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et al., "kallikrein-Kinin Cascade", Encyclopedia of Respiratory Medicine, p483-493; J. W. Bryant et
al., "Human plasma kallikrein-kinin system: physiological and biochemical parameters" Cardiovascular
and haematological agents In medicinal chemistry, 7, p234-250, 2009; K. D. Bhoola et al.,
Pharmacological Rev., 1992, 44, 1; 2 D. J. Campbell, "Towards understanding the kallikrein-kinin
system: insights from the measurement of kinin peptides", Brazilian Journal of Medical and Biological
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Clermont et al. "Plasma kallikrein mediates retinal vascular dysfunction and induces retinal
thickening in diabetic rats" Diabetes, 2011, 60, p1590-98). o}, 3 Zalad Q] A<l ASP-4402]
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pud

el AR 8% ZEaz AdAEe] 7]Ed dE E°], Garrett et al. ("Peptide aldehyde..." J.
Peptide Res. 52, p62-71 (1998)), T. Griesbacher et al. ("Involvement of tissue kallikrein but not
plasma kallikrein in the development of symptoms mediated by endogenous kinins in acute pancreatitus
in rats" British Journal of Pharmacology 137, p692-700 (2002)), Evans ("Selective dipeptide inhibitors
of kallikrein" W003/076458), Szelke et al. ("Kininogenase inhibitors" W092/04371), D. M. Evans et al.
(Immunolpharmacology, 32, pl15-116 (1996)), Szelke et al/. ("Kininogen inhibitors" W095/07921),
Antonsson et al. ("New peptides derivatives" W094/29335), J. Sturzbecher et al. (Brazilian J. Med.
Biol. Res 27, pl929-34 (1994)), Kettner et al. (US 5,187,157), N. Teno et al. (Chem. Pharm. Bull. 41,
pl079-1090 (1993)), W. B. Young et al. ("Small molecule inhibitors of plasma kallikrein" Bioorg. Med.
Chem. Letts. 16, p2034-2036 (2006)), Okada et al. ("Development of potent and selective plasmin and
plasma kallikrein inhibitors and studies on the structure-activity relationship" Chem. Pharm. Bull.
48, pl1964-72 (2000)), Steinmetzer et al. ("Trypsin-like serine protease inhibitors and their
preparation and use" W008/049595), Zhang et al. ("Discovery of highly potent small molecule kallikrein
inhibitors" Medicinal Chemistry 2, p545-553 (2006)), Sinha et al/. ("Inhibitors of plasma kallikrein"
W008/016883), 2 Brandl et al. ("N-((6-amino-pyridin-3-yl)methyl)-heteroaryl-carboxamides as
inhibitors of plasma kallikrein" W02012/017020)°ll4 WA= t}. =3, Steinmetzer et al. ("serine
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Z-H Zoju|=;

mN

17k 2} o)) -2-3 -0 D7k 2l &) -2~ (4o Ao ) -0 & ]-3,4-T) F 2

N-[(R)-1-[(S)-1-(4-o}m| - A7 20l E Y ) -2-d d-o| D7} 2n R Y |-2-(4-A FA|-A D) - e |-3-F 2=~
W Zolu| =

N-[(R)-1-[(S)-1-(4-o}n| |- A7} 20} H Y ) -2-7 - D7} 2H R A |-2-(4-A FA]-7 D) -l & | -4-v| FA] -
W Zolu| =

N-[(R)-1-[(S)-1-(4-o}r| m D -l A 7k 2k A ) -2-s I -o| D 7k 2k L | -2-(4-ol| 5 A - ) - & |-4-FF 2 =
-l Zojn|=;

-m e - @ A-2-7F2 AL (R)-1-[(S)-1-(4-obv] e F -l A 7k 2 np 2 ) -2-9 d-o & 7F 2w A | -2- (4-<| 4]
-7 d) - " |-l =

3-HE-1H-9] E-2-7F2 54 (R)-1-[(S)-1-(4-ohv| v -l A 7 2 np i o ) -2- 3| d -of| & 7k 2k A ] -2- (4-o| 5

A=) -ell g ]-opr =

3-o}n| =-E] @ F-2-7} 2 E AL (R)-1-[(S)-1-(4-o}r] =rd-wl A 7} 2n R A ) -2-3 - D 7} 2} 2 U ]-2-(4-0]]
S ) - g |-opr| =

N-[(R)-1-[(S)-1-(4-otr]=m D -l d 7} 2up e ) -2-3 I - D 7} 20 A | -2-(4-Z 2 FH A -3 ) -of| & |-l = o} v]
N-[(R)-1-[(S)-1-(4-otr]=m -l A 7} 2np e ) -2-31] 2] Tl -2-d -ol D 7p =2 np R & | -2- (4= HA] -3 d ) ol D |-l

Zojn|=;

N-[(R)-1-[(S)-1-(4-o}r] mm D -Hl A 7k 2wk . 21 )-2-(3,4-T] E 2 2-9 ) - & 7F2np R |-2-(4-o] FA] -3 ) -
o g ]-wll=obn| =;

N-[(R)-1-[(S)-1-(4-o}m| e -H AT} 2 n} K Y )-2-(4-F —# ) -7t 2k A |-2- (4= H A -3 d ) -]l
g]-fzoln =

N-[(R)-1-[(S)-1-(4-o}n| :=m -l & 7} 2 up R ) -2-9] 2] T -3- U -0 D 7F 2 v L |-2-(4-ol| ZA] -3 ) -ol & | -ull
Zojn| =

N-[(R)-1-[(S)-1-(4-o}m| e - A 7} 2R} 2 Y ) -2-F] L A -2-U-ol| D7 2H R Y |-2-(4-| A -7 D) -l & |-
Zolu|=;

N-[(R)-1-[(S)-1-(4-o}v] =W -l A 7} 21} B Y )-2-F] S F-3-U - B 7} 2 P -2-(4-o| FA| -7 d)-ol| & |-l =
olm =
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[0267]

[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

[0274]

[0275]

[0276]

[0277]

[0278]

[0279]

[0280]

[0281]

[0282]

[0283]
[0284]

[0285]

[0286]

[0287]

[0288]

S=5051 10-1999195
N=[(R)-1-[(S)-1-(4-opv] mri -l A 7F 2 np 5L ) -2- W1 2 [b] ] & 3 -3- 2 -l A 7} 2 np R ] -2- (4= 4] -] ) -<]
g ]-Hlz=opn] =

N-L(R)-1-[($)-1-(4=0}m 1 -3-F 7.0 2 -4l A 7h 2 0k 3.91)-2- 3 o] 7k 2.2 ]2 (4] 5 4] -5 ) -0l ]
il o} =

N-[(R)-1-[(S)-1-(4-o}r =& -3-F 2 2- Wl A 71 2Hl 2 A )-2-H d-o & 72 v} 2 A |-2- (4ol HA] -5 ) - & |-
Hl =z ol =

g2 d-2-7F 2 5 A A (R)-1-[(S)-1-(4-o}r] v - A 7} 2n 2. A )-2-E] @ H-2-U - D 7} 20} .U |-2- (4| FA]
-Hd)-d g ]-opm =
N-[(R)-1-[(S)-1-(4-o}n| =u & -wl A7t 2n 2 A )-2-T] 2| d-2-d - & 7} 2nZ A |-2- (4~ FA] -3 D ) - & ] -4~

SRR ER Y

2] 9-2-7h 2 B AR (R)-1-[($)-1-(4-0}v) 1 P-3-2 2 2w A 7h 2291 )25 -] D 72wk .2 |-2- (4o
5 A-sl ) g ]-o}m =

N-[(R)=1-[ ($)-1-(4=0}v] reri] &l-uil A 7} 2 1h . 91)~2-5] 2] Wl -3~ -0l W 7h 2 1} 91 |2~ (4= B A] -5 )=l ] -4
w5 Al = opu] =

B 9. A-2-7H2 B AR (R)-1-[ ($)-1-(4-o v er -l A7k 2k . 9)
~sd)-ol g ]-opm) = ;

N-[(R)=1-[ ()~ 1~(4-0}v] 1] &1 8 7} 22 0} 32 91 )~2-5] ] €132 - & 7h 2 32 91 -2 (4= HoA] -] )l & ] -4~
- =oju) = ;

N-[(R)-1-[($)-1-(4-0}v] 1] -l A7} 21} .21) -2 (3, 4-T) Z 5.2, 25 W) -0l 72 bz &) |-2-(4-of H A -5 )
—ol g ] =opv] =

~

—2-9] 2 -3~ -7t 2 Hp R A ]-2- (4= FA]

3-Z22-E| o Hl-2-7t2 522 (R)-1-[ (S)-1-(4-o}n| e d-wll A 7} Znp ) -2-3 d-o| D 7} 20} 2 U |-2-(4-9]]
EA-dd)-od]-o}u| =

3-F 2 2-E| o 3-2-7}2EAA[(R)-1-[(S)-1-(4-o}n| .= m| & -l & 7} = v}
(4= EA|-H D) -0l & |-o}r] =;

N-[(R)-1- [(S) I-(4-opr mm e -l d 7L 2 nt R Y )-2-(1H-Q1 E-3-Y) -l D7t 20t Y |-2- (4~ FA| - d ) - & ]
- zo].u]

td
e
=
0
L
ich
r‘E

~ol @b el ]-2-

N-L(R)~1-[(§)~1-(4-0F 1] sl € -4 7} 2 5291 )24 2 [b] E) @ -3 ol Ed 7} 20} 1291 -2~ (4-0] % A] -5 ) ol
d]-ol 2] melojr =

3-obAd opr] -] @ 3l -2-7F 25 A A= [(R)-1-[(S)-1-(4-o}r| v -wll A 7k 2 i ol ) -2-3 d -ol D 7p 2 mup e ol | -2-
(4-c F A= d)-e & |-obn| =

3o E-B] © -2- 72 B A A (R)-1-[ ($)- 1-(4-o} ] ] &l - A 7 2w} .91 )-2-3) 2] 13- Q-0 b 2k .21 ] -2-
(o0 5 A1) 8 o=

ool opAstg R HEsteH A B gulEE.

Agdty /%

P9 sk gel, ¥ wel SgREe 94 2eAde) 4Ue Agmel AsiAelt. ol ue
% z;a glele] Fri-gol A9 A% AHE Amat f83.
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[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]
[0296]

[0297]

[0298]

[0299]
[0300]

[0301]

[0302]

[0303]
[0304]

[0305]

[0306]

[0307]

S=50dl 10-1999195

(Do) sgEe) Auehd fa2e o Waz ot A/ Folas BAS Egat,
e e

A SdoA, g Zeade 4y dEyd A3 = Fole AY &4, dua 9o gaEA e
%, A daRE 9, 49, W 28, AF, ASEE, AAEE, 954 4 A8, A4dY, 95, 9
g4 &3, A", oF, Ao IEe S%3w, HEA dyh $3  (disseminated intravascular
coagulation), ¥ 3= % & ¥ S35 LIy

SHollA, dF Zelmed Sy PEE Z3 e FHelle TaEA s 2 dawA gk Y3y o

=
de e dd Fadeld.

%3 2% (Combination Therapy)

B g e v AmshA AAe ek & dn. ARE 29 a2, 4 (D9 ssket,

3 3 Al AupsHEl, ZHRO=, E

& A AddE Asfsks e AlAl 2 a9 95 AsARFH AduEs st o] 24 23
= 1

= =
2oy, 2 aigo] sRtEy 2gdE ¢ 9 st FAAQ G 5L FP2281885A9) S. Patel

2% oyl ASEE 4%, ¥ wdel SPRENR Y] 2F TAES BYAAL e o5 2HB EAY
F gow, 77 eHen wx BAd Fod 4 ol

- B4 10 o]3} (C—Ci), B2F AU 6 (C-Cs), T viag AU 4 (C-C)e AF 7]. o3 L7179
G -Hg, G- dd, ¢ - 223 9 G- n-FEo] oy, o= A=A gF=tt.

=
- Bag 3-6 (CCyp), ©A2F AW 7 (G-C) T vhF FHY 4 (G-CPY EAF 7], olydt &477]|9] o=

T G- ola-ZRd, G - osecHE, G - ol&-FE, G - tert-FE B G -Ule-d"o] o, o2 AN

A7) A vish ol A

8ol "AHA'E Y1 HER 0-AAH BHFLE L)

)
_|Zi
o
it
N
N
N
riet
)
Sl

- BAF 16 (CCy) e BAS 14 (C-CHe Ay 7], o]#dt &=FA] 7|9 o2& ¢ - HEA, C - AE

Al G- nmZREA Y G - n-FFATE Qo o5 R @A HA et

- ©AaF 36 (CC) EE BAF 34 (G-Ce AF 7). olgld ¢34 79 d== (G - o4&~

[H

2%,

G - sec— 54 F tert-F5A7F loy, o5& A d=

gE2A AFEHA &e 3, F2ECl, F, Br € [25H Addn
Aol Z 2 gL e} ol AoHTt., Alo)|FRYT 7= BAaS 3-10, @A 4-10, A% 5-10 BE Ea
F 465 EFT 5 Qo Agrel 1314 AlolFRU 7|9 oRE Alo|FRXEFE, Alo]FRHEY,
Atel =Y, AtolFRE A Y Alo| SRS ettt H3hek 282 Al|FEUA V]9 dEe ditstel=
2uzerd g9 SESlo|m2-1/90dS £33, o §EE A, HEI Ao)lF2dZ )9 drE 9l
thd 2 1,2 3 4-gEgete] =R 2 E S ¥t}

el zAtl S 2 A2 AEd viel o] AodEnt. A FHEAelE2dd V]9 drs SAEhd, obAg
g4, oMAEItY, HEstel=gyetd, dEend, vEgstol=rydd, JAud, N-vdvgrd,
megdd, N-vdregdd, AdeAd, N-rdadeiAd, opAsbd, SAHgd B toAlubd s w39
o}

ofge A& Hel ol Ao, APAom, ofhe AuAowm 1, 2 Ex 3o A8z A" Aol



[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

S=50ol 10-1999195

A A= A7) AFE ASRFE AGE. A% ofdsY dmi (27 A% vksh o] Ay
o AE) Ad ¥ yzae zFa)
Arzolle 47 Aol ol o) YA, AT dAlmoldl 1) At (HAHoR AFE e o
AFE) EHold, Febd, Wed, NeEY, oniad, SAEY, o]EAEY, HolEd, oaEelEd, £
HER, SATOIER, Hollol e, MEAEY, WY, AAGAY, AU, AW, AFD, 0=
ovitiEy, wMxeelelEd, A @ o a)welde EFA.
go] "C-AAH L, B S0} "C-AAH sl mAo|Z AN A9} Lol, Aol F A Y17} ne wa
AAE Fa BAe) UuA Bus AdHE AL ojn g,

2R el A%} gol, slHEAlel2FRAY 77} 17 Az

gol WA e, odF Hol -ddw dEzAbo]
Bk B A9 e RS QA5 A% Sl
g0l "0-AFB', AF B0l "0-4AW VIEE WAASL Pol, Waka W nEl Ak AXE B
Bahel U] RRa Qs

022 2 -(CH),C0R" 9] 7oA, "=z AEI)7E Bape] v R AgEE A0S EA

e oz Sgbed A'e ARsdon Er S4RHoz s8sksd 9L oula, 449 49, o
At ow HE7sE o7l W7 o 0 ohAstdon Hesksw 4 B A EaATh oF o, (1) B
we] satge] shb oldel A4 7, AT Bol AEEAYE Xt 4T, BHD 5 b HHow
He7ksd A7 Wb 4 aF, Ted, 24, e % 9EE 9 EE 7] ounel o, dad, del
golwl, Nulg-2Fob, celehecltl EE ojulidb (o, Bold) & EFAW: (i) ® wgel HiEol
obnlir] Fol @r14 A% EReh 4%, AW 5 b HISHoR HEkEH 4 ¥ gomt sl
2gRdols,  solEmpaviels,  AselE, EadeE,  olAEelE, AlelEdelE, eEolE
geEdelE, vddels, SAIE, SadelE, Zavols, ddel=, mAdelE, WAL elE, 1}
ST AT elE, BejololE, oftse]E, FuleloE, SFwelE (hippurate), BEC|E, AvtEd o]
(xinafoate), p-obHEHIEHE )=, otel =R ML, sl BRALLEA |, GAOIE, ohazt
2uolE, £dlolE, uloldseE F& Tt

T, A E AV v, dE B suAdbelE H dvza o] FAdE

243 Ao thek #lHZA, "Handbook of Pharmaceutical Salts: Properties, Selection and Use" by Stahl

and Wermuth (Wiley-VCH, Weinheim, Germany, 2002)& Z=x3Mt},

"regne giAby ok (o, JFeES, Y Ee ksl os] AAYelA B I e] 3gtER tﬂl‘ﬂ—ﬂ“?ﬂ'

FatEe ey, meeee FAakisdl Ade /1S5S 'The Practice of Medicinal Chemistry, 2 Ed.

pp561-585 (2003) 2 F. J. Leinweber, Drug Metab. Res., 1987, 18, 3799l 71&5 o] Qlt}.

2 U EEe s A 22 YHoF fvistdE FEH TR EAE 4 k. &9 'ggEe 2
A Hol sItET SUFA] o)t AT Ao R FEIlss S BA, oAE Eo] AEE&S FETFEZQ

stgo 2 ¥3stE B4 E}AE VIEstEd AgEY. fulrl Y A, 8o '¢8kE o] AlgHT.

2 Ag o] seEo] ubR| o] Yeterd, FEA, ALl A, REJANGAA L ol ddA FHeE)

2 EA%E A9, cissFH % trans-FH, FEHE 2 AFH, B, S 2 meso-FH, ﬂ]E— 9 o =-HEE
ol digk Au2 o9 HAHY E & E}ES

A dHES B 2y A5t ] ]

Eags 71 9 AZAA 7S JEstAY HYPAIA o] ER}ERZREH FET 4 drk. A Ag, oy

gk ol AAEL FAE Y (d, ¥ A] TS HAESAY HPAA AxT 5

Eodg o] Wit A], BJoA "X zm"Fe= A ZXA (curative) 21 (palliative) dvA ] g0

st A58 ¥

olul& o] HFH

4 (Dl FFEE AR 3¢ Al oa bg AFF FoF Fejs Fo FzE Adss] AN, 84 o
& QP9 Gl Al s, T3 S AAFSH S4ol sl Bohstelor Atk ol wEom mt
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| gl T ol W =0
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[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

NA (a7 B 2atd A& 29 AFezes A, SA, AlHAl B AYMAE 233 ols AP
(dE 590, Al T& oA zzdrdAg2 A2 Axy) dd =5 44 Qe SAAZA AL
T oen, dgder GA, GAd, =, dee, EHddEdl SvE, T2 SdE, MEdERs Be 4
4 e, B oshd ool fEkAl H/Es dEEAE EF. =3, A AlF2 A ARl (sachet ) ZH-E

, £l 2 Liang and Chen, Expert Opinion in Therapeutic Patents, 2001, 11 (6), 981-9869l
< e} o] FA-83), SA-F3 FoF FEHZ AR 5 Q).
A AHP-L Pharmaceutical Dosage Forms: Tablets, Vol. 1, by H. Lieberman and L. Lachman (Marcel
Dekker, New York, 1980)¢l 7] % o] Ut}.

A7 A Al Folatr] 9%, 2 o] 3tEo] 19 F Folg EE Fo] W] W we d¥How
0.01 mg - 1000 mg, %=+ 0.1 mg - 250 mg, %= 1 mg - 50 mgd] Holth. o AW Akl o3
A5 A, B 2o ggEe = NER, d7d 190 182 Fojd Ao k. old A,
5mg - 20 mg, A& 59, 1 mg - 10 mg®] FAZFo] nydrt. Ho AF, dF 5o 19 132 Fo3h=
-, 0.005 mg - 0.02 mge] X A& &=Fo] aefd}.
g Folg T 4 glom, oxto] Ak wheh Eel Foixl A AL
e = °F 60 kg - 70 kg Hu A NAE 7EoE gy i
59 olH g WelolA "ol JjAe] tisiM e TS HA AAT = As Folth.
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SIEY AXE fFEste v dA@2 #HoE A Y] Y3 B 2P IES Axsed AMREHE T
AEd A HEEA #E7] (o, Sto]E=FA], ok, L Ee FIERADE RIS Aol IFAd & Qb
ZAA B3], dE E9, T. W. Greene and P. G. M. Wuts in "Protective groups in organic chemistry"

John Wiley and Sons, 4" Edition, 20060l 71A% RS AREE 4= Qth. oE Sof, EglojA Agal7] A%
g AukAel olul HE7)E tert-REA 7h2RY (Boc)olW, ol UZule o §7] fv] Fo| =g
FOROMEA EE dstsya 5o doz Agoam 44 ARG, tE ¢4, ojve BIJE $4
7oA FekE Zuje o] 88 Fastel o8 AAT 5 Qe WMASATERY (2) V), EE f7] &) Fo
tojgolyl Ei= 5 7] olwl fNom AAG 5 9 o-EF2o e A2 Y (Fnoc)
AFJUEF S A7) EA Fo sp5RE

224 B, 3 dWE 157
43 aslo] o8 AAT £ Qo tert-HEIE EZZO 2ol
EgZegdd A2 BE7)E ol EA Fo ofdd o] Ll
AAgT.  Bdo] ALty e BAH Fo]=2AY] BEVE WY o Zeln, @NE 20 1-244]7F
T 12447 B9 d2ERuE FoA BY EfBzufo]tele] muks ¥

HE2Z2ZA H3HE 24 8Hd 2742 $£4 597 3d Z5F

A T P, AE B0l MARH o

= =

= Rr = 2 =
BRE ol &3t AMxT F Avk. HIFHA AL DACA, ofvl (2)& EF PEOlE AEH
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[0344]

S=50ol 10-1999195

d5A7k2R Y (Boc), WMIASAZIERY (7) T 9-EFdddSA7t2Rd (Froe) 9 E& Ho7|E
ol g3te] A3 olu - e FASH Uy} O}Hl A (Dol gAY, A5t 7] (X N-shol=FA%
Aelu| =9 4 k. olgfd 7|9 AMgL Wal 7]& ol & A vk, R EE R (WA 14 o}
drEA FAE)e] ofdl EE TtERAA %—91 e BevlE VM= A4S, o 7k Bed Zlotg. uE &
=49 fetel= AEY WS, Efddoldl, tolazrgodolnl e N-vdREEdd} e f7] 4719
=4 ol stol=sAMzELE B 84 JtEH o Ee} @2 tEnon s, Ee 2-(IH-HxEeo}
E-1-9)-1,1,3 3-Hl =l d iy AAEFLREAMOlE B WRELoE-1-U-SA-Ee] -9 E e v -
F2AEEF AANEZFORIANOE FE HIER-EAUESYUe-TAYE AAZSFOIFEATOESY &7 Fo|
Ao, ofrlzt qke] wbg& I AFARD A2 GAlA, BET]= 7Sl A FEA PHE ol &5t

o AIAZ.

dArE dRE F7HY Z5 FEelE AEYS F A3 SR AP, v eAE vhep 2
APk, A5 GANA, 7oA =eid ol A

]
gHow obdshd 4 qdrh. oldsh o}d Zmelels, dAv] oY Zree= E:
Mz Feeolss) ge ofAsAE, @7, HFHoR Edeldelyl i tolszudodelvln g 33
obdl @7lel A Fol ADFomA FAT & A A ARHom By Az o8 w27
gejol= Aol o) FAL & AT, AYHo, AAY B4 FHANA, olule vELH Lo A gl
FolA £F AohwpstolEetels Ei 4F chiBAnzsle|EetelEs) g g BUA] £4) s 2
oA ulstol= mi AEIY wS g ol AxHE UEL HFE (®) Fastel o3 B9
g 5 oglrh. 8olA 1002e] Wake, ALl WErew e 44 ful FolA =EE £E U Frdes
% 2 AY A B T T A48 wrdolndolng 8T AU £x HolmiFuod g
A Fol AT ol BebE Fol A4 Fule A Fol vy e A4 §u) FolAe] Fasel @

Efo AH 39S T, 3 ‘&ﬁ]i 9449 = . g8 d=2, tert-HFEAIFIERYE (Boc) HEE ofwl
(9)& 283 42 (=, S. Caddick et al., Tetrahedron Lett., 2000, 41, 3513 7]<% HWPHS o]&3h),
A ZlsHE FEARQ el o grR TSl ol (100 58 4 9
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S=50ol 10-1999195

[0345] WS4 1
R5.__Aryl R8
R7 ’;’N HN
HN + —_—
ML o
1 2
H
HN)W fL /\ii

AI So R5 Aryl
ryl

)\ff R3O R7
HN

HNJ\H/NIM\H R8

AV' Rl ORS Aryl
NH,
O
[0346] 9 10
EHO hdel d7

[0347] T 1 2ZYa g9 HelM CA-T AE RVPel thdh Aol 3 2 CH-3457 (¥4 Wz @7 Zead

AefA) el A arE Yepdc.

&= 2% 4.2 pg/ml (210ng/eye)s IV 7ol §- AAle] 39 & 24 w28 Hehdl Zlolt,

2g e AN A YL U
[0348] A Ao

[0349] B g2 517] foledt Holge] AHEE ofdf HAIRA Y AAdEs Tl AAEn
¥ 16
[0350] Cha 3 /\]— 12z a2 eked
DMF ~OH el s Soju] =
DMSO ﬂuﬂ d AFApo|=
Et =)
EtOAc o &l olAEolE
hrs A 7F
HOBt ol =EA Mz E o}
LCMS oy IEulE-1ey] Ak Bg=Ag




[0351]

[0352]

[0353]

[0354]

[0355]

[0356]
[0357]

[0358]

[0359]

[0360]

[0361]

S=50ol 10-1999195

Me H=

MeCN I EYUE

MeOH w e

min =

MS A ~HEH

n/z Aok o 13t v & (& 332 (of parent), MH+, TEA AFEHA &= 3 o))
NMR ZES 400 MIZAA 71 =39S

Pet .Ether ZE H 60-80C2 HEZHE dHE £

Ph A

Phe Hddeid

n—Pr n-X=2d

THF B Egslo|m 2 et

TFA EYZ T ZoA EAL

RE WSS gy AFHA Fe 3 Ah BY7| sl SN

MR ~HEHL F5a §ulE 7IEEAR 3to] A2 Brucker Avance I11 (400MHz) ~FEZW|E oA 7]

B2} 0] 2& Chromolith Speedrod RP-18e ZA#, 50 x 4.6 mmS ©]-&3}o] 1187 10% —> 90%<] 0.1% HCO.H/MeCN
N 0.1% HCOH/HO0ZES] A3¥ v% FulE2 <% 1.5 nl/mine®2 F3dte] LOMSE F538+9 ). glo]El=
Thermofinnigan Surveyor LC A]Z=¥le} Zgsto] HAAREF o] 23} = Thermofinnigan Surveyor MSQ g ~HE
ZrE A 5.

s}etE o DL AR A]2E9] SIS =29 7] ARZ AFEE Autonom REZEYO]E o] &ale] FallT),
AHES ZA AEvEaYIE ZAEE A9, 'Agst'sE a=ZetEady e AgskA, 0.035 WA 0.070 mm
(220 WA 440 mesh) (e, Merck silica gel 60)& X FslH, Aio A& 4HS 2 &EFA] 10 ©|3) p.s.i
2 7hEdn. oAk B3 8 HPLC A A= Waters 2996 EETIO] 0= ojfo] HAEVE o] &dle] HEFHo=Z f
2 20 pL/min®. 2 Waters 2525 HpolUYg] wE=u] B3 X xeoz F33519 0},

RE Sl AT AIGEL2 AT OUlE AFSSFSIT

AAd 1

(S)-N-(4-o}m w=r &-H A )-2-[ (R)-3-(4- EA-HH)-2-ZT 23] o Holn =-Z 23] @ Yol = ]-3-H| d-Z £ 9] 2
opn| =

O
Lf O 5 NH,
HN N

Iz

/\O

A. (9)-2-[(R)-2-tert-FFAFt=2 B o} =-3-(4-0)| §A|-3 d)-Z 23] @ do}| = |-3-F -T2 9 24t dEd of
2H=

H-Phe-OMe .HC1 (2.3g, 10.7mmol)< CH.Cl, (100 mL) 2 DMF (10 mL)ol] &3ttt o] £A4L oC= WA H

ot (R)-2-FEFASA7IER ol -3-(4-| FA-Hd)-Z 23 24F (3.0g, 9.7mmol)S FH7Fek thE HOBt
(1.57g, 11.6mmol)¢} Ego€oldl (2.9g, 29.0mmol)S H7}slct. S84 JFEHTb o= (2.04g,
10.6mmol)S 18 F H7Fskdth. 0TColA Aoz 18417 &, g EdES FEEZIE (100 nL) o2 34
&Faz, NallCO; (1x30 mL), & (1x30 mL), B & (1x30 mL)o.2 A& 3 tbg, AF (NaS0y) 2 A& STUAA, =

FEFGY. FRES ZA] azeteEady (A2 ARSI, 20% Pet.Ether (60-80C),

SRR
80% EtOAc €& ¥3S xgsle] AF FAAA, (9)-2-[(R)-2-tert-F-HAFF2 R Do} -3 (4~ FA|-H d )~

=
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[0362]
[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

Z2u o doln|n]-3-Fd-Z a2 24 fE o AHE (4.25g, 9.03mmol, 93%) 2 FlEE T 9L FE3519
=

] = 471.927.
B. (S)-2-[(R)-2-tert-H-EAFlEH dolu]| =-3-(4- EA-Hd)-Z 23] o Jolu]| = ]-3-H - Z 9] 24

(S)-2-[(R)-2-tert-F-FA| 7t 2R o] -3 (4-o| HA]-F ) -Z 23] 2 dojn| = | -3-F d-Z 2T 24w ol 2~
2 (2.5g, 5.3mmol)E THF (100 mL)el| &3ttt & Stol=FAlol= Ad43HE (668mg, 15.9mmol) 8-
(10 mL)& #7tekalvh. Whg EFES 18AIRF 5 A2dA] wikel vhg, ¥ E3HE-S EtOAc (150 nl) =2 3
Aetdth. o] &S 0.3M KHSO, (1x50 mL), & (1x30 mL), H& (1x30 mL)o& AH&ta, HA=x (Na,S0,) 2
AF FHEAA, (9)-2-[(R)-2-tert-F-FA|FF2 R Ho}n] 1o-3-(4-| HA| -5 )-Z 2 7] @ Jo}r] & |-3-7 d-Z 2 5]
22t (2.095g, 4.58mmol, 86%) o FlHE= WAl TFPLS FE3)

]I

[M+H]" = 457.95.

C. [R)-1-[(S)-1-(4-Ao} =¥l FFt2nlR d)-2-H d- &I 2ulR A ]-2-(4-N EA-H D)-oE -T2t tert-
2y o xHE=E

4-(opr]iemE) Ml U EY Slo]l=2 32 eko]= (303mg, 1.80mmol)E CH.Cly (50 mL) % DMF (5 mL)ol &3ft3
o, o] &5 0 WAANZT.  (9)-2-[(R)-2-tert-F-FA| 72 H o} .-3-(4-of| HA]-H ) -Z 2 3] e Jo}
= ]-3-dd-Z 23924 (745mg, 1.63mmol)<= H7FSF thS-, HOBt (265mg, 1.96mmol) 2 Eg|d€olql (495mg,
4.9mmol)& #H7FeAT. 84 ZFERYeln = (344mg, 1.8mmol)E ¥ = HIFSITE. 0ToA ALe=
18A1ZF =, 918 EIES FZZYE (100 mL) o2 3)|A8FaL, NalCO; (1x30 mL), & (1x30 mL), B3 (1x30
mL) o2 AFHg ohs, 713 (NaS0y) 2 X3 TIAA, =3t 2dS 53190, FRES YA A=ZE
gy (AEyhE AAStL, §%5 20%Pet.Ether (60-80C) + 80% EtOAc #8& Folar, & ZFHAA,
[(R)-1-[(S)-1-(4-Alol=-Hl d 7} 2nl 2 )-2-F d-o D 7} 2nf R A [ -2-(4-of| HA]-H D) - D [-Ft 294 tert-F
g o ~H 2 (493mg, 0.86mmol, 53%) % FAEE FA ¢ A8 FE3IT)

[N+ = 571.29
D. (R)-2-0h] e N-[(S)-1-(4-Alof e MR 2 M E. Q)2 - D ]-3-(4-0] Al -5 d)-Z 2] Lol shol=
2gzdols

[(R)-1-[(S)-1-(4-Alo}=-ul ATt 2Rl R ) -2-F d - D 7} 20l 2 U |-2- (4~ ZA]-H D)~ D -7t =25 tert-H
g o ~HZ (225mg, 0.3%mmol)oll 4M HC1/t]2At (50 mL)S AT 3tdct. ALda] A7 &, 12 A A5
(R)-2-0}v] =-N-[ (S)-1-(4-A| o} =-wl A 7L 2 2 A ) -2-3| d-o| & | -3-(4-o| ZA]-H| d)-Z 23] Loln| = Flo|=rZ
ZlolE (200mg, 0.3%9mmol, 100%) = HAH = WA 3HE 535491},

[MHH]+ = 471.26

E. (S)-N-(4-AJo}=-#14)-2-[ (R)-3-(4-NEA]-Hd)-2-Z 23] @ Jo}n| - 2 3] @ Jo}u]| - ]-3-3| J-Z 2 1] Lo}

=

(R)-2-0}m] =-N-[ (S)-1-(4-A| o} e-wl A 7t 2 2 A ) -2-3 d-o| & | -3-(4-o| ZA]-H| d)-Z 23] Loln| = Flo|=r
ZElo]= (200mg, 0.37mol)E tlEF2Z=Zwe (50 mL)ol &afst, o] §4& 0CE YA AL, Egddoyl
(111mg, 1.lmmol)E& #A7}ek e Zaved ZF=Zgol= (39mg, 0.40mmol)E H7Fslgith.  0TA 18A17F

T, Ao wms EES CHCl; (50 mL) 2 31X 38tar, o] &S 3} NalC0; (1x20 mL), 2 (1x20 mL), B&

(1x20 mL) o2 A ths, 132 (NaS0,) 2 Hd TEAFY. FRES Fd4 a=2vEady (deyh=

AABEL, 2% MeOH + 98% CHCl; &% w85 & &, ¥ FTLAA, (S)-N-(4-Alofre-wlZ)-2-[(R)-3-(4-°l| &

A= d)-2-2 23] @ dolu] - E 23] @ Jopn| - ]-3-3 d-Z 2 v 2ou| = (189Img, 0.36mmol, 98%) = FHEH = F
Q

[M+H] = 527.27

F. [4-({(9)-2-[(R)-3-(4- EA]-Td)-2-ZE 5| e do}r| -T2 9] © Jo}H| 1 ]-3-7 -T2 3] © o} v| 1 }-o|
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[0376]

[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

S=50ol 10-1999195

g)-A]-7L= A tert-BE g AH=

(S)-N-(4-A] oF == 2 )-2-[ (R)-3- (4o A -3| ) -2- = 2 1] @ Yo} 1= 2 3] © J o] 1= | -3-7 I - 3 & 3] Lo} m)

= (100mg, 0.19mmol)E WErE (50 mL)o La]3tdt). o] £AS 0CE WA AL, Uz (1) SF2dol=
AA}slo] = o]l E (4.5mg, 0.0192mmol)S} U-tertHE U]7}HUo]E (83mg, 0.38mmol)E A7}3 & 25 B
ool =eto]= (50mg, 1.33mol)E wrel A7bstgivh. whe EIES 184K B ALshA 0CAA mket
Art. WS Fud o8 AASAT. AFES CICL (70 o] S8, EI NaHCO; (1x30 nl), ¥
(1x30 mL), H¥ (1x30 nL) o2 AAT tha, A2 (NapSO) B g TEAA, =34 29 #5300, &
WA ARvtETH R GAsta, 1% MeOH, 99% CHCL, 2 E&A1A, [4-({(9)-2-[(R)-3-(4-0 EA|-5d)-2-= &
9] @ dobn) -3 2.3 © dopu) v ]-3-3 I~ 23] 0 dop e - =) -l A ] -7h2uht tert-3E ol =H 2 (89ng,
0.ldmmol, 74%) %2 E=AHE T4 0dL& FE359T}.

[M+H]" = 631.39

G. (S)-N-(4-0}¥] o] B-)-2-[ (R)-3~(4-0] H |- D)2~ 2 2.3 @ F o] s 2] @ o}w] 1] -3-3] I 23]
2ojrle EZER ool o E

[4-({(S)-2-[(R)-3-(4-o| EA-FY)-2-Z 2T @ Joln| x-Z 23] @ Holn| = |-3-H d-Z 2 1] 9 Jo}n| = }-u| &) )-
WA ]-7h2 A tert-F9 ol 2HEZ (89ng, 0.13mmol)E EZEFLROMEAL (20 nL)oll &astdrt. o &
S AR ALoA st % s T AA Y, =@ 2dg FEIUY. JFES Prep HPLC
(Sunfire prep C18 OBD Z#, 19x250mm, 10p )&= AASAT.  10% 0.1% TFA/MeCN —> 90% 0.1%TFA/H.0E 20
mL/min= 3583+ AR&3te] &EAZT. IS 2¥sba, E@ Azxste, (S)-N-(4-opr=we-A=)-2-[(R)-
3-(4-Ad EA-9d)-2- 229 Q o] -2 2 5] O Jon| 1 | -3-F| d-Z 23] ojH| = EFEF R HoIE
(38mg, 0.056mmol, 42%)% AT+ MM TH =S ’\EO}@T/}

[M+H]" = 531.31

I NMR: (CDsOD) 1.02 (3H, t, J=7.7Hz), 1.42 (3H, t, J=7.0Hz), 2.13-2.21 (2H, m), 2.71-2.77 (1H, m),

2.81-2.92 (2H, m), 3.12-3.16 (1H, m), 4.05 (2H, q, J=6.9Hz), 4.13 (2H, s), 4.37-4.50 (3H, m), 4.57-
4.69 (1H, m), 6.82 (2H, d, J=8.6Hz), 7.05 (2H, d, J=8.6Hz), 7.17-7.19 (2H, m), 7.24-7.31 (5H, m), 7.41
(2H, d, J= 8.1Hz).

AAd 2
(R)-N-[(S)=1-(4-o}u] ol D-l A T2 up2 9 )-2-7] d-o] B ]-3-(4-o HA|-7 D )-2-w| P F F o}m] - T 2 9] 2.0}
1R
| H
HN N
N
H
O
/\O

A (RO-N-[($)-1-(4-Aloh - A7 2 1R &)-2-5 d-o] B]-3- (4= EA-5)-2- ] & E d o}v] - 3 2 5] Lo} ]

=

(R)—2—0}Uli—N—[(S)—l—(4—f\1O}L—aiél?}EH}U°‘)—2—311%4_—011%]—3—(4—011%*1—&11%4_)—EEQ%O}UIE o=z
Zgte]= (150mg, 0.30mmol)E CH,Cl, (20 mL)ol &3skgltt. o] &4& 0CE YA ALY, Wetdyd S22

o]= (37mg, 0.33mmol)E #7133 b3 Egoldolwl (90mg, 0.89mmol)S H7FSFAtk. 0CelA Aoz 184
&, Wke B3 eSS FREEFE (50 nL) o2 3] Asla, NaHCO; (1x20 mL), & (1x20 mL), B& (1x20 mL) o=

A F, A2 NasS0d) R AT WA, w4 2de $EIAT. AFES FyA A=viEade (2

o
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[0387]

[0388]

[0389]

[0390]

[0391]

[0392]

[0393]

[0394]

[0395]

[0396]

[0397]
[0398]

[0399]

S=50dl 10-1999195

272 AASEL, 2% MeOH + 98% CHCl; €& #3S &sla, 1F STEAIA, R)-N-[(S)-1-(4-Alo}=-HA 72
vl Q)-2-H d-o]| & ]-3-(4-o| EA]-Hd)-2-H et T o}n| - Z 2 3] Lolu| = (110mg, 0.20mmol, 68%) % =4 =

= 3Ag $Ea3
] = 549.11

B. [4-({(S)-2-[(R)-3-(4- FA|-Fd)-2-H A X ol - 23] @ Jo}n| = |-3-7d-Z 2 3] @ d o}H] =}
2)-A -2 84 tert-HE d2HE

(R)-N-[($)-1-(4-A oh -t A7} 21} 2. 91 )~2- 5] -0 & ] -3 (4] 5 A -3 D) -2~ €h A S d o] 3 2 3] o] =
(110mg, 0.20mmol)E WEHE (50 mL)ol &35ttt o] &4 0CE Yz R, YA (11) FZEolt A}
stol =g o]E (4.8mg, 0.02mmol)¢} Tl-terti-¥l TIZ}HUYo|E (88mg, 0.4mmol)E H7}3t th& AF HES o=
ghol= (53mg, 1.4mmol)E ol H7pskich.  whe EWES 18A17F B9k 0TolAM AL7kx wuksiich.
MeOHE =wrol| 93] AASIYT. FHHFES CHCl; (70 mL)o| &38kx, 23} NaHCO; (1x30 mL), 2 (1x30 mL),
By (1x30 mL)o2 AFE o2, 712 (NapS0,) 2 I3 SHAIA, w3 2dS 535300, ZeA 220}
B s AL, 2% MeOH, 98% CHCL 2 &F3ta], [4-({($)-2-[(R)-3-(4-0ll 5 A= d)-2-v ehd . d o} 1
-Xgy Qo doln i ]-3-Hd-Z 2y o Jolu| - }-rf| e -l A -7t 2R tert-FE o] ~HZ  (86mg, 0.13mmol,
66%) = S H% = WA P ES F5IUT.

H+H]" = 653.23, 675.19 (M+Na).

C. (R)-N-[(S)-1-(4-o}vu] =ved-H A7l = rl 2 Y )-2-5 - D ]-3-(4-N EA-5|d)-2-m S E ol -Z 2 3] &
ol = EFYEZSFLZoLAEH O E

[4-({(S)-2-[(R)-3-(4- EA]-H d)-2-Hetd T Jo}v] - Z 23] ¢ ol = |-3-FHd-Z 23] Q Jo}r]| = }-w & )~
WA ]-7E29AE tert-5E o AEHE (86mg, 0.13mmol)oll ETZFO EIAEAF (20 mL)S A3 r). AL

A IAZE & gulE JAFolA FUAAY. FFES Prep HPLC (Sunfire prep C18 OBD A, 19x250mm,
102 ZAASYT. 10 => 90%2] 0.1% TFA/MeCN —> 0.1% TFA/H,0S 3587t 20 mL/mino.2 §EAH . H3

2 goba B2 Azdtel, (RI-N-[(5)-1-(4-ov] vl &=l A 7h 2wk 91)-2-5 d-o) & |-3-(4-0] HA]-31 ) -2- 7
gAY ol -T2 ujRolu| = EYZFQZolAHOIE (28mg, 0.042mmol, 32%0)% A= WA uAE &5
3k,

[M+H]" = 553.08

1
H NMR: (CDsOD) 1.41 (3H, t, J=7.0Hz), 2.60 (3H, s), 2.69-2.75 (1M, m), 2.81-2.91 (2H, m), 3.09 (1H,

dd, J=13.7, 6.5Hz), 4.04 (2H, q, J=7.0Hz), 4.13 (3H, m), 4.39 (2H, s), 4.62 (1H, dd, J=8.1, 6.6Hz),
6.87 (2H, d, J=8.6Hz), 7.13 (2H, d, J=8.6Hz), 7.23 (2H, t, J=6.6Hz), 7.25-7.32 (5H, m), 7.41 (2H, d,
J= 8.1Hz).

Al /\l q] 3
N-[(R)-1-[(S)-1-(4-o}v] e H & - A7} 2} R 91)-2-s d - D7} 2 nt R A |-2-(4- FA| - D) - & |-¥l =o}m| =

I=

A. {(S)-1-[4-(tert-F-EAFI2 R dolu| =-rd )-H A Jl2r 2 Y |-2-F - d }-Ft=214F dEd dagH=

(S)-2-vld A 7t2 R doln| x=-3-H|d-Z 29 &AL 2 5-T]2A-T 2 d-1-Yd o AHZ (4.25g, 10.72mmol)=
CHCly (100 mL)ell &3fstiet. o] §ds 0C=E WAAFT. 1-(N-Boc-ol] = d)-4-(o}n| H &) wil Al
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[0400]
[0401]

[0402]

[0403]
[0404]

[0405]

[0406]
[0407]

[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

S550ol 10-1999195

(2.79g, 11.79mmol)& 7}3e+ thg, EgloEolql (3.25g, 32.16mmol)<S H7F8IIth. 0TCelA 202 184]

S FEE¥E (100 mb)e 2 3]As}ar, NaHCO; (1x30 mL), & (1x30 mL), B9 (1x30 mL) 2o

2 AFS g, AE (NaS0,) % JF Sdste], =dkd odS #5313 Y.  JFFES Pet.Ether (60-80T)
=5}

% EtOAc2 EgFdeldste], {(S)-1-[4-(tert-F-FA7t2Rdotn] - e)-wl A7t 2up i |-2-3 d-ol| & }-7}
2ybak Wd ol ~H 2 (3.88g, 7.49mmol, 70%) 2 TAHEE WA uAE S5

[M+H] = 518.28, 540.32 (M+Na).
B. {4-[((8)-2-o}v|x=-3-Hd-ZT 2y @ doln| = )-vEd |-dl A }-F} 24} tert-FE d2HE

{(S)-1-[4-(tert-F-FAI7F 2R doln| e-w e ) - A7t 2nt R Y |-2-d - D }-7F 274 WA o 2~HZ (3.66g,
7.08mmol)E WEE (200 mL)ol &Skt o] &4 Oy ¥ A2 A 1AF 5 10% Pd/C (500mg)
oA i the, FulE AToER o3 AASL, FFES WEHE (30 nb)E AHTE F, AHES =7
stal, XF FEAA, {4-[((S)-2-ote-3-dd-Z2H e dolu|)-E |- A }-7 20t tert-FE o &H|
(2.627g, 6.85mmol, 97%) 2 FAHEE WA uAE F55A ),

1m 1::01'

[M+H]+ = 384.37

C. (R)-2-opH|=-3-(4-9 BA-Hd)-Z 2 9 24}

(R)-2-F-EA 72 R do}r| x=-3-(4- BA|-Hd)-Z 23] 24 (4.0g, 12.93mmol)S T2k (150 ml) <] 4M HCI
of &askict. AA A F, &S JAF AASY, (R)-2-olv|e-3-(4-A EA-¥d)-Z 23] 24k 3}o]
cza2glo]l= (3.18g, 12.9mmol, 100%) % A L= WA 3HE F£E35190),

[M+H]" = 210.18

D. (R)-2-H1ALAFIZ R d ol =-3-(4- EA]-Hd)- =23 24t

(R)-2-0}u| =-3-(4-o| BA-Hd)-Z 23] 24 Flo]=2F 2 o= (3.17g, 12.9mmol)E A&F 3Jlo|=FAlol=
(1.14g, 28.38mmol) &% (100 mL)ol &afistgict. LAk (100 mL) Fo W FRIZIEWOE (2.64g,

15.48mmo1) & H7Fsllth. WS EFES HA2oA 18AI7F kel & f&Aks JF A AT, A R
ES fog dHE (I1x 100 mL)E A Hsta, IM HCIE pH 28 AH43Hs o8, FEEXE (2x200 nL) o8 3
vk, F9¢e FEES E (Ix50 mL), B9 (1x50 mL) 2 AlF3sta, A% (Na,S0,) 2 2 ZA1A, (R)-

-l A A 72 B d o] -3~ (4~ A - d)-Z 23] 24t (4.0g, 11.65mmol, 90%) = A= WA IAE F5

[N+H]" = 344.20.

E. [R)-1-{(9)-1-[4-(tert-F-BA|FIZ R do}r| =-vE )-H A7} 2ulE d |-2-H -2 v 2 A }-2- (4~ B A]-
Hd)-dg]-7l22A Hd gagE

{4-[((S)-2-olr) =-3-Hd-Z 2y @ Joln| - )-w & |-wl A } -T2 A tert-FE o2l (2.63g, 6.86mmol)E
CH,Cl, (100 mL) 2 DMF (5 mL)ell &afatict. o] &4 0CTE YZAAAY. R)-2-HAZA| 72 R do}n)| =-3-

(4o BEA-HD)-Z 2922k (2.50g, 7.54mmol)S H7Fsk S HOBt (1.1lg, 8.23mmol) ¥ Ego|go}ul
(2.08g, 20.57mmol)S H7}etdvt. 84 FtE2HUoln = (1.45g, 7.54mmol)E 1¥ ZF H7pskgitk. 0T
A Aeom 18A17F &, WS EIES FRIYE (200 pL)Oo2 3AEaL, NaHCO; (1x50 ml), & (1x50 mL),

Ha (1x50 mL) o2 A& the A% (Nas0y) 2 AF ZuA7, webdl 098 =39, ARES o
oA Elo] E¢} Pet.Ether (60-80TC)= E7]Fdlo]Asle], [(R)-l-{(S)—l—[4 (tort-P-E A7} 2 1Y obu] 1wl )
#2722 9 -2- 5] ol & 72 bR A }-2- (4= FA -3 ) -0 & | -7k kab Wl o] El = (3.55g, 5.0lmmol,
7302 FAEE WA 1AE F53T

[M+H] = 709.34.

F. [4-({(9)-2-[(R)-2-0}7]:=-3-(4- BA]-Td)-Z 23] @ Jolv]| = ]-3-H -T2 ¥ 2 do}v| = }- &) -l A ]-7}
29k tert-BE d2HE=
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[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

SS90l 10-1999195

[(R)-1-{(S)-1-[4-(tert-F-EA 72 R o}n| - &) - A 7} 2} 2. Y | -2-3| I - D 7} 2 0} 2. Y }-2- (4o F-A] -]

d)-ofd]-7t2Z etk wlE o ~H 2 (3.55¢, 5.00mmol)E wEFE (200 mL)ol &3t ©] §A4S vy
Ao A 1At Ft 10% Pd/C (500mg) Aolld #4313 tg, e AdglolER o3 AAsIAL, FFES W
e (30 nb)E AlFEe F, 23% AHRES AF TS, [4-({(9)-2-[(R)-2-o}H] =-3-(4-of| BA]-3|d)- ==
vl o doju] = ]-3-sd-Z 23] ¢ Jopu| e }-w| &)Wl A |-FF 2 tert-5d o 2|2 (2.8g, 4.87mmol, 97%) &

EAEE WA 95 53190}
[M+H1+ = 575.37.

G. [4-({(9)-2-[(R)-2-HlZ Lo} 5=-3- (4~ HA-Hd)-Z2F e Jo}n| = ]-3-F| d-ZT 2 5] ¢ do}v] = }-vf & ) -4
A]-71294 tert-54 d2HE

[4-({(S)-2-[(R)-2-°}7] .=-3-(4-o| HA| - )-Z 23] @ Ho}w| = | -3-9| d-Z 2 3] 0 o} m| 1} ) -wll
W2l tert-H2 o2E|Z (3.45g, 5.99mmol)E TIEFE=ZHWEr (150 ml)el S, Wxd 1=
(1.01g, 7.19mmol)E 73+ thg, Egdldolvl (1.82g, 17.98mmol)S H7psl3ich. HbS EES o A
5A1ZF B mukskar, CHCl; (150 mL)& 8]48k thg, o §4& 0.3M KHSO, (1x50 mL), 23} NaHCO; (1x50
Kol

Al-stz
ER
el /\E_Q_

mL), 2 (I1x50 mL), B# (1x50 mL)eZ AFHs}a, AZX (Na,S0,) 2 3 FUAACY.  IFES Pet.Ether

(60-80C) 2 EtOAcE Eg Ry o|std,
[4-({(S)-2-[(R)-2-¥l Z D o}u] :=-3-(4-o| EA]-Hd ) - 23] @ dolu| = |-3-H d-Z 2 3] @ Joju| =} -1 &l )-dl 24 |
-7F2ukat tert-HE o AHZ (3.06g, 4.5lmmol, 75%) 2 TAEE WAl 1S £S89}

[M+H] = 679.34.

H. N-[(R)-1-[(S)-1-(4-o}vl e d- A7 2 02 & )2~ U~ ©7h2 Hl 2 A ]-2-(4-] B A3 9)-o & ]- =0} o]
= Fol=zZREe|s

[4-({(S)-2-[(R)-2-H 5= op] 2=-3- (4=l FA| -3 d ) L2 ¥ @ dop] 1= | -3~ - L 23] @ d o}r] 1%)
-ZF2RPE tert-5-€ o Z=HZ (2.86g, 4.21mmol)E vt (150 mL) <] 4M HCll oﬁo}‘-"ﬂu} 2
AIZE S, s JAE AT ARES oﬂElQ—iTEi EAA, N-[(R)-1-[(S)-1-(4-o}r| =m -
R ) -2-H d-o 72 u R Y |-2-(4-o| EA-Hd)-o| & |-H Zo}ln| = Flo|=2F2e}ol= (2.1g, 3.
810) = A= WA aAlE F53sith

¢> ﬂi rb

Immol ,

[+H]" = 579,34

H NMR: (CDsOD), 1.40 (3H, t, J= 6.9 Hz), 2.91-2.99 (3H, m), 3.14-3.19 (1H, m), 4.02 (2H, g, J= 6.9

Hz), 4.08 (2H, s), 4.41 (1H, d, J= 15.5 Hz), 4.51 (1H, d, J= 15.5 Hz), 4.66-4.69 (2H, m), 6.82 (2H, d,
J= 8.4 Hz), 7.10 (2H, d, J= 8.2 Hz), 7.18-7.20 (2H, m), 7.25-7.38 (7H, m), 7.44-7.59 (3H, m), 7.72
(2H, d, J= 7.8 Hz).

AAl4l 3b

N-[(R)-1-[(S)-1-(4-o}u] =W & - F L2 v} 2 A )-2-| J-N D Tt 2R U |-2-(4- EA|-Fd)-d & |-l Zolu] =
sl 2 g 2ol

[4—({(5)—2—[(R)—2—H¢Z°‘O}UIi—S—(4—°ﬂ%M—ﬁﬂé)—ﬁiﬂ Q. dopr] i |-3-3 - Z 2 ¥ 0 Jopn] i j-vil & ) -l |
7R tert-FE ol2HE (10.0g, 14.7mmol)E A2olA F4 FRefo]l= / ol opAlElo]E (3.7M, 250
ml) Foll ankekdtk. 2AI%F . RIS o Ifsha, 011% obAEIE (2 x 50 mL) 2 AHE vhg HAxste] 1
= (71.999= 53t ﬂﬁé% %‘—‘?— (0.106g)& SFEYEZ (2.1 )% & (0.32 nl) EFE]
detsta, 77CE Atk g7k #EE wzkA & (0.05 )& FAR d%Hor EFEe] Hrisiglth
Wek Eges 29 F AgoR vl AT, #5Es ages oyl o8 wefsta, 40TAA HE
[(R)-1-[(S)-1-(4-opr=rD-wl A 7F 2 up R ) -2- 3 d - D 7F 20k R -2 (4-of FA] -3 D) - D ] -

Hlzoln = stol=2 &2 gol= (0.067g, 3.41mmol, 81%)E G533}, I NIR (CDyOD)e] AAldl 39 A H
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[0427]

[0428]
[0429]

[0430]

[0431]
[0432]

[0433]

[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

S5S0ol 10-1999195

{(R)-1-[(S)-1-(4-ck P = - A7 2 ek .91 )-2-5] -0 Poh2 k2 & | -p-Ah o] F 2 84 -0] Pokr] = )-o} A £

OH

A, [(S)-1-(4-Aol=-ld 7tz 2 d)-2-H d-od ]-7t2 83t tert-HE o &2HZ=E

g-oln) WMl Z U EY slole2FZelo]l= (1.53g, 9.1mmol)E CH.Cl, (100 mL)ol &&stgitt. o] &AL 0C
2 97Azg. (S)-2-tert-F-HAFFEH Dol e-3-A I Z 23] 241 2,5-U&4-9 58 d-1-d  o~H=
(3.00g, 8.3mmol)E 73 tS Egdgoldl (2.51g, 25mmol)S A7ttt 0CoA A2o=x 18A17F &,
e 58S FRRFE (100 mL) R 3|A8kaL, NaHC0; ( 1x30 mL), & ( 1x30 mL), B ( 1x30 mL)S.& Al
2% o, Az (NaS0y) 2 AF FEA A, =g 0dS F531%0t.  FFES EtOAc/Pet.Ether (60-80
C)EZEH ZAgstd, [(9)-1-(4-A] o}~

7. 1mmol, 86%) % FTAEE WA uAES =53},

[M+H]" = 380.13

B. (S)-2-o}u]=-N-(4-Alo} -l A )-3-H I-Z 2y 2o}lu|= slo]=rF 2ot
[(S)-1-(4-Ao} - A7t 2nt ) -2-3 d-o & | -7} 24 tert-58 o 2HZ (2.71g, 7.1mmol)ol 4M HCl/t]

AL (150 nl) & ATt ALoA 147 5, SulE AASke] ($)-2-obm N (4-Alohr-117)-3-5 -
23 eolu = solmr R alol= (2.24g, 7.1mol, 999)Z FAEE WA wAE SS9

+H] = 280.14

C. {(R)-1-[(S)-1-(4-Alo} =il 7t 2L R U )-2-¥d- dF2uLR Y |-2-Alo]| 2 A~ D }-712H3F tert-F-
g Jag=

(S)-2-o}u] e-N-(4-A o} -l D) -3-H -T2 5] Lolu| = Flo|=2FZelo]=  (500mg, 1.58mmol)E CH.Cl, (30
mL) 2 DMF (3 mL)ell &38iat3ictt. o] 84S 0CE WA Z Y. Boc-DCha—OH (473mg, 1.74mmol)ZE H7}3F th
S, HOBt (257mg, 1.74mmol) % Ego|goldl (481mg, 4.75mmol)S H7}3ldct. S84 7l2HTon=
(339mg, 1.74mmol)E 28 & H7}AT. 0CoA Ao =2 18A7F &, Uk &35S F22¥E (100 nL) &
2 8 Aea, NalHCO; (1x30 mL), & (1x30 mL), H& (1x30 mL)oz AHe b Az (NasS0,) 2 JF 2=
ANA, =3 ods 5315, AFES FUA] A2vtEady (H2yhE AASIa, 60% AtelE 2 Ak +
40% EtOAc €% H3S Fsla, 1F =2AA, {(R)-1-[(S)-1-(4-Alo}=-H A7t 2nt R ) -2-F| - g 7} 2n} &
]-2- AM%E?‘J A-of| el }-F} 2 tert-5E o ~HZ (799mg, 1.50mmol, 95%)% TAHEE EZFo] WAl 313

[M+H] = 533.18

D. (R)-2-oFFl3-N-[(8)-1-(4-Alche- A7 20t ) -2- d-o d]-3-Ao] 22 Y- 23] Lolr = sol=m g
Zghol=

{(R-1-[($)-1-(4-A b A7k 22 ) -2-F - D72t R A |-2-Abe] F R -0 -7 =ikt tert-#
2Bl 2 (799mg, 1.5mmol)el 4M HCl/T]$AF (50 ml)< ﬂa}s}s{iu}. Ao 1AZE F &S A A 8]
(R)=2-0H] N=[ (8)-1-(4-A oh il 7h 2 b o)) -2- 3 ol d |-3-Afe] SR 8- 2o Rou| = Slo|=a e
Zho]= (703mg, 1.5mmol, 100%)% EAEE WA uxE $5313t).

ol

[M+H] = 433.06

. {(R-1-[()-1-(4-Nch=-H 472 k8 &) -2-| -o] D7h 2 vk ]-2-Apo] 2 2 8 -0 P ] 1z }-opH EAF
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[0442]

[0443]

[0444]

[0445]

[0446]

[0447]

[0448]

[0449]

[0450]

[0451]

[0452]

S=50ol 10-1999195

tert-% g J2H=

(R)-2-o}H] =-N-[(S)-1-(4-Alo} =-Hl A7} 20l R ) -2-F d-o| d | -3-Ale| F 2 I L -T2y oln| = Flo|=2F R
Zhol=  (290mg, 0.62mmol)E oFAMEYUEZ (10 ml)oll &3a2dtt. tert-FEHERIAHOIE  (144mg,
0.74mmo1) S #H7}3F & tolAZ 2 Ho ol (160mg, 1.24mmol)S H7}stHch. WEE ZSHES 247 60T
A ke S FRRYE (100 mb)o® FAEa, B (1x30 ml), 2¥ (1x30 mL)oZ AHs & Ax
(Na,S0y) 2 AF SHUAA, =34 29 531500, AFES U a=zveady (deyhE JAlsha,
25% Pet.Ether (60-80TC) + 75% EtOAc &% w85 Fat, I&T FLAA, {(R)-1-[(8)-1-(4-Ao}=-wlA7}t=
v d)-2-sH d-ogdrtEnt e d]-2-Ato] R A M- dolu| i }-ol M EAL tert-F-4 o &~HZ (240mg, 0.44mmol,

792 FARE P4 2 F5a%
[M+H]" = 547.30.

F. ((R)-1-H(S)-1-[4-(tert-F-FAFI2 R dopv]| =-v| & -l A 7128l R U | -2-H - D72 ulR U }-2-Ao| S 2 &
A-dgoln])-olA EAL tert-FE o 2EHZE

{(R)-1-[(S)-1-(4-Alol -l A 7} 2nl R ) -2-H - & 7t 2n T | -2-Ato| F 2 Ao Holu| - } -0l EXAF tert-
Fe ol 2HZ (240mg, 0.44mmol)E HWEE (25 mL)ol &g, o] €48 0C= WA A AY. YA (1D
Zx2dlol= dAlslo]l=do|E (10.4mg, 0.44mmol) 9} Tl-tertFE t7tHUlo]E (192mg, 0.88mmol)E H7}sk th
S 4F HE3dol=glel= (1l6mg, 3.1lmmol)E o] H7F8itl. Wb E3HES 3U37F 0CoA Aoz
watdth.  MeOHS Zol &) AAsIAT.  AFES CHCLy (70 mL)o| &&fstar, E3} NaHCO; (1x30 mL), =
1x30 mL), B8 (1x30 mL)o.& A3 thS A% (NaSOy) Z AT SHAIA, =2k 0SS FE39tt,. =
A Z2etEHIAE ZASI, 40% Pet.Ether (60-807TC) + 60% EtOAcE &=AA, ((R)-1-{(S)-1-[4-(tert-
FEAZIZR dolu| - e ) - 7t 2n 2 A |-2-5 d-o| & 7t 2} R A }-2-Alo] S 2 &) A o & o} 1 ) - o} A EAF
tert-5-g o] ~HZ (65mg, 0.10mmol, 23%)E FHAEE WA 1FHES 55190},

El

~

[M+H] = 651.44.

G. {®)-1-[(S)-1-(4-olr|=r - A7} =2u} 2 Y )-2-5| - I} 2 Hl BRI |-2-Alo| S Z A A - Holu| = }-o} A E
2 YEIZFLZoAH O E

((R)-1-{(S)-1-[4-(tert-F-EA 72 R doln| =-w & ) -l A7} 2 v} 2 A |-2-F| - d 7 2} 2 Y }-2-Alo]| F 2 3N 2]
- dolu)-o} M EAL tert-58 o Z~HE (65mg, 0.lmmol)o] EZZFQ 2ol EAF (4 mL)# CHLL, (2 mL)E
A sk, A2 A 1*1 T, 2uE AFdA SEAHY. FHFES Prep HPLC (Sunfire prep C18 OBD
A# | 19x250mm, 10p)= AASIITE. 10 > 90%9) 0.1% TFA/MeCN —> 0.1% TFA/H0E 35%7F 20 ml/mino.=
AHgsle] ARG, £8S Fota, 2 Axsd, {(R)-1-[(S)-1-(4-o}v| v e-wld 7} 2nt 2 Y )-2-3 d -
1*37}%}“01] -2-Alo] S 2 Ao dolu| L }-ol N EAL TEZEF 2 ZoAHOE (46mg, 0.064mmol, 64%)Z &

O_u r\

[N+H]' = 495,28

H NMR: (CDsOD) 0.78-0.98 (2H, m), 1.10-1.25 (4H, m), 1.53-1.70 (7H, m), 2.97 (1H, dd, J=14.0, 10.5Hz),

3.25 (1H, dd, J=14.1, 5.2Hz), 3.74 (2H, s), 4.01 (1H, dd, J=8.1, 6.1Hz), 4.15 (2H, s), 4.47 (2H, s),
4.76 (1H, dd, J=10.5, 5.2Hz), 7.28-7.38 (7H, m), 7.45 (2H, d, J= 8.2Hz), 8.83 (1H, t, J= 5.9Hz).

#1569 stgEEs (7)) A 14 % (8171) 199-201°0 7] wheh o] fA skt

R1 2
N r R4 o R
N
R 3/kﬂ/ ///,,“ i 8
© R6 NH,
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[0453]

S=50ol 10-1999195

* 1
A Ao |R1 R2 R3 R4 Aryl R6 R7 R8 m/z
HS
5 1 1 ch, H #Hd H H il 475.
Q
H3C>
6 H H CcH H d H H F 493.
(o}
H3C>
7 CH5CH,CO H cH H Hd H H F 549.
o
Hac>
8 H H o H e H H H 315.
9 CHs CHs - H e H H H 465.
10 CH5CH,CO H - H #d H H H 493.
11 CH5S0, H - il d H il i 515.
12 CH5CH,CO H cHy H e H Cl H 565.
o
H3C>

_42_




S=50ol 10-1999195

13 CH; CH; cry H Hd H 503.2
o
HSC>
14 H H cH, H —¢ H 543.2 &
545.2
\ /
Cl Cl
o
H3C>
15 PhS0, H cH H Hd H 615.2
0
H3C>
16 CH3CH,CO H cHy H ¢ H 599.1 2
601.2
N\ /
Cl Cl
o)
H30>
17 HOOCCHS, H cry i Hd H 533.2
(o)
HSC>
18 H H chy i S H 567.1 2
569.1
\ /
Cl Cl
.
FF
19 CH3CH,CO H oHy H —c¢ H 623.2 2
625.2
\ /
Cl Cl
.
FF
20 H H oy H —c¢ H 505.2 2
507.2
o <
Cl Cl
21 CH3CH,CO H H —c¢ H 561.2 2
gk 563.2
o %
Cl Cl
22 PhCO H CH, H Hd i 459.2
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S=50ol 10-1999195

23 CH,CH,CO H oty H Hd H H Cl 565.1
(o)
H30>
24 CH3CH,CO H cHy H #Hd CH; H H 545.3
(o}
H3C>
25 H H oty CH, [¥d H H H 489.2
o
H3C>
26 CH,CH,CO H or, cH;  [¥d H H H 545.2
(o}
H3C>
27 CH; H cry H Ad H H H 489.3
(o}
H3C>
28 HOOCCH, H (CHs),CHCH, H Ad H H H 455.3
29 HOOCCH, CH, o il #Hd H il il 509.3
30 HOOCCH, H - o H H H 509.3
31 CH,CH,CO CH; cH, H Hd H H H 545.3
[e)
H3C>
32 CH,CH,CO H cn, c, |=d H H F 563.3
[¢)
Y,
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S=50ol 10-1999195

33 CH; H o H Hd H H 451.4
34 HOOCCH, H o CH; |¥d H H 527.3
35 n-Pr H oKy CH, |®Id H H 531.4
(o}
H3(3>
36 HOOCCH, H o H Hd CH, H 509.3
37 n-Pr H o H AHd H H 479.4
38 PhCO H cHy cH;  [¥d H H 593.3
o
H30>
39 CH,CO H cH CH, |3 H H 531.3
o
H3C>
40 CH; H -, H Hd H H 469.3
41 CH, H o H = H H 537.2 %
O/ \ 539.2
Cl Cl
42 HOOCCH, CH, o H Hd H H 527.3
43 HOOCCH, CHy . H =< H H 595.3
O/ \ // 597.3
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S=50ol 10-1999195

44 (CH3),CHCO H or #Hd H 559.3
o]
H3C>
45 n-Pr CH; o Hd 493,
46 CH;0C0CH; H o #d 509.
47 CH50C0CH, CHs - Hd 523,
48 NH-COCH, CH; o #Hd 508.
49 HOCH,CH; CHs - Ad 495.
50 NH,COCH, H o Hd 494,
51 HOCHCH, H o #d 481.
52 H H Q #Hd 519.
CH
53 n-Pr n-Pr o g 521.
54 1-NaphCO H cH, Hd 629.
o
H3C>
55 4-C1-PhCO H cH, Hd 613.

O\/O




S=50dl 10-1999195

56 4~CF5~PhC0 H cHy H Hd H i 647.3
o)
H30>
57 4~Ph-PhC0 H cH, H Hd H i 655.3
o
HSC>
58 2,4-diC1-PhCO  [H chy H #d H H 647.3
o
H3C>
59 3,4-diF-PhC0 H cHy H Hd H i 615.3
o
H30>
R1 2
\N} R4 0
&
o NH,
3
CH,
[0454] E
X 2
[0455] A HE = & R1 R2 R4 R5 m/z
60 AT, AR H H il OH 491.2
61 ke R i i i Ol 491.2
62 T HA, HFR CH5CH,CO H H OH 547.2
=)
63 oh R CH5CH,CO H i OH 547.3
64 Rt 2 P ] S o D CH,CH,CO H CH,CH, H 559.3
ot
65 R CH3CH,CO H CH:CH, H 559.3
66 S S CH3CH,CO CH; H H 545.3
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[0456]

[0457]

[0458]

S=50dl 10-1999195

* 3
Ao W& m/z
67 557.17
Rt
F 4
2N d HE R1 R3 R4 R8 m/z
68 ) H H I3 607.99
Cr, O /
69 i i H H I 594 .04
1 e )
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183 3-ot| =-E] 0 N -2-FF 2 E AL (R)-1-[(S)-1-(4-o}r] = D-wl Z 7} 20} 2 A ) -2-E] o} F-4-L - & 7}
SupR A ]-2-(4-dA 5A]-H ) - g |-oln =
184 FEFRE2-F| o H-2-Ft2 5L (R)-1-[(S)-1-(4-o}r =w E-wl A 7} 20} A )-2-E] o} F-4-A -l & 7}
EH}‘“‘ —2-(4-A EA-Fd)- & |-o}n =
185 N-[(R)-1-[(S)-1-(4-o}m =rE-wl & 7} 2n} R Y )-2-E] o} E-4-U-of| I} 2nf LA [-2-(4-of| FA]-H )
—o g |-4-vel-wl =oju] =
186 - E-11-9] F-2-71 25 A A (R)-1-[ (S)-1-(4-o}n| = E-wl A 7t 2up R A ) -2-wl 2= [b] E] @ F1-3-U -
g7t Ent R g |-2-(4-oA| BA]-sd)-ol| & |-o}H] =
187 3-ot| =~E] 0 -2-FF 2 E AL (R)-1-[(S)-1-(4-o}r = D-wl d 7} 20} 2 Y ) -2-E] o} F-4-L - & 7}
SupR A [-2-(4-A FA-H ) - [-opr =
188 SﬂW%ﬂﬂ+EV”12PE%‘ﬁHm1[6)1M°WLﬁﬂ -l A7t 2R d)-2-M 2 [b]E] Q.
-3-Y-dEstant Y ]-2-(4-A FA-H ) - & |-o}r =
189 NKMl[@)1M°WLA@£@€ﬂEWD“)24ﬂﬂ3°‘ﬂgﬂew2° —2-(4- FA]-7d
- g ]-3-He-ul=ojn =
190 N-[(R)-1-[(S)-1-(4-o}m =r & -l A 7} 2} 2 A )-2-3] 2] P -3-L -0 & T} 2 n} R A | -2-(4-o| EA] -7 )
- g ]-2-vEl-w =ojn =
191 3,5~ E-1-3 &-2-7l2 5 Jum1[@)1M°WLﬁﬂ Wl 7t 2nl R d)-2-sd-of & 7} 2 n}
2A]-2-(4-o| FA|-5d)-o & |-o}n
192 N[m)1H$1(4ﬂﬂ+ﬂ -3- Eiﬂ@ﬂéﬂﬁ%%%ﬂﬂﬂ%&kﬂ%ﬂéﬂﬁ%}%wmﬁé
Al-Fe) - g [-wl=oln =
193 3-otA e opn] -E] @ #-2-7F 25 AL (R)-1-[(S)-1-(4-o}r] =
-yt Ent R d)-2-E] 2 FN-3-U-o eIt 2up v A |-2-(4~ ﬂﬁiﬂ A - g ]-or =
194 3°WbaﬂmﬂZﬂeﬁahmnluwl(4ﬂﬂ¢ﬂ A2 72 n R )-2-#l &[] E 9 #H-3-9
- g7tEnt R g ]-2-(4-A 5A-H ) - [-opr =
195 3-olAEoln ~E] @ H-2-7t 2 H AL (R)-1-[(S)-1-(4-otv] mr & -dl A 7} 2 nl 2. A ) -2-wl Z[b] E] 2
—3--d gzt Ente A ]-2-(4-d FA - ) - g ]-olr] =
196 IERZ-HOoH-2- 725 (R)-1 {K$1(4%ﬂiﬂ%ﬂﬁﬁEWBﬁbﬂ¢M$ﬂ%}ﬂ%—
ﬂEWD“}2(4ﬂEM A -dd]-opr=
197 HMl[ﬂS%)lMOWI e -wld 7t 2R Y )-2-3Fo] EFA|-2-# d-of| & 7t 2 ul R Y |-2-(4-
AN EA-H L) - ]-Hl=oln =
198 3ﬂiiEMu12ﬂeEN4Km1{usm)1@owbﬁﬂ A7tEN R Y)-2-3}0] E=A]-2-
HAd-odrt2nti g |-2-(4-A EA-Hd)-o| g |-olr =
AN & NVR dlolet
xz7
A Al | 8-l NMR (ppm)
HE
5 CD-0D § 1.42 (3H, t, J=7.0Hz), 2.80-2.91 (2H, m), 2.94-2.99 (1H, m), 3.08-3.13 (1H,
m), 3.96-4.10 (3H, m), 4.14 (2H, s), 4.31-4.36 (1H, m), 4.47-4.52 (1H, m), 4.66-
4.70 (1H, m), 6.88 (2H, d, J=8.6Hz), 7.02 (2H, d, J=8.6Hz), 7.25-7.40 (7H, m),
7.42 (20, d, J= 8.1Hz), 8.73-8.76(1H, m)
6 CD;0D §1.42 (3H, t, J=7.0Hz), 2.80-2.89 (2H, m), 2.95-3.00 (1H, m), 3.08-3.13 (1H, m),
4.03-4.13 (3H, m), 4.21 (2H, s), 4.32-4.38 (1H, m), 4.46-4.51 (1H, m), 4.65-4.69
(1H, m), 6.88 (2H, d, J=8.6Hz), 7.03 (2H, d, J= 8.6Hz), 7.05-7.09 (2H, m), 7.26-
7.37 (5H, m), 7.41-7.47 (10, m), 8.78-8.80 (10, m)
7 CD-0D § 1.02 (3H, t, J=7.7Hz), 1.42 (3H, t, J=7.0Hz), 2.13-2.21 (2H, m), 2.71-2.77
(1H, m), 2.81-2.92 (3H, m), 3.12-3.16 (1H, m), 4.05 (2H, q, J=6.9Hz), 4.13 (2H,
s), 4.37-4.50 (3H, m), 4.57-4.69 (1H, m), 6.82 (2H, d, J=8.6Hz), 7.05 (2H, d, I=
8.6Hz), 7.17-7.27 (4H, m), 7.30-7.35 (3H, m), 7.46-7.49 (1H, m)
8 CDs0D § 0.82-0.94 (2H, m), 1.19-1.28 (4H, m), 1.42-1.48 (2H, m), 1.64-1.71 (5H, m),
2.92-2.98 (1H, m), 3.23-3.28 (1H, m), 3.88 (I1H, q, J=7.6Hz), 4.15 (2H, s), 4.39
(18, d, J=15.3Hz), 4.52 (1H, d, J=15.3Hz), 4.76-4.79 (1H, m), 7.33-7.37 (7H, m),
7.44 (2H, d, J= 8.1Hz)
9 CDs0D § 0.84-1.03 (4H, m), 1.13-1.23 (2H, m), 1.52-1.77 (7H, m), 2.93 (6H, s), 2.96-
3.02 (1H, m), 3.20-3.30 (1H, m), 3.81 (1H, q, J=3.9Hz), 4.15 (2H, s), 4.47 (2H,
q, J=15.4Hz), 4.76 (1H, dd, J=5.3, 10.5Hz), 7.29-7.40 (7H, m), 7.45 (2H, d, J=
8.2Hz)
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10 CD50D § 0.84-0.92 (2d, m), 1.03 (3H, t, J=7.7Hz), 1.11-1.20 (4H, m), 1.35-1.39 (2H,
m), 1.64-1.67 (5H, m), 2.15-2.26 (2H, m), 2.87-2.93 (1H, m), 3.39-3.42 (1H, m),
4.14 (2H, s), 4.21-4.26 (1H, m), 4.41-4.42 (1H, m), 4.44-4.57 (1H, m), 4.69-4.75
(1H, m), 7.27-7.44 (9H, m), 8.08(1H, d, J=5.8Hz), 8.49 (1H, d, J= 8.3Hz), 8.63-
8.70 (1H, m)

11 CDs0D § 0.85-0.95 (2H, m), 1.21-1.40 (6H, m), 1.70-1.79 (5H, m), 2.85 (3H, s), 2.95
(1H, dd, J=10.0, 14.0Hz), 3.29 (1H, dd, J=5.5, 14.0Hz), 3.98 (1H, dd, J= 5.6,
8.8Hz), 4.14 (2H, s), 4.43 (2H, s), 4.71 (1H, dd, J=5.4, 10.0Hz), 7.27-7.35 (7H,
m), 7.42 (2H, d, J= 8.1Hz)

12 CD50D § 1.04 (3H, t, J=7.B5Hz), 1.40 (3H, t, J=7.0Hz), 2.15-2.23 (2H, m), 2.74-2.90
(3H, m), 2.97-3.21(2H, m), 3.98-4.13 (2H, m), 4.14 (2H, s), 4.35-4.58 (3H, m),
4.61-4.68 (1H, m), 6.82 (2H, d, J=8.6Hz), 7.04-7.08 (1H, m), 7.12-7.42 (9H, m),
7.55 (1H, d, J= 1.6Hz)

13 CDs0D § 1.42 (3H, t, J=7.0Hz), 2.61-2.66 (1H, m), 2.83-2.88 (1H, m), 3.00 (6H, s),
3.02-3.08 (1H, m), 3.29 (1H, dd, J= 12.9, 4.9Hz), 3.98-4.06 (3H, m), 4.14 (2H,
s), 4.19-4.21 (1H, m), 4.33-4.45 (20, m), 6.87 (2H, d, J=8.6Hz), 6.89-7.05 (2H,
m), 7.12 (2H, d, J= 8.6Hz), 7.22-7.27 (5H, m), 7.40 (2H, d, J= 8.2Hz), 8.61-8.64
(1H, m)

14 CD50D § 1.42 (3H, t, J=7.0Hz), 2.82-2.92 (2H, m), 3.03-3.09 (2H, m), 4.04-4.13 (3H,
m), 4.15 (2H, s), 4.30-4.35 (1H, m), 4.48-4.53 (1H, m), 4.65-4.69 (1H, m), 6.87-
6.91 (2H, m), 7.02-7.06 (2H, m), 7.15 (1H, dd, J=8.3, 2.0Hz), 7.29 (2H, d, J=
8.1Hz), 7.43-7.46 (4H, m), 8.74 (1H, t, J= 5.8Hz)

15 CDs0D § 1.42 (3H, t, J=7.0Hz), 2.54-2.60 (1H, m), 2.67-2.72 (1H, m), 2.78-2.83 (1H,
m), 3.06-3.11 (1H, m), 3.91-3.95 (1H, m), 3.98-4.04 (2H, m), 4.14 (2H, s), 4.36-
4.49 (24, m), 4.54-4.58 (1H, m), 6.69-6.72 (2H, m), 6.91 (2H, d, J= 8.6Hz), 7.19-
7.21 (2H, m), 7.24-7.32 (5H, m), 7.41-7.45 (4H, m), 7.55-7.59 (1H, m), 7.64-7.66
(2H, m).

16 CD50D § 1.03 (3H, t, J=7.6Hz), 1.42 (3H, t, J=7.0Hz), 2.14-2.24 (2H, m), 2.75-2.94
(3H, m), 3.07-3.12 (1H, m), 4.04 (2H, q, J=7.0Hz), 4.14 (2H, s), 4.36-4.51 (3H,
m), 4.61-4.65 (1H, m), 6.81-6.84 (2H, m), 7.03-7.09 (3H, m), 7.33 (2H, d, J=
8.1Hz), 7.38-7.43 (4H, m)

17 CDs0D § 1.17 (3H, t, J=7.0Hz), 2.49-2.54 (1H, m), 2.74-2.83 (3H, m), 3.32 (2H, s),
3.81 (2H, q, J=7.0Hz), 3.88 (2H, s), 3.90-3.94 (1H, m), 4.08-4.21 (2H, m), 4.30-
4.34 (1, m), 6.60-6.65 (2H, m), 6.77-6.82 (2H, m), 6.94-6.96 (2H, m), 7.01-7.11
(5H, m), 7.17 (2H, d, J= 8.2Hz), 8.43 (1H, t, J= 6.0Hz)

18 CD50D § 2.82-2.88 (1H, m), 3.02-3.09 (2H, m), 3.20-3.26 (1H, m), 4.15 (2H, s), 4.21-
4.34 (2H, m), 4.49-4.54 (1H, m), 4.68-4.72 (1H, m), 7.19 (1H, dd, J=8.2, 2.0Hz),
7.29 (2H, d, J=8.1Hz), 7.34 (2H, d, J=8.0Hz), 7.43-7.48 (4H, m), 7.68 (2H, d,
J=8.2Hz), 8.76 (1H, t, J=5.8Hz)

19 CDs0D § 1.02 (3H, t, J=7.6Hz), 2.19 (2H, q, J=7.6Hz), 2.86-2.94 (2H, m), 3.06-3.16
(2H, m), 4.14 (2H, s), 4.37-4.50 (2H, m), 4.61-4.70 (2H, m), 7.13 (1H, dd, J=
8.3, 2.0Hz), 7.32-7.37 (4H, m), 7.42-7.45 (4H, m), 7.60 (2H, d, J=8.2Hz)

20 CD50D § 0.82-0.99 (2H, m), 1.15-1.30 (4H, m), 1.44-1.54 (2H, m), 1.62-1.73 (5H, m),
2.91-2.97 (1H, m), 3.22-3.27 (1H, m), 3.90 (1H, t, J=7.1Hz), 4.16 (2H, s), 4.38-
4.55 (2H, m), 4.77-4.81 (I1H, m), 7.26 (1H, dd, J=8.2, 2.0Hz), 7.37 (2H, d,
J=8.1Hz), 7.43-7.52 (4H, m)

21 CDs0D § 0.85-0.94 (2H, m), 1.02-1.22 (7H, m), 1.34-1.42 (2H, m), 1.62-1.69 (5H, m),
2.16-2.27 (2H, m), 2.85-2.92 (1H, m), 3.39-3.44 (1H, m), 4.14 (2H, s), 4.18-4.24
(1H, m), 4.40-4.45 (1H, m), 4.53-4.58 (1H, m), 4.73-4.79 (1H, m), 7.24 (1H, dd,
J=8.2, 2.0Hz), 7.38-7.51 (6H, m), 8.11 (1H, d, J=5.6Hz), 8.59 (1H, d, J=8.5Hz),
8.69 (1H, t, J=6.0Hz)

22 CD50D § 1.30 (3H, d, J=7.1Hz), 2.92-2.98 (1H, m), 3.40 (1H, d, J=4.9Hz), 4.09 (2H, s),
4.41-4.48 (2H, m), 4.54-4.60 (1H, m), 4.68-4.74 (1H, m), 7.24-7.34 (5H, m), 7.38
(4H, s), 7.43-7.49 (2H, m), 7.56-7.60 (1H, m), 7.80-7.82 (2H, m), 8.51 (1H, d,
J=8.2Hz), 8.56 (1H, d, J=5.3Hz), 8.66 (1H, t, J=6.0Hz)

23 CDs0D & 1.03 (3H, t, J=7.6Hz), 1.42 (3H, t, J=7.0Hz), 2.16-2.22 (2H, m), 2.73-2.93
(3H, m), 3.11-3.16 (1H, m), 4.05 (2H, q, J=6.9Hz), ), 4.28 (2H, s), 4.37-4.48
(3H, m), 4.60-4.64 (1H, m), 6.82 (2H, d, J=8.6Hz), 7.05 (2H, d, J= 8.7Hz), 7.17
(2H, t, J=6.6Hz), 7.29-7.33 (4H, m), 7.46 (2H, dd, J=9.6,1.4Hz)

24 CD50D § 1.08 (3H, t, J=7.7Hz), 1.38-1.42 (3H, m), 2.18-2.25 (2H, m), 2.71-3.07 (7H,
m), 4.00-4.07 (20, m), 4.14 (2H, s), 4.54-4.58 (2H, m), 4.62-4.66 (1H, m), 5.09-
5.15 (1H, m), 6.83-6.88 (2H, m), 7.08-7.21 (4H, m), 7.26-7.38 (4H, m), 7.42 (2H,
d, J=8.1Hz), 8.29 (IH, d, J= 7.8Hz), 8.35 (1H, d, J= 8.3Hz)

25 CDs0D § 1.41 (3H, t, J= 7.0Hz), 2.56-2.68 (2H, m), 2.94-2.98 (1H, m), 3.01 (3H, s),

3.39-3.41 (1H, m), 4.05 (2H, q, J= 7.0Hz), 4.14 (2H, s), 4.33-4.38 (1H, m), 4.49-
4.55 (2H, m), 5.52-5.56 (1H, m), 6.86-6.89 (2H, m), 7.02 (2H, d, J= 8.6Hz), 7.28-
7.39 (7, m), 7.43 (24, d, J= 8.1Hz), 8.53 (1H, t, J= 5.8Hz)
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26 CD50D § 1.05 (3H, t, J= 7.6Hz), 1.39 (3H, t, J= 7.0Hz), 2.15-2.23 (2H, m), 2.51-2.63
(2H, m), 2.83-2.90 (1H, m), 2.96 (3H, s), 3.39-3.41 (1H, m), 4.01 (2H, q, J=
7.0Hz), 4.13 (2H, s), 4.38-4.50 (2H, m), 4.83-4.87 (1H, m), 5.47-5.51 (1H, m),
6.78-6.82 (2H, m), 7.01 (2H, d, J= 8.6Hz), 7.22-7.40 (7H, m), 7.43 (24, d, J=
8.1Hz), 8.19 (1H, d, J= 6.8Hz), 8.34 (IH, t, J= 6.0Hz)

27 CDs0D § 1.42 (3H, t, J= 7.0Hz), 2.66 (3H, s), 2.78-2.90 (1H, m), 3.01-3.15 (3H, m),
4.02-4.10 (3H, m), 4.14 (2H, s), 4.34-4.47 (2H, m), 4.59-4.70 (1H, m), 6.83-6.88
(2H, m), 6.97-7.02 (2H, m), 7.20-7.22 (2H, m), 7.26-7.34 (5H, m), 7.42 (2H, d, J=
8.1Hz), 8.69 (1H, t, J= 5.8Hz)

28 CD50D & 0.81-0.83 (6H, m), 1.10-1.18 (1H, m), 1.48-1.55 (1H, m), 1.58-1.65 (1H, m),
2.92-2.98 (1H, m), 3.25-3.30 (1H, m), 3.75 (2H, s), 3.92-3.96 (1H, m), 4.15 (2H,
s), 4.48-4.53 (2H, m), 4.75-4.79 (1H, m), 7.27-7.40 (7H, m), 7.46 (2H, d, J=
8.2Hz), 8.83 (1H, t, J= 5.9Hz)

29 CDs0D § 0.70-1.03 (6H, m), 1.37-1.69 (7H, m), 2.81-2.87 (4H, m), 3.06-3.11 (1H, m),
3.72-3.96 (3H, m), 3.99 (2H, s), 4.26-4.37 (2H, m), 4.58-4.62 (1H, m), 7.13-7.24
(7H, m), 7.30 (2H, d, J=8.1Hz), 8.72 (1H, t, J= 5.9Hz)

30 CD50D & 0.75-0.93 (3H, m), 1.20-1.31 (5H, m), 1.54-1.81 (5H, m), 3.02 (3H, s), 3.08-
3.17 (1H, m), 3.43-3.48 (1H, m), 3.81 (2H, s), 4.15 (2H, s), 4.45-4.53 (3H, m),
5.65-5.71 (1H, m), 7.27-7.39 (5H, m), 7.41 (2H, d, J= 8.1Hz), 7.48 (24, d, J=
8.2Hz), 8.67 (1H, t, J= 5.9Hz)

31 CDs0D § 0.67-0.71 and 0.77-0.80 (3H, m), 1.19-1.24 (3H, m), 1.99-2.11 (2H, m), 2.65-
2.83 (5H, m), 2.91-3.09 (2H, m), 3.81-3.88 (2H, m), 3.95 (2H, s), 4.17-4.32 (2H,
m), 4.43-4.54 (1H, m), 4.77-4.82 (11, m), 6.62-6.69 (2H, m), 6.90-6.94 (2H, m),
6.98-7.20 (7H, m), 7.21-7.26 (2H, m), 7.69 (1H, d, J= 7.9Hz), 8.26-8.29 and 8.40-
8.43 (1H, m)

32 CD50D § 1.02-1.10 (3H, m), 1.40 (3H, t, J= 7.0Hz), 2.11-2.24 (2H, m), 2.51-2.63 (2H,
m), 2.82-2.90 (1H, m), 2.95 (3H, s), 3.36-3.41 (1H, m), 3.98-4.03 (2H, m), 4.20
(2H, s), 4.38-4.51 (2H, m), 4.85 (1H, t, J= 7.3Hz), 5.46-5.50 (1H, m), 6.77-6.85
(2H, m), 7.00-7.08 (2H, m), 7.11-7.18 (2H, m), 7.21-7.36 (5H, m), 7.42-7.48 (1H,
m), 8.43 (1H, t, J= 6.1Hz)

33 CD;0D § 0.63-0.80 (2H, m), 0.87-1.08 (4H, m), 1.32-1.54 (7H, m), 2.50 (3H, s), 2.79-
2.85 (1H, m), 3.08-3.13 (1H, m), 3.66-3.70 (1H, m), 3.99 (2H, s), 4.27-4.36 (2H,
m), 4.59-4.65 (1H, m), 7.13-7.24 (7H, m), 7.30 (2H, d, J= 8.2Hz), 8.71 (1H, t, J=
5.9Hz), 8.80 (1H, d, J= 7.6Hz)

34 CD50D § 0.75-0.91 (3H, m), 1.20-1.33 (5H, m), 1.55 (1H, d, J= 12.3Hz), 1.62-1.71 (3H,
m), 1.80 (1H, d, J= 12.5Hz), 3.02 (3H, s), 3.08-3.18 (1H, m), 3.45-3.50 (1H, m),
3.83-3.87 (2H, m), 4.23 (2H, s), 4.46-4.52 (3H, m), 5.66-5.72 (1H, m), 7.21-7.41
(7H, m), 7.52 (QH, t, J= 7.8Hz), 8.77 (1H, t, J= 6.0Hz)

35 CDs0D & 0.83 (3H, t, J= 7.4Hz), 1.24-1.30 (3H, m), 1.51-1.62 (2H, m), 2.64 (3H, s),
2.65-2.89 (5H, m), 3.09-3.14 (1H, m), 3.85-3.96 (2H, m), 3.98 (2H, s), 4.16-4.22
(1H, m), 4.28-4.37 (1H, m), 4.47-4.50 (1H, m), 5.29 (1H, t, J= 8.1Hz), 6.67-6.75
(2H, m), 6.87-6.90 (2H, m), 7.09 (2H, d, J= 8.2Hz), 7.15-7.29 (7H, m), 8.42 (1H,
t, J= 6.0Hz)

36 CD50D § 1.15-1.30 (6H, m), 1.52-1.76 (7H, m), 2.89-3.02 (4H, m), 3.10-3.19 (1H, m),
3.73-3.80 (2H, m), 3.99-4.05 (1H, m), 4.12-4.14 (2H, m), 4.48-4.59 (1H, m), 4.71-
4.80 (1H, m), 5.08-5.16 (1H, m), 7.19-7.49 (9H, m)

37 CDs0D § 0.62-1.08 (9H, m), 1.34-1.66 (9H, m), 2.71-2.86 (3H, m), 3.07-3.11 (1H, m),
3.69-3.73 (1H, m), 4.00 (2H, s), 4.27-4.37 (2H, m), 4.59-4.63 (1H, m), 7.13-7.27
(7H, m), 7.30 (2H, d, J=8.1Hz), 8.68 (1H, t, J= 5.9Hz)

38 CD50D § 1.39 (3H, t, J= 7.0Hz), 2.66-2.71 (1H, m), 2.79-2.94 (2H, m), 3.01 (3H, s),
3.38-3.43 (1H, m), 3.97-4.03 (2H, m), 4.07-4.14 (2H, m), 4.40-4.50 (2H, m), 5.03-
5.09 (1H, m), 5.52-5.56 (1H, m), 6.78-6.86 (2H, m), 7.05-7.18 (2H, m), 7.20-7.71
(120, m), 7.73-7.81 (2H, m), 8.37 (1H, t, J= 6.0Hz), 8.58 (1H, d, J= 6.7Hz)

39 CDs0D § 1.39 (3H, t, J= 7.0Hz), 1.93 (3H, s), 2.50-2.63 (2H, m), 2.81-2.90 (1H, m),
2.95 (3H, s), 3.34-3.41 (1H, m), 3.95-4.05 (2H, m), 4.13 (2H, s), 4.33-4.51 (2H,
m), 4.82-4.89( 1H, m), 5.46-5.50 (1H, m), 6.78-6.85 (2H, m), 7.00-7.05 (2H, m),
7.09-7.36 (7H, m), 7.39-7.43 (2, m), 8.29 (IH, t, J= 6.0Hz)

40 CD50D & 0.61-0.81 (20, m), 0.88-1.05 (4H, m), 1.34-1.54 (7H, m), 2.51 (3H, s), 2.80-
2.86 (1H, m), 3.08-3.13 (1H, m), 3.67-3.70 (1H, m), 4.07 (2H, s), 4.27-4.37 (2H,
m), 4.59-4.63 (1H, m), 6.99-7.04 (2H, m), 7.13-7.24 (BH, m), 7.34 (1H, t, J=
7.9Hz), 8.73 (1H, t, J= 6.0Hz)

41 CDs0D § 0.73-1.25 (6H, m), 1.50-1.69 (7H, m), 2.67 (3H, s), 2.94-3.00 (1H, m), 3.24-

3.29 (1, m), 3.81-3.85 (1H, m), 4.23 (2H, s), 4.44-4.54 (2H, m), 4.76-4.80 (1H,
m), 7.18-7.23 (2H, m), 7.31 (1H, dd, J= 8.3, 2.0 Hz), 7.45-7.56 (3H, m), 8.91
(1H, t, J=5.90z), 8.97 (UH, d, J= 7.7Hz)
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42

CDs0D

§ 0.83-1.19 (6H, m), 1.53-1.85 (7H, m), 2.94-3.08 (4H, m), 3.21-3.26 (1H, m),
3.87-4.08 (3H, m), 4.22 (2H, s), 4.38-4.55 (2H, m), 4.72-4.76 (1H, m), 7.18-7.22
(2H, m), 7.28-7.39 (5H, m), 7.47-7.51 (1H, m), 8.93 (1H, t, J= 6.0Hz), 9.05 (1H,
d, J= 7.2Hz)

43

CDs0D

§ 0.78-0.97 (4H, m), 1.03-1.20 (2H, m), 1.47-1.50 (1H, m), 1.54-1.63 (5H, m),
1.75-1.82 (1H, m), 2.92-2.95 (1H, m), 2.98 (3H, s), 3.19-3.24 (1H, m), 3.98-4.13
(3H, m), 4.19 (2H, s), 4.38-4.52 (2H, m), 4.70-4.74 (1H, m), 7.17-7.20 (2H, m),
7.27 (1H, dd, J= 8.3, 2.0 Hz), 7.37-7.52 (3H, m), 8.92 (1H, t, J= 5.9Hz), 9.08
(14, d, J= 7.3Hz)

44

CDs0D

§ 1.01-1.05 (6H, m), 1.40 (3H, t, J=V.0Hz), 2.36-2.62 (3H, m), 2.85-2.91 (1H,
m), 2.96 (3H, s), 3.37-3.42 (I1H, ,m), 3.98-4.04 (2H, m), 4.13 (2H, s), 4.39-4.50
(2H, m), 4.82-4.86 (1H, ,m), 5.48-5.52 (1H, m), 6.77-6.85 (2H, m), 6.99-7.04 (2H,
m), 7.22-7.36 (7H, m), 7.39-7.44 (2H, m), 8.37 (IH, t, J= 6.0Hz)

45

CDs0D

§ 0.71-1.03 (9H, m), 1.36-1.63 (9H, m), 2.75 (3H, s), 2.81-3.11 (4H, m), 3.71-
3.74 (11, m), 4.00 (2H, s), 4.31-4.33 (2H, m), 4.59-4.63 (1H, m), 7.14-7.24 (7H,
m), 7.30 (2H, d, J= 8.2Hz), 8.71 (1H, t, J= 5.8Hz)

46

CDs0D

§ 0.78-0.97 (2H, m), 1.09-1.25 (4H, m), 1.54-1.69 (7H, m), 2.93-2.99 (1H, m),
3.24-3.29 (1H, m), 3.87 (3H, s), 3.94 (2H, d, J= 2.5Hz), 3.99-4.04 (1H, m), 4.15
(2H, s), 4.43-4.53 (2H, m), 4.73-4.77 (1H, m), 7.25-7.38 (7H, m), 7.46 (2H, d, J=
8.1Hz), 8.83 (IH, t, J= 5.9Hz)

47

CDs0D

§ 0.72-1.14 (6H, m), 1.40-1.73 (7H, m), 2.85-2.91 (4H, m), 3.11-3.16 (1H, m),
3.77 (3H, s), 3.93-3.96 (1H, m), 4.04 (2H, s), 4.07-4.18 (2H, m), 4.36 (2H, s)
4.63-4.67 (1H, m), 7.17-7.27 (7H, m), 7.35 (2H, d, J= 8.1Hz), 8.73 (1H, t, J=
5.9Hz), 8.92 (1H, d, J= 7.3Hz)

48

CDs0D

§ 0.87-1.17 (6H, m), 1.54-1.79 (7H, m), 2.89 (3H, s), 2.95-3.02 (1H, m), 3.21-
3.27 (1H, m), 3.79-3.99 (3H, m), 4.15 (2H, s), 4.47 (2H, s), 4.74-4.78 (1H, m),
7.29-7.39 (7H, m), 7.46 (2H, d, J= 8.1Hz), 8.84 (UH, t, J= 5.8Hz)

49

CDs0D

§ 0.75-1.08 (6H, m), 1.41-1.76 (7H, m), 2.85-2.91 (4H, m), 3.11-3.36 (3H, m),
3.78-3.90 (3H, m), 4.04 (2H, s), 4.31-4.41 (2H, m), 4.63-4.67 (1H, m), 7.18-7.29
(7H, m), 7.35 (2H, d, J= 8.2Hz), 8.76(1H, t, J= 5.9Hz)

52

CDs0D

§, 0.74-0.88 (4H 0.78-2.10 (23H, m), 2.92-3.08 (1H, m), 3.12-3.30 (1H, m), 4.07
(1H, d, 4.2Hz), 4.15 (2H, s), 4.42 (1H, dd, J=15.3, 5.5Hz), 4.52 (1H, dd, J=15.3,
6.0Hz), 4.66 (IH, dd, J=10.2, 5.2Hz), 7.20-7.48 (9H, m), 8.87 (IH, t, J=6.0Hz)

53

CDs0D

§ 0.83-1.19 (12H, m), 1.50 (1H, d, J=12.2 Hz), 1.60-1.79 (10H, m), 2.98 (1H, dd,
J=10.6, 14.2 Hz), 3.14-3.28 (5H, m), 3.91 (1H, dd, J=3.4, 11.7 Hz), 4.15 (2H, s),
4.47-4.49 (2H, m), 4.77 (1H, dd, J=5.2, 10.5 Hz), H, s7.36-7.41(6H (7H, m), 7.45
(2H, d, J=8.1 Hz), 8.89-8.92 (1H, m)

54

CDs0D

§ 1.44 (8H, t, J= 7.0 Hz), 2.81-2.87 (1H, m), 2.95-3.02 (2H, m), 3.19-3.24 (1H,
m), 4.03-4.09 (40, m), 4.46 (20, d, J = 6.0 Hz), 4.84-4.89 (1H, m), 6.88 (2H, d,
J =8.5Hz), 7.04 (2H, d, J = 8.5 Hz), 7.17-7.51 (13H, m), 7.85 (1H, d, J= 8.5
Hz), 7.93 (1H, d, J= 8.5 Hz), 7.90 and 8.00 (total 1H, each dd, J= each 7.2 Hz),
8.43 (10, d, J=8.1Hz), 8.63 (1, t, J=5.9 Hz), 8.75 (UH, t, J= 7.0 Hz)

55

CDs0D

§ 1.25 (8H, t, J= 7.0 Hz), 2.77-2.83 (H3H, m), 2.96-3.02 (1H, m), 3.85-3.97 (4H,
m), 4.22-4.26 (1H, m), 4.27-4.39 (1H, m), 4.48-4.54 (2H, m), 6.66-6.68 (2H, m),
6.94 (2H, d, J = 8.6 Hz), 7.01-7.03 (2H, m), 7.11-7.29 (9H, m), 7.31 (1H, d, J=
1.8 Hz), 7.53 (1M, d, J= 8.6 Hz), 8.22 (I1H, d, J= 8.0 Hz), 8.36-8.44 (2H, m)

56

CDs0D

§ 1.25 (3H, t, J= 7.0 Hz), 2.75-2.83 (4, m), 2.87-2.99 (1H, m), 3.85-3.89 (2,
m), 3.97 (2H, s), 4.22-4.39 (2H, m), 4.53-4.57 (H1H, m), 6.67 (20, d, J = 8.5
Hz), 6.95 (2H, d, J = 8.5 Hz), 7.02-7.04 (2H, m), 7.11-7.22 (7H, m), 7.60 (2H, d,
J=8.3 Hz), 7.71 (2H, d, J= 8.2 Hz), 8.25 (1H, d, J= 8.0 Hz), 8.42 (1H, t, J=5.8
Hz)

57

CDs0D

§ 1.41 (8H, t, J= 7.0 Hz), 2.91-3.04 (4H, m), 3.15-3.20 (1H, m), 4.01-4.07 (4H,
m), 4.40 (1H, d, J= 15.4 Hz), 4.53 (1H, d, J= 15.4 Hz), 4.67-4.71 (2H, m), 6.84
(2H, d, J = 8.7 Hz), 7.11 (2H, d, J = 8.6 Hz), 7.19-7.24 (2H, m), 7.27-7.37 (9H,
m), 7.44-7.54 (2H, m), 7.70-7.73 (4H, m), 7.80-7.82 (1H, m)

58

CDs0D

§ 1.42 (3H, t, J= 7.0 Hz), 2.80-2.98 (4H, m), 3.02-3.06 (1H, m), 4.05 (2H, d, J
= 7.0 Hz), 4.12 (2H, s), 4.39-4.46 (2H, m), 4.68-4.76 (2H, m), 6.85 (2H, d, J =
8.6 Hz), 7.12 (2H, d, J = 8.6 Hz), 7.20-7.22 (2H, m), 7.26-7.32 (6H, m), 7.39-
7.41 (8H, m), 7.54 (QH, d, J = 1.9 Hz), 8.54 (U, t, J = 5.9 Hz)

59

CDs0D

§ 1.25 (3H, t, J= 7.0 Hz), 2.77-2.81 (4H, m), 2.97-3.02 (1H, m), 3.87 (2H, q, J
= 7.0 Hz), 3.93 (2H, s), 4.26-4.30 (1H, m), 4.35-4.40 (1H, m), 4.48-4.55 (2H, m),
6.68 (2H, d, J = 8.6 Hz), 6.94 (2H, d, J = 8.6 Hz), 7.01-7.03 (2H, m), 7.09-7.22
(8H, m), 7.42-7.45 (24, m), 8.22 (1H, d, J= 8.1 Hz), 8.41 (IH, t, J= 5.8 Hz)

60

CDs0D

§ 1.23 (8H, t, J= 7.0Hz), 2.81-2.87 (1H, m), 3.01-3.06 (1H, m), 3.85-3.91 (2H,
m), 3.94 (2H, s), 3.96-4.04 (2H, m), 4.18-4.24 (1H, m), 4.53 (1H, d, J= 7.0Hz),
4.84 (1H, d, J= 7.1Hz), 6.70-6.74 (2H, m), 6.88 (2H, d, J= 8.0Hz), 7.01-7.04 (2H,
m), 7.13-7.23 (GH, m), 7.27-7.31 (2H, m)
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61

CDs0D

§ 1.43 (8H, t, J= 7.0Hz), 2.68-2.74 (1H, m), 2.98-3.03 (1H, m), 4.06 (2H, g, J=
7.0Hz), 4.14 (2H, s), 4.21-4.24 (1H, m), 4.42-4.50 (20, m), 4.75 (1H, d, J=
4.4Hz), 5.28 (1H, d, J= 4.4Hz), 6.85-6.89 (2H, m), 6.97-7.00 (2H, m), 7.30-7.35
(4H, m), 7.38-7.43 (38H, m), 7.5 (2H, d, J= 7.3Hz)

62

CDs0D

§ 0.93 (3H, t, J= 7.7Hz), 1.256 (3H, t, J= 7.0Hz), 2.01-2.11 (2H, m), 2.60-2.66
(1H, m), 2.79-2.84 (1H, m), 3.86 (2H, q, J= 7.0Hz), 3.99 (2H, s), 4.22-4.32 (2H,
m), 4.41-4.43 (1H, m), 4.46 (1H, d, J= 4.0Hz), 5.13 (1H, d, J= 4.0Hz), 6.64-6.67
(2, m), 6.91-6.95 (2H, m), 7.14-7.33 (9H, m)

63

CDs0D

§ 1.00 (3H, t, J= 7.6Hz), 1.43 (8H, t, J= 7.0Hz), 2.13-2.19 (2H, ,m), 2.61-2.66
(1H, m), 2.78-2.83 (1H, m), 4.04 (2H, q, J= 7.0Hz), 4.14 (2H, s), 4.45-4.65 (4H,
m), 5.37 (1H, d, J= 3.0Hz), 6.77-6.81 (2H, m), 7.01 (2H, d, J= 8.6Hz), 7.28-7.45
(9H, ,m), 8.00 (I1H, d, J=6.9Hz), 8.23 (IH, d, J= 8.4Hz), 8.51 (IH, t, J= 6.0Hz)

64

CDs0D

§ 0.98 (3H, t, J= 7.2Hz), 1.06-1.13 (3H, m), 1.40 (8H, t, J= 7.0Hz), 2.19-2.24
(2H, m), 2.71-2.82 (2H, ,m), 2.98-3.05 (1H, m), 3.14-3.22 (1H, m), 3.29-3.35 (1H,
,m), 3.51-3.60 (1H, m), 3.98-4.04 (2H, m), 4.13 (2H, s), 4.35-4.48 (2H, m), 4.78-
4.89 (11, m), 5.12-5.21 (1H, m), 6.79-6.83 (2H, m), 7.07-7.16 (2H, m), 7.26-7.38
(7H, m), 7.41 (2H, d, J= 8.1Hz), 8.21 (1H, t, J= 6.1Hz)

65

CDs0D

§ 0.96-1.10 (6H, m), 1.33-1.44 (3H, m), 2.10-2.27 and 2.41-2.46 (total 3H, m),
2.74-2.97 (2H, m), 3.12-3.23 (1H, m), 3.28-3.34 (1H, m), 3.41-3.50 (1H, m), 3.92-
4.08 (2H, m), 4.12 (2H, s), 4.34-4.50 (2H, m), 4.60-4.64 and 4.78-4.82 (1H, m),
4.94-4.98 and 5.08-5.12(total 1H, m), 6.80-6.89 (2H, m), 7.09-7.42 (11H, m), 8.11
(1H, t, J=6.0 Hz), 8.20 (1H, d, J=6.5 Hz), 8.45 (1H, d, J=7.2 Hz), 8.77 (1IH, t,
J=5.8 Hz)

66

CDs0D

§ 0.82-0.86 and 0.96-1.00 (total 3H, m), 1.38-1.43 (3H, m), 2.18-2.30 (2H, m),
2.63 (3H, s), 2.84-3.02 (2H, m), 3.11-3.28 (2H, m), 3.99-4.06 (2H, m), 4.15 (2H,
s), 4.39-4.51 (2H, m), 4.64-4.79 (1H, m), 5.22-5.26 (1H, m), 6.81-6.87 (2H, m),
7.09-7.13 (2H, m), 7.22-7.37 (7H, m), 7.42-7.46 (2H, m), 7.76 (1H, d, J= 7.9Hz),
8.45-8.47 and 8.59-8.62 (total 1H, m)

67

CDs0D

§ 1.00 (3H, t, J=7.7Hz), 1.44 (3H, t, J=7.0Hz), 1.64-1.72 (1H, m), 2.08-2.31
(3H, m), 2.98-3.09 (2H, m), 3.30-3.36 (1H, m), 3.39-3.44 (1H, m), 3.91-3.97 (1H,
m), 4.03-4.07 (2H, m), 4.14 (2H, s), 4.10-4.16 (1H, m), 4.31-4.34 (1H, m), 4.37
(1H, d, J=4.9Hz), 4.51-4.57 (1H, m), 4.82-4.86 (1H, m), H, s$6.91-6.97 (4H, m),
7.25-7.36 (7H, m), 7.42 (2H, d, J=8.2Hz), 8.35-8.50 (UH, m)

68

d"-DMSO

§:1.29 (8H, t, J = 7.0Hz), 2.43 (1H, dd, J = 13.7, 8.0Hz), 2.63 (1H, dd, J =
13.8, 4.7Hz), 2.77 (1H, dd, J = 13.6, 10.4Hz), 3.06 (1H, dd, J = 13.7, 4.4Hz),
91-3.96 (4H, m), 4.07 (1H, dd, J = 15.4, 5.8Hz), 4.15 (1H, dd, J = 15.4,
OHz), 4.23-4.26 (2H, m), 4.32-4.37 (1H, m), 4.44-4.50 (1H, m), 6.09 (1H, d, J
7Hz), 6.58 (1H, t, J = 6.0Hz), 6.67 (2H, d, J = 8.7Hz), 6.76 (2H, d, J
6Hz), 7.08-7.38 (11H, m), 7.45 (2H, d, J = 7.5Hz), 8.28 (3H, br s), 8.48 (1H,

J =8.5Hz), 8.62 (1H. t. J = 6.0Hz).

69

d"-DMSO

§: 1.28 (8H, t, J = 7.0Hz), 2.47-2.50 (1H, m), 2.67 (1M, dd, J = 13.9, 4.6Hz),
.79 (1H, dd, J = 13.6, 10.5Hz), 3.07 (1H, dd, J = 13.7, 4.3Hz), 3.90-3.97 (4H,
m), 4.23-4.33 (2H, m), 4.43-4.53 (2H, m), 6.24 (1H, d, J = 7.7Hz), 6.66 (2H, d, J
= 8.7Hz), 6.72 (2H, d, J = 8.7Hz), 6.86 (1H, t, J = 7.4Hz), 7.13-7.32 (11H, m),
7.36 (20, d, J = 8.1Hz), 8.23 (2H, br s), 8.58-8.63 (20, m), 8.77 (IH, s).

3
6
7
8
d
2

70

d"-DMSO

§: 1.26 (3H, t, J = 7.0Hz), 2.66 (1H, dd, J = 13.5, 10.6Hz), 2.73 (1H, dd, J =
13.8, 4.0Hz), 2.82 (1H, dd, J = 13.5, 10.2Hz), 3.05 (1H, dd, J = 13.6, 4.9Hz),
89-4.01 (4H, m), 4.27 (1H, dd, J = 15.4, 5.8Hz), 4.34 (1H, dd, J = 15.4,
1Hz), 4.55-4.68 (2H, m), 6.75 (2H, d, J = 8.6Hz), 7.07-7.32 (8H, m), 7.39 (2H,

J =8.1Hz), 7.73 (1H, dd, J = 7.9, 5.2Hz), 8.13-8.59 (4H, m), 8.63 (2H, m),

1

3.
6.
d,
8.81 (14, dd, J =5.1, 1.3Hz), 8.99-9.01 (2H, m).

71

d"-DMSO

8

§: 1.26 (3H, t, J =6.9Hz), 2.64 (1H, dd, J = 13.5, 10.8Hz), 2.72 (1H, dd, J =
13.6, 3.8Hz), 2.82 (1H, dd, J = 13.5, 10.2Hz), 3.05 (1H, dd, J = 13.6, 4.7Hz),
3.80-4.01 (4H, m), 4.27 (1H, dd, J = 15.4, 5.8Hz), 4.34 (1H, dd, J = 15.4,
6.0Hz), 4.58-4.68 (2H, m), 6.75 (2H, d, J = 8.6Hz), 7.14 (2H, d, J = 8.7Hz),
7.17-7.27 (6H, m), 7.38 (2H, d, J = 8.1Hz), 7.85 (2H, d, J = 5.9Hz), 8.14-8.50
(3H, m), 8.64 (I1H, d, J = 6.2Hz), 8.67 (1H, d, J = 8.6Hz), 8.80 (2H, d, J =
6.0Hz), 9.03 (IH, d, J = 8.3Hz).

72

d"-DMSO

§:1.26 (3H, t, J = 7.0Hz), 2.62-2.64 (2H, m), 2.81 (1H, dd, J = 13.6, 10.0Hz),
3.03 (1H, dd, J = 13.4, 4.5Hz), 3.92 (2H, q, J = 7.0Hz), 3.96 (2H, s), 4.25-
4.35 (2H, m), 4.54-4.61 (2H, m), 6.74 (2H, d, J = 8.6Hz), 7.13 (2H, d, J =
8.7Hz), 7.16-7.25 (7H, m), 7.35 (2H, d, J = 8.1Hz), 7.43 (1H, dd, J = 5.0,
1.3Hz), 7.53 (1H, dd, J = 5.0, 3.0Hz), 8.11 (1H, dd, J = 2.8, 1.0), 8.20 (2H, br
s), 8.33 (1H, d, J =8.2Hz), 8.54 (1H, d, J =8.7Hz), 8.60 (I1H, t, J = 6.0Hz).
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73

d"-DMSO

§: 1.26 (3H, t,

J = 2.48-2.68 (2H, m), 2.81 (1H, dd, J = 13.6, 10.1H
z), 3.03 (1H, dd, J =

4.7Hz), 3.89-3.96 (4H, m), 4.24-4.34 (2H, m), 4.53-
4.62 (2H, m), 6.74 (2H, J = 8.6Hz), 7.10-7.27 (9H, m), 7.37 (2H, d, J =
8.1Hz), 7.71 (1H, dd, J = 4.9, 0.9Hz), 7.82 (1H, dd, J = 3.6, 2.8Hz),8.20 (3H,
br s), 8.56 (2H, dd, J = 10.5, 9.1Hz), 8.62 (IH, t, J = 6.0Hz).

7.0
1

Hz)
3.6,
d,

—~

74

d"-DMSO

§: 0.48-0.57(4H,m), 1.29(3H,t,J= 7.0Hz), 1.56-1.62(1H,m), 2.43-2.49(1H,m), 2.54-
2.59(1H,m), 2.73-2.79(1H,m), 3.00-3.05(1H,m), 3.92-3.97(4H,m), 4.20-4.33(2H,m),
4.38-4.43(1H,m), 4.47-4.53(1H,m), 6.73(2H,d,J= 8.6Hz), 6.98(2H,d,J= 8.6Hz), 7.16-
7.26(7H,m), 7.38(2H,d,J= 8.1Hz), 8.23(1H,d,J= 7.7Hz), 8.28(2H,s), 8.48(1H,d,J=
8.6Hz), 8.54(1H,t,J =6.0Hz).

75

d"-DMSO

§: 0.96-1.15(5H,m), 1.20(3H,t,J= 7.0Hz), 1.36-1.55(5H,m), 1.96-2.01(1H,m), 2.34-
AL(IH,m),  2.51-2.56(1H,m), 2.67-2.73(1H,m), 2.92-2.97(1H,m), 3.86(2H,q,J=
.0Hz), 3.90(2H,s), 4.15-4.24(2H,m), 4.27-4.32(1H,m), 4.41-4.47(1H,m),
.64(2H,d,J= 8.6Hz), 6.88(2H,d,J= 8.6Hz), 7.08-7.18(7H,m), 7.30(2H,d,J= 8.1Hz),
.66(1H.d,J= 8.0Hz), 8.17(20,s), 8.29(1H.d,J= 8.5Hz), 8.51(1H,t,J =6.0Hz).

~N O NN

76

d"-DMSO

§: 0.78(3H,t,J= 7.3Hz), 0.99-1.05(2H,m), 1.12-1.21(2H,m), 1.26-1.36(5H,m),
1.91-2.03(2H,m),  2.38-2.44(1H,m), 2.56-2.61(1H,m), 2.74-2.80(1H,m), 2.99-
3.04(1H,m), 3.93(2H,q,J= 7.0Hz), 3.97(2H,s), 4.23-4.33(2H,m), 4.39-4.44(1H,m),
4.50-4.56(1H,m), 6.72(2H,d,J= 8.6Hz), 6.98(2H,d,J= 8.6Hz), 7.15-7.26(7H,m),
7.38(2H,d,J= 8.1Hz), 7.88(1H,d,J= 8.0Hz), 8.22(2H,s), 8.42(1H,d,J= 8.6Hz),
8.58(1H,t,J =6.0Hz).

7

d"-DMSO

§:0.93 (3H, d, J = 4.2Hz), 0.95 (3H, d, J = 4.1Hz), 1.28 (8H, t, J = 7.0Hz),
2.41 (1H, dd, J = 13.7, 8.0Hz), 2.58 (1H, dd, J = 13.8, 4.7Hz), 2.77 (1H, dd, J
= 13.6, 10.5Hz), 3.06 (1H, dd, J = 13.7, 4.2Hz), 3.50-3.58 (1H, m), 3.70-4.01
(4H, m), 4.25-4.30 (3H, m), 4.41-4.47 (1H, m), 5.82 (1H, d, J = 7.6Hz), 5.99 (1H,
d, J=7.6Hz), 6.67 (2H, d, J = 8.6Hz), 6.76 (2H, d, J = 8.6Hz), 7.16-7.26 (7H,
m), 7.39 (2H, d, J = 8.1Hz), 8.37 (2H, br s), 8.46 (I1H, d, J = 8.5Hz), 8.65
(1H, t, J = 6.0Hz).

78

d"-DMSO

§:0.83 (3H, t, J

2.59 (1H, dd, J
(2H, m), 3.05 (1H,
4.26-4.32 (3H, m),
5.6Hz), 6.67 (21,
7.39 (2H, d, J = 8.
J = 6.0Hz).

7.0Hz), 1.16-1.30 (11H, m), 2.41 (1H, dd, J = 13.8, 8.0Hz),
13.6, 4.6Hz), 2.77 (1H, dd, J = 13.7, 10.5Hz), 2.83-2.90
d, J =13.7, 4.2Hz), 3.93 (2H, q, J = 7.0Hz), 3.95 (2H, m),
.42-4.46 (1H, m), 5.91 (1H, d, J = 7.6Hz), 6.09 (1H, t, J =

J =8.7Hz), 6.76 (2H, d, J = 8.6Hz), 7.16-7.26 (7H, m),
Hz), 8.35 (2H, br s), 8.45 (1H, d, J = 8.5Hz), 8.65 (1H, t,

Hooaea Il
N

79

d"-DMSO

§: 1.34(8H,t,J= 7.0Hz), 2.65-2.79(2H,m), 2.85-2.91(1H,m), 3.09-3.13(1H,m),
3.99(2H,q,J= 7.0Hz), 4.04(2H,s), 4.32-4.42(2H,m), 4.65-4.73(2H,m), 6.80(2H,d,J=
8.6Hz), 7.15(2H,d,J= 1.9Hz), 7.16(1H,s), 7.22-7.34(7H,m), 7.44(2H,d,J= 8.1Hz),
8.29(2H,s), 8.68-8.72(2H,m), 8.77(1H,d,J= 1.8Hz), 8.96(1H.d,J = 8.6Hz).

80

d"-DMSO

§: 1.26(3H,t,J= 7.0Hz), 2.61-2.72(2H,m), 2.79-2.84(1H,m), 3.02-3.07(1H,m),
3.92(2H,q,J= 7.0Hz), 3.96(2H,s), 4.25-4.37(2H,m), 4.56-4.63(2H,m), 6.75(2H,d,J=
8.6Hz), 7.14(2H,d,J= 8.6Hz), 7.16-7.25(7H,m), 7.37(2H,d,J= 8.1Hz), 7.42(2H,d,]
8.2Hz), 7.85-7.88(2H,m), 8.21(2H,s), 8.56-8.64(3H,m).

81

d"-DMSO

§:1.25 (3H, t, J =7.00z), 2.68 (11, m), 2.78-2.85 (21, m), 3.06 (1H, dd, J
13.6, 4.4Hz), 3.86-4.01 (4H, m), 4.28 (2H, d, J = 6.0Hz), 4.50-4.56 (1H, m),
4.74-4.79 (10, m), 6.59 (20, d, J = 8.7Hz), 6.65 (2H, d, J = 8.8Hz), 7.17-7.38
(8H, m), 7.59-7.61 (1H, m), 7.96-7.99 (2H, m), 8.33 (3H, br s), 8.48 (1H, d, J =
8.2Hz), 8.61 (1H, dt, J = 4.7, 1.2Hz), 8.66 (1H, t, J = 6.0Hz), 8.71 (1H, d, J
8.5Hz).

82

d"-DMSO

§:1.27 (8H, t, J = 6.9Hz), 2.13 (3H, s), 2.57-2.69 (2H, m), 2.82 (1H, dd, J
13.6, 10.0Hz), 3.05 (1H, dd, J = 13.6, 4.7Hz), 3.78 (3H, s), 3.91 (2H, q, J
7.0Hz), 3.92-3.99 (2H, m), 4.25-4.36 (2H, m), 4.50-4.62 (2H, m), 6.63 (1H, s),
6.74 (2H, d, J = 8.6Hz), 7.11 (2H, d, J = 8.7Hz), 7.17-7.25 (7H, m), 7.37 (2H,
d, J = 8.20z), 8.25 (2H, br s), 8.35 (1H, d, J = 8.4Hz), 8.55 (1H, d, J =
8.6Hz), 8.60 (1H, t, J = 6.0Hz).

83

d"-DMSO

§: 1.25 (3H, t, J = 7.0Hz), 2.61-2.70 (2H, m), 2.82 (1H, dd, J = 13.5, 10.1Hz),

3.05 (1H, dd, J = 13.6, 4.7Hz), 3.91 (2H, q, J = 7.0Hz), 3.94 (2H, s), 4.25-
4.35 (2H, m), 4.58-4.64 (2H, m), 6.75 (2H, d, J = 8.6Hz), 7.14-7.25 (9H, m), 7.38
(2H, d, J = 8.2Hz), 7.42-7.45 (2H, m), 7.93-7.99 (2H, m), 8.18 (1H, s), 8.27
(2H, br s), 8.63-8.67 (2H, m), 8.84 (1H, d, J = 8.4Hz).

84

d"-DMSO

§: 1.31(3H,t,J= 7.0Hz), 2.21-2.27(1H,m), 2.35-2.39(1H,m), 2.67-2.72(1H,m), 2.90-
2.95(1H,m), 3.94(2H,q,J= 7.0Hz), 3.99(3H,s), 4.22-4.27(1H,m), 4.38-4.44(1H,m),
4.49-4.55(1H,m), 6.63(2H,d,J= 8.6Hz), 6.93(2H,d,J= 8.6Hz), 7.13-7.25(7H,m), 7.31-
7.34(2H,m), 7.38-7.42(4H,m), 8.10(1H,s), 8.20(2H,s), 8.48(1H,d,J= 8.8Hz),
8.56(1H,t.J = 6.0Hz).
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85

d"-DMSO

§: 1.30 (8H, t, J= 6.96Hz), 2.38-2.42 (IH, m), 2.58-2.62 (IH, m), 2.73-2.79
(1H,m), 2.99-3.03 (1H,m), 3.91-3.95 (4H, m), 4.24-4.25 (2H, m), 4.41-4.46 (1H,m),
4.51-4.57 (1H,m), 6.67 (2H, d, J= 8.69Hz), 6.89 (2H, d, J= 8.64Hz), 7.07 (2H, d,
J= 1.8Hz), 7.17-7.25 (10H,m), 7.37 (2H, t, J= 8.08Hz), 8.14 (1H, t, J= 8.12Hz),
8.26 (8H,s, br), 8.49 (IH, d, J = 8.57Hz), 8.56-8.59 (1H, m).

86

d"-DMSO

§: 1.28 (3H, t, J= 6.92Hz), 2.26-2.35 (2H, m), 2.39-2.45 (1H, m), 2.49 (2H, s)
2.56-2.65 (2H,m), 2.74-2.80 (1H, m), 3.00-3.05 (1H, m), 3.93-3.96 (3H, m), 4.25-
4.32 (2H, m), 4.41-4.46 (1H,m), 4.49-4.55 (1H, m), 6.70 (2H, d, J= 8.48Hz), 6.92
(2H, d, J= 8.48Hz), 7.08 (2H, d, J= 7.16Hz), 7.18-7.24 (10H, m), 7.38 (2H, t, J=
8.0Hz), 8.00 (1H, d, J= 8.00Hz), 8.28 (3H,s, br), 8.46 (1H, d, J = 8.48Hz), 8.57
(1H, t, J= 5.92Hz).

87

d"-DMSO

§:1.28 (3H, t, J= 6.92Hz), 1.51-1.58 (2H, m), 1.73-1.86 (2H, m), 2.39-2.45 (2H,
m), 2.49 (2H, s), 2.56-2.65 (2H, m), 2.95-3.03 (1H, m), 3.86-3.97 (4H, m), 4.29-
4.34 (3H, m), 4.47-4.53 (1H, m), 6.66 (2H, d, J= 8.21Hz), 6.96 (2H, d, J=
8.17Hz), 7.17-7.34 (10H, m), 7.36-7.40 (2H, m), 8.02-8.11 (1H, m), 8.26 (3H,s,
br), 8.34-8.56 (2H, m).

88

d"-DMSO

§: 1.33 (3H,t,J= 6.93Hz), 2.71-2.75 (2H, m), 2.86-2.92 (I1H, m), 3.09-3.14
(1H,m), 3.98-4.03 (4H, m), 4.32-4.43 (2H, m), 4.63-4.69 (2H,m), 6.82 (2H, d, J=
8.52Hz), 7.21 (2H, d, J= 8.68Hz), 7.27-7.31 (7H,m), 7.44 (2H, d, J = 8.07Hz),
7.51-7.54 (1H,m), 7.63-7.65 (1H,m), 7.77 (1H, d, J= 7.84Hz), 7.86 (1H, d, J=
1.68Hz), 8.35 (3H,s, br), 8.63-8.74 (3H, m).

89

d"-DMSO

§:1.29 (8H, t, J= 6.88Hz), 2.52-2.58 (1H, m), 2.71-2.79 (1H, m), 2.81-2.84 (1H,
m), 3.02-3.07 (1H,m), 3.95-3.98 (4H, m), 4.24-4.36 (2H, m), 4.58-4.63 (2H,m),
6.76 (2H, d, J= 8.56Hz), 7.08 (2H, d, J= 8.56Hz), 7.14-7.25 (9H, m), 7.33-7.43
(4H,m), 8.285 (8H,s, br), 8.47 (2H, t, J= 7.84Hz), 8.62 (UH, t, J= 5.764Hz).

90

d"-DMSO

§: 1.26 (3H,t,J= 6.89Hz), 2.61-2.74 (2H, m), 2.79-2.85 (1H, m), 3.02-3.07 (1H,
m), 3.91-3.96 (4H, m), 4.25-4.36 (2H, m), 4.58-4.67 (2H,m), 6.74 (2H, d, J=
8.56Hz), 7.156-7.24 (9H, m), 7.37 (2H, d, J= 8.12Hz), 7.68 (1H, t, J= 7.80Hz),
7.87 (1M, d, J= 7.89Hz), 8.03 (1H, d, J= 7.89Hz), 8.09 (1H, s) 8.28 (3H,s, br)
8.48-8.65 (2H, m), 8.82 (1H, d, J= 8.28Hz).

91

d"-DMSO

1.27 (8H, t, J= 6.88Hz), 1.55-1.61 (11H, m), 1.89 (2H, s), 2.49 (2H, s),
2.72 (2H, m), 2.79-2.84 (1H, m), 3.01-3.05 (1H,m), 3.91-3.96 (4H, m), 4.23-

7.25 (8H, m), 7.39 (2H, d, J = 7.84Hz), 8.32-8.38 (3H,m), 8.65-8.68 (1H, m).

92

d"-DMSO

6

2.62-

4.39 (3H, m), 4.49-4.54 (1H,m), 6.69 (2H, d, J= 8.36Hz), 6.88 (2H, d, J= 8.37Hz),
7.19-

6

1.26 (3H, t, J= 6.93Hz), 2.32 (3H, s), 2.67 (2H,d, J = 7.20Hz), 2.78-2.84
(1H,m), 3.02-3.07 (1H,m), 3.91-3.97 (4H, m), 4.27-4.36 (2H, m), 4.57-4.60 (2H,m),
6.73 (2H, d, J= 8.57Hz), 7.12 (2H, d, J= 8.57Hz), 7.21-7.24 (9H,m), 7.36 (2H, t,
J=8.08Hz), 7.65 (2H, t, J= 8.17Hz), 8.25 (3H,s, br), 8.37 (1H, d, J = 8.08Hz),
8.54 (1H, d, J= 8.60Hz), 8.59-8.62 (1H, m).

93

d"-DMSO

§: 1.33 (3H,t,J= 6.97Hz), 2.67-2.79 (2H,m), 2.86-2.91 (1H,m), 3.093-3.14 (1H,
m), 3.98-4.04 (4H, m), 4.32-4.44 (2H, m), 4.63-4.70 (2H, m), 6.81 (2H, d, J=
8.57Hz), 7.21 (2H, d, J= 8.60Hz), 7.27-7.32 (8H,m), 7.44 (2H, t, J= 8.08Hz), 7.79
(2H, s), 8.06 (1H, s), 8.38 (3H,s, br), 8.63-8.70 (1H, m), 8.83 (IH, d, J=
8.28Hz).

94

d"-DMSO

§:1.26 (3H, t, J= 6.93Hz), 2.61-2.71 (2H, m), 2.71-2.84 (1H, m), 3.02-3.06 (1H,
m), 3.92-3.96 (4H, m), 4.25-4.35 (2H, m), 4.57-4.64 (2H, m), 6.75 (2H, d, J=
8.64Hz), 7.14 (2H, d, J= 8.56Hz), 7.21-7.25 (8H,m), 7.36 (2H, d, J = 8.08Hz),
7.76-7.79 (3H,m), 8.24 (3H,s, br), 8.59 (1H, t, J = 6.32Hz), 8.78 (1H, d, J=
8.24Hz) .

95

d"-DMSO

§:1.26 (3H, t, J= 6.97Hz), 2.65-2.69 (2H, m), 2.79-2.84 (1H, m), 3.03-3.07 (1H,
m), 3.797 (3H, s), 3.91-3.95 (4H, m), 4.25-4.34 (2H, m), 4.53-4.59 (2H,m), 6.73
(2H, d, J= 8.57Hz), 6.95 (2H, d, J= 8.88Hz), 7.13 (2H, d, J= 8.64Hz), 7.18-7.24
(7H,m), 7.37 (2H, d, J= 8.12H), 7.74 (2H, t, J= 8.85Hz), 8.29 (3H,s, br), 8.34
(1H, d, J = 8.60Hz), 8.54 (IH, d, J= 8.60Hz), 8.61 (IH, t, J= 5.96Hz).

96

d"-DMSO

§:1.27 (8H, t, J= 6.92Hz), 2.61-2.66 (2H, m), 2.76-2.82 (1H, m), 3.01-3.06 (1H,
m), 3.90-3.95 (4H, m), 4.28-4.31 (2H, m), 4.52-4.62 (2H, m), 6.67-6.73 (3H, m),
6.97 (21, d, J= 8.53Hz), 7.18-7.27 (10H, m), 7.35-7.41 (3H, m), 7.50 (2H, d, J=
6.73Hz), 8.21 (4H, d, J= 8.00Hz), 8.59 (2H, t, J = 7.24Hz).

97

d"-DMSO

§: 1.28 (3H, t, J= 6.88Hz), 2.40-2.46 (1H, m), 2.59-2.64 (1, m), 2.73-2.79
(1H,m), 2.98-3.03 (1H,m), 3.43 (2H, s), 3.51-3.57 (1H,m), 3.67-3.73 (1H, m),
3.92-3.97 (4H, m), 4.24-4.33 (2H, m), 4.43-4.54 (2H,m), 6.68 (2H, d, J= 8.56Hz),
6.88 (2H, d, J= 8.57Hz), 7.20-7.26 (12H, m), 7.37 (2H, d, J = 8.08Hz), 7.96 (1H,
d, J= 8.21Hz), 8.20-8.27 (4H, m), 8.47 (1, d, J = 8.50Hz), 8.57 (1H, t, J=
5.97Hz).
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98 dé—DMSO §:1.27 (8H, t, J= 6.93Hz), 2.47-2.49 (1H, m), 2.62-2.66 (1H, m), 2.76-2.82 (1H,
m), 3.01-3.06 (1H, m), 3.72-3.77 (I1H, m), 3.85-3.91 (3H, m), 3.94-3.98 (2H, m),
4.26-4.30 (2H, m), 4.44-4.54 (2H,m), 6.61 (2H, d, J= 8.64Hz), 6.83 (2H, d, J=
8.60Hz), 7.18 (2H, d, J= 8.05Hz), 7.26-7.27 (5H,m), 7.36 (2H, d, J= 8.12Hz), 7.46
(2H, d, J= 7.68Hz), 7.51-7.55 (1H,m), 7.84 (2H, t, J= 7.126Hz), 7.92 (1H, d, J=
8.08Hz), 8.30 (3H,s, br), 8.50 (1H, d, J = 8.53Hz), 8.57 (1H, t, J= 5.93Hz), 8.73
(IH, t, J =5.84).

9 |puso | 8¢ 1.26 (3H, t, J= 6.93Hz), 2.65-2.67 (2, m), 2.78-2.84 (1H, m), 3.03-3.07 (1,

m), 3.91-3.96 (4, m), 4.25-4.36 (2H, m), 4.55-4.61 (20, m), 6.74 (2H, d, J=
8.60Hz), 7.14 (2H, d, J= 8.64lz), 7.21-7.28 (9H,m), 7.36 (2H, d, J = 8.12Hz),
7.80-7.83 (2H. m), 8.23 (3.5, br), 8.53-8.583 (3H, m).

100 dé—DMSO §: 1.36(3H,t,J= 7.0Hz), 2.50-2.56(1H,m), 2.59-2.63(1H,m), 2.82-2.88(1H,m), 3.02-
3.07(1H,m), 3.79-3.85(1H,m), 3.97(2H,s), 4.03(2H,q,J= 7.0Hz), 4.16-4.21(2H,m),
4.32(2H,d,J= 5.8Hz), 4.63-4.69(1H,m), 6.87(2H,d,J= 8.6Hz), 7.15(2H,d,J= 8.6Hz),
7.20-7.35(14H.m), 7.47-7.57(Q0H,m), 7.73-7.81(2H,m), 8.61-8.66(2H,m).

101 |fpyso | 8¢ 1.28 (BH, t, J= 6.92z), 2.36 (3H, s), 2.38-2.42 (1M, m), 2.56-2.60 (1M, m),

2.73-2.78 (1, m), 2.98-3.03 (IH, m), 3.23-3.28 (1H, m), 3.92-3.98 (4l, m), 4.27-
4.32 (21, m), 4.41-4.46 (1, m), 4.49-4.55 (1H, m), 6.66 (2H, d, J= 8.61Hz), 6.79
(2H, d, J= 8.60Hz), 7.20 (2H, d, J= 6.21Hz), 7.26-7.29 (6H,m), 7.32-7.40 (4H,nm),
7.62 (2H, d, J= 8.28lz), 7..80-7.88 (2H, m), 8.29 (3H,s, br), 8.52 (IH, d, J =
8.52Hz), 8.59-8.62 (1. m).

102 dé—DMSO §: 1.27(3H,t,J= 7.0Hz), 2.42-2.47(1H,m), 2.64-2.69(1H,m), 2.75-2.81(1H,m), 3.04-
3.08(1H,m), 3.92(2H,q,J= 7.0Hz), 3.96(2H,s), 4.28(2H,d,J= 5.8Hz), 4.43-
4.53(2H,m), 6.23(1H,d,J= 7.7Hz), 6.65(4H,s), 7.17-7.23(5H,m), 7.26-7.36(8H,m),
8.19(2H,s), 8.63-8.65(2H,m), 8.91(1H,s).

103 |fpyso |6 1.26 (3H, t, J= 6.93Hz), 1.31-1.43 (7H, m), 2.68 (20, d, J= 7.47Hz), 2.79-

2.84 (1M, m), 3.02-3.07 (IH, m), 3.90-3.95 (2H, m), 4.06 (2H, d, J= 6.40Hz),
4.25-4.32 (2, m), 4.56-4.63 (2H,m), 6.75 (20, d, J= 8.52Hz), 7.13-7.22 (12, m),
7.32-7.35 (I, m), 7.40-7.43 (2H, m), 7.59-7.63 (IH, m), 7.74 (2, d, J =
7.90Hz). 8.45-8.52 (3. m).

104 dé—DMSO §:1.26 (3H,t,J= 6.93Hz), 2.65-2.75 (2H, m + 3H, s), 2.82-2.86 (1H, m), 3.04-3.08
(1H,m), 3.91-3.96 (4H, m), 4.24-4.36 (2H, m), 4.57-4.69 (2H,m), 6.73 (2H, d, J=
8.52Hz), 7.14 (2H, d, J= 8.68Hz), 7.17-7.24 (6H,m), 7.39 (2H, d, J = 8.07Hz),
7.79 (1, d, J= 7.84Hz), 8.44 (3H,s, br), 8.49-8.52 (1H, m), 8.65-8.69 (2H, m),
9.00 (1H, d, J= 1.68Hz), 9.14 (1M, d, J= 1.68Hz).

105 |fpyso | 8F 1.29 (3H,t,J= 6.93Hz), 2.42 (3H, s), 2.75-2.86 (3H, m), 3.05-3.09 (1Hm),

3.95-3.97 (4H, m), 4.25-4.37 (2H, m), 4.61-4.74 (2H,m), 6.78 (2H, d, J= 8.52lz),
7.09 (2H, d, J= 8.68Hz), 7.21-7.27 (6H,m), 7.40 (2H, d, J = 8.07Hz), 7.76-7.80
(11, m), 8.07-8.13 (1H, m), 8.42 (3H,s, br), 8.67-8.73 (3H, m), 8.94 (1, d, J=
1.68l1z).

106 (f—DMSO §: 1.13 (3H,t,J= 6.93Hz), 2.70-2.84 (3H, m), 3.01-3.06 (1H,m), 3.95-3.98 (4H,
m), 4.24-4.36 (2H, m), 4.59-4.69 (2H,m), 6.76 (2H, d, J= 8.52Hz), 7.04 (2H, d, J=
8.68Hz), 7.16-7.26 (6H,m), 7.38 (2H, d, J = 8.07Hz), 7.61 (2H, s), 8.33 (3H,s,
br), 8.58-8.60 (1H, m), 8.64-8.67 (1H, m), 8.78 (1H, d, J= 1.68Hz).

107 |fpyso | 8¢ 1.24 (3H,t,J= 6.93Hz), 2.56-2.62 (1, m), 2.69-2.73 (1H, m), 2.78-2.84 (1H,

m), 3.02-3.07 (1H,m), 3.89-3.95 (4, m), 4.24-4.37 (20, m), 4.58-4.67 (2H.nm),
6.75 (2H, d, J= 8.52Hz), 7.13 (21, d, J= 8.68Hz), 7.16-7.25 (8H, m), 7.36 (2H, d,
J = 8.07Hz), 8.26 (3H,s, br), 8.59-8.64 (1, m), 8.65 (1M, d, J= 1.68Hz), 8.94
(11, d. J= 1.68Hz).

108 (f—DMSO §: 1.28 (3H,t,J= 6.93Hz), 2.69-2.82 (2H, m), 3.02-3.09 (2H,m), 3.92-3.98 (4H,
m), 4.26-4.33 (2H, m), 4.59-4.62 (2H,m), 6.74 (2H, d, J= 8.52Hz), 6.98 (2H, d, J=
8.68Hz), 7.23-7.29 (7H, m), 7.37-7.40 (2H, m), 8.05 (1H,s, br), 8.23 (3H,s, br),
8.65-8.69 (1H, m), 8.85 (UH, d, J= 1.68Hz).

109 |fpyso |8 1.28 (3H.t,J= 6.93Hz), 2.36-2.40 (1, m), 2.59-2.63 (1H, m), 2.73-2.79 (1M,

m), 3.00-3.03 (1M, m), 3.19-3.27 (1H, m), 3.91-3.97 (4H, m), 4.28-4.36 (2H, m),
4.52-4.54 (2H,m), 6.68 (2H, d, J= 8.52lz), 6.84 (2H, d, J= 8.68Hz), 7.19-7.24
(7H.m). 7.38 (2H. d. J = 8.07Hz). 8.35 (3H.s. br). 8.59-8.63 (2H. m).

110 dé—DMSO §: 1.26 (3H, t, J= 6.93Hz), 2.47 (3H, s), 2.49-2.50 (1H, m), 2.59-2.63 (1H, m),
2.69-2.74 (1H, m), 3.02-3.07 (1H,m), 3.91-3.95 (4H, m), 4.28-4.37 (2H, m), 4.57-
4.66 (2H,m), 4.79-4.80 (2H,m), 6.74 (2H, d, J= 8.52Hz), 7.14 (2H, d, J= 8.68Hz),
7.16-7.23 (6H, m), 7.38 (2H, d, J = 8.07Hz), 7.55 (2H, d, J= 7.84Hz), 8.40 (2H,s,
br), 8.63-8.67 (1H, m), 8.91 (UH, d, J= 1.68Hz).

U1 (fpyso | 8 1.27 (3H, t, J= 6.93H2), 2.30 (3H, s), 2.59 (3H, s), 2.61-2.72 (2H, m), 2.79-
2.84 (1H, m), 3.04-3.09 (1H,m), 3.91-3.96 (4H, m), 4.29-4.35 (2H, m), 4.50-4.60
(2H, m), 6.73 (2H, d, J= 8.52Hz), 7.03 (2H, d, J= 8.68Hz), 7.15-7.27 (7H, m),
7.39 (2H, d, J = 8.07Hz), 8.07 (1H, d, J= 7.84Hz), 8.42 (2H,s, br), 8.62-8.66
(20, m).
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112 dé—DMSO §: 1.26 (3H, t, J= 6.93Hz), 2.66 (3H, s), 2.77-2.84 (3H, m), 3.03-3.08 (1H, m),
3.87-3.97 (4H, m), 4.28 (2H, d), 4.49-4.55 (1H, m), 4.70-4.75 (1H, m), 6.61 (2H,
d, J= 8.52Hz), 6.67 (20, d, J= 8.68Hz), 7.19-7.30 (7H, m), 7.38 (2H, d, J =
8.07Hz), 7.89 (1H, d, J= 7.84Hz), 8.06 (1H, s), 8.41 (2H,s, br), 8.65-8.70 (2H,
m).

113 a’-DMSO §:1.27 (8H, t, J= 6.93Hz), 2.36 (3H, s), 2.45 (3H, s), 2.63-2.68 (1H, m), 2.75-
2.84 (2H, m), 3.04-3.08 (1H,m), 3.88-3.96 (4H, m), 4.29 (2H, d), 4.48-4.54 (1H,
m), 4.64-4.69 (1H, m), 6.62 (2H, d, J= 8.52Hz), 6.65 (2H, d, J= 8.68Hz), 7.17-
7.24 (6H, m), 7.39 (2H, d, J = 8.07Hz), 7.54 (1H, d, J= 7.84Hz), 8.40 (3H,s, br),
8.64-8.66 (2H, m).

114 dé—DMSO §: 1.26 (3H, t, J= 7.07Hz), 2.09 (3H, s), 2.67-2.77 (2H, m), 2.78-2.88 (1H, m),
3.05-3.09 (1H, m), 3.92-3.97 (4H, m), 4.31-4.40 (2H, m), 4.59-4.63 (1H, m), 4.64-
4.74 (1H, m), 6.77 (2H, d, J= 8.34Hz), 7.17-7.29 (10H, m), 7.39 (2H, d, J =
8.36Hz), 7.87 (1H, d, J= 8.55Hz), 8.26-8.36 (4H, m), 8.62 (1H, s), 8.68-8.71 (2H,
m), 8.88-8.95 (IH, m).

115 |fpuso |6 1.26 (3H, t, J= 6.36z), 2.66-2.87 (3H, m), 3.05-3.10 (1H,m), 3.92-3.97 (4H,
m), 4.31-4.38 (2H, m), 4.38-4.40 (2H, m), 4.59-4.63 (1H,m), 4.69-4.75 (1H,m),
6.77 (2H, d, J= 7.95Hz), 7.14 (2H, d, J= 7.95Hz), 7.16-7.23 (6H, m), 7.38 (2H, d,
J = 7.82Hz), 7.55 (2H, d, J= 7.95Hz), 7.74 (1H, d, J= 11.13Hz), 8.40 (3H,s, br),
8.63-8.67 (1H, m), 8.91 (1H, d, J= 2.69Hz), 9.05 (1H, J = 8.68Hz), 9.20 (1H, d, J
= 2.2Hz).

116 dé—DMSO §: 1.28(3H, t, J= 6.57Hz), 2.61-2.67 (1H, m), 2.79-2.85 (2H, m), 3.08-3.12
(1H,m), 3.92-3.98 (4H, m), 4.31 (2H, d, J = 6.57Hz), 4.53-4.58 (1H,m), 4.67-4.71
(1H, m), 6.66 (2H, d, J= 8.09Hz), 6.74 (2H, d, J= 8.23Hz), 7.14 (IH, d, J=
5.47Hz), 7.22-7.25 (2H, m), 7.30-7.35 (4H, m),7.39 (2H, d, J = 8.09Hz), 7.82 (1H,
d, J= 7.66Hz), 7.86 (1H, d, J= 5.47Hz), 8.35 (3H,s, br), 8.69(1H, t, J = 6.57Hz),
8.76 (IH, d, J= 8.21Hz).

17 | puso §: 1.28 (3, t, J = 7.0 Hz), 2.38 (31, s), 2.62 (1, d, J = 10.3 Hz), 2.70
(1, dd, J = 14.3 Hz, 4.2 Hz), 2.82 (1, dd, J = 13.5 Hz, 10.1 Hz), 3.07 (1H, dd,
J =13.6 Hz, 4.5 Hz), 3.95 (20, q, J = 7.0 Hz), 3.98 (2H, d, J = 4.8 Hz), 4.26 -
4.37 (2H, m), 4.52 - 4.62 (2H, m), 6.75 (2H, d, J = 8.7 Hz), 7.07 (2H, d, J = 8.6
Hz), 7.18 = 7.12 (1, m), 7.23 - 7.28 (6H, m), 7.38 (2H, d, J = 8.1 Hz), 8.21
(1. d, J =8.3Hz), 8.26 (2H, br.s), 8.62 (21, d, J =7.61z), 9.01 (I, s)

118 (f—DMSO §: 1.27 (3H, t, J = 7.0 Hz), 2.64 - 2.67 (2H, m), 2.81(1H, dd, J = 13.5 Hz,
10.1 Hz), 3.04 (1H, dd, J = 13.5, 4.6 Hz), 3.93 (2H, g, J = 7.0 Hz), 3.97 (2H, d,
J =5.4Hz), 4.30 (2H, dd, J = 5.5 Hz, 3.5 Hz), 4.54 - 4.63 (2H, m), 6.60 (1H,
dd, J = 3.5 Hz, 1.9 Hz), 6.7 (2H, d, J = 8.6 Hz), 7.01 (2H, d, J = 8.6 Hz), 7.11
(1H, d, J = 3.5 Hz), 7.16 - 7.28 (7H, m), 7.38 (2H, d, J = 8.1 Hz), 7.81 (1H, d,
J=1.1Hz), 8.18 (I1H, d, J = 8.4 Hz), 8.28 (2H, br.s), 8.60 (1H, d, J = 8.6 Hz),
8.64 (IH, t, J =6.0 Hz)

19 |fpyso | 6: 1.28 (3, t, J = 6.9 Ho), 2.22 (3H, ), 2.65 (1M, dd, J = 13.6 Hz, 9.3 Hz),

2.72 (I, dd, J = 13.8 Hz, 4.2 Hz), 2.82 (1, dd, J = 13.5 Hz, 10.2 Hz), 3.08
(1H, dd, J = 13.5 Hz, 4.5 Hz), 3.94 (2H, q, J = 7.0 Hz), 3.98 (2H, br.s), 4.31
(2H, d, J = 5.8 Hz), 4.52 - 4.59 (2H, m), 6.73 (2H, d, J = 8.6 Hz), 6.91(1H, d, ]
= 5.0 Hz), 6.98 (2H, d, J = 8.6 Hz), 7.18 - 7.21 (IH, m), 7.23 - 7.30 (6H, m),
7.38 (20, d, J = 7.9 Hz), 7.55 (1, d, J = 5.0 Hz), 7.72 (1, d, J = 7.8 Hz),
8.23 (2H, br.s), 8.62 (2, d, J = 9.6 Hz)

120 dé—DMSO §: 1.27(8H,t,J= 7.0Hz), 2.70-2.75(1H,m), 2.80-2.86(2H,m), 3.07-3.11(1H,m),
3.88(3H,s), 3.92(2H,q,J= 6.9Hz), 3.97(2H,q,J= 5.7Hz), 4.31(2H,d,J= 6.1Hz), 4.52-
4.58(1H,m), 4.67-4.72(1H,m), 6.65(2H,d,J= 8.6Hz), 6.76(2H,d,J= 8.4Hz), 7.02-
7.04(1H,m),  7.21-7.34(7H,m), 7.37(2H,d,J= 8.1Hz), 7.53-7.55(1H,m), 7.85-
7.88(1H,m), 8.23(2H,s), 8.27(1H,d,J= 8.1Hz), 8.67(1H,t,J= 5.9Hz), 8.71(1H,d,J=
8.4Hz).

121 |fpyso | 8¢ 1.28(3H.t.J= 6.9Hz), 2.66-2.75(2H,m), 2.80-2.86(1H,m), 3.03-3.08(1H,m),

3.87(3M,s), 3.91-4.00(4H,m), 4.30-4.38(2H,m), 4.59-4.68(2H,m), 6.77(2H,d,J=
8.6l1z), 7.16(1H,s), 7.18-7.21(2M,m), 7.23-7.27(6H,m), 7.38(2H,d,J= 8.2Hz),
7.70(1H,t,J= 4.2Hz), 8.24(2H,s), 8.44(1H.d,J= 2.9Hz), 8.51(1H,d.J= 1.6Hz),, 8.62-
8.64(2H,m), 8.79(1H,d,J= 8.4Hz).

122 dé—DMSO §: 1.29(8H,t,J= 7.0Hz), 2.56-2.62(1H,m), 2.73-2.84(2H,m), 3.07-3.11(1H,m),
3.89(3H,s), 3.94(2H,q,J= 7.0Hz), 3.98(2H,s), 4.30(2H,d,J= 6.0Hz), 4..49-
4.55(1H,m), 4.65-4.70(1H,m), 6.67(4H,s), 7.11(1H,d,J= 5.4Hz), 7.20-7.25(3H,m),
7.29-7.35(4H,m), 7.37(2H,d,J= 8.1Hz), 7.47(1H,d,J= 7.4Hz), 7.72(1H,d,J= 5.5Hz),
8.18(2H,s), 8.63(1H,t,J= 6.0Hz), 8.67(1H.d,J= 8.5Hz).

123 |fpyso | 8¢ 1.28(3H.t.J= 7.0Hz), 2.58-2.70(2H.m), 2.79-2.85(1H,m), 3.03-3.08(1H,nm),

3.87(3H,s), 3.93(2H,q,J= 7.0Hz), 3.99(2H,q,J= 5.5Hz), 4.26-4.38(2H,m), 4.59-
4.65(2H,m), 6.76(2H.d.J= 8.6Hz), 7.08(l,s), 7.15(2H,d,J= 8.3Hz), 7.18
7.27(80,m), 7.36(2H.d.J= 8.0Hz), 8.19(2H,s), 8.25(1H,d,J= 5.2Hz), 8.59-
8.62(2H.m). 8.72(1H.d.J= 8.1Hz).
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124 (f—DMSO §: 1.28(3H, t, J= 6.84Hz), 2.13 (3H, s), 2.56-2.59 (1H, m), 2.69-2.74 (1H, m),
2.78-2.84 (1H, m), 3.05-3.10 (1H,m), 3.91-4.00 (4H, m), 4.30 (2H, d, J = 5.82Hz),
52-4.64 (2H,m), 5.91 (1H, s) 6.71 (2H, d, J= 8.66Hz), 6.77 (1H, t, J= 2.36Hz),
92

)

r), 8.60-8.64(2H, m).

125 |fpyso | 6F 1.28 H, t, J = 7.0 Hz), 2.67 - 2.69 (2, m), 2.82 (1H, dd, J = 13.5 Hz,
0.0 Hz), 3.05 (1, dd, J = 13.6 Hz, 6.4 Hz), 3.93 (2H, q, J = 7.0 Hz), 3.97 (2H,

J=5.6H), 431 (21, d, J = 5.8 Hz), 4.47 - 4.57 (2H, m), 6.57 (I, d, J =
4 Hz), 6.71 (2H, d, J = 8.6 Hz), 6.97 (2H, d, J = 8.6 Hz), 7.18 - 7.27 (10H m),
38 (2H, d, J = 6.0 Hz), 7.40 (1, d, J = 3.1 Hz), 8.28 (2H, br.s), 8.51 (1H, d,

8.5Hz), 8.61 (1H, t, J =6.0 Hz)

: (2H, d, J= 7.78Hz), 7.18-7.28 (8H, m), 7.34 (2H, d, J = 8.49Hz), 8.09 (3H,s,

4
6
b
1
d
5
7
J

126 dé—DMSO §: 0.80-0.85(2H,m), 1.02-1.12(4H,m), 1.22-1.32(1H,m), 1.41-1.48(1H,m), 1.53-
1.62(5H,m), 2.76-2.82(1H,m), 3.09-3.13(1H,m), 3.95(2H,s), 4.28-4.35(2H,m), 4.37-
4.43(1H,m), 4.46-4.52(1H,m), 7.15-7.27(7H,m), 7.34-7.37(2H,m), 7.39-7.46(2H,m),
7.48-7.54(1H,m), 7.80-7.83(2H,m), 8.21(2H,s), 8.51(2H,d,J= 7.8Hz), 8.59(1H,t,J=
6.1Hz).

127 | fpyso |60 2.62-2.69 (2H, m), 2.71-2.77 (IH, m), 2.96-3.01(1H, m), 3.87 (2H, d, J=

4.56Hz), 4.22-4.25 (2H, m), 4.49-4.61 (2H,m), 7.10-7.22 (10H, m), 7.30-7.36 (4,
m), 7.40-7.48 (I, m), 7.67 (2H, d, J = 6.61Hz), 8.30 (3H,s, br), 8.47 (1, d, J=
8.82H7). 8.56-8.62 (2M. m).

128 dé—DMSO §:2.70 (2H, d, J = 7.21Hz), 2.78-2.85 (1H, m), 3.03-3.07 (1H, m), 3.95 (2H, d,
J= 8.78Hz), 4.27-4.36 (2H, m), 4.55-4.63 (2H,m), 6.84 (2H, d, J= 8.52Hz), 7.05-
7.29 (120, m), 7.37-7.44 (6H, m), 7.74 (2H, d, J= 7.52Hz), 8.34 (3H,s, br), 8.50
(1H, d, J= 7.57Hz), 8.58 (UH, d, J= 8.77Hz), 8.63-8.66 (2H, m).

120 |fpyso | 8¢ 2.61-2.63 (2H, m), 2.70-2.77 (1M, m), 2.95-3.00 (IH, m), 3.88 (2H, d, J=

6.26Hz), 4.18-4.29 (2, m), 4.47-4.54 (2H.m), 4.91 (I, s), 6.76 (2M, d, J=
8.18Hz), 7.07-7.18 (9H, m), 7.26-7.36 (4H, m), 7.66-7.68 (2H, m), 8.24 (3H,s,
br), 8.42 (1M, d. J= 8.17Hz), 8.50 (IH, d. J= 8.02Hz), 8.53-8.58 (1. m).

130 dé—DMSO §:2.65 (2H, d, J = 5.97Hz), 2.79-2.85 (1H, m), 3.03-3.06 (1H, m), 3.95 (2H, s),
4.31 (2H, s), 4.55 (2H, s, br), 6.58 (2H, d, J= 7.55Hz), 7.01 (2H, d, J= 7.12Hz),
7.18-7.24 (10H, m), 7.37-7.50 (7H, m), 7.74 (2H, d, J= 7.10Hz), 8.32 (3H,s, br),
8.46 (IH, d, J= 9.60Hz), 8.53 (IH, d, J= 9.60Hz), 8.61 (IH, s).

181 |fpyso | 8¢ 1.43 (BH, t, J= 6.97Hz), 2.88 (2H, d, J= 6.67Hz), 2.95-3.06 (2H, m), 3.14-

3.23 (2, m), 4.06-4.12 (2, m), 4.39-4.49 (2, m), 4.75-4.78 (2H, m), 6.91 (2H,
d, J= 8.95lz), 7.31 (20, m), 7.37-7.46 (9H, m), 7.54-7.67 (5H, m), 7.89-7.98 (2,
m), 8.46 (2, s, br), 8.65-8.81 (3. m).

132 dé—DMSO §:2.68 (2H, d, J = 7.36Hz), 2.79-2.98 (1H, m), 3.03-3.06 (1H, m), 3.96 (2H, s),
4.21-4.32 (2H, m), 4.59-4.61 (2H,m), 5.00 (2H, s), 6.84 (2H, d, J= 8.15Hz), 7.14-
7.24 (12H, m), 7.35-7.40 (5H, m), 7.67-7.76 (2H, m), 7.82-7.88 (2H, m), 8.24
(1H,s, br), 8.47-8.64 (4H, m).

133 | puso | 8¢ 0.81(3H,d,J= 6.3lz), 0.87(3H.d,J= 6.3Hz), 1.27-1.39(2H,m), 1.45-1.52(1,m),
2.81-2.87(1H,m), 3.20-3.24(1H,m), 4.02(2H,s), 4.35-4.44(3H,m), 4.52-4.58(1H.m),
7.22-7.35(7H,m), 7.43(2H.d,J= 8.1Hz), 7.48-7.52(2H,m), 7.58-7.64(1H,m), 7.87-
7.89(2H.m), 8.30(2H,s), 8.59-8.69(3M.m).

134 |{fpyso | 8¢ 2.70 (2H, d, J = 7.36Hz), 2.78-2.84 (1H, m), 3.03-3.06 (1H, m), 3.97 (2H, s),
4.11-4.34 (21, m), 4.59-4.63 (2H,m), 5.14 (2H, s), 6.90 (2H, d, J= 8.21Hz), 7.11-

7.30 (11H, m), 7.36-7.54 (5H, m), 7.67-7.75 (2H, m), 7.80-7.88 (2H, m), 8.47-8.58
(4H, m).

135 |fpyso | 8¢ 2.20 (3H, ), 2.71 (2H, d, J = 7.81Hz), 2.79-2.85 (1, m), 3.03-3.07(1H,nm),

3.93-3.96 (2H, m), 4.25-4.36 (2H, m), 4.55-4.65 (2H,m), 7.00 (2H, d, J= 9.01Hz),
7.12 (2H, d, J= 7.781z), 7.18 (2H, d, J= 7.79Hz), 7.22-7.24 (4H, m), 7.38 (2H, d,
J= 6.49Hz), 7.42 (2, d, J= 7.79Hz), 7.48-7.50 (1, m), 7.74-7.76 (2H.m), 8.33
(3.s. br). 8.51 (IH, d. J= 7.79Hz). 8.58 (1. d. J= 7.79Hz). 8.62-8.65 (1, m).

136 (f—DMSO §: 2.70 (2H, d, J = 7.28Hz), 2.74-2.85 (1H, m), 3.04-3.08 (I1H, m), 3.95 (2H,
s), 4.27-4.36 (20, m), 4.58-4.62 (2H,m), 5.03 (2H, s), 6.85 (2H, d, J= 8.21Hz),
7.15-7.24 (11H, m), 7.37-7.52 (5H, m), 7.56-7.61 (1H, m), 7.75 (2H, d, J =
8.22Hz), 8.34 (3H, s, br), 8.50(1H, d, J= 7.02Hz), 8.58(1H, d, J= 9.38Hz), 8.62-
8.65 (1H, m).

137 | {puso | 8 2.66-2.69 (2H, m), 2.81 (IH, dd, J = 13.5, 10.0Hz), 3.05 (1H, dd, J = 13.6,

4.7Hz), 3.69 (2H, s), 3.77 (3H, s), 4.23-4.33 (2H, m), 4.58-4.67 (2, m), 6.68
(1, d, J = 8.5Hz), 7.07-7.25 (11H, m), 7.43 (2H, t, J = 7.3Hz), 7.49-7.55 (2H,
m). 7.75 (2H, d. J = 7.2Hz), 8.00 (M, d, J = 1.8l1z).8.49-8.57 (3H. m).

138 | 4" puso §: 2.69-2.71 (1H, m), 2.79-2.85 (1M, m), 3.03-3.07(1H,m), 3.67 (3H, s), 3.96
(2H, s), 4.26-4.32 (2H, m), 4.55-4.63 (2H,m), 6.76 (2H, d, J= 8.52Hz), 7.14-7.25
(9H, m), 7.36-7.44 (4H, m), 7.48-7.52 (1H,m), 7.74-7.76 (2H,m), 8.29 (3H,s, br),
8.56 (1M, d, J= 1.68Hz), 8.613-8.64 (2H, m).
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139 | pyso | 8¢ 2.82-2.85 (3H, m), 3.03-3.08 (1H.m), 3.93-3.98 (2H, m), 4.26-4.31 (2H, m),
4.56-4.69 (2,m), 7.11-7.26 (120, m), 7.37-7.43 (4, m), 7.48-7.51 (1H,m), 7.73-
7.75 (2H.m). 8.32 (3H.s. br), 8.53-8.65 (2H, m).

40 |fpyso | 8¢ 1.09 (3H, t, J = 7.0Hz), 2.50-2.66 (2, m), 3.05 (1H, dd, J = 13.4, 10.4Hz),
3.26-3.32 (1, m), 3.45-3.54 (2H, m), 3.74 (2H, q, J = 7.0Hz), 4.09-4.15 (2H, m),

4.33-4.38 (1, m), 4.65-4.71 (1H, m), 6.57 (2H, d, J = 8.6Hz), 7.00 (2H, d, J =
8.5Hz), 7.09 (2H, d, J = 8.0Hz), 7.16-7.35 (5H, m), 7.53-7.58 (4H, m), 7.95-8.20
(3H, br m), 8.48-8.56 (3H, m), 8.64 (1H, d, J = 8.5Hz).

141 dé—DMSO §: 1.26(3H,t,J= 7.0Hz), 2.65-2.84(3H,m), 3.03-3.08(1H,m), 3.92(2H,q,J= 7.0Hz),
3.96(2H,s), 4.27-4.35(2H,m), 4.57-4.63(2H,m), 6.75(2H,d,J= 8.7Hz), 7.16(2H,d,J=
8.6Hz), 7.23(1H,dd,J= 8.3,1.7Hz), 7.27(2H,d,J= 8.1Hz), 7.37-7.51(6H,m),
7.55(1H,d,J= 1.8Hz), 7.73-7.75(2H,m), 8.24(2H,s), 8.50(1H,d,J= 8&.1Hz), 8.67-
8.71(2H,m).

142 dG—DMSO §: 1.26(3H,t,J= 6.9Hz), 2.67-2.83(3H,m), 3.01-3.05(1H,m), 3.89-3.95(4H,m), 4.27-
4.35(2H,m), 4.53-4.63(2H,m), 6.75(2H,d,J= 8.5Hz), 7.14(2H,d,J= 8.5Hz), 7.20-
7.26(BH,m), 7.37-7.44(4H,m), 7.50(1H,t,J= 7.3Hz), 7.66-7.72(1H,m), 7.75(2H,d,J=
7.4Hz), 8.31(2H,s), 8.53(1H,d,J= 8.1Hz), 8.62(1H,d,J= 8.7Hz), 8.69(1H,t,J=
5.9Hz).

143 (f—DMSO §: 1.26 (8H, t, J= 6.93Hz), 2.70 (2H, d, J= 7.52Hz), 2.89-2.95 (1H, m), 3.12-
3.17 (1H, m), 3.89-3.94 (2H, m), 3.95 (2H, s), 4.31 (2H, d, , J= 5.38Hz), 4.56-
4.66 (2H,m), 6.74 (2H, d, J= 8.52Hz), 7.12 (2H, d, J= 6.93Hz), 7.26 (2H, d, J=
9.720z), 7.38-7.44 (5H, m), 7.50-7.54 (3H, m), 7.75 (2H, d, J = 8.31Hz), 8.34
(3H, s, br), 8.51 (IH, d, J= 8.32Hz), 8.62 (1H, d, J= 8.32Hz), 8.68-8.71 (IH, m).

U4 | fopuso | 8¢ 1.26 (BH, t, J= 6.93Hz), 2.65 (2H, d, J= 6.98Hz), 2.89-2.95 (1H, m), 3.16-

3.21 (1, m), 3.91-3.96 (2, m), 4.32 (2H, J= 5.82Hz), 4.57-4.66 (2H, m), 6.73
(2, d, J= 8.54Hiz), 7.13 (2H, d, J= 9.08Hz), 7.27 (2H, d, J= 8.01lz), 7.39-7.44
(81, m), 7.50-7.57 (1H, m), 7.68-7.71 (1H, m), 7.73-7.75 (2, m), 8.44-8.50 (4,
m). 8.72-8.76 (2H, m).

145 (f—DMSO §:1.26 (8H, t, J = 7.0Hz), 2.64 (2H, d, J = 7.2Hz), 2.82 (1H, dd, J = 13.

10.3Hz), 3.07 (1H, dd, J = 13.6, 4.2Hz), 3.81 (2H, s), 3.92 (2H, g, J = 7.0Hz

.26-4.35 (2H, m), 4.55-4.65 (2H, m), 5.70-6.60 (2H, br s), 6.75 (2H, d, J

6Hz), 7.14-7.34 (7H, m), 7.39-7.51 (3H, m), 7.62 (IH, d, J = 7.7Hz), 7.73 (2H,

7.2Hz), 8.39 (IH, dd, J = 4.8, 1.4Hz), 8.46 (1H, d, J = 1.6Hz), 8.52 (1H,
8.0Hz), 8.62 (IH, t, J = 6.0Hz), 8.68 (IH, d, J = 8.8Hz).

5
)

)
)

1.26(3H,t,J= 7.0Hz), 2.69-2.77(3H,m), 2.94-2.99(1H,m), 3.65(3H,s),
3.92(2H,q,J=  7.0Hz), 3.96(2H,s), 4.25-4.35(2H,m), 4.49-4.54(1H,m), 4.57-
4.63(1H,m), 6.75(4H,dd,J= 8.6,1.7Hz), 7.13-7.18(4H,m), 7.25(2H,d,J= 8.1Hz),
7.36(2H,d,J= 8.1Hz), 7.40-7.44(2H,m),7.48-7.52(1H1,m), 7.72-7.75(2H,m),
8.19(2H,s), 8.48-8.53(2H,m), 8.62(1H,t,J= 6.0Hz).

146 14" puso

147 (f—DMSO §: 1.26 (8H, t, J =7.0 Hz), 2.69 (2H, d, J = 7.2 Hz), 2.83 (1H, dd J = 13.6,
10.0 Hz), 3.06 (1H, dd, J = 13.7, 4.5 Hz), 3.87 (2H,s), 3.92 (2H, q, J = 7.0 Hz),
4.26-4.31(2H, m), 4.55-4.60 (1H, m), 4.62-4.67 (1H, m), 6.51-6.79 (1H, m), 6.75
(2H, d, J = 8.6Hz), 7.13-7.19 (3H, m), 7.20-7.22 (4H, m), 7.31 (I1H, d, J =
8.1Hz), 7.40-7.44 (8H, m), 7.45-7.52 (1H, m), 7.71-7.75 (2H, m), 8.36-8.39 (2H,
m), 8.50-8.61 (3H, m).

U8 | fpyso | 8¢ 1.26 (BH, t, J= 6.93Hz), 2.70 (2H, d, J= 7.09Hz), 2.89-2.95 (1H, m), 3.12-

3.17 (I, m), 3.89-3.94 (2, m), 3.95 (2H, s), 4.31-4.32 (2H, m), 4.56-4.66
(2H,m), 6.74 (2, d, J= 7.19Hz), 7.12 (2, d, J= 8.40Hz), 7.26 (2H, d, J=
8.40Hz), 7.38-7.44 (5H, m), 7.50-7.54 (3H, m), 7.74-7.76 (2, m), 8.35 (3, s,
br), 8.51 (1M, d, J= 7.2Hz), 8.62 (1H, d. J= 8.40Hz), 8.68-8.71 (IH, m).

149 (f—DMSO §: 1.26 (8H, t, J= 6.93Hz), 2.67-2.69 (2H, m), 2.81-2.87 (IH, m), 3.06-3.10
(1H,m), 3.59 (2H, s, br), 3.89-3.98 (4H, m), 4.22-4.33 (2H, m), 4.57-4.62 (2H,m),
6.74 (2H, d, J= 8.52Hz), 7.13-7.16 (7H, m), 7.22-7.27 (2H,m), 7.35-7.41 (3H,m),
7.43-7.51 (1H, m), 7.72-7.81 (2H,m), 8.29-8.32 (1H,m), 8.48-8.53 (1H, m), 8.54-
8.64 (1H, m).

150 |fpyso | 8¢ 1.28 (3H, t, J = 7.0 Hz), 2.80 - 2.87 (2H, m), 3.07 (IH, dd, J = 14.7, 9.4

Hz), 3.27 (2H, dd, J = 14.8, 4.3 i), 3.32 (2H, br.s), 3.69 (1H, s), 3.94 (2H, q,
J = 6.9 Hz), 4.27 -~ 4.30 (2H, m), 4.53 - 4.58 (1H, m), 4.60 - 4.66 (1, m), 6.78
(21, d, J = 8.6 Hz), 6.86 -~ 6.90 (2, m), 7.12 - 7.24 (6, m), 7.31 (1M, d, J =
5.0 Hz), 7.42 (2H, t, Hz), 7.50 (IH, q, J = 7.3 Hz), 7.73 (2H, d, J = 7.1

J=7.4

Hz), 8.51 (1H, t, J = 5.5 Hz), 8.57 (2H, m)
151 dé—DMSO §: 1.28 (8H, t, J =6.9 Hz), 2.77 (2H, br.s), 2.89 (1H, dd, J = 14.1, 9.8 Hz),

3.07 (1H, dd, J = 14.1, 4.4 Hz), 3.33 (38H, br.s), 3.65 (1H, br.s), 3.94 (2H, q, J
= 6.9 Hz), 4.28 (2H, t, J = 5.8 Hz), 4.52 - 4.58 (1H, m), 4.60 - 4.65 (1H, m),
6.78 (2H, d, J = 8.5 Hz), 6.98 (1M, d, J = 4.6 Hz), 7.15 (3H, br.s), 7.18 - 7.23
(4H, m), 7.38 - 7.41 (1H, m), 7.44 (2H, d, J = 7.6 Hz), 7.51 (1H, t, J = 7.2 Hz),
7.75 (2H, d, J =7.2 Hz), 8.50 (UH, br.s), 8.57 (2H, d, J = 6.2 Hz)
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152 (f—DMSO §: 1.28 (3H, t, J =7.0 Hz), 2.67 (IH, t, J = 1.6 Hz), 2.77 (11, d, J = 7.3
Hz), 3.06 (1H, dd, J = 14.5 Hz, 9.7 Hz), 3.23 (1H, dd, J = 14.6 Hz, 4.7 Hz), 3.94
(2H, q, J = 7.0 Hz), 3.96 - 3.99 (2H, m), 4.31(2H, t, J = 5.7 Hz), 4.58 (1H, q, J
= 7.5 Hz), 4.70 (1H, td, J = 9.1 Hz, 4.6 Hz), 6.77 (2H, d, J = 8.6 Hz), 7.16 (2H,
, J =8.6Hz), 7.23 ( d, J 8.1 Hz), 7.26 (1H, d, J = 1.5 Hz), 7.33 (2H, d,
= 8.2 Hz), 7.43 (2H, t, J = Hz ), 7.52 (IH, t, J =7.4Hz), 7.42 (2H, d, J =
.1 Hz), 8.05 (2H, br.s), 8.55 (2H, d, J = 7.6 Hz), 8. 59 (1H, d, J = 8.6 Hz)
.95 (10, d, J = 1.8 Hz)

9

1
d =
J 7.5
7 (
8

155 |fpyso | 6% 1.27 (3H, t, J = 7.0 Hz), 2.66 - 2.72 (3, m), 3.10 (1H, dd, J = 14.4 Hz, 9

Hz), 3.91 (2H, q, J = 7.0 Hz), 3.98 (21, d, J = 5.2 Hz), 4.33 (2H, ad, J = 14.
Hz, 6.0 Ho), 4.61 (I, td, J = 8.7 Hz, 4.9 H2), 4.72 (I, td, J = 9.1 Hz, 4
2, 6.71 (2, d, J = 8.6 1), 7.12 (3, d, ] = 8.6 1), 7.26 (2N,
Hz), 7.35 (3, d, J = 7.7 Hz), 7.38 - 7.40 (2H, m), 7.42 (2H, d, J
7.49 (M, d, J = 7.4 Hz), 7.73 (2H, d, J = 7.2 Hp), 7.97 (2H, d, J
8.06 (2H, br.s), 8.45 (IH, d, J = 7.8 Hz), 8.66 - 8.72 (2, m)

o e
—
1}
OO

154 dé—DMSO §: 1.26(3H,t,J= 7.0Hz), 2.70(2H,d,J= 7.3Hz), 2.79-2.85(1H,m), 3.03-3.08(1H,m),
3.94(2H,q,J= 7.0Hz), 4.00(2H,s), 4.27-4.39(2H,m), 4.54-4.62(2H,m), 6.75(2H,d,J=
8.6Hz), 7.07-7.25(9H,m), 7.41-7.52(4H,m), 7.70-7.74(2H,m), 8.26(2H,s),
8.49(1H.d.J= 8.1Hz), 8.58(1H.d,J= 8.6Hz), 8.66(1H,t,J= 6.0Hz).

155 a’-DMSO §: 1.26(3H,t,J= 6.9Hz), 2.72(2H,d,J= 7.2Hz), 2.80-2.86(1H,m), 3.03-3.08(1H,m),
3.92(2H,q,J= 6.9Hz), 4.06(2H,s), 4.26-4.37(2H,m), 4.53-4.62(2H,m), 6.74(2H,d,J=
8.5Hz), 7.13(2H,d,J= 8.5Hz), 7.15-7.23(6H,m), 7.38-7.43(3H,m), 7.48-7.53(2H,m),
7.75(2H,d,J= 7.3Hz), 8.49(2H,s), 8.52(1H,d,J= 8.2Hz), 8.59(1H,d,J= 8.5Hz),
8.71(1H,t,J= 5.9Hz).

156 |fpyso | 6F 1.26(3M,t,J= 7.0Hz), 2.70(2H,d,J= 7.2Hz), 2.79-2.85(1H,m), 3.03-3.07(1H,nm),
3.92(2H,q.J= 7.0Hz), 4.11(2H,s), 4.33-4.46(2H.m), 4.54-4.62(2H,m), 6.74(2H,d,J=
8.6lz), 7.12(2H,d,J= 8.6lz), 7.16-7.25(7H.m), 7.39-7.43(2H,m), 7.47-7.56(2H,m),
7.67-7.74(All.m). 8.48(1.d.J= 8.0Hz). 8.59(1.d.J= 8.5llz). 8.75(1ll.t.J= 6.0Hz).

157 |fpyso | 8¢ 1.27(3H,t,J= 7.0Hz), 2.81-2.86(1H,m), 2.93-2.97(1H,m), 3.06-3.12(1H,m), 3.24-

3.29(1H,m),  3.90-3.99(4H,m), 4.30(2H,d,J= 5.8Hz), 4.50-4.56(2H,m), 4.78-
4.83(2H,m),  6.69(2H,d,J= 8.6Hz), 6.86(2H,d,J= 8.6Hz), 6.91-6.94(2H,m),
7.23(2H,d,J=  8.1Hz), 7.35-7.38(3H,m), 7.60-7.63(1H,m), 7.96-8.00(2H,m),
8.20(2H,s), 8.56(1H,d,J= 8.3Hz), 8.63(1H,d,J= 4.8Hz), 8.67(1H,d,J= 6.0Hz),
8.74(1H.d,J= 8.3Hz).

158 (f—DMSO §: 1.28 (3H, t, J =6.9Hz), 2.74 (2H, d, J = 7.2 Hz), 3.02 (2H, dd, J = 13.9
Hz, 9.4 Hz), 3.18 (1H, d, J = 13.9 Hz, 4.6 Hz), 3.66 (1H, s), 3.80 (3H, s), 3.93
(2H, q, J = 6.9 Hz), 4.27 (2H, d, J = 6.0 Hz), 4.52 (1H, g, J = 7.4 Hz), 4.73
4.79 (1H, m), 6.74 (2H, d, J = 8.6 Hz), 6.96 (2H, d, J = 8.8 Hz), 7.09 (2H, d,
= 8.2 Hz), 7.13 (2H, d, J =8.6 Hz), 7.17 - 7.21 (3H, m), 7.34 (1, d, J =
Hz), 7.63 (1H, td, J = 7.6 Hz, 1.7 Hz), 7.7 (2H, d, J = 8.8 Hz), 8.36 (1H, d, J
4.0 Hz), 8.41 (2H, d, J =6.6 Hz), 8.60 (UH, d, J = 8.4 Hz)

N
Il 00—~

159 |{fpyso | 6: 1.27(3H,t,J= 7.0Hz), 2.68-2.74(1H,m), 2.82-2.88(2H,m), 3.05-3.10(1H,m),

3.90(2H,q,J= 7.0Hz), 4.06(2H,q,J= 5.7Hz), 4.31(2H,d,J= 5.9Hz), 4.50-4.55(1H,m),
4.76-4.81(1H,m),  6.59-6.65(4H,m),  7.19-7.23(2H,m),  7.28(2H,t,J=  7.4Hz),
7.33(2M,d,J= 7.2Hz), 7.37(1H,d,J= 1.0Hz), 7.50(1H,d,J= 8.0Hz), 7.59-7.63(1H,m),
7.98-8.02(2H,m), 8.38(2H,s), 8.51(1H,d,J= 8.2Hz), 8.61(1H,d,J= 4.7Hz), 8.71-
8.74(2H.m).

160 (f—DMSO §: 1.28 (3H, t, J = 7.66Hz), 2.70 (2H, d, J = 7.60Hz), 2.94-3.00 (1H, m), 3.21-
3.24 (1H, m), 3.80 (3H, s), 3.92-4.00 (4H, m), 4.33 (2H, d, J= 6.69Hz), 4.52 (1H,
q, J = 7.45Hz), 4.66-4.69 (2H, m), 6.75 (2H, d, J = 7.79Hz), 6.96 (2H, d, J
8.68Hz), 7.17 (2H, d, J = 8.45Hz), 7.27 (2H, d, J = 7.82Hz), 7.38 (2H, d, J
7.82Hz), 7.67 (1H, s, br), 7.74 (1H, d, J = 9.03Hz), 8.11 (1H, s, br), 8.22 (2H,
s, br), 8.45 (1H, d, J = 8.34Hz), 8.68-8.69 (4H, m).

161 |fpyso | 60 1.28 (3H, t, J= 6.94Hz), 2.62-2.84 (3H, m), 2.96-3.07 (IH, m), 3.90-4.02 (4,
m), 4.32 (2H, d, J= 5.8Hz), 4.60-4.67 (2H, m), 6.77(2H, d, J = 8.88Hz), 7.16 -
7.22 (1H, m), 7.26 (2H, d, J= 8.32Hz), 7.29-7.35(5H, m), 7.36 (2H, d, J= 8.32Hz),
7.64 (1H, d, J= 6.53Hz), 8.08 (3H,s, br), 8.58-8.71(3H, m), 8.82 (1H, d, J=
7.71Hz) .

162 dé—DMSO §:1.27 (8H, t, J =7.0Hz), 2.61 (2H, dd, J = 0 Hz, 4.3 Hz), 2.86 (1H, dd, J

= 13.7 Hz, 10.3 Hz), 3.10 (1H, dd, J = 13.7 Hz 4.5 HZ) 3.93 (2H, q, J = 7.0
Hz), 3.98 - 4.00 (2H, m), 4.3 (2H, d, J = 5.8 HZ) 4.56 (1H, td, J = 9.0 Hz, 5.0
Hz), 4.66 (1H, td, J = 9.0 Hz, 4.8 Hz), 6.75 (2H, d, J = 8.6 Hz), 7.12 (1H, dd J
=4.9, 3.7 Hz), 7.16 (2, d, J = 8.6 Hz), 7.26 (2H, d, J = 8.3 Hz), 7.36 (3H, d,
J=8.1Hz), 7.72 (1H, dd, J = 5.0 Hz, 0.7 Hz), 7.76 (1H, br.s), 7.81 (1H, d, J =
3.2 Hz), 8.07 (2H, br.s), 8.47 - 8.55 (38H, m), 8.64 (2H, t, J = 9.0 Hz)
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163 dé—DMSO §:1.28 (8H, t, J =7.0Hz), 2.67 - 2.75 (2H, m), 3.03 (2H, dd, J = 13.8 Hz, 9.5
Hz), 3. 21 (2H, dd, J = 14.0 Hz, 4.7 Hz), 3.93 (2H, q, J = 7.0 Hz), 3.99 (2H, q, J
= 5.8 Hz), 4.20 - 4.40 (3H, m), 4.53 - 4.58 (1H, m), 4.77 - 4.83 (1H, m), 6.75
(2H, d, J =8.6 Hz), 7.14 (2H, d, J = 8.6 Hz), 7.23 (2H, d, J = 8.1Hz), 7.34 (2H,
d, J =8.2 Hz), 7.52 (2H, d, J =8.6 Hz), 7.76 (2H, d, J = 8.6 Hz), 8.07 (Z2H,
br.s), 8.44 (AH, d, J = 4.5 Hz), 8.53 (IH, br.s), 8.66 (2H, d, J = 7.6 Hz)

164 | fpysp |67 128 GH, ¢, T =7, 0 Hz), 2.34 (3, s), 2.74 (2H, d, J = 8.2 Hz), 3.05 (IH,

.5 Hz), 3.23 (1H, dd, J = 14.0, 4.7 Hz), 3.93 (2H, q, J = 7.0 Hz),
3.99 (2H, q J = 5.8 Hz), 4.26 - 4.36 (2H, m), 4.54 (1H, dd, J = 14.5, 7.7 Hz),
4.79 (1H, td, J = 8.9 Hz, 4.8 Hz), 6.75 (2H, d, J = 8.6 Hz), 7.13 (2H, d, J =
. d,

J = 8.0 Hz), 7.30 (1H, br.s), 7.34 (3H, d, J = 8.0 Hz), 7.66
, z), 7.76 (1H, br.s), 8.09 (2H, br.s), 8.45 (2H, t, J = 6.0 Hz),
8.54 (1H, t, J .0 Hz), 8.64 (1H, d, J = 8.3 Hz)

165 dé—DMSO §: 1.28(3H,t,J= 6.9Hz), 2.71-2.92(3H,m), 3.06-3.10(1H,m), 3.92(2H,q,J= 6.9Hz),
3.96-4.01(2H,m), 4.31(2H,d,J= 5.8Hz), 4.53-4.59(1H,m), 4.75-4.80(1H,m), 6.57-
6.72(4H,m),  7.27(2H,d,J= 8.0Hz), 7.30-7.33(1H,m),  7.37(2H,d,J= 8.0Hz),
7.55(1H,d,J= 8.2Hz), 7.59-7.63(1H,m), 7.64(1H,s), 7.98-8.01(2H,m), 8.13(2H,s),
8.47(1H.d.J= 8.2Hz), 8.62(1H.,d,J= 4.7Hz), 8.65-8.67(1H.m), 8.77(1H.d,J= 8.2Hz).

166 |4'pyso | 6¢ 0.85 (3, t, J =7.6Hz), 1.30 (3H, t, J =7.0 Hz), 2.02 (2, q, ] = 7.

Hz), 2.63 - 2.68 (IH, m), 2.99 (2, dd, J = 14.0 Hz, 9.6 Hz), 3.20 (1H, dd, J
13.9, 4.8 i), 3.95 (2H, q, J = 7.0 Hz), 4.00 (2, q, J = 6.0 Hz), 4.28 (2, t,
7.2 Hz), 4.32 - 4.35 (I, m), 4.74 (I, td, J = 8.9 Hz, 4.8 Hz), 6.73 (2H, d,
8.6 Hz), 7.00 (2H, d, J = 8.6 Hz), 7.23 (2H, d, J = 8.1 Hz), 7.29 (2H, d, J
24 Hz), 7.36 (2H, d, J = 8.12 Hz), 7.74 (IH, br.s), 7.97 (I, d, J = 5.2 Hz),
.08 (2H, br.s), 8.51 (3. d. J = 4.2 Hz)

I~ 1

o = |l

167 | "_puso §: 1.27(3H,t,J= 6.9Hz), 2.65-2.89(3H,m), 3.05-3.10(1H,m), 3.93(2H,q,J= 6.9Hz),
4.00(2H,q,J= 5.4Hz), 4.27-4.40(2H,m), 4.58-4.70(2H,m), 6.76(2H,d,J= 8.5Hz),

7.08(1H,s),  7.11(1H,d,J= 2.8Hz), 7.16-7.29(7H,m), 7.51(1H,t,J= 8.0Hz),

7.95(2H,s), 8.47(2H,s), 8.72-8.78(2H.m), 8.87(2H,s), 9.19(1H,d,J= 7.7Hz).

168 |fpyso | 8: 1.27(3H.t.J= 7.0Hz), 2.69-2.74(1H.m), 2.82-2.93(2H,m), 3.05-3.10(1H,nm),
3.90(2H,q,J= 7.0Hz), 4.01(2H,q,J= 5.7Hz), 4.32(2H,d,J= 6.0Hz), 4.51-4.56(1H,m),
4.76-4.79(1H,m), 6.60-6.67(3H,m), 7.06-7.09(2H.m), 7.18-7.22(2H.m), 7.28(2H,t,J=
7.4Hz),  7.33(2H,dJ= 3.8Hz), 7.46(1H.t.J= 7.8lz), 7.59-7.63(1H,m), 7.96-
7.99(2H.m), 8.31(2H,s). 8.50(1H.d.J= 8.2Hz), 8.60-8.62(1H.n), 8.71-8.74(2H.m).

169 dé—DMSO §: 1.26-1.30(3H,m), 2.60-2.84(3H,m), 3.03-3.07(1H,m), 3.93(2H,q,J= 7.0Hz),
4.00(2H,q,J= 5.4Hz), 4.32(2H,d,J= 5.80z), 4.56-4.66(2H,m), 6.76(2H,d,J= 8.6Hz),
7.11-7.13(1H,m), 7.16(2H,d,J= 8.5Hz), 7.23(1H,dd,J= 8.3,1.8Hz), 7.28(2H,d,J=
8.0Hz), 7.38(2H,d,J= 8.0Hz), 7.48(1H,d,J= 8.2Hz) 7.55(1H,d,J= 1.7Hz),
7.73(1H,dd,J= 5.0,0.7Hz), 7.81(1H,d,J= 3.2Hz), 8.17(2H,s), 8.53(1H,d,J= 8.3Hz),
8.63-8.66(2H,m).

170 | pyso | 8¢ 0.84 (3H, t, J = 7.6 Hz), 1.30 (30, t, J = 7.0 Hz), 2.00 (2H, q, J = 7.6
2), 2.43 - 2.47 (1, m), 2.61 (1, dd, J = 13.7 Hz, 4.8 Hz), 2.94 (1, dd, J =

3.6 Hz, 10.2 Hz), 3.20 (1H, dd, J = 13.8 Hz, 4.4 Hz), 3.97 (2H, q, J = 7.0 Hz),
.99 (2H, q, J = 5.5 Hz), 4.30 (2H, d, J = 5.6 Hz), 4.35 (1M, td, J = 8.4, 5.2

), 4.62 (1M, td, J = 9.3, 4.6 Hz), 6.73 (2, d, J = 8.6 Hz), 7.02 (2, d, J =
.6 Hz), 7.26 (2H, d, J = 8.0 Hz), 7.40 (2H, d, J = 8.1 Hz), 7.71 (1H, br.s)
.00

0 (14, d, J = 7.6 Hz), 8.12 (1H, d, J = 6.4 Hz), 8.27 (2H, br.s), 8.58 (1H, d,
8.4 Hz), 8.65 (1H, br.s), 8.66 (2H, br.s)

171 dé—DMSO §: 1.28(3H,t,J= 7.0Hz), 2.62-2.68(1H,m), 2.75-2.85(2H,m), 3.03-3.08(1H,m),
3.94(2H,q,J=  7.0Hz), 3.97-4.02(2H,m), 4.28-4.38(2H,m), 4.63-4.67(2H,m),
6.77(2H,d,J= 8.6Hz), 7.17(2H,d,J= 8.5Hz), 7.22-7.25(1H,m), 7.28(2H,d,J= 8.1Hz),
7.38(2H,d,J= 8.0Hz), 7.50(1H,d,J= 8.2Hz), 7.55(1H,d,J= 1.4Hz), 7.65(2H,d,J=
5.8Hz), 7.71-7.78(1H,m), 8.12(2H,s), 8.62-8.73(3H.m), 8.81(1H.d,J= 8.4Hz).

173 | fpyso |65 1.28 (3H, t, J = 6.82Hz), 2.61-2.71 (2H, m), 2.85-2.91 (1, m), 3.02-3.14
(11, m), 3.93-4.01 (4H, m), 4.32-4.34 (2H, m), 4.56-4.69 (2H, m), 6.76 (2H, d, J
= 8.67z), 7.16 (2H, d, J = 8.67Hz), 7.26 (2H, d, J = 8.67Hz), 7.36 (2H, d, J =
7.51z), 7.40-7.47 (1M, m), 7.51 (2H, d, J = 8.48Hz), 7.56 (1M, d, J = 7.51Hz),
7.76 (2H, d, J = 8.09Hz), 8.12 (2H, s, br), 8.48-8.58 (2. m). 8.62-8.68(3. m).

174 dé—DMSO §: 1.28(3H, t, J= 7.05Hz), 2.65-2.71 (1H, m), 2.79-2.82 (1H, m), 3.04-3.07 (1H,
m), 3.28-3.31 (1H,m), 3.91-3.99 (4H, m), 4.31 (2H, s), 4.58-4.60 (1H,m), 4.74-
4.75 (H,m), 6.75 (2H, d, J= 8.18Hz), 7.14 (2H, d, J= 9.73Hz), 7.27 (2H, d, J=
8.41Hz), 7.41 (2H, d, J = 8.41Hz), 7.85-7.88 (1H, m),8.34-8.42 (4H, m), 8.72-8.83
(5H, m), 9.08 (IH, d, J= 8.41Hz).
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175

d"-DMSO

§:1.29 (8H, t, J = 6.75 Hz), 2.61-2.64 (I1H, m), 2.78-2.83 (1H, m), 2.87-2.93
(1H, m), 3.14-3.19 (1H, m), 3.92-4.00 (4H, m), 4.32 (2H d, J = 5.78Hz), 4.60-
4.65 (2H, m), 6.71 (2H, d, J = 8.18 Hz), 6.87 (2H, d J = 8.56 Hz), 7.14 (1H, d, J
= 5.45 Hz), 7.26 (2H, d, J = 8.56 Hz), 7.37 (2H, d, J = 7.78 Hz), 7.49-7.52 (1H,
m), 7.83-7.90 (2H, m), 8.10 (3H, s, br), 8.54 (1H, d, J = 4.69Hz), 8.60 - 8.66
(2H, m), 8.77 (1H, d, J = 8.63 Hz).

176

d"-DMSO

§: 1.27 (3H,

q, J =5.7 Hz),

(2H, d, J = 8.6 Hz), 6.99 (1H, t, J = 6.9 Hz), 7.08 (3H, d, J = 8.7 Hz), 7.16
(1H, d, J =2.1Hz), 7.26 (2H, d, J = 8.0 Hz), 7.33 (3H, dd, J = 8.0 Hz, 6.1 Hz),
7.42 (2H, t, J = 7.5 Hz), 7.51 (1, t, J = 7.4 Hz), 7.66 (1, d, J = 7.8 Hz)

t,
9.6 Hz), 3.19 (1H, dd, J = 14.5 Hz, 4.6 Hz), 3.91 (2H, q, J = 7.0 Hz), 3.98 (2H,

7.73 (2H, d, J =

J=6.5Hz), 8.61 (14, t, J =4.9 Hz), 10.82 (1H, br.s)

J =7.0Hz), 2.66 - 2.77 (2H, m), 2.98 (1H, dd, J = 14.5 Hz,

4.32 (2H, d, J = 5.9 Hz), 4.62 (2H, qod, J = 9.3 Hz, 4.6 Hz), 6.69

7.2 Hz), 8.06 (2H, br.s), 8.39 (1H, d, J = 7.8 Hz), 8.52 (1H, d,

177

d"-DMSO

§: 1.28 (3H,

2.85 (1H, d, J =
Hz), 3.94 (2H, q, J = 7.0 Hz), 3.98 - 4.00 (I1H, br.m), 4.20 (I1H, d, J = 6.2 Hz),
4.55 (I, q, J = 7.4 Hz), 4.62 - 4.68 (1H, m), 6.78 (21, d, J = 8.5 Hz), 7.19
(2H, d, J =8.5Hz), 7.28 (2H, d, J = 8.4 Hz), 7.34 - 7.38 (2H, m), 7.44 (2H, q,
J =8.0Hz), 7.51 - 7.56 (1H, m), 7.72 - 7.78 (2H, m), 8.08 (2H, br.s), 8.52 (1H,

t

t, J =6.6 Hz),

(1H, br.s)

, J =7.0Hz), 2.32 - 2.34 (1H, m), 2.66 (2H, t, J = 1.7 Hz),
7.44 Hz), 2.91 - 3.03 (1H, m), 3.17 (1H, dd, J = 15.2 Hz, 5.0

8.59 - 8.66 (2H, m), 8.97 (1H, br.s), 14.02 (1H, br.s), 14.18

178

d"-DMSO

§: 1.28 (3H,

IIQA;C,OC,O

e~

t,
.6 Hz), 3.10 (1H, dd, J = 14.4, 9.8 Hz), 3.29 (1H, d, J = 4.9 Hz), 3.66 (2H, s),
.92 (2H, q, J =7.0 Hz), 4.30 (2H, qd, J = 15.2, 5.7 Hz), 4.66 (1H, td, J = 9.1,
Hz), 4.75 (1H, td, J = 9.0, 5.0 Hz), 6.73 (2H, d, J = 8.6 Hz), 7.14 (5H, dd,

3, 5.1 Hz),

5Hz), 8.71 (1H, br,s), 8.80 (1H, br,s)

J =7.0Hz), 2.66 (14, d, J = 11.0 Hz), 2.73 (1H, dd, J = 13.5,

7.22 (2H, d, J = 8.1 Hz), 7.35 - 7.44 (4H, m), 7.61 (2H, dd, J
7.97 (2H, t, J = 9.4 Hz), 8.62 (1H, br, s), 8.67 (2H, dd, J =

179

d"-DMSO

28 (3H,

10.0 H
J=5
J=28.
i

0.70 (IH. s)

4

= 8.

4.5, 1.5 Hz),
5

6

5 Hz
z), 7.69 (1H, d, J = 5.4 Hz), 7.85 (1H, d, J = 5.4 Hz), 8.11 (I1H, d, J =
, 8.22 (2H, br.s), 8.58 (1H, d, J

t

z),

.8
5

, J =7.0Hz), 2.02 (8H, s), 2.68 - 2.74 (2H, m), 2.83 (1H, dd, J
3.05 (1M, dd, J = 13.5, 4.6 Hz), 3.93 (2H, q, J = 7.0 Hz), 3.98
Hz), 4.32 (2H, qd, J = 15.3, 6.0 Hz), 4.55 - 4.64 (2H, m), 6.73
Hz), 7.06 (2H, d, J = 8.5 Hz), 7.19 - 7.27 (7H, m), 7.38 (2H, d,

= 8.5 Hz), 8.65 (1H, t, J = 5.7 Hz),

180

d"-DMSO

§: 1.27 (3H,
(1H,m), 3.59 (2

t,
i,
6.76 (2H, d, J= 8.79Hz), 7.01-
7.43-7.51 (1H, m), 7.76 (2H, d,
7.97Hz), 8.64-8.69 (1H, m).

J= 7.09Hz),

2.72-2.74 (2H, m), 2.84-2.90 (1H, m), 3.09-3.16
s, br), 3.91-3.
7.

8 (4H, m), 4.29-4.33 (2H, m), 4.57-4.67 (2H,m),
6 (7TH, m), 7.22-7.27 (2H,m), 7.35-7.41 (3H,m),

9
1
J = 7.194z), 8.37 (3H, s, br), 8.57 (1H, d, J =

181

d"-DMSO

§: 1.30 (3H, t, J = 7.21 Hz), 2.22 (3H, s), 2.56-2.78 (2H, m), 2.96-
m), 3.23-3.28 (1H, m), 3.95-4.00 (4H, m), 4.32 (2H, d, J = 5.60Hz)
(1H, m), 4.66-4.72 (1H, m), 6.76 (2H, d, J = 8.32 Hz), 6.91 (1H, dJ
7.05 (2H, d, J = 8.69Hz), 7.27 (2H, d, J = 7.90 Hz), 7.39 (2H, d, J
= 5.14Hz), 7.72 (1H, s, br), 7.88 (1H, d, J = 7.61?Hz),

7.56 (1H, d, J

d, J=7.61Hz ),

3.08 (1H,
4.49-4.54
5.14 Hz),
8.30 Hz),
8.16 (1H,

8.27 (8H, s, br), 8.67 - 8.74 (3H, m).

182

d"-DMSO

§: 1.28(3H,t,J= 7.0Hz), 2.29(3H,s), 2.69(2H,d,J= 7.2Hz), 2.80-2.86(1H,m), 3.04-
3.09(1H,m), 3.91-3.97(4H,m), 4.24-4.34(2H,m), 4.56-4.63(2H,m), 6.76(2H,d,J=
8.7Hz), 7.08-7.31(10H,m), 7.41-7.45(2H,m), 7.50-7.53(1H,m), 7.74-7.76(2H,m),
8.15(2H,s), 8.48(1H.d.J= 8.0Hz), 8.57-8.61(2H,m)

183

d"-DMSO

§: 1.28 (3H,
9.
J
8.

Hz), 7.29 (1H,

t

5 z), 3.22 (1H, dd, J = 14.5, 4.5 Hz), 3.94 (2H, q, J = 7.0 Hz), 3.98 (1H,
= 5.7 Hz), 4.29 (2H, d, J = 6.0 Hz), 4.44 - 4.50 (1H, m), 4.65 (1H, td
8, 4.9 Hz), 6.33 (2H, br.s), 6.55 (I1H, d, J = 5.3 Hz), 6.74 (2H, d, J
Hz), 7.04 (2H, d, J = 8.5 Hz), 7.22 (2H, d, J = 8.0 Hz), 7.27 (1H, d, J
0

S

br.s), 8.52 (1,

, J =7.0Hz), 2.76 (2H, d, J = 5.8 Hz), 3.06 (2H, dd, J =

»-lk@ll‘ -

J
8.
1.
2H

), 7.34 (2H, d, J = 8.0 Hz), 7.39 (1H, d, J = 5.4 Hz), 8.07 (2H

s), 8.53 (I1H, s), 8.97 (UH, d, J = 1.8 Hz)

184

d"-DMSO

§: 1.28 (3H,
14.7, 7.9 Hz),

t,

2

3.24 (1H, dd, J

(2H, d, J = 5.2 Hz), 4.65-4.70 (2H, m), 6.72 (2H, d, J = 8.6 Hz), 6
= 8.7 Hz), 7.11 (2H, d, J =
7.8 Hz), 7.34 (1H, d, J =

Hz), 8.51 (1H,

t,

dd, J =
.86 (1H, dd, J = 13.7, 4.7 Hz), 3.05 (1H, dd, 8

J =7.0Hz), 1.35 (1H, s), 1.89 (3H, s), 2.72
J:
= 14.7, 4.6 Hz), 3.67 (2H, s), 3.94 (2H, q, J =

Hz),
4.25
d, J
7.9 Hz), 7.14 (11, d, J = 5.2 Hz), 7.22 d, J =

1.7 Hz), 7.85 (1H, d, J = 5.2 Hz), 7.89 (2H, d, J = 7.
J=6.0Hz), 8.68 (1H, d, J = 8.6 Hz), 9.04 (AH, d, J = 1.9 Hz)

1H,
4, 9.
.0 Hz),
88 (2H,
(2H,
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185 dé—DMSO §: 1.28(3H,t,J= 6.9Hz), 2.34(3H,s), 2.77(2H,d,J= 7.3Hz),
3.05(1H,dd,J=14.6,9.6Hz), 3.22(1H,dd,J=14.6,4.7Hz), 3.93(2H,q,J=7.0Hz),
3.97(2H,m), 4.3(2H,dd,J=5.0,4.9Hz), 4.56(1H,dd,J=14.8,7.6), 4.66-4.71(1H,m),
6.76(2H,d,J= 8.7Hz), 7.15(2H,d,J=8.6Hz), 7.22-7.26(4H,m), 7.34(2H,d,J=8.2Hz),
7.66(2H,d,J=8.2Hz), 8.08(3H,br  s), 8.47(1H,d,J=7.8Hz), 8.54(1H,d,J=6.0),
8.58(1H.d.J= 8.3Hz), 8.95(1H.d,J=2.0Hz).

186 |fpyso | 6: 1.26 (3H, t, J =7.0 Hy), 2.12 (3, s), 2.26-2.67 (I, m), 2.74 (1H, dd, J =

13.7, 4.7 Hz), 3.09 (1, dd, J = 14.5, 10.1 Hz), 3.35 (1H, d, J = 5.6 Hz), 3.65
(2H, ), 3.89 (2, q, J =7.0 Hz), 4.27 (20, d, J = 6.0 Hz), 4.64 (2H, dd,
7.5, 4.7 Hz), 5.90 (1H, br.s), 6.59 (2H, d, J = 8.6 Hz), 6.76 (1, t, J =
Hz), 6.86 (2H, d, J = 8.5 Hz), 7.13 (2, d, J = 7.3 Hz), 7.20 (2H, d, J =
Hz), 7.24 (IH, br.s), 7.36-7.45 (3, m). 7.97 (2H, d, J = 8.2 Hz), 8.64 (
br.s), 8.68 (1. d, J = 7.2 Hz), 11.12 (IH, br.s)

J:
2.5
8.1
1H

187 | "_puso §: 1.29 (3H, t, J = 7.0 Hz), 2.14 (3H, s), 2.66 (1H, dd, J = 13.1, 9.0 Hz),
2.78 (1H, dd, J = 13.7, 4.5 Hz), 2.86 (1H, dd, J = 14.2, 10.0 Hz), 3.07 (1H, dd,
J =14.2, 4.4 Hz), 3.66 (2H, s), 3.95 (2H, q, J = 7.0 Hz), 4.26 (2H, d, J = 4.
z), 4.51 (1H, td, J 0, 4.8 Hz), 4.61-4.67 (11, m), 5.91 (1H, s), 6.75 (2H,
., J =8.6Hz), 6.77 d, J =2.7Hz), 7.02 (34, d, J = 8.5 Hz), 7.12 (2H, d,
7.6 Hz), 7.15 (2H, br.s), 7.21 (2H, d, J = 8.3 Hz), 7.29 (1H, d, J = 7.4 Hz),
2 (I1H, dd, J = 4.8, 2.9 Hz), 8.32 (1H, s), 8.49 (1H, br.s), 8.57 (IH, d, J =
Hz), 11.11 (1H, s)

9.

7,
6
(1H,
b

6-2.80 (1H, m), 3.12 (1H, dd, J = 14.4, 9.6), 3.67 (1H, s), 3.90 (2H, q, J
Hz), 4.10 (1H, dd, J = 17.3, 6.1 Hz), 4.28-4.31 (2H, m), 4.35 (1H, dd, J
5, 6.8 Hz), 4.59 (1H, br.s), 4.71-4.76 (1H, m), 6.66 (2H, d, J = 8.6 Hz), 7.02
d, J =858Hz), 7.14 (31, d, J = 7.6 Hz), 7.22 (1H, d, J = 8.2 Hz), 7.31-
(4H, m), 7.67 (1H, d, J =5.2 Hz), 7.84 (1H, d, J = 5.4 Hz), 7.97 (2H, dd, J
.2, 8.0 Hz), 8.05 (br.s, 1H), 8.60 (2H, br.d, J = 7.1 Hz), 10.66 (1H, br.s)

A
0
188 | 4°pyso §: 1.26 (3, t, J = 7.0 Hz), 2.01 (3H, s), 2.08 (1M, s), 2.66-2.72 (1H, m),
76
0

©1.28 (8H, t, J = 6.70Hz), 2.33 (3H, s), 2.69 (2H, d, J = 7.51Hz), 2.91-2.99
(1H, m), 3.13-3.18 (1H, m), 3.92-4.00 (4H, m), 4.33 (2H, d, J = 5.94Hz), 4.52-
4.61 (1H, m), 4.63-4.69 (1H, m), 6.76 (2H, d, J = 8.67Hz), 7.15 (2H, d, J
7.86Hz), 7.27 (2H, d, J = 8.096Hz), 7.31 (2H, d, J= 6.36Hz), 7.36 (2H, d, J
7.51Hz), 7.47-7.53 (1H, m), 7.56 (1H, d, J = 7.51Hz), 7.87 (1H, d, J = 7.341Hz),
8.11 (8H, s, br), 8.45 (1H, d, J = 7.86Hz), 8.53 (2H, d, J = 4.72Hz), 8.57-
8.65(2H, m).

189 14’ puso

1.31 (3H, t, J = 6.88Hz), 2.08 (3H, s), 2.70-2.71 (1H, m), 2.74-2.75 (1H, m),
88-2.94 (1H, m), 3.13-3.18 (1H, m), 3.90-4.01 (4H, m), 4.33 (2H, d, J =
21Mz), 4.57-4.62 (1H, m), 4.66-4.71 (1H, m), 6.80 (2H, d, J = 8.06Hz), 7.09-

190 14" —puiso

84 (1H, d, J = 7.051Hz), 8.11 (3H, s, br), 8.34 (I1H, d, J = 8.06Hz), 8.52-
53(1H, m), 8.56 (1H, d, J = 5.021Hz), 8.63-8.65(2H, m).

&
2.
6.
7.11 (5H, m), 7.14-7.31 (2H, m), 7.36 (2H, d, J = 8.066Hz), 7.45-7.48 (1H, m),
7.
8.
6

191 dé—DMSO 1.29 (3H, t, J= 6.84Hz), 2.07 (3H, s), 2.14 (3H, s), 2.53-2.59 (1H, m), 2.69-
2.74 (lH, m), 2.77-2.83 (1H, m), 3.05-3.09 (1H,m), 3.91-4.01 (4H, m), 4.30 (2H,
d, J = 5.98Hz), 4.51-4.65 (2H, m), 5.63 (1H, d, J = 1.50Hz) 6.71 (2H, d, J=
8.88Hz), 6.90 (2H, t, J= 8.88Hz), 7.04 (1H, d, J= 8.17Hz), 7.18-7.28 (8H, m),
7.3

34 (2H, d, J = 7.350z), 8.10 (2H, s, br), 8.57-8.64(2H, m).

192 |fpyso | 6F 1.28 (3H, t, J= 6.82Hz), 2.30 (3H,s), 2.71-2.74 (2H, m), 2.80-2.86(1H,m),

3.04-3.09(1H,m), 3.91-3.95 (4H,m), 4.25-4.30 (2H,m), 4.54-4.59(1H,m), 4.69-4.74
(1H,m), 6.76 (2H, d, J= 7.887Hz), 7.08-7.31(10H, m), 7.41-7.45(2H,m), 7.50-
7.53(1,m), 7.74-7.76(2H,m), 8.31-8.39 (3H, m), 8.63(1H, d, J= 7.88lz), 8.75-
8.78(3M.m).

193 dé—DMSO §: 1.27 (3H, t, J =7.0 Hz), 2.01 (3H, s), 2.32-2.34 (1H, m), 2.67 (1H, t, J
1.7 Hz), 2.76-2.78 (2H, m), 2.88 (2H, dd, J = 14.1, 9.6 Hz), 3.04 (2H, dd, J
14.2, 4.6 Hz), 3.67 (1H, s), 3.93 (2H, g, J = 7.0 Hz), 4.28 (2H, t, J = 6.4 Hz),
4.56-4.62 (2H, m), 6.75 (2H, d, J = 8.6 Hz), 6.99 (1H, d, J = 5.8 Hz), 7.12 (3H,
t, J =8.3Hz), 7.15 (1H, d, J = 3.5 Hz), 7.22 (2H, d, J = 8.0 Hz ), 7.39 (1H, dd,
J =48, 3.0Hz), 7.69 (1H, d, J = 5.4 Hz), 7.85 (1H, d, J = 5.4 Hz), 8.15 (1H,
d, J=8.3Hz), 8.50 (2H, t, J =8.0 Hz), 10.69 (IH, br.s)

194 |{fpyso | (DMSO) §: 1.27 (3H, t, J = 7.0 Hz), 7.00 (2H, d, J = 7.0 Hz), 3.10 (2H, dd, J =

14.5, 10.0 Hz), 3.90 (2H, q, J= 7.0 Hz), 4.00 (2H, q, J = 5.5 Hz), 4.33 (2H, d, J
= 6.1Hz), 4.52 (1, q, J = 6.6 Hz), 4.67 (11, td, J = 9.6 Hz, 4.1 Hz), 6.35 (
br.s), 6.56 (1H, d, J = 5.4 Hz), 6.61 (24, d, J = 8.6 Hz), 6.91 (2H, d, J
Hz), 7.14 (1, d, J = 7.7 Hz), 7.26 (2H, d, J = 7.5 Hz), 7.36 (2H, d, J
Hz), 7.38 (2H, d, J = 5.3 Hz), 7.46-7.41 (31, m), 7.98 (2H, d, J = 8.8 Hz), 8
(2H, br.s), 8.60 (1H, d. J = 8.12 Hz), 8.70 (1H, br.s)

1H
8.
8.

6
1
06
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[0464]

[0465]

[0466]
[0467]

[0468]

[0469]

[0470]

[0471]

[0472]
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195 d6—DMSO §: 1.28 (3H, t, J =7.0Hz), 2.76 (2H, d, J = 5.8 Hz), 3.06 (2H, dd, J = 5,
9.5 Z), 3.22 (1H, dd, J = 14.5, 4.5 Hz), 3.94 (2H, q, J = 7.0 Hz), 3.98 (1 d,
J =57Hz), 4.29 (24, d, J = 6.0 Hz), 4.44 - 4.50 (1H, m), 4.65 (IH, td, J =
8.8, 4.9 Hz), 6.33 (2H, br.s), 6.55 (I1H, d, J = 5.3 Hz), 6.74 (2H, d, J = 8.6
Hz), 7.04 (2H, d, J = 8.5 Hz), 7.22 (2H, d, J = 8.0 Hz), 7.27 (1H, d, J = 1.4
Hz), 7.29 (1H, s), 7.34 (2H, d, J = 8.0 Hz), 7.39 (1H, d, J = 5.4 Hz), 8.07 (2H,

br.s). 8.52 (1. s). 8.53 (I, s). 8.97 (1. d. J = 1.8 liz)
196 |fpyso | 8¢ 1.29(3H, t, J= 6.91Hz), 2.42-2.46 (1M, m), 2.76-3.00 (3H, m), 3.05 (3H, s)
3.27-3.31 (1H,m), 3.93-4.00 (4H, m), 4.29 (2H, d, J = 6.28Hz), 4.89-4.99 (1H, m),
5.34-5.38 (1, m), 6.67 (2H, d, J= 8.78lz), 6.74 (2H, d, J= 8.21Hz), 6.98-7.01
(1, m), 7.14 (I, d, J= 5.67Hz), 7.19-7.38 (7H, m), 7.86 (1, d, J= 5.67Hz),
7.88 (1, d. J= 7.09Hz), 8.09 (3H,s, br), 8.41-8.48 (IH, m).
197 | fpyso |8 1.28 (3, t, J= 7.150), 2.72-2.74 (2H, m), 3.92-3.99 (4I, m), 4.36 (2H, d, J
= 6.40Hz), 4.47-4.50 (10, m), 4.67-4.73 (1H, m), 5.22 (1, s, br), 5.83 (IH, s,
br), 6.76 (2H, d, J= 8.5llz), 7.17-7.30 (6H, m), 7.37-7.45 (5, m), 7.52-7.53
(1. m), 8.30 (4H.s. br), 8.38-8.44 (2H, m). 8.60 (IH, d. J = 7.64lz).
198 |{fpuso |8 1.28(3H, t, J= 6.70Hz), 2.61-2.64 (1M, m), 2.79-2.83 (1M, m), , 3.91-4.00
(41, m), 4.34-4.36 (2H, m), 4.45-4.48 (1H, m), 4.82-4.85 (1, m), 5.26-5.28 (1I,
m), 5.85-5.86 (1, m), 6.54 (1H,s, br), 6.65 (2I, d, J= 8.21Hz), 6.71 (2H, d, J=
8.213Hz), 7.13 (1M, d, J= 5.47Hz), 7.23-7.36 (4H, m), 7.49 (2H, d, J = 7.11Hz),
7.82-7.86 (3H, m), 8.07 (3H,s, br), 8.36(1, t, J = 5.81Hz), 8.53 (1M, d, J=
8.92H7).

AAld 199

N-[ (R)-1-[(S)-1-(4~¢}r| =&l A5} 2 Hl B A )-2-F 2| H-3-U - &I} E2HLR A |-2-(4- FA] - d)- & |4~
mg-fl=olu =

- | NH,

A. [4-(tert-F-SAFt2 R dopr] v e )-H A |-7t=2 341 dd o =H=

tert—-3g 4-(opn] &)l AFtalH o] E (7.5g, 31.74mmol) S TIEZZHE (250mL) ] &35}k
0CE YZtsta, Egogoldl (9.63g, 93.2mmol)S FH7}s the, 7H2al #lZd o|~HE 2 5-
1-¢d od=HZ (9.5g, 38.09mmol)E FH7IsIAtt. ¥R EFEES 0TA] 18AFF <k 4
CHCl; (200mL)2 3lAstdvt.  oJx-ES 0.3M KHSO, (1x50mL), 33} NaHCO; (1x50mL), =

(1
(b oz AHsa, Ax Nas0) 2 AF FWAA, WA nPTS .

EtOAc/Pet .Ether (60-80C)ZE EgHdolAsle], [4-(tert-F-EA|FIE2H doln] =-w & )-dl & |-7} 2 521
ZE)2 (11.3g, 30.5mmol, 96%) = SAEE WA TS FE39T).

+H] = 392.98 (M+ Na)
B. (4-o}v|=d&-Wl4d)-7128 Hld JAHZ slo|=2FZ2Eo|=

[4-(tert-F-EA 72 R Joln] - &)-ul A |-} 2ukaF wld o] ~8H|Z (10.8g, 29.15mmol)E t©]=22F (400mL) &
o] 4M HCloll gafataict. Ao 1A3F 3 &)
i, nPEE oJnste], (4-obmmuE-E)-7t= 0k
99%) = FAEE WA aAE FEIAT.

=, 2
mﬁoﬂm
o
T~ Y
-4
o
1m§9‘
Oll_ﬂ‘
ol
o
3
my
fu e
o
B3
T
:O
S
L
£
S
>
B
g om
g
— 0
ol

[M+H]" = 359.15
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[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

[0480]

[0481]

[0482]

[0483]

[0484]

[0485]

S=50 10-1999195

C. {(S)-1-[4-(AASAFIER Do}P| e-v ) - AT 282 A ]-2-9 2 I-3-d-oL}-FI=2H4  tert-FHolXH

=

(S)-2-tert-F-EA| 7t 2R Jo}n| =-3-0] g d-3-Y-Z 23|24 (2.12g, 7.96mmol)S CH,Cl,(100mL)ol -&3fs}ar,

HBTU (3.29g, 8.68mmol) % E o &olyl (2.20g, 21.7lmmol)S H7lelglth. AL 208 F, wke Z3&
S 0CE WA 713, (4-oluwedgd-wa)-Ftawi Md Jgaga oz daaol= (1.96g, 7.24mmol)S
A7V, 0ColA 2A17F &, WS EIES CHCLy (200mL)2 3]A8}1, o] &S 0.3M KHSO, (1x50mL), E
(1x50mL), B& (I1x50mL) o2 AlF 3 b3, A% (Na,S0y) 2 F STIEA|A, 94 311

=
HES FE39Y. 1 ES EtOAc/Pet.Ether (60-80TC)&E EdHF#olAste], {(S)-1-[4-(HF LA 72w o}

B
v e-wg)-H A7 2t Y -2-9 g d-3-U-o| & }-F} 22U tert-HEo| AHE (2.53g, 4.88mmol, 67%)E %A
He WA uAE S5

[M+H]" = 519.16

D. {4-[((S)-2-o}v|x=-3-7) ) P-3-L-T 23| 0 dojv|x)-HE|-A A }-7t25ht Wd 22 talej=z2gzg
Sh=1

{(9)-1-[4-(NEZA 72 R dolr| e-vE)-H A7t E2nt 2 d |-2-T g d-3-U - }-7} 25t tert-FEHAA~HE
(2.52g, 4.89mmol)el 4M HC1/t]&4F (50 mL)< zmo}aiﬂr. Ao Az &, &uE AAs {4-[((S)-2-
ol :m-3-v] gl d-3-A-Z 23] o Jojn| w)-m & |-wl @ }-7l2u2F wld o AHE gilo|l=2FRelo]= (2.31g,
4.7lmmol, 97%) % AL E WA TS =53},

[M+H]+ = 419.18

HONMR:  (d-DMSO) &: 9.38 (1N, t, J = 5.7lz), 8.87 (1, s), 8.81 (1H, d, J = 5.4Hz), 8.42-8.49 (2H,
br s), 8.41 (1H, d, J = 8.0Hz), 7.93 (1M, dd, J = 7.9, 5.8Hz), 7.87 (IH, t, J = 6.2Hz), 7.28-7.38 (4H,
m), 7.16-7.25 (40, m), 5.03 (2H, s), 4.22-4.43 (4H, m), 4.18 (20, d, J = 6.1Hz), 3.39 (1H, dd, J =
5.6Hz), 3.26 (1H, dd, J = 14.0, 8.2Hz).

E. [(R)-1-{(9)-1-[4-(Z A Ft2 R dolv] - ") -l A7t 2 vt R A [-2-1] g I -3-L-o D7t 2 ut 2 Y }-2-(4-9
EA-Hd)-E]-7t2 %4t tert-58 d&HE

(R)-2-912 & A 72 B dohr] -3 (4~ S A - d ) -Z 23] 24F (870mg, 2.80mmol)E CH,Cl,(100mL)oll -&3f&}aL,
HBTU (1.21g, 3.20mmol) = Egjoldolyl (1.35g, 13.33mmol)S H7F8lict. Aol 208 -, ubg 3%
S 0C=E WZAA71AL, {4-[((S)-2-obv] =-3-F 2P -3-d-Z 23] e dolr| o) -w| & |-dl d }-7t =

2 yape|m=mgRetol= (1.31g, 2.67mol)E H7FsIIk. 0TelA 2A3F 5, whg EeE-& CHCL; (200mL) =
3|4 3kar, o] €& 0.3M KHSO, (1x50mL), X3} NalCO; (1x50mL), & (1x50mL), B# (1x50mL) o2 AlZ 3k o}

S AZx (NaS0,) 2 AF Z2AA, WA 3FES 553590, 1 ES EtOAc/Pet .Ether (60-80C)ZE Ex
Wl %

FaolAste],  [(R)-1-{(9)-1-[4-(NA A7t 2R Jolr| e-v & )-d A7t 2nt 2 d ]-2-7] 2| d-3-U - D7} 2nl 5
QA }-2-(4- EA-F D) - & |-FF2ukAL tert-FE o AHZE (2.40g, 1.70mmol, 90%) 2 FTAEHE WA uAES
S5

[M+H] = 710.18

F. [4-({(8)-2-[(R)-2-o}9] =-3- (4~ BA]-¥| d)-Z 23] e ol = ]-3-F] | H-3-Y-Z 23] e ol = }-wf| & ) -l
A1-71294 43 g2HZ Y3lo|=2F 2=

[(R)-1-{(S)-1-[4-(E A 7 2 R d ol =-wE ) -dl A 7t 2ut R A | -2-7] 2| Hd-3- L - D 7 2 U }-2-(4-f| FA|
-Hd)-od]-7F 28 tert-F€ o ~HIE (1.70, 2.42mmol)ell 4M HCl/T)24F (100 mL)E A s, A&
ol 1A F, BuE AAS [4-({(S)-2-[(R)-2-0}n] x=-3-(4-o| EA|-Hd)-Z 2 3] @ Jo}n] = ]-3-1] 2] ¢l -
3-d-z gy e dotu| - }-we) -l A ]-FL 24 W o AE| 2 rdlo]=2F 2ol = (1.50g, 2.32mmol, 97%)=

£45E 0y 1B FEHA.

[M+H]+ = 609.99
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[0486]

[0487]

[0488]

[0489]

[0490]

[0491]

[0492]

[0493]

[0494]

[0495]

[0496]
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HONR: (d-DMSO) §: 9.29 (1H, d, J = 8.4Hz), 8.96 (1H, t, J = 5.8Hz), 8.83 (1H, s), 8.77 (1H, d, J
5.412), 8.39 (11, d, J = 8.2z), 8.28-7.98 (2H, br s), 7.92 (1H, dd, J = 8.0, 5.7Hz), 7.86 (1H, t, J
6.2Hz), 7.28-7.38 (4H, m), 7.11-7.20 (4H, m), 6.95 (2H, d, J = 8.6Hz), 6.79 (2H, d, J = 8.6Hz), 5.02
(2H, s), 4.68-4.75 (1, m), 4.23-4.25 (20, m), 4.16 (2H, d, J = 6.1Hz), 3.83-4.13 (4I, m), 3.22 (1M,
dd, J = 14.0, 4.4Hz), 3.03 (1H, dd, J = 13.7, 9.7Hz), 2.84 (1H, dd, J = 14.0, 5.9Hz), 2.63 (1, dd, J
- 13.8, 6.1Hz), 1.29 (3H, t, J = 7.0Hz).

G. [4-({(S)-2-[(R)-3-(4-NEA-HQD)-2-(4-m&-HlZ Yo} )-Z 21 o do}n| = ]-3-T g Pd-3-Y-Z=2¥ oY
ofu| = }-wE& -l A ]-Ft29AF A gAEHE

[4-({(S)-2-[(R)-2-0}"] -3~ (4-o FA]-H ) - L 23] @ J o} 1= |-3-] Zd-3-U-Z 2 7] & Jolu| = }-vf & ) -l A |
-FtE2dki A o AE| 2 tldlo]l=2FE2 o] = (150mg, 0.23mol)E UEFE2EHE (50 mL)o| &af|slaL, o] &
S 0CE WZAZHY. EgddEolyl (70mg, 0.70mmol)S H7MsE &, p-EFoYd FEdol=  (39mg,
0.26mmol)E& H7Feltt. 0TAlA Aoz 18A1%F &, vbg E3ES CHCl; (50 mL)E 3|Al8kaL, o] &5
Z3} NaHCO; (1x20 mL), & (1x20 ml), E& (1x20 mL) o2& AH3 t}S, Ax (NaS0,) 2 3 =LA},
FES ZA F=eEaHRY (AYIHE AASa, 2% MeOH + 98% CHCl; 8% H3< 33t 5|

A, [4-({(9)-2-[(R)-3-(4-A EA-H D) -2-(4-H|D-H Z Do} = )-Z 2 3] ¢ Hdo}n] 4= ]-3-7] g
ofn] i }-we)-wl A |-7}2HkA Wl o) A" 2 (130mg, 0.18mmol, 77%) 2 FAEE £ oY

=L
)
o
o|\
i)

Al

[+ = 728. 14

B N-[(R)-1-[(8)-1-(4-0bv] o 2-d A 7h2 0k e o) -2-9] 2] W-3- - A7k 2w o |-2-(4-o] B4l -3 )~ & -
-Hg-fl=elu| = Tl g R E}e|s

[4-({(9)-2-[(R)-3-(4-oN| BA] -7 d)-2-(4-H -l Lo} = )-Z 2 9] @ o} v = |-3-T] 2| I -3-U-Z 23] 2 H o}
e b-we)-dld -2k AWd ol aEE (98mg, 0.13mmol)E  HlEE  (100mL)ol  EsfEta, IM HAt
(0.263mL, 0.263mmol)S #7}et ge, WS E3ES 247 Fob thr]etolA 10% Pd/C (50mg) Aol 2383

T, FujE o3 A, oeg (l0m)= AHFE the, 27 JHES AT Fwete], MY 1L &
53la, o] durEzRE AAASE, N-[(R)-1-[(S)-1-(4-o}v = &-wlA 722 d)-2-7 2] d-3-d - &
FtEntRd |-2-(4-d EA]-Fd) - d ]4-wE-wl=oln = rsto|mRERdolEg TN WA IAE F53)
STt

& = 340mg, 0.498mmol, 57%

[M+H] = 593.99

' NMR: (dF—DMSO) §:1.28 (3H, t, J = 7.05Hz), 2.34 (3H, s), 2.72 (2H, d, J = 8.16Hz), 3.01-3.06 (1H,
m), 3.25-3.28 (IH, m), 3.91-3.98 (4H, m), 4.32-4.38 (2H, m), 4.54-4.57 (1H, m), 4.70-4.73 (1H, m),
6.75 (2H, d, J = 6.83Hz), 7.18 (2H, d, J = 8.56Hz), 7.24 (2H, d, J = 7.56Hz), 7.25-7.27 (1H, m), 7.28
(2H, d, J= 6.78Hz), 7.39 (2H, d, J = 7.51Hz), 7.67 (1H, d, J = 7.51Hz), 7.76 (1H, s, br), 8.22 (1H, d,
J =7.56Hz), 8.33 (3H, s, br), 8.71-8.77(4H, m).

AAA 200
N-[(R)-1-[(S)-1-(4-o}v| =HD-H A7} =2 v} R ¢1)-2-(3,4-H EF L Z-¥ ) D72 R A |-2-(4- FA|-¥d)

-ogd]-dA=oln =
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[0497]
[0498]

[0499]

[0500]
[0501]

[0502]

[0503]

[0504]

[0505]

[0506]

[0507]

[0508]
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F
F
NH,
§
HN
H
N ~_ O
e}
0]
(@]

A. [4-(tert-F-EAFIZR Dol =-Hd)-d A |-7 294} g-Z 20 @-9-ArE g2

tert—-5-€ 4-(o}n)=d &) A A F}ule| o] E (7.5g, 31.74mmol)E TFZEw ek (250mL)] &5kt o] &H
0C= JYZsta, Egddoldl (9.63g, 93.2mmol)S A7} e, 7FEAF 2 5-U2A-0E8d-1-Y o ~¥|
OH-ZF2 d-9-4d g o] ~e|Z (12.85g, 38.09mmol)ES H7}3}tt. W EES 0TCoA HA271%] A7
Hk3kar, CHCL; (200mL) & 3|48 e, oS 0.3M KHSO, (1x50mL), X3} NaHCO; (1x50mL), & (1x50mL),

d o (Ix50mL) o= AlFska, HAx (NaSo,) B 2l FEAA, 94 3gES 53, ¥
9

[z RU

i

e

EtOAc/Pet .Ether (60-80C)E EgH#olAdsto, [4-(tert-F-EA|7t2H dolu] -uE&)-wl 2 |-7} 2 19F4k
S A-9-AdrE o AHEZE (13.96g, 30.44mmol, 96%) 2 HAH+= WA 7AE 5319

H_

e

+H] = 359.14 (M-Boc)

B. (4-olv| v Ed-HilA)-71292t JH-SF 0 d-9-UdE JAHZE Flo|ma2FE2F o=

[4-(tert-F-EA 7t 2R do}r] e-m8)-wl d | -7} 29kAF -2 F 0 Al-9-dWE o] ~8 2 (13.9g, 31.41mmol)E T

SAF (400mL) Fo] 4M HClol &3sksith. AoA 1A &, &ulE HF AASEY. FFRES oHAELR
A

EfFyoldsta, nHES o5t (4-ofv]mwE-wlA)-7 24 g-ZF 2 dl-9-U e o A2 o=
F2eol= (11.9g, 30.135mmol, 99%) 2 EAH = WA uHZ 53T},

\U

[M+H] = 359.15

C. ((9)-2-(3,4-HEF 2 2-949)-1-{4-[(H-ZFLA-9-UH EAFIE E do}r| = )-W D |-l A7 =2nl 2 U -9
2)-712ukat tert-5E JdAHE

(S)-2-tert-F-EAFF2 R Lo} =-3-(3,4-UZF 2~ d)-Z 2924 (2.1g, 6.96mmol)S CH,Cl,(250mL) =
DMF(25mL) ol &afatqict. o] &S 0CE WA (4-opv v e-wlz)-7h 29 OH-ZF 2 dl-9-dw e
idE slol=mFmele]= (2.5g, 6.33mmol)E FH7FRE k5, HOBt (940mg, 6.96mmol) H E|odo}lwl
(1.92g, 18.99mmol)S #7138l th. 484 Zl2HUo|u= (1.45g, 7.6mmol)E ZH F 715, 0ColA
Aeom 18A17F & Wk EFES FERYE (400nl) 0= 3|48k, 0.3MKHSO, (1x30mL), NaHCO; (1x30mL),

U

E (Ix30mL), B¥ (1x30mL)2o.2 Mg oS AF SEAA, 9y 1ydES 5350, FFES L oA
Hlo]E/pet .Ether (60-80C)Z EZFHo)A3 e, ((S)-2-(3,4-UEF22-9d)-1-{4-[(H-ZF 2 ¥-9-U | &
At Rdoln w)-dd ]-Hld 722 d -0 gd) -7t 28 tert-5-E o A~HZE (2.60g, 4.05mmol, 64%)%= =4

E]“ HﬂAﬂ jlxﬂe /‘\C ],oﬂu}
4] = 641.9, 664.07 (M+Na)

D. (4~{[(9)-2-°}"=-3-(3,4-TEFLZ2-vd)-Z 2 e Jopn| = |- & }-41F)-7I25H4t H-ZF e d-9-4vd
JAHE slo|le2F 2ol

((9)-2-(3,4-t)ZF 9 2-Hd)-1-{4-[(H-ZF 2 A-9-Ad W EA 7t 2 H doln| 1 )-H & |-Hl A 7} 2 v }-of & ) -
FFENRAL tert-HE o] AHE (2.5g, 3.90mmol)E T]SAF (150mL) F9] 4M HClol &3falict. AoA 1A%

-

T, 8vlE AE Ak, (4AL(S)-2-0be-3-(8,4-HEF 2 2-vd) -2 23] S dopr| e |-v e}l ) - 7R =t
Ab OH-EF o d-0-UMY o 2H 2 Sol=RFRefo|= (2.25g, 3.89mmol, 100%)E TAHEE= WA uAES F5
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[0509]

[0510]

[0511]

[0512]

[0513]

[0514]

[0515]

[0516]

[0517]

[0518]

[0519]

[0520]

S=SE5 10-1999195
stsie.
[M+H] = 542.12

E.

[(R)-1-((8)-2-(3,4-TZZ 2 2-Hd)-1-{4-[ (OH-ZF L A-9-A | EAFlE2 H Jo}u| ) -dd |-HA Tl =2 v 2 Y }-
dEst2rRd)-2-(4-dEA-3Hd)-dd]-Fl2 A} tert-FE o|2HEZ

(R)-2-tert-FEA 72 Jo}ln| =-3-(4-o| ZA]-Hd)-Z 23] 24 (895mg, 2.90mmol)E  CH,Cl,(250mL) &
DMF(25mL) ol &afaldtt. o] &S 0CE WAANHY.  U-H{[(S)-2-0}1=-3-(3,4-T)ZF Qo 2-Hd)-Z 23] Q
doln| - -w| g }-wl ) -} 28k 9H-Z 29 A-9-d e o A2 Fol=2EFRggo|= (1.5g, 2.63mmol)E H7}
3t T}S, HOBt (391mg, 2.90mmol) ¥ Ego€oldl (800mg, 7.89mmol)S H7}elgitt. S84 7l2Rrjolm=
(605mg, 3.16mmol)E 181 % H7FSIQlch. 0ColA HRo& 18AF &, ¥k Z23d&ES FE22XE (200mL)O
= 3]A438kaL, 0.3M KHSO; (1x30mL), NaHCO; (1x30mL), & (1x30mL), H& (1x30mL) o= AH g v}, Mg %

AA, WA agES 5T, FFES oY oA EHo|E/pet .Ether (60-80T)E E {8, [(R)-
1-((9)-2-(3,4-t] & F 2 2-7d)-1-{4- [(9H—§$£Eﬂ—9—°‘Uﬂif\]ﬂeiéo}uli)—t’ﬂ%]—ﬁi A7tEntndi-ddg
FE R d)-2-(4-d EA-H ) - F ]-Ft2HAL tert-5E ol ~HEZE (2.1g, 2.52mmol, 96%) 2 FTAE = WA 11
HES 533

HH]" = 733.15 (M-Boc)

F.
(4-{[(S)-2-[(R)-2-0}7| =-3-(4- N FA-¥d)-Z 23] 2 do}7|=]-3-(3,4-T| EF L 2-¥d)-Z 2V 2 do}v| = ]-
HE-id)-7t29t O-EF 0 W-9-dHE J2H= sfo|=rER2Tgol=

[(R)-1-((9)-2-(3,4-T1 EF 22~ d)-1-{4- [ (H-ZF 2 N-9-Ld | FA| 7t 2R Ho}n| =) -w & |-ul F 7} 2 np R )~
Ae7lZ2ulE Y )-2-(4-o EA|-Hd)-ANE]-7}2HAL tert-FE o 2=HZ (2.1g, 2.52mmol)E ©]=AF (150mL)
=9 4N HClel  gsfiEtiTt. Ao 1A F, EME WF AAsI, FFES oMHEo=R
EgFaoldste],  (4-{[(S)-2-[(R)-2-0}H] =-3-(4-o| ZA] -3 d)-Z 23] © Jopu] 1 ]-3-(3 4-T| FF 2 2-vd)-
zzyl ool ]-rE}-uld)-7t29) gH-EF 2 d-9-d e o xHE sol=2F2elo|= (1.9g, 2.47mmol,
98%) = Y= WA A E F5I}AT.

[M+H] = 73.12

G. @H{[(O)-2-[(R)-2-Hz Yo} =-3-(4-N| BA]-Hd)-TZY] 0 Jo}r|=]-3-(3,4-T| ZF Q. 2-Hd)-T 2 e d
olu| = ]-H e }-{A)-7} 25k OH-Z 20 A-9-Ad g o AH =

(4~H{[(S)-2-[(R)-2-0}] :=-3- (4~ ZA|-H d)-Z 2] e Ho}n| = ]-3-(3 4-U ZFF L 2-¥d)-Z 23] e o} = |-

W -wd)-F2eka g -ZF 0 d-9-d e o) AE 2 o=z F=Zgol= (410mg, 0.53mmol)E T]EFZZ e
(50mL)ell gafstodrt. o] &MS 0CE WZsta, Edo|doldl (162mg, 1.60mmol)S H713k ope, Wizxd &
Z#ol= (8mg, 0.59mmol)E H7lslit. WHS E3ES 0ColA] Ao 3AZF uykstal, CHCI; (100mL) =
SNk vy, o#{ES 0.3 KHSO, (1x30mL), 323} NaHCO; (1x30mL), & (1x30mL), H# (I1x30mL)o=
AFEIL, A2 (NayS0) B A S2AA, 94 185 F58500. P8BS =L duER =Rl
Asta, Wz 7l FEES oisle] | (4-{[(S)-2-[(R)-2-HZ Yo} =-3-(4-0| BA]-Hd )-Z 2T S Jolu| 1=
3-(3,4-tEF e 2-dd)- 2y o doln| = |-v & }-il A) -7t 29k gH-EFQd-9-duE o AEHE (240mg,
0.34mmol, 99%) 2 EAELE WA A2 39

[M+H] = 697.18

Ho N-[(R)-1-[(S)-1-(4-otv| mr -l A7} 282 P )-2-(3,4-T EF L 2-H Q) - D72 vt R A ]-2-(4-2 54| -7
d)-ded]-d=oju= lo|l=z g 2|

(4~ (S)-2-[(R)-2-Hx D o}n] =-3-(4-o| BA]-3|D)-Z 23] @ Jo}n| =]-3-(3,4-0ZF o 2-7d)-Z 23] 9 Jo}
v e ]-v e p-w ) - } HEAL OH-Z 20 A-9-dwE o) 22 (180mg, 0.215mmol)E TloEo}Rl/THF (1:1,
100mL) ol &afistdct. WS EFES AoA 3AIZE wHksta, &uE T AAG oS FFES oY oA
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[0521]

[0522]

[0523]

[0524]

[0525]
[0526]

[0527]

[0528]

[0529]

[0530]

[0531]

S50l 10-1999195

E]o] E/pet .Ether (60-80C)= EgFdo|Adste], WA 1 ES 53511, o]F t|S4F (20ml) F9 4M HCl=
A g oS &ulE JIF AASA, FES EtOHEFE A4d7gsste], N- (R)—l [(S)-1-(4-o}m] -2 7}
2R Y)-2-(3,4-HEFLE-H - g7t 2R LY [-2-(4-o| FA -7 d)-o |-l =0l = Flo]Eg Frelolt
(62mg, 0.095mmol, 44%) = A= WM uHS F=55% ).

[+H] = 614.68

'H ONMR: (d-DMSO) &: 1.26(3H, t, J= 6.79Hz), 2.65-2.84(3H, m), 3.03-3.08(1H, m), 3.92(2H, q, J=
6.11Hz), 3.96(2H, s), 4.27-4.35(2H,m), 4.57-4.63(2H, m), 6.75(2H, d, J= 8.03Hz), 7.16(2H, d, J=
8.76Hz), 7.23-7.25(1H, m), 7.26-7.27(2H, m), 7.37-7.51(6H, m), 7.43(1H, d, J= 7.3Hz), 7.73-7.75(2H,
m), 8.24 (2, s), 8.50(1H, d, J= 7.40Hz), 8.67-8.71(2H, m).

AAl4 201

N-{(R.S)-1-[(S)-1-(4-o}v] = E-Hl A7t 2t ) -2-F| - &It 2nt R P |-2-[4-(2,2,2-E ZF L 2 §A])
—Fd - g -=oju =

A R,S)-2-MAL AR Lol 3-[4-(2,2,2-EF BT 20| BA)-3 |- 23] 24}

(R)-2-Hd A 7k= B d opr] 13- (4-8fo]| =5 A]-sl| d)-Z 2 9] 22} (1.0g, 3.17mmol)S& THF (70mL)el -&-3fa}aL,
2,22-E|ZF e 2od EZFEHgAHdIYo]E (883mg, 3.81mmol)e} A& 7FHUC]E (3.1g, 9.5Immol)=
A7reteler. WS EEES BARE B9F 65ToA wwkdk oy SviE JE AAsta, AFeS EtOAc
(100mls) ol #H3k &, o] &S 1M HCI (1x30mL), & (1x30mL), E& (1x30mL)oZ A& 3s}aL, 7= (Na,S0,)
4 AF SEAAY. FFES YA A2vEaY T (AEFhE GASa, 1% AcOH/5% MeOH94% CHCl; &%
¥ag deta, JF FEAA, R,S)-2-MASA 72 ol =-3-[4-(2,2,2-ER EF 22 EA)-Hd]-Z 2
924 (380mg, 0.96mmol, 30%) 0= FAHEE A 098 FE59TH

[M+H]" = 395.11

B. {(R,9)-1-{(S)-1-[4-(tert-F-EAFI 2K Jolu| =-w|& )-H @7 =2n} R d |-2-5H| - D7l =2n 2 d }-2-[4-
(2,2,2-EZEF L2 EA)-HI]-JdE-FI224 A 2=

(R,9)-2-Hld A7t 2R ol =-3-[4-(2,2,2-EZ ZF 2o EA)-Hd]|-Z 2324 (200mg, 0.50mmol)<
CHoC1,(50mL) 2 DMF(2.5mL)ell &33FR Tt o] €98 0CE YAAAT. {4-[((S)-2-0}n =-3-H -2 23] Q
Holr) ) -m| & |-l A -7t WAL tert-FE o ~HE  (231mg, 0.60mmol)E 7}k tHS, HOBt (75mg,
0.55mmol) % Egol&olyl (153mg, 1.51lmmol)& #H7FeklYr. 84 7F2xRdeln]|= (116mg, 0.60mmol)E I
g & HAben. 0TolA Aoz 1847 &, AL W E3ES FEEFE (400nL)E  3]4ska,
0.3M KHSO4 (1x30mL), NaHCO; (1x30mL), & (1x30mL), B.& (Ix30mL) o2 AF3 F Ax (Na,S0,) 2 ¥ =
WA A, w3l 098 FEFT. JFELS ZYPA aRntEaHT (AYIHE AASE, 3% MeOH / 97%
CHCl, &% ®3& gstx {(R,9)-1-{(9)-1-[4-(tert-F-FA 7t 2 H d o}n] - & ) -¥ 7} 2 u}
Bol-2-Hd-o| g7 EZnR A }-2-[4-(2,2,2-EF ZF 0 2| EA])-H I |- & }-Ft 28 Wl o] ~H|Z (350mg,
0.46mmol, 92%) = A H = %

+H]" = 663.43 (M-Boc), 785.44 (M+Na)
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[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

SS90l 10-1999195

C. {4-[((S)-2-{(R,S)-2-0}] =-3-[4-(2,2,2-EE EF L2~ EA)-Hd]-ZT 23] o ol = }-3-H -T2 Q.
dolux)-d g -l A}-7} 28k tert-5E o AHZ

{(R,$)-1-{(S)-1-[4-(tert-FFA| 7t 2K doln| :e-w & ) - A7 2nt R Y | -2-7 d - D 7} 2 vt 2 Y }-2- [4-
(2,2,2-E8] ZF 2 2-dEA)-Ad |- & }-7t294F 2 o ~eZ (350mg, 0.46mmol)S ™ &k (100mL)el £&-3H
3lar, o] &AMS 2417+ E<eF 10% Pd/C (50mg) *Poﬂfﬂ 2313 & FuE o3 A|ASa, WE-S (100ml s)i
A o, 233 JAES [AF S8, {4-[((9-2-{(R,9)-2-0}=-3-[4-(2,2,2-EB]| ZF Q2 Z-o| A )-
Ad]-2 28 e dolu - }-3-5d JEJ%O%J_O}DIL) g -ad -7t 29at tert-FE ol2E|E2 (270mg,
0.43mmol, 94%) = FAEE WA uAE S5

[M+H] = 629.40

D.  {4-[((S)-2-{(R,S)-2-Mxgo}r=-3-[4-(2,2,2-EZ EF L2~ EA)-Hd]-Z2F 2 do}n| = }-3-¥| d-=

2y dotnx)-vd]- A }-FI 294 tert-FE dXHZ=

(9)-2-{(R,S)-2-0}] =-3-[4-(2,2,2-EF EF e 2-d 5A])-Hd |- 229 e do}r| = }-3-F| -2 2 3] 2 o}

-H e ]-d A -7 29 tert-HFE o 2HZ (250mg, 0.40mmol)E tlEFZ=ZHWE (50mL)el E3stFc). o]

|ANE 0CE Yzsta, Egdgolyl (12Img, 1.19mmol)E H7Fsk tbs&, wizxd Z=2go]= (6lmg, 0.44mmo
g 37 SES 18X &< 0CollA] AR7-A] wdbstar, CHCl; (100mls)2 &A%k ohf, o

FES 0.3M KHSO, (1x30mL), 33} NaHCO; (1x30mL), =

(NapS0y) 2 AF SUAA, A 38 ES 5390, 1¥ES olE olAH o] E/pet .Ether (60-80C)Z E

B RIS R

{4-[((9)-2~{(R,9)-2-Hzgo}u| =-3-[4-(2,2,2-EL| EF L Z-0| BA])-Hd |- L 23] 2 o} = }-3-5| d-Z 2 1]

Loty ) - g |-l }-7FERE tert-FE o AHE (190mg, 0.26mmol, 65%) % F7g¥ = WA A& F53}

St

[M+H]+ = 733.357, 755.49 (M+Na)

=~
ol
o
2
E
oo
MY
i)
a
(¢3

(1x30mL), 2™ (1x30mL)o.2 AHSt F Ax

E. N-{(R,S)-1-[(S)-1-(4-o}v| -y d 7l =2 d)-2-d d-o| D72 ur Y ]-2-[4-(2,2,2-EF ZTZ o 2| E
AD-gld]-dd-ylzelu| = EIEFLZ oA E

{4—[((S)—z—{(R,S)—z—ﬂigo}H]i—s [4-(2,2,2-EEF 2 SA)-vd -2 29 o do}r| - }-3-7| d-Z 2 5]

odotu)-HE - -FFEAE tert-FE o 2~EH|Z (190mg, 0.26mmol)ol 4M HCl/T]=AF (50 mL)S =]&3}
A}, @%ﬂﬂ]ﬂﬂfT,ﬁﬂg'ﬂﬂ}MQ' Z+FES Prep HPLC (Sunfire prep C18 OBD Z =, 19x250mm,
10p)E BASAT. 10 = 90%2] 0.1% TFA/MeCN —> 0.1%TFA/H:0% 35%-7F 20ml/min® A Z . EISS

febm,  FAAES],  N-(RS9)-1-[(S)-1-(4-obvl i B A 7h 2 ok )-2-s d-ol Yok 2 ph ) |-2-[4-
(2,2,2-EZ 70 2-o| EA)-Ad |-o| & }-sl =oln] = T]E]ZE 0 2ol Ho]E (56mg, 0.075mmol, 29%)& %
AEE WA 182 E S5

[+ = 632.51

H NMR (d6-DMSO) &: 2.68 (1H, d, J = 7.44Hz), 2.82-3.08 (5H, m), 3.98 (2H, d, J= 5.92Hz), 4.31-4.34
(2H, m), 4.60-4.70 (4H, m), 6.90-6.94 (2H, m), 7.16-7.28 (6H, m), 7.34-7.37 (2H, m), 7.43-7.52 (3H,
m), 7.74-7.79 (2H, m), 8.09 (3H, s, br), 8.47 (1H, d, J= 8.45Hz), 8.58-8.62 (2H, m).

E2ado)E ghxddNe] B4 goE AA

Ll TE EF WHE o]&3Ele] B =Ho=m AASYY (Lipinski et.al. Advanced Drug Delivery
Reviews 23 (1997) 3-25). 10mM 3}gE 255 DMSO ol &£H|staL, ©]% 2omM pH 7.0 &2F ¥V 0lE 4=
Al

el 12 WA 235 pM WL HF L2 HUFeATE. ¢ 30xt £ 5, 650 mollA olE A& F Fi
HaE 439 Y (Molecular Devices Spectromax UV/visible spectrophotometer). 2% HAL <F 30x% 39
nz o 33tEe 1 %

Fasidth EUEIE 0.005 Mok B RS HERe] AY NEHUtE AL v
-

olidt SH& T 5% vlolgE ot & 8o e
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[0545]

[0546]

[0547]

[0548]

[0549]

S=50ol 10-1999195

¥ 8

AAl AP0, &FA (p)elAe| AAlel [P0, &Fd (p)olAe] & AAd H|P0, &5d (pl)elAe

< |ss= HE 8w < |sdl=

1 235 26 235 51 235

2 235 27 235 52 235

3 12 29 235 53 235

4 235 30 235 54 12

5 235 31 235 55 36

6 235 32 235 56 36

8 235 33 235 57 36

9 235 34 235 58 36

10 235 35 235 59 36

11 235 36 235 61 235

12 235 37 235 63 235

14 235 38 235 64 235

15 235 39 235 67 235

17 235 40 235

18 235 41 235

20 235 42 235

21 12 43 235

24 235 44 235

25 235 45 235
X2y olE g d¥stE L= AA
sl d98d g dRF EaHE &5 (pH7.4, 290m0sm) oA FHAHsA. 3FES WE
5% (nominal concentration) 1 mg/mL® WrEil, EEH3 o} 1A7F 5o wwtrle] A& sle] 37ColA <F
950 rpme®E FUTH.  AFHlolHdd e, AMZS ourzaEx Eag 27|a, 1087 37CeA 15,000 g
(r.c.f )2 ARSI T. HEde] 31385 F=2 DNSO 25072 T3 Zeagold LIS o]gslo] LC-
NS/MS Afell ofsll A shAtt
ol &gt < F3 e dolEl= ok & 9o YERATE

X9

Al W= PO, &F W (ug/mD)elA o] &8=
3 10
38 14.55
54 0.8
55 1.5
56 0.9
58 4.1
59 7.7
70 11.53
71 22.1
72 6.9
73 5.1
75 1.06
79 2.4
81 1.3
84 0.5
88 0.2
92 0.2
93 0.01
95 2.05
99 2.88
116 1.39
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[0550]
[0551]

[0552]

[0553]

[0554]

[0555]

S=50dl 10-1999195

119 1.61
124 64.45
125 43.60
131 0.56
140 79.63
141 0.15
143 2.86
145 68.91
150 0.12
151 4.31
152 122.19
153 0.19
154 3.14
155 0.44
157 4.77
158 70.56
159 1.15
160 20.4
162 69.69
173 2.38
174 232.69
175 23.4
176 2.28
178 1.54
179 17.72
181 61.65
199 15.88
200 0.22

A %6}24 H}H

e
o
]
>
30
o

g4 Zaddes Asfisks A (D9 staEo] sz ofd A&7 F4S o83t

4 Ze|a gl g 16, ZA

Ay g Zeadsl A @4 3lE 1T YRS o8&t AT (o, Johansen et al., Int.
J. Tiss. Reac. 1986, 8, 185; Shori et al., Biochem. Pharmacol., 1992, 43, 1209; Sturzebecher et al.,
Biol. Chem. Hoppe-Seyler, 1992, 373, 1025). <IZF 3 ZE A=A (Protogen)S 37CAA FF 724
(fluorogenic substrate)$! H-DPro-Phe-Arg-AFC¥} Th3 59 Alg 3gt&Ey g7 lFH|oldsdt. 7/
a2 3y (59 AMA £X)S 410 mmoll A9 B8 FHE wistE SATo RN Feta, AlY FIES IC #
S A4},

ol wHor #53 woleh ot & 109 11 yehdith:

o

¥ 10
AAAlel]l W | 1050 (AZF PKal) uM [AAle] W[ IC50 (AXF PKal) uM | AAld] ¥| IC50 (<1%F PKal) uM

< < <

1 0.089 24 0.45 47 2.1
2 0.82 25 0.34 48 4.7
3 0.022 26 0.081 49 2.2
4 0.23 27 1.3 50 4.3
5 0.46 28 8.9 51 1.0
6 1.0 29 0.30 52 0.86
7 0.074 30 0.58 53 0.65
8 0.74 31 4.3 54 0.083
9 2.0 32 0.20 55 0.031
10 7.2 33 1.1 56 0.50
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[0556]

S=50ol 10-1999195

11 1.7 34 1.4 57 10
12 0.29 35 2.0 58 0.17
13 10 36 8.2 59 0.078
14 0.40 37 0.91 60 10
15 0.47 38 0.047 61 0.22
16 0.053 39 0.31 62 10
17 5.8 40 1.8 63 0.052
18 8.8 41 1.3 64 3.4
19 10 42 0.53 65 10
20 0.73 43 1.3 66 10
21 5.1 44 0.18 67 1.6
22 10 45 0.79
23 0.031 46 1.2
x 11
Ao WM& ICso (AZF PKal)( M)

68 0.861

69 0.621

70 0.126

71 0.077

72 0.046

73 0.025

74 0.545

75 0.270

76 0.452

77 1.959

78 10.000

79 0.038

80 0.398

81 0.040

82 0.539

83 0.254

84 0.219

85 0.485

86 0.423

87 0.755

88 0.090

89 0.099

90 0.276

91 2.083

92 0.032

93 0.175

94 1.080

95 0.046

96 0.764

97 0.241

98 0.576

99 0.095

100 0.474

101 1.113

102 10.000

103 10.000

104 0.159

105 0.185

106 0.256

107 0.133
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108 0.232
109 0.155
110 0.598
111 0.058
112 0.298
113 0.455
114 0.427
115 0.417
116 0.018
117 0.048
118 0.061
119 0.015
120 0.540
121 0.310
122 0.519
123 0.214
124 0.020
125 0.010
126 4.013
127 0.521
128 2.009
129 10.000
130 2.491
131 0.040
132 1.209
133 10.000
134 10.000
135 0.424
136 1.017
137 7.540
138 0.310
139 1.141
140 0.045
141 0.055
142 0.096
143 0.083
144 0.340
145 0.025
146 0.232
147 0.284
148 0.934
149 0.091
150 0.051
151 0.009
152 0.023
153 0.010
154 0.021
155 0.022
156 1.083
157 0.036
158 0.047
159 0.015
160 0.010
161 0.049
162 0.010
163 0.064
164 0.050
165 0.070
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_]

166 0.262
167 0.080
168 0.076
169 0.044
170 0.051
171 0.123
172 0.881
173 0.213
174 0.045
175 0.003
176 0.028
177 0.457
178 0.042
179 0.022
180 0.073
181 0.010
182 0.015
183 0.016
184 0.010
185 0.049
186 0.014
187 0.007
188 0.036
189 0.023
190 0.028
191 0.020
192 0.012
193 0.025
194 0.013
195 0.014
196 0.032
197 0.012
198 0.007
199 0.010
200 0.045
201 0.012
[0557] Meldt 3 EES AE g4 KLKlo] dik A XS FU71E ~3893er. KLK1S AdstsE 2 (1)Y 3
FEo) ANGL old ARFA AL olgste] 4T 5 ATk
[0558] KLK1el gk 1C; Z2A
[0559] 188U KLK1 A8 &4 3708 %25 WS o)83ted 43k} (o, Johansen et al., Int. J. Tiss.
Reac. 1986, 8, 185; Shori et al., Biochem. Pharmacol., 1992, 43, 1209; Sturzebecher et al., Biol.
Chem. Hoppe-Seyler, 1992, 373, 1025). <%} KLK1 (Callbiochem)& &3 712 <l H-DVal-Leu-Arg-AFCe} v}
@ Ee] AP BEE 37CAA AT, BF B BY (g AN FE)& 410 molA )
o FHE wskE ST 7T, A9 HHB 16 @S A
[0560] olglgh ¥A o2 5 dojel= of & 129 X 139 YERALE:
X 12
[0561] Ao | 1C50 (Q1ZF KLK1) uM|AAle]l ®H| 1C50 (AZF KLK1) pM | AA]e] W] 1C50 (UZF KLK1) uM
HDE k=X k=X
1 >]1 24 >10 42 >10
3 >10 25 6.3 43 >10
4 >10 26 >10 44 >10
5 0.16 27 4.0 45 >10
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6 >1 28 >10 46 >10
7 >1 29 >10 47 >10
8 >1 30 >10 48 >10
9 >1 31 9.6 49 >10
14 3.7 32 >10 50 5
15 2.2 33 >10 51 >10
16 4.9 34 7.7 52 9.5
17 >10 35 >10 53 >10
18 1.6 36 >10 66 8.4
19 >10 37 >10 67 >10
20 3.7 38 >10
21 10 39 >10
22 9.6 40 >10
23 5.6 41 2.5
% 13
Ao W ICso (AZF KLK1) (pM)

68 >10

69 >10

70 7.5

71 >10

72 9.1

73 9.3

74 >10

75 >10

76 3.6

77 >10

78 >10

79 8.6

80 >10

81 >10

82 >10

83 >10

84 1.2

85 2.9

86 >10

87 3.4

88 >10

89 3.7

90 >10

91 >10

92 >10

93 >10

94 >10

95 >10

96 >10

97 4.7

98 5.1

99 >10

100 2.9

101 >10

102 9.0

103 >10

104 >10

105 >10

106 8.4
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107 7.5
108 >10
109 >10
110 >10
111 >10
112 >10
113 >10
114 >10
115 9.0
116 6.3
117 6.1
118 >10
119 6.1
120 >10
121 >10
122 4.8
123 >10
124 8.4
125 7.0
126 >10
127 >10
128 >10
129 >10
130 >10
131 9.5
132 >10
133 >10
134 >10
135 >10
136 >10
137 >10
138 >10
139 >10
140 >10
141 >10
142 >10
143 >10
144 >10
145 >10
146 >10
147 >10
148 >10
149 >10
150 >10
151 >10
152 >10
153 >10
154 >10
155 >10
156 >10
157 >10
158 >10
159 >10
160 >10
161 6.9
162 >10
163 >10
164 >10
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9.9
>10
9.4
>10
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7.2
>10
>10
>10
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>10
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3.8
>10
>10
>10
>10
>10
>10
>10
7.1
>10
9.9
>10
9.1
>10
7.6
>10
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167
168
169
170
171
172
173
174
175
176
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179
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182
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185
186
187
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193
194
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198
199
200
201
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3 15 (AMEA dlelet: #E XIla)

£ 15
Ao HE ICs (HE XITa) (ul)
3 >10
85 >10
91 >10
92 >10
93 >10
94 >10
95 >10
96 >10
157 >10
182 >10
183 >10
184 >10
185 >10
186 >10
187 >10
188 >10
189 >10
190 >10
191 >10
192 >10
193 >10
194 >10
195 >10
196 >10
197 >10
198 >10
199 >10
201 >10

A 2rs 54 1 9 B d39 B9 29

oA AN LS o]&ste] AAld 39 245 dHaqltt.  Hol 0ARdel] X AdolE gdFstd A A
(PBS), CH-3457 (F7 ZgadQd AsfiAl &4 dix=a)(10 pl) == AAd 3 (1 pl)E

)3Tk, 30% $, PBS Hi= CA-I (ZOOng/eye)§ 22F AW FAE (5 )R, 158§, 10% &F
Eoﬂﬂ"ﬂ 1S FY38kaL, HZ IVD FAME A 758 3o fElAe FFFESH o AT AA 9
oletE = 1o YEhY, &9l @ﬁe PBS/PBS FAF & 7]A RVPE FAEH, A9 AXNS A A=S TAS
o} Trwﬂxﬂlﬂi I mM AAJe] 39] w5 FARA], PBS w53} Hlarste], 7]A] RVPel] dis &at7h glddvh (3.29 +
0.21 vs. 3.64 £ 0.48). AAe] 3L AUl FAFSIA 53 £ 21%7HA (CA-1 FAtel 93 A=¥) RVP7F
A A
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