5 516.3
78 CH,0Me CF, OMle i i i 540.5 541.1
79 CH;0Me CF, H H OMe H 540.5 541.1
80 CH,0Me CHF, i i i F 510.5 511.2
81 CH;0Me CHF, i H OMe H 522.5 523.1
82 CH,0Me CHF, i i OMe F 540.5

83 CH;0Me CHF, OMe H H F 540.5 541.2
84 CH,0Me Cl i i OMe i 507.0

85 CH,0Me CONH, i i i F 503.5 504.3
86 CH;0Me CONH, H H OMe H 515.6 516.3
87 CH,0Me COOH i i i i 486.5 487.1
88 CH,0Me M i i i F 528.5

N\ l
N
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SS50l 10-2267623

89 CH,0Me H P H H F 528.5
N
N
N
L
90 CH,0Me F OCHF, H H H 526.5 527.2
91 CH,0Me H OCHF, H H H 508.5 509.2
92 CH,0Me F H H H  |OCHF, 526.5 527.3
93 CH,0Me F H Me H |CHF, 524.5
94 CH:0Me F H H F 478.5 479.0
95 CH:0Me H OMe H F 490.5 491.3
96 CH:0Me F OMe H F 508.5 509.0
97 CH:0Me F H H H Me 4745 475.0
98 CH:0Me F OMe H Cl H 525.0
99 CH:0Me F OMe H H Cl 525.0 525.0
100 CH:0Me F OMe H H CF3 558.5
101 CH,0Me F H Me H CF3 542.5
102 CH:0Me F H Cl H CF3 562.9
103 CN F OMe H H H 471.5
129 CH,0Me F OH H H H 476.5 477.0
130 NH, F OH H H H 447.5 447.9
131 CH,0Me C00Me H H H H 500.6 501.1
132 CH:0Me F CHoMe H H H 488.6 489.3
133 CH:0Me H OMe H H H 472.5 473.1
0 F
o)
~
~ N CH
/\N H 3
A \ —
R1
[0591] 5
# 8
[0592] AAd AT RS R18 +2 97 | ey’
MW

104 CH:0Me H 491.5 492.0
N /:\

105 CH,OMe F 526.5
F QN

106 CH,OMe F 522.5 523.0
H,yC ‘QN
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SS50dl 10-2267623

107 CH,0Me H 508.5
QN

108 \ﬁ CH,0Me F 526.5 527.0
F
QN

109 CH,OMe F 552.6 553.0
e J@k
H,C J \

(0]

110 HyC O —CH, CH,OMe H 507.6
N
\N /
111 SN CH,OMe H 482.5
N
=
o]

112 s7 N\ CH,OMe H 496.6

113 HyC \/@/\ NIH, i 448.5
N
\N/

134 HaC \/@/\ CH,0Me N 502.5
N
\N /

135 CH,OMe CN 479.5
MR
Q/\

136 CF3 CN 503.5
N7 N
)|\ i~
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[0593]

[0594]

SS50dl 10-2267623

114 CH,OMe 508.5
F
\ N
(6]
115 CH,OMe 525.0
Cl
\ N
(0]
116 CH,OMe 444 .5
PN \CH3
117 HyC— iy CH,OMe 431.4
—~I
\_
118 E CH,OMe 465.4
F
F
119 E CH,OMe 467 .4
F
% F
0
(0]
~ N
N H
f N
R
(0]
#Z9
AAo WS R5 T2 €71 M [M+H]+
121 Me 460.5 461.0
122 NH, 461.5
123 % 486.5
124 CFs 514.5 515.0
125 CH,OMe 490.5
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SS50l 10-2267623

(0] R18
~ N
N H
\N/
N/ \ 5 F
—_— O
Sch,
()
[0595]
F* 10
[0596] AAld W3 R5 R18 +2 971 W o
126 CFs H 477.5 478.0
127 NH, H 424.5
128 CH,0Me H 453.5
137 CH,0Me CN 478.5
138 CFs CN 502.5
(0]
(0] Cl
X N/\/
N H
(Z L
NH, "l‘
e — T
\ N
[0597] 0
¥ 11
[0598] AN WE T 2 |71 W [M+H]'
139 Me 519.0 519.1
140 H 505.0 505.1
[0599] X 12: 33E 93
¥ 12
[0600] AAX o H[HX
3
4 N-[(2-ZF 2 2-3-HEAH )M E -1-({4-[4-vE 3 g=E-1-D)HE [ d e )-3-(Eg ZF L=

W) 9 eE-4-Ft2EAE =

5 N-[(3-HEA] A d ) E ]

-1-({4-

[(4-m D) etE-1-) i E |3 bl & )-3—(

N-[(
=7

ZEe v e)veE-4- 7}

EAn =

Ee) 22 o wue)w e 4-Fle ¥

6 N[0l SARD) W ] -1-({(4-[ (- & ) et F-1-2) o & ] 5 ol &) -3 (
Pl D PR

7 [l g 1) e ] e e N [3-(E2 ER o o= A A d [ e )3 (E el B %
8 e S s

8 4o o) W e -1 (4-[ (Ao D3] 2 - 1-2) W & ] o b )3
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118 |N-[(2-ZF L 2-3-HEA A )W E |-3-(HEA M E)-1-{[2-(2,2,2-E EF 22 &) d v } 3
B E-4-IL2 BA N =

119 |N-[(2-ZF L 2-3-HEA A ) v e |-3-(H EA W& )-1-{[2-(
EgZEo v E DA d]rE ) v eE-4-II2 *}ﬂl

121 [N-[(2-EFQ=2-3-vE5A g d)md |-2-wd-1-({4-[ AT d-1-
Dyl d e ojut}E-4-IL 2 BA | =

122 |2-oH]=-N-[ (2-FEF L 2-3-HEA H D) v E |-1-({4-[ (2-Z AT 2 d-1-
g | d v E)oluthE-4-IL S BAlu =

123 |2-A o] Z2RZ 2L -N-[(2-2F 2 2-3-HESA) D) v & ]-1-({4-[ A9 d-1-9) v g 13 d b
g)olnttE-4-Fl2EAm =

124 (N-[(2-EF2-3-v|EA ) E |-1-({4-[(2-ATd-1-d)HE [d e )-2-(EZ| EF L=
uﬂE‘M vt E 4=t BAl =

125  [N-[(2-ZF e =Z-3-HEAH ) WE |-2-(FEA W E)-1-({4-[ 2y d-1-d)me 13 d irE) o]
US4 2 BALN =

126 [N-[(2-ZF o z-3-t|EAF ) E ]-1-{[6-(F 2P D-1-¢) 7 gl d-3- ] = & }-3—(
Ed %Esziuﬂ et E-4-tE2 EAH =

127 -0l =-N-[ (2-FF L 2-3-vEAH ) v E |-1-H{[6-(F Ed-1-L) F 2 d-3-d v & } 3] &} Z-4-7}
E%A}Dl

128  [N-[(2-EF2-3-v5A ) E |-3-(HE5A W) -1-{[6-(F E2d-1-d) I 2| -3-L | v & } =] &}
E-4-FtE2EA N E

137 [3-HEA M E-1-(6-T E8 d-1-d -7 g d-3-d W & )-1H-3] &F-E-4- T} 2 H A4} 6-A]of=-2-

279 2-3-vEA -y don]=
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138 [1-(6-91 el ©-1-9-3 2 9 -3- Al ) -3-E 0] H T 0 2| &- -] 2k F-4-7h 2 B A4 6-Alofr-2-F
A -l Gol] =

139 34Wh: (%%ii4ﬂﬁi23qﬂ4ﬂ?iL4ﬂi%4ﬂﬂﬁbﬂékkﬂkﬁ%
-HE jEd W E) el E-4-Ft2 EA =
7T-Z22-3 4-t}o] o] =2 -2H-1 4-WHl 2 AA -2-) i & |-1-({4-[ (2-= & 2| -1~

) glehE—4-sh= B =

140 3 O}ﬂ]h:

=,
mmmw

[0601] ¥ 13: AX 459 NMR Hlole}l (£v] d6 DMSO)
¥ 13
[0602] AAd |3}ey A ZE
H35

4 1.98 (3H, s), 3.82 (3H, s), 4.39 (2H, d, J = 5.7Hz), 5.22 (2H, s), 5.40 (2H, s), 6.86-6.90

(1H, m), 7.04-7.10 (2H, m), 7.19-7.29 (5H, m), 7.53 (1H, s), 8.43 (1H, s), 8.74 (1H, t, J =

5.7Hz)

5 1.87 (3H, s), 3.72 (3H, s), 4.35 (24, d, J =5.9Hz), 5.22 (2H, s), 5.41 (2H, s), 6.80-6.86

(3H, m), 7.20 (2H, d, J =8.2Hz), 7.23-7.29 (4H, m), 7.53 (1H, s), 8.42 (1H, s), 8.75 (1H,

br. s)

6 1.30 (3H, t, J =6.9Hz), 1.98 (3H, s), 3.99 (2H, q, J = 7.0Hz), 4.34 (2H, d, J = 5.9Hz),
5.22 (2H, s), 5.41 (2H, s), 6.78-6.84 (3H, m), 7.19-7.27 (6H, m), 7.53 (1H, s), 8.43 (1H,

s), 8.75 (1H, t, J = 5.8Hz)

7 1.98 (3H, s), 4.42 (21, d, J = 6.0Hz), 5.22 (21, s), 5.41(2H, s), 7.19-7.33 (8H,m), 7.46

(1H, t, J = 7.7Hz), 7.53 (1H s), 8.43 (1H, s), 8.86 (1H, t, J = 5.9Hz)

8 1.98 (3H, s), 2.27 (3H, s), 4.32 (24, d, J = 5.8 Hz), 5.22 (2H, s), 5.40 (2H, s), 7.11-7.23

(9H, m), 7.54 (1H, s), 8.42 (1H, s), 8.75 (UH, t, J = 5.9 Hz)

9 1.98 (3H, s), 3.70 (3H, s), 4.37 (2H, d , J = 5.7Hz), 5.23 (2H, s), 5.41 (2H, s), 6.84-6.87

(2H, m), 7.09-7.13 (1H, m), 7.21-7.29 (5H, m), 7.54 (1H, s), 8.44 (1H, s), 8.77 (1H, t, J =

5.7Hz)

10 1.98 (3H, s), 3.74 (3H, s), 3.78 (3H, s), 4.25 (2H, d, J = 5.6Hz), 5.23 (2H, s), 5.40 (2H,

s), 6.47 (1M, dd, J = 8.4, 2.4Hz), 6.54 (1H, d, J = 2.3Hz), 7.09 (1H, d, J = 8.3Hz), 7.20

(2H, d, J = 8.2Hz), 7.24 (1H, s), 7.28 (2H, d, J = 8.1Hz), 7.54 (1H, s), 8.44 (1H, d, J =

0.6), 8.51 (IH, t, J = 5.6Hz)

11 |1.98 (3H, s), 3.77 (3H, s), 4.33 (2H, d, J= 5.0Hz), 5.22 (2H, s), 5.38 (2H, s), 6.74 (2H, d,

J=9.7Hz), 7.19 (2H, d, J = 8.1Hz), 7.24 (2H, d, J = 3.7Hz), 7.26 (1H, s), 7.54 (1H, s),

8.37 (1, s), 8.55 (1H, t, J = 5.0Hz)

12 1.98 (3H, s), 3.81 (3H, s), 4.47 (2H, d, J = 5.2Hz), 5.23 (2H, s), 5.42 (2H, s), 7.20-7.24

(5H, m), 7.29 (2H, d, J = 8.0Hz), 7.44 (1M, d, J = 8.2Hz), 7.54 (1H, s), 8.46 (1H, s), 8.78

(1H, t, J = 4.8Hz)

13 [1.98 (3H, s), 4.42 (2H, d, J = 5.1Hz), 5.22 (2H, s), 5.38 (2H, s), 7.06-7.09 (2H, m),

7.10-7.13 (2H, m), 7.18-7.26 (3H, m), 7.37-7.44 (1H, m), 7.54 (1H, s), 8.38 (1H, s), 8.65

(1H, t, J = 5.1Hz)

14 [1.98 (3H, s), 4.49-4.50 (2H, m), 5.21 (2H, s), 5.38 (2H, s), 7.18 (2H, d, J = 8.2Hz),
7.23-7.27 (41, m), 7.34-7.43 (2H, m), 7.54 (1H, s), 8.38 (IH, s), 8.55 (IH, t, J = 4.8Hz)

15 [1.98 (3H, s), 4.52 (2H, d, J = 3.9Hz), 5.21 (2H,s), 5.38 (2H, s), 7.18 (2H, d, J = 8.1Hz),
7.23-7.25 (3, m), 7.53 (1M, s), 7.58-7.63 (3H, m), 8.35 (1H, s), 8.51 (1H, t, J= 4.3Hz)

16 [1.98 (3H, s), 4.38 (2H, d, J = 5.1Hz), 5.22 (2H, s), 5.39 (2H, s), 7.18 (1H, s), 7.20 (1H,

s), 7.24 (2H, d, J = 4.5Hz), 7.27 (1H, s), 7.38 (2H, d, J = 7.4Hz), 7.54 (1H, s), 8.36 (1H,

s), 8.67 (1H, t, J = 5.1Hz)

17 |1.98 (3H, s), 4.38 (2H, d, J = 5.6Hz), 5.23 (2H, s), 5.41 (2H, s), 7.19 (1H, s), 7.21 (1H,

s), 7.24 (1H, s), 7.26-7.29 (3H, m), 7.37 (1H, t, J = 8.2Hz), 7.43 (1H, dd, J = 10.0,

2.0Hz), 7.55 (1H, s), 8.44 (1H, s), 8.82 (1H, t, J = 5.8Hz)

18 [1.98 (3H, s), 4.44 (2H, d, J = 5.2 Hz), 5.22 (2H, s), 5.39 (2H, s), 7.18-7.27 (6H, m), 7.53

(1H, s), 7.58-7.62 (I1H, m), 8.46 (1H, s), 8.71 (I1H, t, J = 5.2Hz)

19 1.98 (3H, s), 4.44 (2H, d, J = 5.6Hz), 5.23 (2H, s), 5.41 (2H, s), 7.19-7.23 (4H, m),
7.27-7.32 (30, m), 7.47-7.51 (1H, m), 7.53 (1H, s), 8.44 (1H,s), 8.82 (1H, t, J= 5.6Hz)

20 1.98 (3H, s), 4.39 (2H, d, J = 5.7Hz), 5.23 (2H, s), 5.41 (2H, s), 7.19-7.30 (6H, m),
7.36-7.40 (2H, m), 7.54 (1H, s), 8.45 (1H, s), 8.80 (IH, t, J = 5.7Hz)

21 1.98 (3H, s), 4.56 (2H, d, J = 3.7 Hz), 5.21 (2H, s), 5.39 (2H, s), 7.19 (2H, d, J = 8.1Hz),
7.24 (2H, d, J = 2.8Hz), 7.26 (1H, s), 7.53 (1H, s), 7.65 (1H, d, J = 8.6Hz), 7.82 (1H, t, J
= 7.81z), 8.35 (1H, s), 8.54 (1H, t, J = 4.2Hz)

22 1.98 (3H, s), 4.61 (2H, d, J = 4.4Hz), 5.21 (2H, s), 5.38 (2H, s), 7.18 (2H, d, J = 8.2Hz),
7.22-7.26 (3H, m), 7.38-7.40 (1H, m), 7.49-7.53 (3, m), 8.38 (1H, s), 8.45 (1H, t, J=
4.3Hz)
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23

1.98 (3H, s), 4.54 (2H, d, J = 5.6Hz), 5.23 (2H, s), 5.44 (2H, s), 7.20-7.24 (3H, m), 7.30
(2H, d, J = 8.1Hz), 7.53 (2H, d, J = 5.5Hz), 7.57 (1H, d, J = 8.5Hz), 7.77 (1H, d, J =
8.4Hz), 8.49 (IH, s), 8.90 (UH, t, J = 5.8Hz)

24

1.98 (3H, s), 2.24 (6H, s), 4.31 (2H, d, J = 5.6 Hz), 5.22 (2H, s), 5.40 (2H, s), 6.95 (1H,
d, J=7.7Hz), 6.98 (1, s), 7.10 (1H, d, J = 7.6 Hz), 7.18-7.29 (5H, m), 7.54 (1H, s),
8.44 (1H, s), 8.60 (1H, t, J = 5.6 Hz)

25

1.97 (3H, s), 2.31 (6H, s), 4.38 (2H, d, J = 4.7 Hz), 5.21 (2H, s), 5.36 (2H, s), 7.01 (1H,
s), 7.03 (1H, s), 7.07-7.11 (1H, m), 7.16 (1H, s), 7.18 (1H, s), 7.23 (2H, d, J = 3.5 Hz),
7.25 (1H, s), 7.53 (1H, s), 8.26 (UH, t, J = 5.0 Hz), 8.38 (IH, s)

26

1.97 (3H, s), 2.20 (3H, s), 2.26 (6H, s), 4.34 (2H, d, J = 4.8Hz), 5.21 (2H, s), 5.36 (2H,
s), 6.84 (2H, s), 7.17 (2H, d, J = 8.1Hz), 7.23-7.25 (3H, m), 7.53 (1H, s), 8.20 (1H, t, J =
4.7Hz), 8.38 (1H, s)

27

1.98 (3H, s), 2.19 (8H, d, J = 1.7Hz), 4.38 (2H, d, J = 5.6Hz), 5.22 (2H, s), 5.40 (2H, s),
7.04-7.09 (2H, m), 7.16-7.29 (6H, m), 7.53 (IH, s), 8.44 (IH, s), 8.68 (IH, t, J = 5.2Hz)

28

1.98 (3H, s), 2.29 (3H, s), 4.35 (2H, d, J = 5.7 Hz), 5.23 (2H, s), 5.40 (2H, s), 6.98 (1H,
d, J =8.1Hz), 7.01 (1H, d, J = 11.6 Hz), 7.19-7.22 (3H, m), 7.24 (1H, s), 7.27 (1H s),
7.29 (1H, s), 7.55 (1H, s), 8.44 (1M, s), 8.75 (UH, t, J = 5.7 Hz)

29

1.99 (3H, s), 4.55 (2H, dd, J = 5.5, 1.4Hz), 5.23 (2H, s), 5.41 (2H, s), 7.19-7.24 (3H, m),
7.28 (2H, d, J= 8.2Hz), 7.38-7.43 (1H, m), 7.54 (1H, s), 7.67-7.72 (1H, m), 8.36-8.38 (1H,
m), 8.44 (IH, s), 8.76 (IH, t, J = 4.2Hz)

30

1.99 (3H, s), 4.49 (2H, d, J = 5.9Hz), 5.24 (2H, s), 5.43 (2H, s), 7.20-7.25 (3H, m),
7.30-7.31 (2H, m), 7.49-7.50 (2H, m), 7.55 (1H, s), 8.52 (2H, d, J = 5.8Hz), 8.97 (1H, d, J=
5.9Hz)

31

3.20 (3H, m), 4.53 (2H, d, J = 2.9Hz), 4.59 (2H, d, J = 5.2Hz), 5.06 (2H, s), 5.30 (2H, s),
6.19-6.27 (1H, m), 6.40 (1H, d, J = 9.2Hz), 7.18-7.34 (4H, m), 7.36-7.47 (1H, m), 7.76 (2H,
t, J =6.4Hz), 8.24-8.37 (1H, s), 8.54 (UH, s), 8.74-8.86 (2H, m)

32

2.73 (8H, s), 3.22 (3H, s), 4.46 - 4.58 (4H, m), 5.08 (2H, s), 5.30 (2H, s), 6.20 - 6.27
(1H, m), 6.40 (1H, d, J = 9.1Hz), 7.20 - 7.32 (4H, m), 7.42 (1H, ddd, J = 2.1, 6.6, 8.8Hz),
7.78 (11, dd, J = 1.5, 6.8Hz), 7.88 (1H, d, J = 8.3Hz), 8.30 (1H, s), 8.39 (1H, dd, J = 2.0,
8.3Hz), 8.64 - 8.76 (2H, m)

36

3.21 (3H, s), 4.54 (2H, s), 4.58 (2H, d, J = 5.7Hz), 5.07 (2H, s), 5.30 (2H, s), 6.22 (1H,
td, J =6.7, 1.4Hz), 6.39 (1H, d, J = 9.2Hz), 7.20-7.31 (4H, m), 7.41 (1H, ddd, J = 8.9,
6.6, 2.1Hz), 7.70 (1H, dd, J = 7.9, 4.7Hz), 7.76 (1H, dd, J = 6.8, 2.1Hz), 7.97 (1H, d, J =
7.8Hz), 8.28 (IH, s), 8.50 (UH, t, J = 5.8Hz), 8.62 (UH, d, J = 4. 9Hz)

37

3.20 (3H, m ), 4.53 (2H, d, J = 2.9Hz), 4.59 (2H, d, J = 5.2Hz), 5.06 (2H, s), 5.30 (2H, s),
6.19-6.27 (1H, m), 6.40 (1H, d, J = 9.2Hz), 7.18-7.34 (4H, m), 7.36-7.47 (1H, m), 7.76 (2H,
t, J =6.4Hz), 8.24-8.37 (UH, s), 8.54 (1H, s), 8.74-8.86 (2H. m)

39

2.73 (3H, s), 3.22 (3H, s), 4.46 - 4.58 (4H, m), 5.08 (2H, s), 5.30 (2H, s), 6.20 - 6.27
(1H, m), 6.40 (I1H, d, J = 9.1Hz), 7.20 - 7.32 (4H, m), 7.42 (1H, ddd, J = 2.1, 6.6, 8.8Hz),
7.78 (1M, dd, J = 1.5, 6.8Hz), 7.88 (1H, d, J = 8.3Hz), 8.30 (1H, s), 8.39 (1H, dd, J = 2.0,
8.3Hz), 8.64 - 8.76 (2H, m)

40

3.21 (8H, s), 3.83 (3H, s), 4.40 (2H, d, J = 5.8Hz), 4.55 (2H, s), 5.07 (2H, s), 5.30 (2H,
s), 6.22 (1H, dt, J = 1.4, 6.6Hz), 6.40 (1H, ddd, J = 0.7, 1.4, 9.1Hz), 6.67 (1H, dd, J =
.8, 8.2Hz), 6.88 (1H, dd, J = 0.8, 7.3Hz), 7.22-7.29 (4H, m), 7.41 (1H, ddd, J = 2.1, 6.6,
.2Hz), 7.65 (1M, dd, J = 7.3, 8.2Hz), 7.76 (1H, ddd, J = 0.8, 2.1, 6.8Hz), 8.28 (1H, s),
.42 (IH, t, J = 5.8Hz)

41

.25 (3H, s), 3.92 (3H, s), 4.46-4.57 (4H, m
4, 6.7 Hz), 6.39 (1H, ddd, J = 0.7, 1.4, 9
.1, 6.6, 8.9 Hz), 7.75 (1H, ddd, J = 0.7, 2
5.4 Hz)

), 5.07 (20, s), 5.28 (2H, s), 6.22 (1H, td, J
2 Hz), 7.17-7.28 (5H, m), 7.41 (1H, ddd, J =
1

, 6.8 Hz), 8.21-8.29 (2H, m), 8.42 (1H, t, J

DN = W |00 © O

42

3.21 (8H, s), 3.79 (3H, s), 4.49 (2H, dd, J = 2.0, 5.5Hz), 4.54 (2H, s), 5.07 (2H, s), 5.29
(2H, s), 6.23 (1H, td, J = 1.4, 6.7Hz), 6.38 - 6.43 (1H, m), 6.77 (1H, dd, J = 3.0, 8.9Hz),
7.20 - 7.25 (2H, m), 7.25 - 7.30 (2H, m), 7.41 (1H, ddd, J = 2.1, 6.6, 8.9Hz), 7.65 (1H, t,
J =8.9H4z), 7.76 (1H, dd, J = 1.5, 6.8Hz), 8.26 (1H, s), 8.31 (IH, t, J = 5.5Hz)

45

3.17 (3H, s), 4.53 (2H, s), 4.61 (2H, d, J = 5.7Hz), 5.06 (2H, s), 5.27 (2H, s), 6.21 (1H,
dt, J =6.8, 1.30z), 6.39 (11, d, J = 9.3Hz), 7.22 (20, d, J = 8.2Hz), 7.26 ( 2H, d, J
8.3Hz), 7.38-7.42 (2H, m), 7.69 (1H, s), 7.75 (1H, dd, J = 6.8, 1.8Hz), 7.99 (1H, d, J
2.0Hz), 8.02 (1H. d. J = 8.6Hz). 8.22 (1H. s). 8.36-8.43 (IH. m)

46

1.91-1.93 (4H, m), 3.19 ( 3H, s), 3.31-3.36 (4H, m), 4.54 (2H, s), 4.61 (2H, d, J = 5.7Hz),
5.12 (2H, s), 6.40 (1H, d, J = 8.7Hz), 7.40 (1H, dd, J = 8.6, 2.0Hz), 7.43 (1H, dd, J = 8.
2.4Hz), 7.68 (1H, s), 7.98 (1H, d, J = 2.0Hz), 8.01 (1H, s), 8.03 (1H, s), 8.08 (1H, d, J
2.2Hz), 8.14 (1H, s), 8.38 (IH, t, J = 5.2Hz)

[N

47

1.98 (3H, s), 3.17 (3H, s), 4.53 (2H, s), 4.61 (2H, d, J = 5.6Hz), 5.20 (2H, s), 5.27 (2H,
s), 7.17 (2H, d, J = 8.2Hz), 7.21 (2H, d, J = 8.2Hz), 7.22 (1H, s), 7.41 (1H, dd, J = 8.6,
2.0Hz), 7.52 (1H, s), 7.69 (1H, s), 7.99 (1H, d, J = 2.0Hz), 8.03 (1H, d, J = 8.6Hz), 8.22
(1H, s), 8.40 (UH, t, J = 5.7Hz)
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48 | 0.72-0.75 (2H, m), 0.80-0.84 (2H, m), 2.50-2.55 (1H, m), 4.52 (2H, d, J = 5.9Hz), 5.06 (2H,
s), 5.19 (20, s), 6.21-6.25 (1H, m), 6.39 (I1H, d, J = 9.0Hz), 7.18 (20, d, J = 8.2Hz), 7.25
(2H, d, J = 8.2Hz), 7.27-7.30 (1H, m), 7.35-7.49 (4H, m), 7.77 (1H, dd, J = 1.9, 6.8Hz),
7.80 (1H, s), 7.98 (1H, s). 8.14 (IH, s). 8.31 (IH, t. J = 6.0Hz)

49 | 0.72-0.76 (2H, m), 0.79-0.84 (2H, m), 2.52-2.64 (1H, m), 4.40 (2H, d, J = 5.9Hz), 5.06 (2H,
s), 5.19 (2H, s), 6.20-6.24 (1H, m), 6.39 (1H, d, J = 8.8Hz), 7.18 (2H, d, J = 8.2Hz), 7.25
(2H, d, J = 8.1Hz), 7.38-7.44 (4H, m), 7.72-7.77 (2, m), 7.80 (1H, s), 7.95 (IH, s), 8.11
(1H. s). 8.40 (1H, t. J = 5.9Hz)

50 | 0.73-0.76 (2H, m), 0.79-0.84 (2H, m), 2.57-2.62 (1H, m), 4.41 (2H, d, J = 5.9Hz), 5.07 (2H,
s), 5.19 (20, s), 6.21-6.24 (1H, m), 6.39 (IH, d, J = 8.8Hz), 7.18 (20, d, J = 8.2Hz), 7.25
(2H, d, J = 8.1Hz), 7.27-7.35 (4H, m), 7.39-7.43 (1H, m), 7.76 (1H, dd, J = 1.9, 6.5Hz),
7.81 (1, d. J = 8.2Hz), 7.91 (IH. s), 8.11 (IH. s), 8.20 (IH, t. J = 6.0Hz)

51 |4.52 (2H, d, J = 3.9Hz), 5.06 (2H, s), 5.31 (2H, s), 6.20-6.24 (1H, m), 6.38 (1H, t, J =
9.0Hz), 7.26 (4H, s), 7.39-7.45 (1H, m), 7.63 (3H, t, J = 2.0Hz), 7.76 (1H, dd J = 4.8,
1.9Hz), 8.35 (1H, s), 8.51 (IH, t, J = 4.5Hz)

52 0.72-0.75 (2, m), 0.79-0.82 (2H, m), 2.56-2.62 (1H, m), 3.82 (3H, s), 4.39 (2, d, J =
5.7Hz), 5.06 (2H, s), 5.18 (2H, s), 6.21-6.24 (1H, m), 6.39 (1H, d, J = 8.9Hz), 6.86-6.90
(1H, m), 7.04-7.07 (2H, m), 7.18 (2H, d, J = 8.1Hz), 7.25 (2H, d, J = 8.1Hz), 7.39-7.43 (1H,
m). 7.76 (1H. q. J = 5.1z), 8.12 (0. s). 8.35 (IH, t. J = 5.9Hz)

53 3.2 (3H, s), 3.82 (3H, s), 4.41 (20, d, J = 5.6Hz), 4.52 (2H, s), 5.07 (2H, s), 5.28 (2H,
s), 6.22 (1H, td, J = 6.7, 1.4Hz), 6.39 (1H, d, J = 9.8Hz), 6.86-6.90 (1H, m), 7.05-7.10
(2H, m), 7.22-7.27 (4H, m), 7.39-7.43 (1H, m), 7.76 (1H, dd, J = 6.8, 1.9Hz), 8.24 (1H, s),
8.34 (1H, t. J = 5.7Hz)

54 |3.16 (3H, s), 3.77 (6H, d, J = 1.8Mz), 4.39 (2H, dd, J = 1.6, 5.2Hz), 4.45 (2H, s), 5.05
(20, s), 5.25 (20, s), 6.21 (1, td, J = 1.4, 6.7Hz), 6.36-6.40 (1, m), 6.76 (1H, dd, J =
1.7, 9.1 Hz), 7.05 (1, t, J = 9.4Hz), 7.17-7.27 (4H, m); 7.40 (1H, ddd, J = 2.1, 6.6,
8.9Hz), 7.74 (1H, dd, J = 2.1, 6.8Hz), 7.95 (IH, t, J = 5.1Hz), 8.21 (IH, s)

58 | 4.36 (2H, d, J = 5.9Hz), 5.04 (2H, s), 5.07 (2H, s), 5.37 (2H, s), 6.21-6.24 (1H, m), 6.39
(1H, d, J = 9.1Hz), 7.20 (2H, d, J = 8.1Hz), 7.26 (2H, d, J = 8.1Hz), 7.27-7.31 (2H, m),
7.38-7.43 (3H. m), 7.76 (1H, dd. J = 2.0, 6.8Hz), 7.97 (1H. s), 8.35 (1H, t. J = 5.9Hz)

59 [2.72 (6H, s), 3.82 (3H, s), 4.41 (2H, d, J = 5.6Hz), 5.07 (2H, s), 5.17 (2H, s), 6.21-6.25
(1H, m), 6.40 (1H, d, J = 8.8Hz), 6.86-6.89 (1H, m), 7.04-7.07 (2H, m), 7.21-7.25 (4H, m),
7.39-7.41 (10, m), 7.76 (1H. dd. J = 6.9, 1.6Hz). 8.07 (1. s), 8.35 (1M, t. J = 5.8Hz)

62 |3.20 (3H, s), 4.42 (2H, ] = 5.7Hz), 4.53 (2H, s), 5.07 (2H, s), 5.28 (2H, s), 6.22 (1H, td,
J=6.7, 1.4Hz), 6.39 (1H, d, J = 9.2Hz), 7.13-7.38 (8H, m), 7.41 (IH, ddd, J = 8.9, 6.6,
2.1Hz), 7.76 (1H, dd, J = 6.8, 2.1Hz), 8.25 (1H, s), 8.35 (1H, t, J = 5.8Hz)

63 [3.20 (3H, s), 4.53 (2H, s), 4.57 (2, d, J = 5.7Hz), 5.07 (20, s), 5.30 (20, s), 6.22 (1H,
td, J = 6.7, 1.4Hz), 6.40 (1H, d, J = 9.1Hz), 7.22-7.31 (4H, m), 7.41 (1H, ddd, J = 8.9,
6.5, 2.1Hz), 7.47 (I, t, J = 7.6Hz), 7.54 (14, d, J = 7.7Hz), 7.65 (1H, t, ] = 7.6Hz), 7.72
(1. d. J = 7.7Hz), 7.76 (IH, dd. J = 6.8, 2.1Hz), 8.29 (1H, s), 8.43 (IH, t. J = 5.8Hz)

64 | 3.20 (3H, s), 3.70 (3H, s), 4.38 (2H, d, J = 5.7Hz), 4.52 (2H, s), 5.07 (2H, s), 5.28 (2H,
s), 6.22 (1H, td, J = 6.7, 1.4Hz), 6.39 (1H, d, J = 9.1Hz), 6.80-6.81 (2H, m), 7.10 (1H, dd,
J=9.6, 8.9Hz), 7.20-7.30 (4H, m), 7.41 (1H, ddd, J = 9.2, 6.6, 2.1Hz), 7.76 (1H, dd, J =
6.8, 2.1Hz), 8.25 (1, s), 8.33 (1M, t, J = 5.7Hz)

65 [2.28 (3H, s), 3.20 (3H, s), 4.37 (2H, d, J = 5.7Hz), 4.52 (20, s), 5.06 (2H, s), 5.28 (2H,
s), 6.22 (1, td, J = 6.7, 1.4Hz), 6.39 (1, d, J = 9.1Hz), 6.93-7.04 (2H, m), 7.18-7.30
(5H, m), 7.41 (1H, ddd, J = 9.2, 6.6, 2.1Hz), 7.75 (1, dd, J = 6.8, 2.1Hz), 8.24 (IH, s),
8.30 (IH. t, J =5.7H2),

66 |3.20 (3H, s), 3.81 (3H, s), 4.43 (2H, d, J = 5.3Hz), 4.49 (2H, s), 5.06 (2H, s), 5.26 (2H,
s), 6.21 (1H, dt, J = 1.4, 6.7Hz), 6.39 (1H, ddd, J = 0.7, 1.4, 9.1Hz), 7.02 (1H, dt, J =
1.9, 9.2Hz), 7.12 (1H, dt, J = 5.3, 9.3Hz), 7.18-7.27 (4H, m), 7.40 (1H, ddd, J = 2.1, 6.6,
9.9Hz), 7.75 (1H, ddd, J = 0.7, 2.1, 6.8Hz), 8.21 (I1H, s), 8.24 (IH, t, J = 5.3Hz)

67 [3.21 (3H, s), 3.75 (3H, s), 4.35 (2H, d, J = 5.9Hz), 4.54 (20, s), 5.07 (20, s), 5.29 (2H,
s), 6.22 (11, dt, J = 1.4, 6.7Hz), 6.40 (1, ddd, J = 0.7, 1.4, 9.2Hz), 6.82 (1H, dd, J =
1.4, 2.4Hz), 6.87-6.93 (2H, m), 7.21-7.31 (4H, m), 7.41 (IH, ddd, J = 2.1, 6.6, 9.2Hz), 7.76
(11, ddd. J = 0.7, 2.1, 6.8Hz). 8.24 (1H. s). 8.39 (IH, t. J = 5.9Hz)

68 |3.18 (3H, d, J = 0.7Hz), 4.53 (4H, d, J = 8.8Hz), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H, tt,
J=1.0, 6.7Hz), 6.39 (1H, d, J = 9.2Hz), 7.13-7.45 (8, m), 7.51 (IH, t, J = 7.5Hz), 7.58
(1H. d, J = 7.7Hz). 7.76 (1H, dd. J = 2.0, 6.8Hz), 8.25 (1H, s). 8.39 (IH, t. J = 5.9Hz)

69 [3.19 (3H, s), 3.83 (3H, s), 4.52 (2H, s), 4.59 (2H, d, J = 5.8 Hz), 5.07 (2H, s), 5.29 (2H,
s), 6.22 (11, td, J = 1.4, 6.7Hz), 6.39 (1H, dt, J = 1.0, 9.1Hz), 7.01 (1H, d, J = 7.8Hz),
7.06 (1H, d, J = 8.4Hz), 7.14-7.48 (7H, m), 7.76 (1H, ddd, J = 0.7, 2.1, 6.8Hz), 8.27 (1H,
). 8.34 (IH, t. J = 5.9Hz)

70 4.14 (2H, d, J = 6.2Hz), 4.55 (20, br.s), 5.04 (2H, s), 6.20 (1H, td, J = 6.7, 1.3Hz),

6.38 (11, d, J = 9.2Hz), 7.20-7.29 (4H, m), 7.37-7.42 (1H, m), 7.57 (1H, d, J = 3.8Hz), 7.60
(3H, br.s), 7.74 (2H, dd, J =6.7, 1.9Hz), 8.40 (1H, br.s), 12.01 -12.19 (1H, m)
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71 [1.98 (3H, s), 3.83 (3H, s), 4.41 (2H, d, J = 5.8Hz), 5.04 (2H, s), 5.59 (2H, s), 6.22 (1H,
td, J =6.7, 1.4Hz), 6.39 (1H, dd, J = 9.1, 0.5Hz), 6.79-6.83 (1H, m), 7.03-7.05 (2H, m),
7.08-7.10 (2H, m), 7.19 (IH, s), 7.21 (1H, s), 7.22 (1H, s), 7.39-7.43 (1H, m), 7.74 (1H,
dd, J =6.7, 1.9Hz), 9.13 (IH, t, J = 5.9Hz), 10.53 (1H, s)

72 11.93 (3H, s), 3.10 (3H, s), 3.83 (3H, s), 4.42 (2H, d, J = 4.8Hz), 5.05 (2H, s), 5.64 (2H,
s), 6.22 (1H, td, J =6.7, 1.3Hz), 6.40 (1H, d, J = 9.5Hz), 6.79-6.81 (1H, m), 6.87 (1H,
br.s), 7.03-7.06 (2H, m), 7.07-7.11 (2H, m), 7.18-7.21 (2H, m), 7.39-7.44 (1H, m), 7.75 (1H,
dd, J = 6.8, 1.9Hz), 9.08 (1H, br.s)

73 |3.22 (3H, s), 4.46 (2H, d, J = 5.3Hz), 4.51 (2H, s), 5.07 (2H, s), 5.27 (2H, s), 6.22 (1H,
td, J = 1.4, 6.7Hz), 6.40 (1H, d, J = 8.5Hz), 7.15 - 7.29 (5H, m), 7.38 - 7.46 (1H, m), 7.54
- 7.64 (1H, m), 7.76 (1H, dd, J = 1.5, 6.8Hz), 8.20 (1H, s), 8.34 (IH, t, J = 5.4Hz)

76 13.22 (3H, s), 4.54 (4H, m), 5.07 (2H, s), 5.30 (2H, s), 6.22 (1H, td, J = 1.4, 6.7Hz), 6.40
(1H, ddd, J = 0.7, 1.4, 9.1Hz), 7.20-7.30 (4H, m), 7.41 (1H, ddd, J = 2.1, 6.6, 9.2Hz),
7.52-7.59 (2H, m), 7.76 (1H, ddd, J = 0.7, 2.1, 6.8Hz), 7.84-7.91 (1H, m), 8.26 (1H, s),
8.58 (1H, t, J = 5.7Hz)

77 13.21 (3H, s), 3.92 (3H, s), 4.47-4.55 (4H, m), 5.06 (2H, s), 5.27 (2H, s), 6.21 (1H, td, J =
6.7, 1.4Hz), 6.39 (1H, d, J = 9.1Hz), 7.17-7.31 (5H, m), 7.40 (1H, ddd, J = 8.9, 6.6,
2.1Hz), 7.67 (1M, dd, J = 8.6, 1.5Hz), 7.75 (1H, dd, J = 6.8, 2.1Hz), 8.20 (1H, s), 8.40
(1H, t, J = 5.2Hz)

78 13.20 (3H, s), 3.86 (3H, s), 4.49-4.56 (4H, m), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H, td, J =
1.4, 6.7Hz), 6.39 (1H, ddd, J = 0.7, 1.4, 9.2Hz), 7.07 (1H, d, J = 7.8Hz), 7.18 (1H, d, J =
8.4Hz), 7.22-7.29 (4H, m), 7.39-7.44 (1M, m), 7.55 (1M, t, J = 8.1Hz), 7.76 (1H, ddd, J =
0.7, 2.1, 6.8Hz), 8.27 (1H, s), 8.34 (1H, t, J = 5.8Hz)

79 13.20 (3H, s), 3.79 (3H, s), 4.53 (4H, m), 5.07 (2H, s), 5.30 (2H, s), 6.22 (1H, td, J = 1.4,
6.7Hz), 6.40 (1H, dt, J = 1.0, 9.1Hz), 6.96-7.05 (2H, m), 7.22-7.31 (4H, m), 7.41 (1H, ddd,
J=2.1, 6.6, 8.9Hz), 7.66 (1H, d, J = 8.6Hz), 7.76 (1H, ddd, J = 0.7, 2.1, 6.8Hz), 8.29
(1H, s), 8.40 (1H, t, J = 5.8Hz)

80 |3.16 (3H, s), 4.43-4.52 (4H, m), 5.05 (2H, s), 5.26 (2H, s), 6.21 (1H, td, J = 1.4, 6.7Hz),
6.39 (1H, dt, J = 1.0, 9.2Hz), 7.23 (4H, q, J = 8.3Hz), 7.31-7.62 (5H, m), 7.75 (1H, ddd, J
=0.7, 2.1, 6.8Hz), 8.22 (1H, s), 8.33 (I1H, t, J = 5.4Hz)

81 [3.18 (3H, s), 3.76 (3H, s), 4.51 (4H, m), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H, td, J = 1.4,
6.7Hz), 6.40 (1H, dt, J = 1.2, 9.0Hz), 6.88-6.98 (2H, m), 7.03-7.33 (5H, m), 7.41 (1H, ddd,
J=2.1, 6.6, 8.9Hz), 7.51 (1H, d, J = 9.1Hz), 7.76 (1H, ddd, J = 0.7, 2.1, 6.8Hz), 8.26
(1H, s), 8.38 (1H, t, J = 5.8H2)

83 [3.12 (3H, s), 3.83 (3H, s), 4.43 (2H, s), 4.52-4.59 (2H, m), 5.05 (2H, s), 5.25 (2H, s),
6.21 (1H, td, J = 1.4, 6.7Hz), 6.39 (1H, dt, J = 1.0, 9.2Hz), 7.15-7.44 (8H, m), 7.75 (1H,
ddd, J = 0.7, 2.1, 6.8Hz), 8.08 (I1H, t, J = 4.9Hz), 8.22 (1H, s)

85 [3.17 (3H, s), 4.44 (2H, s), 4.54 (21, d, J = 5.2 Hz), 5.05 (2H, s), 5.25 (2H, s), 6.21 (1H,
td, J =6.7, 1.4Hz), 6.39 (1H, d, J = 9. 2Hz), 7.14-7.32 (6H, m), 7.34-7.44 (2H, m), 7.60
(1H, s), 7.75 (IH, dd, J = 6.8, 2.1Hz), 8.07-8.18 (2H, m), 8.21 (1H, s)

86 |3.21 (3H, s), 3.74 (3H, s), 4.50 (2H, s), 4.55 (2H, d, J = 5.9Hz), 5.06 (2H, s), 5.28 (2H,

s), 6.22 (1H, td, J = 6.7, 1.4Hz), 6.39 (1H, d, J = 9.1Hz), 6.82-6.91 (2H, m), 7. 18-7. 33
(5H, m), 7.41 (1M, ddd, J = 8.9, 6.6, 2.1Hz), 7.49 (1H, d, J = 8.4Hz), 7.76 (1H, d, J =
2.1Hz), 7.81 (1H, br. s), 8.25 (1M, s), 8.30 (1M, t, J = 6.0Hz)

87 [3.21 (3H, s), 4.50 (2H, s), 4.70 (2H, d, J = 5.9Hz), 5.06 (2H, s), 5.28 (2H, s), 6.22 (1H,
td, J = 1.4, 6.7Hz), 6.39 (1H, dd, J = 1.3, 9.1 Hz), 7.21-7.28 (4H, m), 7.32-7.44 (3H, m),
7.51 (1M, td, J =1.5, 7.5 Hz), 7.76 (1H, dd, J = 2.1, 6.8 Hz), 7.86 (1H, dd, J = 1.4, 7.8
Hz), 8.26 (1H, s), 8.34 (1H, t, J = 5.9 Hz), 13.08 (IH, br. s)

90 [3.21 (3H, s), 4.45 (2H, d, J = 5.8Hz), 4.53 (2H, s), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H,
td, J =6.7, 1.4Hz), 6.39 (1H, d, J = 9.2Hz), 7.16-7.31 (7H, m), 7.24 (1H, t, J = 72Hz),
7.38-7.44 (1H, m), 7.77 (1H, dd, J = 6.8, 2.1Hz), 8.26 (1H, s), 8.45 (1H, t, J = 5.8Hz)

91 |3.20 (3H, s), 4.40 (2H, d , J = 5.9Hz), 4.54 (2H, s), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H,
td, J =6.7, 1.4Hz), 6.39 (1H, d, J = 9.1Hz), 7.02-7.10 (2H, m), 7.16 (1H, d, J = 7.7Hz),
7.20 (1, t, J = 72Hz), 7.21-7.29 (4H, m), 7.35-7.43 (21, m), 7.76 (1H, dd, J = 6.8, 2.1
Hz), 8.24 (1H, s), 8.41 (1H, t, J = 5.9Hz)

92 |3.18 (38H, s), 4.43 (2H, d, J = 5.3Hz), 4.47 (2H, s), 5.05 (2H, s), 5.25 (2H, s), 6.21 (1H,
td, J =6.6, 1.4Hz), 6.39 (1H, d, J = 9.202),7.07 (1H, d, J = 8.3Hz), 7.14 (1H, t, J =
8.5Hz), 7.20 (2H, d, J = 8.2Hz), 7.24 (1H, t, J = 72Hz), 7.25 (2H, d, J = 8.3Hz), 7.36-7.47
(2H, m), 7.75 (1H, dd, J = 6.8, 2.1Hz), 8.11 (I, t, J = 5.1Hz), 8.20 (1H, s)

94 [3.21 (3H, s), 4.40 (2H, d, J = 5.8Hz), 4.53 (2H, s), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H,
td, J =1.4, 6.7Hz), 6.39 (1H, dt, J = 1.0, 9.1Hz), 7.15 (2H, dd, J = 4.9, 8.4Hz), 7.20-7.30
(5H, m), 7.41 (1H, ddd, J = 2.1, 6.6, 8.9Hz), 7.76 (1H, ddd, J = 0.7, 2.1, 6.8Hz), 8.25 (1H,
s), 8.40 (IH, t, J = 5.8Hz)
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95

3.21 (3H, s), 3.75 (31, s), 4.36 (20, d, J = 5.91z), 4.55 (2H, s), 5.08 (2H, s), 5.30 (2H,
s), 6.19-6.27 (1H, m), 6.40 (1H, dd, J = 0.6, 9.2Hz), 6.65-6.75 (3H, m), 7.22-7.31 (4H, m),
7.41 (10, ddd, J = 2.1, 6.6, 9.0Hz), 7.73-7.81 (1H, m), 8.25 (1H, s), 8.39 (1, t, J =
5.9Hz)

96

3.21 (8H, s), 3.84 (3H, s), 4.39 (2H, d, J = 5.7Hz), 4.53 (2H, s), 5.07 (2H, s), 5.28 (
s), 6.22 (1H, td, J = 6.7, 1.4Hz), 6.39 (1H, d, J = 9.1Hz), 6.68 (1H, ddd, J = 9.0, 4.9
3.1Hz), 7.02 (1H, ddd, J = 10.1, 6.8, 3.1Hz), 7.19-7.30 (4H, m), 7.41 (1H, ddd, J = 8.9
6.6, 2.1Hz), 7.76 (1H, dd, J = 6.8, 2.1Hz), 8.25 (1M, s), 8.39 (UH, t, J = 5.8 Hz)

2H,

)
)

97

2.37 (3H, s), 3.15 (3H, s), 4.42 (2H, dd, J = 1.7, 5.1Hz), 4.48 (2H, s), 5.05 (2H, s),
(2H, s), 6.21 (IH, td, J = 1.4, 6.7Hz), 6.39 (1H, dt, J = 0.9, 9.2Hz), 7.02 (2H, dd, J
8.0, 11.8Hz), 7.16-7.29 (5H, m), 7.40 (1H, ddd, J = 2.1, 6.6, 8.9Hz), 7.74 (1H, ddd, J
0.7, 2.1, 6.8Hz), 8.04 (IH, t, J = 5.2Hz), 8.22 (IH, s)

.25

I o

99

3.18 (3H, s), 3.84 (3H, s), 4.49 (41, d, J = 4.9Hz), 5.06 (2H, s), 5.26 (2H, s), 6.21 (1H,
dt, J = 1.4, 6.7Hz), 6.39 (1H, ddd, J = 0.7, 1.4, 9.1Hz), 7.12-7.28 (6H, m), 7.40 (1H, ddd,
J=2.1, 6.6, 8.9Hz), 7.75 (1H, ddd, J = 0.7, 2.1, 6.7Hz), 8.14 (1H, t, J = 5.1Hz), 8.21
(1H, s)

129

3.20 (3H, s), 4.38 (2H, d, J = 5.6Hz), 4.52 (2H, s), 5.07 (2H, s), 5.28 (2H, s), 6.21 (1H,
dt, J =6.6, 1.20z), 6.39 (11, d, J = 9.1Hz), 6.73 (1H,dt, J = 6.4, 1.4Hz), 6.83 (1H, dt, J
=8.2, 1.7Hz), 6.91 (1H, t, J = 7.9Hz), 7.23 (2H, d, J = 8.3Hz), 7.26 (2H, d, J = 8.2Hz),
7.38-7.43 (1H, m), 7.75 (1H, dd, J = 6.8, 1.7Hz), 8.24 (1H, s), 8.28 (1H, t, J = 5.1Hz),
9.73 (IH, br. s)

130

4.35 (2H, d, J = 5.7Hz), 5.03 (2H, s), 5.07 (2H, s), 5.36 (2H, br. s), 6.22 (1H, dt, J =
6.6, 1.2 Hz), 6.39 (1H, d, J = 8.8Hz), 6.70 (1H, dt, J = 7.6, 1.4Hz), 6.82 (1H, dt, J = 8.3,
1.6Hz), 6.90 (1H, t, J = 7.8Hz), 7.20 (2H, d, J = 8.1Hz), 7.26 (2H, d, J = 8.1Hz),7.38-7.43
(1H, m), 7.75 (1H, dd, J = 7.0, 1.8Hz), 7.99 (1H, s), 8.20 (I1H, t, J = 5.6Hz), 9.70 (1H, br.
s)

131

3.20 (3H, s), 3.84 (3H, s), 4.50 (2H, s), 4.68 (2H, d, J = 5.8Hz), 5.06 (2H, s), 5.28 (2H,
s), 6.22 (1H, dt, J = 1.4, 6.7Hz), 6.39 (1H, ddd, J = 0.6, 1.3, 9.1Hz), 7.22-7.28 (4H, m),
7.36-7.43 (2H, m), 7.45 (1H, dd, J = 1.2, 7.9Hz), 7.56 (1H, dt, J = 1.5, 7.5Hz), 7.77 (1H,
ddd, J = 0.7, 2.1, 6.81z), 7.86 (1H, dd, J = 1.4, 7.8Hz), 8.26 (1H, s), 8.32 (1H, t, J =
5.9Hz)

132

1.16 (3H, t, J = 7.56Hz), 2.62 (2H, q, J = 7.6Hz), 3.20 (3H, s), 4.41 (2H, d, J = 5.7Hz),
4.52 (2H, s), 5.06 (2H, s), 5.28 (2H, s), 6.22 (1H, td, J = 6.7, 1.4Hz), 6.39 (1H, d, J =
9.2Hz), 7.07 (1H, t, J = 7.5Hz), 7.13-7.30 (6H, m), 7.41 (1H, ddd, J = 8.9, 6.6, 2.1Hz),
7.77 (1H, dd, J = 6.8, 2.1Hz), 8.26 (I1H, s), 8.35 (IH, t, J = 5.8Hz)

133

3.19 (3H, s), 3.72 (3H, s), 4.35 (2H, d, J = 5.8Hz), 4.53 (2H, s), 5.06 (2H, s), 5.28 (2H,
s), 6.22 (IH, dt, J = 1.4, 6.7Hz), 6.39 (1H, dt, J = 1.0, 9.1Hz), 6.78-6.83 (1H, m),
6.83-6.88 (2H, m), 7.18-7.30 (5H, m), 7.41 (1H, ddd, J = 2.1, 6.6, 8.9Hz), 7.77 (1H, ddd, J
=0.7, 2.1, 6.7Hz), 8.25 (UH, s), 8.36 (IH, t, J = 5.9Hz)

104

3.20 (3H, s), 3.82 (3H, s), 4.41(2H, d, J = 5.7Hz), 4.52 (2H, s), 5.05 (2H, s), 5.29 (2H,
s), 6.87-6.90 (1H, m), 7.04-7.10 (2H, m), 7.25(2H, d, J = 8.1Hz), 7.30-7.35 (3H, m), 7.76
(1H, dd, J =4.3, 1.0Hz), 8.02 (1H, d, J = 1.2Hz), 8.26 (IH, s), 8.36 (UH, t, J = 5.7Hz)

106

2.10 (3H, d, J = 0.6Hz), 3.20 (3H, s), 3.81 (3H, s), 4.43 (2H, d, J = 5.3Hz), 4.49 (2H, s),
5.01 (2H, s), 5.25 (2H, s), 6.07 (1H, dd, J = 6.9, 1.9Hz), 6.20 (1H, s), 7.01 (1H, td, J =
9.2, 1.7Hz), 7.09-7.15 (1H, m), 7.18-7.24 (4H, m), 7.61 (1H, d, J = 6.9Hz), 8.20 (1H, s),
8.23 (IH, t, J = 5.0Hz)

108

3.20 (3H, s), 3.81 (3H, s), 2.50 (2H, d, J = 3.6Hz), 4.49 (2H, s), 5.00 (2H, s), 5.26 (2H,
s), 6.43 (1H, dd, J = 10.0, 5.4Hz), 7.01 (1H, td, J = 9.2, 1.7Hz), 7.09-7.15 (1H, m), 7.21
(2H, d, J = 8.2Hz), 7.27 (2H, d, J = 8.2Hz), 7.53-7.58 (1H, m), 8.01 (1H, dd, J = 4.6,
3.4Hz), 8.21 (1H, s), 8.23 (IH, t, J = 5.2Hz)

109

2.50 (3H, t, J =1.8Hz), 3.20 (3H, s), 3.81 (3H, s), 3.98 (2H, q, 7.0Hz), 4.43 (2H, d,
5.1Hz), 4.49 (2H, s), 4.98 (2H, s), 5.25 (2H, s), 5.77 (1H, d, 2.7Hz), 5.92 (1H, dd,
7.6, 2.9Hz), 7.01 (1H, td, J = 9.2, 1.7Hz), 7.09-7.15 (1H, m), 7.18-7.23 (4H, m), 7.61
H, d, J=7.6Hz), 820 (IH, s), 8.23 (UH, t, J = 5.1Hz)

—

—

J
J
(1

121

2.26 (3H, s), 3.81 (3H, s), 4.41 (2H, d, J=6.3Hz), 5.07 (2H, s), 5.16 (2H, s), 6.22 (1H,
ddd, J = 6.6, 6.6, 1.4Hz), 6.40 (1H, d, J = 8.8Hz), 6.81-6.85 (1H, m), 7.00-7.07 (2H, m),
7.17 (2H, d, J = 8.2Hz), 7.27 (2H, d, J = 8.1Hz), 7.41 (1H, ddd, J = 8.9, 6.5, 2.0Hz), 7.64
(1H, s), 7.76 (14, dd, J = 6.7, 2.0Hz), 8.31 (1H, t, J = 6.0Hz)

124

3.82 (3H, s), 4.44 (2H, d, J = 6.2Hz), 5.08 (2H, s), 5.40 (2H, s), 6.22 (1H, dt, J = 6.6,
1.4Hz), 6.40 (1H, d, J = 8.9Hz), 6.85 (1H, dt, J = 6.6, 1.8Hz), 7.01-7.08 (2H, s), 7.19 (2H,
d, J =8.1Hz), 7.28 (2H, d, J = 8.1Hz), 7.41 (1M, ddd, J = 8.8. 6.6, 2.1Hz), 7.75 (1H, dd, J
.6, 1.7Hz), 8.09 (IH, s), 8.68 (UH, br. s)

126

0-1.94 (4H, m), 3.31-3.37 (4H, m), 3.82 (3H, s), 4.39 (2H, d, J = 5.6Hz), 5.26(2H,s),
4 (1H, d, J = 8.6Hz), 6.85-6.90 (1H, m), 7.03-7.10 (2H, m), 7.50 (1H, dd, J = 8.8,2.4Hz),
4 (14, d, J =2.3Hz), 8.36 (1H, d, J = 0.6Hz), 8.74 (1H, t, J = 5.8Hz)

6
.9
4
.1

[ceer I |
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[0603]
[0604]

[0605]

[0606]

[0607]

[0608]

[0609]

[0610]

[0611]

[0612]

[0613]

[0614]

[0615]

[0616]

SS50dl 10-2267623

139 |2.81 (3H, s), 2.98 (1H, dd, J = 12.0, 7.3Hz), 3.26 (1H, dd, J = 12.0, 2.6Hz), 3.35-3.45 (2,
m), 4.26-4.28 (1H, m), 5.04 (2H, s), 5.07 (2H, s), 5.37 (2H, br. s), 6.22 (1H, td, J = 6.6,
1.30z), 6.40 (1H, d, J = 8.8Hz), 6.68 (1M, d, J = 8.7Hz), 6.73 (1H, d, J = 2.4Hz), 6.80 (1M,
dd, J=8.6, 2.4Hz), 7.21 (2H, d, J = 8.2Hz), 7.27 (2H, d, J = 8.1Hz), 7.39-7.43 (1H,m), 7.76
(1H, dd, J = 7.0, 1.9Hz), 7.99 (1H, s), 8.00 (IH, t, J = 5.7Hz)

140 [2.96-3.02 (1H, m), 3.29-3.34 (1H, m), 3.34-3.43 (2H, m), 4.07-4.12 (1H, m), 5.04 (2H, s),
5.07 (2H, s), 5.36 (2H, br. s), 5.93 (1H, br. s), 6.22 (1H, td, J = 6.7, 1.4Hz), 6.40 (1H,
d, J =9.9Hz), 6.55-6.58 (1H, m), 6.68-6.71 (2H, m), 7.21 (2H, d, J = 8.1Hz), 7.27 (2H, d, J
= 8.2Hz), 7.39-7.43 (1, m), 7.76 (1H, dd, J = 7.0, 2.0Hz), 7.98 (1H, t, J = 5.8Hz), 7.99
(1H, s)

AESH W
2 (D9 33Ee g4 ZEadd AsEe ol AESHY #A4& ol &3t 54T ¢ Ao

4 Ze|a gl g 16, ZA

Adad " Zelagdd
J. Tiss. Reac. 1986, 8, 185; Shori
Biol. Chem. Hoppe-Seyler,
DPro-Phe-Arg-AFC % Utek3t Fx9

&)< 410 nmell A ) 38 FF= WEkE

oJdF BAem F53 dolE: o %
=

A"y KLK1 As] 44 FE %

1986, 8,
Chem. Hoppe-Seyler,
Al serET 25CAA

Reac. 185; Shori et al.,

1o
==

1992, 373,
]64 Qzﬂ— J+ ‘61—7]1] ol FF
SATo R ek, A3 e 16, #s 25kl

1 H Ei}éil

1992, 373, 1025).
)7
Yo MaE SHFoRA Taa, A

x1a] g4A4Se FE

et al.,
1025

149

= T

Biochem.

5}_ o)

shete

T 149

27be ~aegsg.

F P olgatel =

WL ol

Biochem. Pharmacol.,

REE TS

SENES
2 (D]

skl (e,

Pharmacol., 1992, 43,

&3l SAsant (o,
1992, 43, 1209; Sturzebecher
). Az dF ZE]=#Ql (Protogen)S 25TolA &3
AE F& A (929

Johansen et al.,
1209; Sturzebecher et al.,
Q1%+ KLK1 (Callbiochem)< ¥4 714 H-DVal-Leu-Arg-AFC ¥ t}Fst

Int.
et al.,
714 H-
AA

=

Johansen et al.,

g3H=o] KLK1 Al gL ol A

J. Tiss.
Biol.

Int.

O AR a4 24 (e A £E2)E 410 nmell M o] Fe F

o 16, @S AAFA
SERES

A sgrEe] #E 4 FXla Asl 84S F7h2 2a@ded. 4 (D 35tE9] FXla AdEe 7] A
E5HY BAS o]&sle] 54T & 3
FXIaol oist A3&% 5
TANE EE YHoeRE AgI FXla A3 A4S 548 (o, Johansen et al., Int. J. Tiss. Reac.
1986, 8, 185; Shori et al., Blochem Pharmacol., 1992, 43, 1209; Sturzebecher et al., Biol. Chem.
Hoppe-Seyler, 1992, 373, 1025). <%t FXIa (Enzyme Research Laboratories)E 933 7]&<l Z-Gly-Pro-Arg-
AWﬂ4OuMN@<ﬂ§%7§Wﬂ%CﬂH Aol sk, i &h &4 (W9 Al £5)S 410 nmell
el #et FAE WsE SAToLH TaUT
o] ¥Aoz F5a doleh ofd & 140] Uehirh.
¥ 14

AAo HE [ICs (913} PKal) nM IC50 (917F KLK1) nM 40 pM (217F FXIa)olA A 3%

1 698 >10000 0

2 8.7 >10000 8

3 2580 >10000 3

4 136 >10000

5 364 >10000

6 2360 >10000 0
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- >10000 >10000
: _— >10000
L o >10000
2 = >10000
10 o >10000
= " >10000
L o >10000
. - >10000
i T >10000
ic o >10000
ic = >10000
iz o >10000
i e >10000
19 " >10000
2 = >10000
= o0 >10000
2 e >10000
24 - >10000
2 ™ >10000
£ 510 >10000
p= >10000 >10000
. 250 >10000
2 100 >10000
- o >10000
X o >10000
il P >10000
2 70 >10000 0
2 509 >10000 0
7 P >10000 0
i 00 >10000 1
Lo 3 >40000 0
L -~ >10000 1
5 144 >10000
s o >10000
16 e >10000
u o >10000 2
18 e >10000 0
19 o0 >10000
i 150 >40000
ol )1 s >40000 1
2 5 >10000
8 = >40000 17
i p— >10000 0
= 73.4 >10000 0
62 o >10000 0
i 5 >10000 0
o 35.2 >10000 0
o S >10000 0
i i >10000 4
i o >10000 0
o 81.1 >10000 6
o s >40000 0
i — >10000 6
0 o >10000 0
-~ 6610 >10000 1
2 0 >10000 8
I e >40000 2
o 0 >40000 28
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[0617]

[0618]

[0619]

[0620]
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78 612 >10000 0
79 14.7 >40000 2
80 20.4 >40000

81 2.3 >40000 1
83 6.8 >40000 14
85 79.2 >40000 46
86 8.7 >40000

87 >10000 >10000 2
90 154 >40000 2
91 523 >10000 0
92 16.0 >10000 4
94 780 >10000 0
95 308 >40000 1
96 75.0 >40000 0
97 153 >10000 0
99 6.4 >10000 4
129 437 >40000 0
130 174 >40000 0
131 1510 >10000 0
132 135 >40000 0
133 90.2 >10000 1
104 691 >10000 0
106 140 >10000 2
108 5.5 >10000

109 2980 >10000 2
121 43.9 >10000 0
124 191 >10000 0
126 742 >10000 10
139 64.7 >40000 33
140 10.6 >40000 9

R
F 159 AAjdlEol d ok=wH A7E Fdste], Azgta-vEe] #2313 AT

o}
SH 545 BAsT. A 2ukgel], Al
Z 5 nl/kg (10 mg/kg) o2
&, 16%, 3093 1, 2, 4, 6, 8

2 LOMSell oJ3 Al stEEe] wEE A48

£ 15 37 =% Holg

X 15
AX o A3 E Fo%F po Cmax (ng/mL)|Tmax (min)
3 (mg/kg)
2 10% DMSO / 10% I E¥EE / 80% SWFI 9.5 351 60
41 10% DMSO / 10% AHAENXE / 80% SWFI 10.5 1534 180
51 5% AU EEE / 5% &S / 90% EAH O E 453} 13.7 101 15
1 dF
52 10% DMSO / 10% AHENXE / 80% SWFI 17.9 1472 45
53 10% DMSO / 10% I E¥EE / 80% SWFI 8.6 1031 15
66 10% DMSO / 10% AHENXE / 80% SWFI 11.3 2892 60
77 10% DMSO / 10% I E¥EE / 80% SWFI 5.9 397 30
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