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PROBLEM TO BE SOLVED: To provide a new remedy for hyperlipemia substantially acting
on MTP of the liver and hardly causing side effects such as fatty liver by selectively inhibiting
the MTP in the small intestine. SOLUTION: The ester compound represented by general formula
(1) [wherein, R<SP>1</SP>and R<SP>2</SP>are each a hydrogen atom or an aryl group or the
like which may be substituted; X is -COO- or -CON(R<SP>10</SP>)-; R<SP>3</SP>and
R<SP>4</SP>are each a hydrogen atom, a 1-6C alkyl group, a 1-6C alkoxy group or the like;
R<SP>5</SP>, R<SP>6</SP>and R<SP>7</SP>are each a hydrogen atom, a 1-6C alkyl group,
a 1-6C alkoxy group or the like; R<SP>8</SP>and R<SP>9</SP>are the same or different, and
each a hydrogen atom, a 1-6C alkyl group, -CON(R<SP>18</SP>) (R<SP>19</SP>, -
COO(R<SP>20</SP>) or the like; ring A, ring B and ring C are the same or different and each
an aryl ring, a heterocycle residue or the like; Alk<SP>1</SP>and Alk<SP>2</SP>are the same
or different and each an alkanediyl or the like; and | and m are each 0 or an integer of 1-3), a
prodrug or a pharmaceutically acceptable salt thereof is provided. ;COPYRIGHT: (C)2004,JPO
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ThHAHEGD (12) hE (1 7) oz 27114
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[0033] (22) {4-[(4" —pUZAAND
AFN—ET 22N = 2-HNFRL) =T 2] =7
22t —EEEE 2, 2T RA-ZFNAINNEA -
2=z —xTFI AT ({4-[{4"-Trifluorom
ethyl-biphenyl-2-carbonyl)-amine)-phenyl} -acetic a
cid 2,2-bis-ethylecarbamoy]-2-phenyl-ethyl este

r)  2=7=2b—2—{2-[4—- (4" —+VU7
NATRAFN—ET7 22— 2 =R R AF) —
T2V ] =T AFIV RO YR
L5 (2-Phenyl-2-{2-[4-{4"-trifluoromethyl -bip
henyl-2-carhonyloxy) -phenyl]-acetoxymethyl} -maloni
¢ acid diethyl ester) . 2— (2— {3 —XF1—4
— [ {4 =PI IAAORFAL—ET 22N — 27
WERZN) —TE /] =722k —TERXAF

LYy —2—=F7xZ—2nr i JLFL ZAFN

{2-(2-{3-Methyl1-4-[ (4’ -trifluoronethyl-biphenyl-2
—carbonyl) -amino]-phenyl} —acetoxymethyl} -2-pheny1-
malonic acid diethyl ester) . 2— (2— {4— [ R
FN— (47 —FUINATRAFIL-ET7 22— 2—
ANEZ) =T 2 /] =722 —TERRL AT
)y —2—7rxZh—wnri VLI ZAFN

{2-(2-{4-(Methyl-{4" -trifluoromethyl-biphenyl -2-c
arbonyl}-amino]-phenyl; —acetoxymethyl)-2-phenyl-ma
lonic acid diethyl ester}) . {3—ZFJ—4—

[ (4" —hUZARAFL-ET7220— 24
Rzl) =732 /] —7=20) —HEE 2, 2-EX
—ZFNANNEAN—2—T 22— FI TAF
I (13-Ethyl-4-[ (4" -trifluoromethyl -biphenyl-2—car
bonyl ) —amino) -phenyl} —acetic acid 2,2-bis-ethylcar
bamoyl-2-phenyl-ethyl ester) .

[0034]) {4—[ (4" —rUTAAQAFL -
T2 2-ANKEIN) =T3S/ 72200} —
Bl 9— (2, 2, Z2—hUZ)FAO—ZFLAH NN
EAN) —O9H-TNAL 94N AF) TAF
b (4= {4" -Trifluoromethyl-biphenyl -2-carbonyl)-a
mino]-phenyl}—acetic acid 9-(2,2, 2-trifluoro-ethyl
carbamoyl) -9H-fluoren-9-ylmethyl ester) . 2— {4
— [ (4" —PI7NAQRAFINL-—ET7229—2 7
IWRZL) =732 /] =72kt —7aAd s 9
— (2, 2, 2=rUzAAQ-ZFNVHNLINEA )
—9OH—7LFL =9 —A N AFIL ZAFIL (2-14
-[{4’ -Triflucromethyl-biphenyl-2-carbonyl }-amino] -
phenyl}-propionic acid 9-(2,2, 2-trifluoro-ethylcar
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bamoyl)-9H-Tluoren-9-ylmethyl ester) . {4 —
({4 —PI7AaXFL -7 — 2R
Ro) =73 /7] =720 —HiliE 2—-7=220b
—2—=4(2, 2, Z=rU7lAO—TFANINEA
W) —TF)N TAFN (14-[{4"-Trifluoromethyl-bi
phenyl-2-carbonyl )—amino]-phenyl}-acetic acid 2-ph
enyl-2-(2, 2, 2-trifluoro-ethylcarbamoyl}-ethyl este
r) . 2-7x2b—2—(2—4{4—-[ (4" =}V
AR FN—ET 22— 2 = RZ) =78
Al =Tz —TEMRVAFIL) w0V VE OV
LI L5 (2-Phenyl-2-(2-{4-[(4 -trifluorom
ethyl-biphenyl-2-carbonyl)—-amino]-phenyl}-acetoxym
ethvl)-malonic acid diethyl ester) . {4 —

[ (4" —rU7AaRFL-—ET 22— 2L
Roy) =73 /] =720 —EEE 11— (2,
2, 2= hUZNAT-LFNAANEAN) 7T
Ny F A FL T2F (4-[ {47 -Trifluoromethyl-
biphenyl-2-carbonyl ) -amino]-phenyl } —acetic acid 1-
(2,2,2-trifluoro-ethylcarbamoyl) -cyclopentylmethyl
ester) .

(0035)] 272202 (2 14— [ (4’
—FUILNARAFN—ET 22— 2=AL R
—7TE/] =720 = TRRERVAFIL) Y
e YA vrobi 251 (2-Phenyl-2-(2-{4-
[{4”-trifluoromethyl-biphenyl-2-carbonyl}-amino]-p
henyl}-acetoxymethyl)}-malonic acid diisopropyl est
er) . {4—[ (4" —hPUIZAARAFIL-ET 22
N=2=HVR2)V) =73 /] =7z —EHE
2—=T7xZN—2, 2-EA—(2, 2, 2—-RUTIL
A—=ZFNANNEA N ) —TFL ZAFN (-
[{4"-Trifluorcmethyl-hiphenyl -2-carhonyl }—aminc]-p
henyl}-acetic acid Z-phenyl-2,2-bis-(2,2,2-trifluo
ro—ethylcarbamoyl)-ethyl ester) . 2—7 =2 — 2
— (2= {4-[ (4" —rUZIAQRAFTIIL—-ET 2
=2 ANEZ) —TE] -T2 Tk
FEVAFIN) -Vl VAT ZAFIL (2-Ph
enyl-2- (2- {4-[ {4 -trifluoromethyl-hiphenyl -2-carbo
nyl)-amino]-phenyl} —acetoxymethyl)-malonic acid di
methyl ester) . Z—i 7Ry FN—2—(2— {4
— [ (4" —hUIAAORFL-—ET 22— 27
NWEZL )y —727] — 72200 T3 AF
V) —wayiE T ZAFI (2-Cyclopentyl-
2= (2= 4~ (4" -trifluoromethy -biphenyl -2-carbonyl) -
amino]-phenyl} —acetoxymethyl)-malonic acid diethyl
ester) . {4—[ (4" —hMUZNFQAFL-1UT7
SN =2=ANVRZN) =TS /] -7 a2 —BF
B 1— (2, 2, 2—-hMUZAAOR—ZFLHLNE
A) = 7anF ARl T2 (4-[(4-Tr
iflucromethyl-biphenyl-2-carbonyl}-amino]-phenyl} -
acetic acid 1-(2,2, 2-trifluoro-ethylcarbamoyl)-cyc
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lohexylmethyl ester) .
[0036)2—T=z—2—{2—[4—(2—}
JZNATRFN =N ANTE ) —T72200] —
TerELAFIY —wOSE TN ZATIL
{2-Phenyl-2- {2-[4- (2-trifluoromethyl-benzoylamin
o)-phenyl]-acetoxymethyl} -malonic acid diethyl est
er) . 2—{2—[4—(2—-7=z/FL V11l
TES) —TFxZN] —TRRNEFVAFN 2T
Zy—variE Vil AT (2-12-[4-(2-Phe
noxy-henzoylamino}-phenyl] -acetoxymethyl} -2-phenyl
-malonic acid diethylester) . 2—{2—[4— (2
—TrF—NVANLTES) =72 2] =T
FUAFNG 2T -W0VE VIHL T
25 (2-{2-[4- (2-Butoxy-benzoylamino)-phenyl ]-ac
etoxymethyl}-2-phenyl-malonic acid diethyl este

r) 2=z 2-{2—-[4—-(2—-FUTI
AAAFN =V ANAFY) = 7220 ] —TEF
FLAFNG —TarEE VIFN AT (2-Phen
y1-2-{2-[4- (2~trifluoromethyl-benzoyloxy) -phenyl ] -
acetoxymethyl}-malonicacid diethyl ester) | 2 —
12— [4— (2= VAN —SANAFS ) —
ZxIN] =TRRRIAFIV 272270
VB YTl T AT (2-12-[4-(2-Benzoyl-benzo
vloxy)-phenyl ]-acetoxymethyl} -2-phenyl-malonic aci
d diethyl ester) .
[(0DO037)2— 12— [4— (21—~
VARLT Ry =72 ] =T bRV AFIL -2
-7zl —varyiE Vel AT (2-{2-[4-
(2-Benzoyl-benzoylamino)-phenyl]-acetoxymethyl} -2-
phenyl-malonic acid diethylester) . 2—7z 2/ —
Z=(2={4-[ (4" —rUTZLAORFIN—ET
22N =2V EZN) =TS ] =72y =T
ThFIAFL) s YrrsosaFial LA
F ) ( 2-Phenyl-2-{2-14- ({4’ -trifluorcmethyl-biphen
yl-2-carbonyl )-amino] -phenyl } —acetoxymethyl)-malon
ic acid dicyclohexyl ester) | {4— [ {4 —F1
IFRAFNL—ET 2= 2 ANH) -7 =
Sl =7zl —BHE 2, 2-EA-Yruanky
WANNREA N — 2T 220 —LFN LZZ7L (4
-[{4"-Trifluoromethy1-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cvclohexylcarbamoyl-2-
phenyl-ethyl ester) . {4—[ (4" — MU ZIA0
AFN—ET7 22— 2-HNHR2) =72 /] =7
b g 2-7x2—2, 2-ERA-T7x2
WANINEA I —ZFN AT ({4-[(4" -Trifluor
omethyl-biphenyl-2-carbonyl)-amino]-phenyl} -acetic
acid 2-phenyl-2,2-bis-phenylcarbamoyl-ethyl este
r). 14— [{4 —RrI7LFAOQAXFIL-ET722
=2 =RVRZN) =73 /] =7 =20} —BilE
2, 2-EA—AVYTORENANLNEA N -2 -T2
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N—LFN L5 ({4-[(4 -Trifluoromethyl-biph
enyl-Z2-carbonyl )-amino]-phenyl} —acetic acid 2,2-bi
s—-isopropylcarbamoyl-2-phenyl-ethyl ester) .
[0038] 2~y —2—(2—{4—-[ {4
—RUIAATRFIL - E T 22— 2 - L)
—7E/S] =72 =T RRLAFL) T
g o ZATF (2-Benzyl-2-(2-{4-( (4" -trif
luoromethyl-biphenyl -2-carbonyl) -amino] -phenyl} —ac
etoxymethyl)-malonic acid diethyl ester) . 2 —
(2= {2 AFN—4-[ (47 —RMI7AaXF
V=BT Zp—2—HNEZ) = TE /] -T2
Lt =T RFLAFIN) 2T 22— VEE
YIFI T AFI (2-(2-2-Methyl-4-[ {4 -trifluor
omethyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetox
ymethyl)-2-phenyl-malonic acid diethyl ester) .
47 — M)A AFL—ET 22— 2 —HLA
B A4-[2-7x20—2, 2-E2—(2, 2, 2
—rUTZAR-ZFNALNEAN) —ZFIHIL
RN RAFN] — 7220 L2F (4 -Trifluorome
thyl-biphenyl-2-carboxylic acid 4-[2-phenyl-2,2-bi
s-1{2,2, 2-trifluoro-ethyl carbamoy1}-ethoxycarbonylm
ethyl]-phenyl ester) | ©7=Zib— 2 — AR EE
4—-[2—-7zZ20—2, 2-EX-(2, 2, 2—
FUTIAAT—LFAHNNEA L) — L XA
ZiAFN] — 7220 LAFIL (Biphenyl-2-carbo
xylic acid 4-[2-phenyl-2, 2-his—-(2, 2, 2-trifluoro—-et
hylcarbamoyl }—ethoxycarbony Imethyl 1-phenyl este
r) . 2=7hEC-EHEFE A-[2-T7xZ0—
2, 2-Y2—-1(2, 2, 2—hUZIlAQ -7
WINEAN ) —ZrFRIHVEINAFN] -7 220k
I A7)l (2-Butoxy-benzoic acid 4-[2-phenyl-2,2-bi
s— (2,2, 2-trifluoro-ethyl carbamoyl)-ethoxycarbonylm
ethyl]-phenyl ester) .
[003Q] 22— 7uAFiN—2—(2— 14—
[ (4" —rU7RARRFL-—ET 2202 AL
Rol) =73 7] =720kt — 7RI AFL)
—variE YIF TAFI (2-Cyclohexyl-2-(2-
14-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl}-amin
o]-phenyl} -acetoxymethyl }-malonic acid diethyl est
er) . 14— [ (E7=20—2—AHR2n) —78%
Al =72y —FffE 2—-T7xZ0—2, 2-EX
- (2, 2, 2=rU7lda—ZFLANLEAI)
—TF 25N ( 4-[{Biphenyl-2-carbonyl)-amin
o]-phenyl} -acetic acid2-phenyl-2,2-bis-(2,2, 2-trif
luoro-ethylcarbamoyl})-ethyl ester) . [4— (2 —
T/ H¥ =R ANTES) =7 2] B
2=7xZN—2, 2-EZx—-{(2, 2, 2—-FUTIL
FQ—LZFNANINEAIN) —ZF ZAFIL ([4-
(2-Phenoxy-benzoylamino) -phenyl]-acetic acid 2-phe
nyl-2,2-bis-(2, 2, 2-triflucro—ethyl carbamoy1)-ethyl
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ester) .\ 2—7 20 —2—- (2—{2-FU TS
OAFN—4—[ (4" —hFI7NFAFL—ET7x
IN=Z2=ANERZN) - TS/ -7 22 =Tk
FELAFLY —warBE YT A7 (2-Ph
enyl-2-{2- {2-trifluoromethyl-4- ({4 -trifluoromethy
1-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethy
1)-malonic acid diethyl ester) . 14— [ (4’ —
FUZNARRAFN - E 7 22— 2 - AN HEIL) —
TR/l -7V CBHE 2722, 2-
A7 - TFIL ZATFIL (4-
[ (4’ -Trifluoromethyl-biphenyl-2-carbonyl ) -amino]-p
henyl}-acetic acid 2-phenyl-2, 2-bis-propylcarbamoy
l-ethyl ester) .

[0040]) {4 [ (4" —rUTAAQRXAFL -
Tz Z2=ANEREN) TS /] -T2 —
Bz 2, 2-ERA—AFAHNNEAN—2—T 22
HN—TF) T2 ({4-[(4"-Trifluoromethyl-biph
enyl-2-carbonyl ) —amino)-phenyl} -acetic acid 2, 2-bi
s-methyl carbamoyl-2-phenyl-ethyl ester) . 2—tY
Vr=2—AN—2—(2—-{4—-[ (4" =+
ARAFIL—ET 22— 2—ANEZL) =T & /]
—7x it —TEMIAFL) —vaLEE VTS
IV 27 (2-Pyridin-2-y1-2-(2-14-( (4" -trifluor
omethy1-biphenyl-2-carbonyl)-amino]-phenyl} —acetox
ymethyl)-malonic acid diethylester) . Z2—©EVY i
“3—AN—2—(2—{4—-[ (4" —hrU7ZLAT
AFN—ET7 22— 2-HNF) =72 /] =7
2V} = TRREIAFL) —vwOsE YL
AT (2-Pyridin-3-y1-2-(2-{4-[ (4 -trifluoromet
hyl-biphenyl-2-carbonyl }—aminc] -phenyl ; —acetoxymet
hyl}-malonic acid diethylester) . 47 — KU ZilA
OXFN—ET7 =22 —2—-AilH i 4— (2, 2
—ERA-ZFINANNEAN -2 -T2 DL F
ANEZINAFIN ) =7 22NV 2AF (4" -Trifluoro
methyl-biphenyl-2-carboxylic acid 4-{2,2-bis-ethyl
carbamoyl-2-phenyl -ethoxycarbonyl methyl) -phenyl es
ter) . 2=7=220—2—- (2— {3-hMI) 740
AFN—4—[ (4" —MI)7hdaxXFL-E72
W=2=ANEZN) =T73/] —7=200) =T+
FLAFN) —warEE JIFI ZAF (2-Phen
v1-2-(2- 3-trifluoromethyl-4-[ (4" -trifluoromethyl-
biphenyl-2-carbonyl) —aminc]-phenyl} —acetoxymethyl)
-malonic acid diethyl ester) .

[0041]) [4— (2T FrFL—A"OVANLTE
Sy =7z ] —EfiR 2-7=20 -2, 2-ER
— (2, 2, 2—=rUzAAQ-ZFNVHILINEA L)
—ZF )T 277 ( [4-(2-Butoxy-benzovlamino)-pheny
1]-acetic acid 2-phenyl-2,2-his-(2,2,2-trifluoro-e
thylcarbamoyl }-ethyl ester) . {4—[ (4’ — kY
INFRAFL—ET 2 =2 =ANHEIL) =T 3
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A1 =722} —BHiE 2, 2-ERA=TFAGAN
EAN—2 -T2 —TF) ZAFN (4[4 -Tr
iflucromethyl-biphenyl-2-carbonyl}-amino]-phenyl} -
acetic acid 2, 2-bis-butylcarbamoyl-2-phenyl-ethyl
ester) . 2—(2—{4—[(9—FFY—-9H—7
VWAL= 1=ANFN) =73 /] —7xZb) —
TrELAFL) —2—TzZ)—7arE PIF
LA (2-(2- {4-[{9-Oxo-9H-f luorene—1-carbony
1Y-amino] -phenyl} -acetoxymethyl)-2-phenyl-malonic
acid diethyl ester) . 2—(2—{4—[ (9H—7
WAL= 1—=ANKRZN) =73 /] =72k} —
TehrELPAFIN) — 2722920V E VI
o T 25 (2-(2-{4- [(9H-Fluorene-1-carbonyl) -am
ino]-phenyl} —acetoxymethyl)-2-phenyl-malonic acid
diethyl ester) . {13—XF)b—4—[ (4" —1))
INATVRAFN—ET 22— 2 =N B2 ) =78
Jl =72y —EfE 2, 2-EA-ZFLANN
EAN—2 -T2 —TF)L ATV { {3-Methyl-
4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]
-phenyl}-acetic acid 2,2-bis-ethylcarbamoy1-2-phen
vl-ethyl ester) .
(0042)2—{(2—{4—[ (4" —AFN—-E7
22NV -2 -ANERZN) TS/ -T2 2 T
XA FIN) 2T RN —wnrE VLTl
I AFN (2-{(2-{4-[{4" -Methyl-biphenyl-2—-carbony
1})-amino]) -phenyl} —acetoxymethyl) -2-phenyl-malonic
acid diethyl ester) B 2— (2—1{4—[ (4~ —X
FEY—E7 22— 2= 2gL) =7 3/] =7
22 TR RFLAFIL) 2T 22—
g TN AT (2-(2-14-[{4" -Methoxy-biphe
nyl-2-carbonyl } —ami no] -phenyl} —acetoxymethyl ) -2-ph
enyl-malonic acid diethyl ester) . {4— [ (4’
— R IAARRFA - E T 22— 2 - A NEZL)
-7/ —7=z20) —HEE 3, 3-tA-IHi
ANNREAN—3 =T 22—kl AL (4
-[{4" -Trifluoromethyl-biphenyl-2-carbonyl) —amine) -
phenylt-acetic acid 3,3-his-ethylcarbamoyl-3-pheny
I-propyl ester) . {4—[ (4" —hUZihAQXF
N—ET7z2ZN—2-ANEZN) —T3 /] -T2
IV —REE 3-—7x=2—3, 3-ER-—7atih
NWRTA N —7aE) T2 (4-[(4'-Trifluorom
ethyl-biphenyl-2-carbonyl )-amino]-phenyl} -acetic a
cid 3-phenyl-3, 3-bis-propylcarbamoyl-propyl este
r) . 14— [ (E7z20—2-bB2L) — 78
Al =7z} B 2, 2-EA-ZFNAN
EAN-2-T=z2V—TF ZRAFN ( {4-[(Biphe
nyl-2-carbonyl ) —ami no] -phenyl } —acetic acid 2,2-bis
-ethylcarbamoyl-2-phenyl-ethyl ester) |
[0043) [4—(2—Tx /%L =Y AMILT3
) —7=z2V] —EBiEE 2, 2-EA-TFNAIN
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FAN—2—T7 22 —LTFN ZTAFL ([4-(2-Phen
oxy-henzoylamino)-phenyl]-acetic acid 2,2-bis-ethy
lcarbamoyl-2-phenyl-ethyl ester) . [4— (2—7
L= VANT ) =722 ] —BEEE 2,
2-ERA-TFNANNEA N — 2T 22— TF)L
I ([4-(2-Butoxy-benzoylamino) -phenyl ] —ace
tic acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl est
er) \ 2—7xZA—2—(2—{4-L[ (3" —FY
INATRRIIN—CET 22— 2= RL) =73
]l =722 —TEREVAFIL) OV Y
LI AT (2-Phenyl-2-(2-{4-[ (3" -trifluorom
ethyl-biphenyl-2-carbonyl) -amino) -phenyl } —acetoxym
ethyl)-malonic acid diethyl ester) . 2— (2 —
A= [2— (4= —~ VA ) =o' A
NTI/] =722 =TI AFIN) -2 -7
2 —wnrgE YrLFL LAFL (2-(2-14-(2-
(4-Fluoro-benzoyl)-benzoylamine]-phenyl} —acetoxyme
thyl)-2-phenyl-malonic acid diethyl ester) . 4°
—PUINATRFA—ED 2 20— 2 = A
A=1(2, 2-EA-ZFNVALNEA N —2—-T 22
WL XAV RINAFIV) —2-700 -T2
I 27 (47 -Trifluoromethyl-biphenyl-2-carbox
ylic acid 4-(2,2-bis-ethylcarbamoyl-2-phenyl-ethox
vearbonylmethyl)-2-chloro-phenyl ester) .
[0044]) 2— Tzl —2— 12— [4— (2%
AT72y—3—ANL—NVAILTI/) — 722
=T XA} —ayiE V)l AT
{2-Phenyl-2- {2-[4- (2-thiophen-3-y1 -benzoyl ami no) -
phenyl]-acetoxymethyl}-malonic acid diethyl este
r) 2= (2—{4-[{(E7=220 -3k
W) =72/ =722k} —TRREXIATIL) -2
—Z7xZl—eariE Yl AT (2-(2-{4-
[ (Biphenyl-3-carbonyl)-amino)-phenyl}-acetoxymethy
1)-2-phenyl-malonic acid diethyl ester) . 2— (2
—{4—-[4vy7aEl— (4 —rI7hAdat+l
—E7xZA—2-ANH2N) -7 /] -7
W =T rRIAFIN) — 2T 22—
VXFN AT (2-(2-{4-[Isopropyl-(4" -trifluo
romethyl-biphenyl-2-carbonyl ) -amino] -phenyl } —aceto
xymethyl )-2-phenyl-malonic aciddiethyl ester) . Z
—(2—{4-[y7arFil— (4" —FUT7LF
QAFN—CT 22— 2-AILRZV) =T 3/ ] —
TR —TRRRVAFL) 2T 220 —TT
VEE VI AT (2-(2-4-[Cyclohexyl-{4"-
trifluoromethyl-biphenyl-2-carbonyl ) -aminc)] -pheny
1} —acetoxymethyl)-2-phenyl-malonic acid diethyl es
ter) . 2—{2—[4—(2—4 V7ol -~
ANTES) —7=z20] —TbRLAFL) —2—
TrZ—aryig Vgl AT (2-12-(4-0
-Isopropyl-henzoylamino}-phenyl]-acetoxymethyl;-2-
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phenyl-malonic acid diethyl ester) .
(0045])2— 12— [4— (2—RyIIL—_»Y
ANTIS) —T7x229V] = TRV AFIN -2 —
Jzjb—wnriE VI AT (2-12-[4-(2
-Benzyl-benzoylamino)-phenyl]-acetoxymethyl} -2-phe
nyl-malonic acid diethyl ester) . 2—7 =2 —2
— (2= {4-[ (4" —rUZIAQRAFTIIL—-ET 2
=2 ANEZ) —TE] -T2 Tk
FELAFN) -yl Yot LAFIL (2-
Phenyl-2-(2-14-[ (4" -trifluoromethyl-bhiphenyl-2-car
bonyl}-amino]-phenyl } —acetoxymethyl)-malonic acid
dipropyl ester) . 2—7zZ/0—2— (2— {4—

[ {4’ —RMIZAFORAFL—ET7 220 — 2L
Al) =72 7] 722k TR RFLAFL)
—variE YAV 7L TAFN (2-Phenyl-2-(2-
4= (4" -trifluoromethyl-biphenyl -2-carbony 1} —-amin
o] -phenyl} —acetoxymethyl )-malonic acid diisobutyl
ester) . 2— 7z —2—{2—[4—(2—}FV
INATVRBFL—ARANT R ) =722V ] —
T AFN —wariE YInFL LATIN
(2-Phenyl-2-{2-[4-(2-trifluoromethoxy-benzoylamin
o)-phenyl]-acetoxymethyl} -malonic acid diethyl est
er) . 2—{2—[4— (2= rFIHLEZL—X
PWANTES) T Z] TRV AFILG —
2=Tm—wnriE g nAFL (2-2-
[4-(2-Butoxycarbonyl -henzoylamino)-phenyl] -acetoxy
methyl} -2-phenyl-malonic acid diethyl ester) .
[0046])] {4—[ (47 —rUZLAQRAFIL-E
Tl —=2=ANKIN) =TS/ ] 722} —
B 2, 2-E2X—AYTFNANNESN—2-7
zZN—ZFI TZFI (4-[{4"-Trifluorcmethyl-
biphenyl-2-carbonyl)-amino) -phenyl} —acetic acid 2,
2-bis-isobutylcarbamoyl-2-phenyl-ethyl ester) .
4= (4" —=hrUZAaXAFN-ET7 22— 2
—ANRZA) =72/ 720 B 2, 2
—ERA- (3—AFN—TFNAANEAIN) —2—7
22N —TF TR (4-[{4"-Trifluoromethyl-
biphenyl-2-carbonyl}-amino) -phenyl } —acetic acid 2,
2-bis-{3-methyl-butylcarbamoyl}-2-phenyl-ethyl est
er) . 2— (2— 14— [ZFN— (4 —RFI7LA
OAFL—ET7 220 —2-HNHE2L) — 73 /] —
ZzIibt —TRMEIAFIL) -2 -T2 —T0
Vi YT T2 (2-(2-14-[Ethyl-(4"-trifl
uoromethyl-biphenyl-2-carbonyl}-amino]-phenyl} -ace
toxymethyl}-2-phenyl-malonic acid diethyl este

r) . [Ad— (2= 7uarFin—~ 4N 7 3
) =7z ] B 2, 2-EA-Z RN
EAN—2 -T2z —TF Z2AFN ([4-(2-Cyel
ohexyl-benzoylamino) -phenyl]-acetic acid 2,2-bis-e
thylcarbamoyl-2-phenyl-ethyl ester) . {4 —

PENN EX. 2260
CFAD V. UPENN
IPR2015-01835



[ (4" —zun—-Y7z2h—-2-Ahlfl) -7
S/ =7z —BEEE 2, 2-EA-ZFANL
NEAN—=2=F 22V —LTFIL TAFI (4[4~
Chloro-biphenyl-2-carbonyl)-amino]-phenyl}-acetic
acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl este
r) .
(0047) {4—-[ (3", 4" =¥ 7na—-t7rz
ZA—=2-HNRIN) —TE] -7} B
2, 2-EA-ZFNANNNEL -2 -T2 )b —
IAN T AT (14-[(3",4" -Dichloro-biphenyl-2-car
bonyl ) -amino) -phenyl } —acetic acid 2,7-bis-ethylcar
bamoyl-2-phenyl-ethyl ester) . {3—AF)—4—
[ (47 —PUZAAQRFIL—ET =202 AL
Rop) =73 /] =720 —FRE 272200
—2, 2-ERA-—7autiAnnef N —ZFL LA
b { {3-Methyl-4- [ (4" -trifluoromethyl-biphenyl-2-
carbonyl y—amino] -phenyl | —acetic acid 2-phenyl-2,2-
bis-propylcarbamoyl-ethyl ester) . {4— [ (4’
— MU ZNATRRFN—ET 22— 2 = AViRZ L)
—TI/] -7 —EREE 2, 2-EX—(2-
AP —ZFNAANEAN) —2— T 22— 2F
I 27 ({4-[ {47 -Trifluoromethyl-biphenyl -2-c
arbonyl}-amino)-phenyli -acetic acid 2,2-bis-{Z-met
hoxy-ethylcarbamoyl) -2-phenyl-ethyl ester) . 2 —
[2— (44— {[2-AFN—4— (4-U7LAnT
AFN =722 ) —F TV =L —5=ANKRZL ] —
TE/S) -7 TRV AFN] 2T
Ziy—wariE Vil AT (2-(2-(4-12-Me
thyl-4-{4-trifluoromethyl-phenyl)-thiazole-5-carho
nyl ]-amino} -phenyl )—acetoxymethyl ]-2-phenyl -maloni
¢ acid diethyl ester) . (4—{ [2—XFI—4—
(4= WUI7RFAQRFN -T2 2)V) —FT7V = —
5-ANRZN] TR/} -7 a2)) CBREE 2,
2-EA-ZFNANNEAN—2-T 22— F)
LA ({(4-{[2-Methyl-4- (4-trifluoromethyl —phe
nyl)-thiazole-5-carbonyl]-amino}-phenyl)-acetic ac
id 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester) .
(0048]) (4—{[2— (4—=FVUZLFATAFIL
—7xZ) VY =3-AiRZ)] =750
—7x0) B 2, 2-ER-ZFILANNEA
N—2-7a22)b—TF)N T 250 ({4-1(2-(4-Trif
luoromethyl-phenyl }-pyridine-3-carbonyl]-amino; -ph
enyl)-acetic acid 2,2-bis—ethylcarbamoyl-2-phenyl-
ethyl ester) . (3—AFN—4—-{ [2— (4—F
7N AaAFIN—7 =220y — Uy =3k
=Nl =TER/) —Tv V) B 2, 2—-Ea—
TN GIINEA N —2 =T 2 Y=L LTI
{ (3-Methyl-4-1{[2- {4-trifluoromethyl-phenyl)-pyrid
ine-3-carbonyl]-amino} -phenyl)-acetic acid 2,2-bis
-ethylcarbamoyl-2-phenyl-ethyl ester) . 2— (2—
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{3—FN—4—[ (47 —rUZLAQAFIL-E
Tl —=2=ANKIN) =TS/ ] 722} —
TerELAFIN) — 2Tz E VI
I ZATFI (2-(2-{3-Ethyl-4-[ (4’ -trifluoromethyl
-biphenyl-2-carbonyl)-amino]-phenyl} ~acetoxymethy
1)-2-phenyl-malonic acid diethyl ester) . {3—4
V7au—4—[ (4" —rU7AaX -7
DN =2=ANHZN) =TS/ ] -T2 B
i 2, 2-EA-—ZFNANNEAN—2 -T2 21
—IFi AT ( {3-Isopropyl-4-[(4"-trifluorom
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetic a
cid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl este
r). 2—(2—{3—-Av7ail—4—[ (4" —
FUZAATRFL - ET 22— 2 AR 2L) —
TE/] =722 =TI AFL) —2—Tx
Zi—2nuriE Yl LA (2-(2-{3-Isopro
pyl-4-[ {4’ —trifluoromethyl-biphenyl-2-carbonyl) -am
ino]-phenyl} —acetoxymethyl)-2-phenyl-malonicacid d
iethyl ester) .

[(0049) {3—zZF—4—[ (4" —rUTNA
TOAFN—ET 22— 2Ky — 72 /] —
7zl —EHE 3, 3-UA-ZFNANLNEAIL
—3-7zZN—-7atl TAFN (3-Ethyl-4-
[{4”-trifluoromethyl-biphenyl-2-carbonyl}-amino]-p
henyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl
-propyl ester} . {3—AVFTFNL—4—-[ (4" —
FUZAATRAFL—ET 22— 2= 2L) —
TE/] -7 B 2, 2-EA-ZFNA
WNREAN—2 -T2 ZJb—TF)L ZATL ({3-Is0
butyl-4-[ (4" -triflucromethyl-biphenyl-2-carbonyl)-
amino)-phenyl} —acetic acid 2, 2-bis-ethylcarbamoyl-
2-phenyl-ethyl ester) . 2— (2— {3 —4 V7l
—4—[ (4" —rI)7NFAAFN -7 n2)—2
—ZNVHRZN) =TI /] =722 TR RELA
Fi) —2 -T2 —variE YIFL AT

(2-(2- {3-Tsobutyl-4-[ {4’ -trifluoromethyl-biphenyl
-2-carbonyl) —amina)] -phenyl} —acetoxymethyl) -2-pheny
l-malcnic acid diethyl ester) . 2— (2—{3—7
ma—4—[ (4" =Y ZNARAFIL-ET7 22
—2=ANHZIN) —TE/] 722N TR
VAFILG —2—T7x—vnriE Yrdl 1R
T (2-(2-1{3-Chloro—4-[ {4’ -trifluoromethyl-biphen
y1-2-carbonyl)-amino]-phenyl} —acetoxymethyl)-2-phe
nyl-malonic acid diethyl ester) . 2— (2— {3 —
Jut—4— [ (47 —rU7ZLFRAFIL-ET7 22
V=2=ANFZ)N) =73 /] =722 —7TEF
FLAFN) 2Tz ROyl YLdl L
A7 (2-(2-13-Bromo-4-[ (4" —trifluoromethyl-biphe
nyl-2-carbonyl } —ami no] -phenyl} —acetoxymethyl ) =2-ph
enyl-malonic acid diethyl ester) .
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[0050] 2= (2= {3 -VAXFNANNEAN—
A4—[ (4" —pUZNARAFL-—ET 22— 2—
VIRZL) =T E/] =722 =T REL XS
V) — 2=z =2y VI TATIN

{2-(2-{3-Dimethyl carbamoy1-4-[ (4" -trifluoromethyl
-biphenyl-2-carbonyl) -amino]-phenyl } —acetoxymethy
1)-2-phenyl-malonic acid diethyl ester) . 13—
AFNAANEAN—4— [ (47 —FI)7hFdnxF
N=—E7 2= 2-Hl Rl -73 /] -7z
Wy —EEE 272202, 2-EA-7arnd
INEA L —TF LTAFTIN ({3-Dimethylcarbamoyl
-4-[ (4" -trifluoromethyl-biphenyl-2-carbenyl ) —amin
o]-phenyl} —acetic acid 2-phenyl-2,2-bis-propylcarb
amoyl-ethyl ester) . {3 —AXFNANIINTEAIL—4
— [ (4" =PI 7ZNAQRFINL-ET7 22— 2 7
WLy =73 /] —7=20) Bl 2, 2K
A—LFNAIINEA N —2 =T 2 2 —TF LA
F) ( 3-Methylcarbamoyl-4-[ (4" -trifluoromethyl-hi
phenyl-2-carbonyl)-amino]-phenyl} -acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester) . {3 —
PAFNANINEANL—4— [ {4 —FU7Fax
FIN—ET72ZN—2—F)) —T3I/] —T=x
o —BHE 3, 3-EA-—ZFINANAINEAN -3
— 7 22— 25 (({3-Dinethylcarbamo
y1-4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl } —ami
no)-phenyl} -acetic acid 3,3-bis-ethylcarbamoyl-3-p
henyl-propyl ester) . 2— (2— {3 =Y T4
NEAN—4—-[ (4" —FI7hAnXFL—E7
SN 2 ANREN) T E/] -T2 TR
L AFIN) —Z2-T -7 VYL
I 27 (2-(2-{3-Diethylcarbamoyl-4-[ (4’ -trifluor
omethy1-biphenyl-2-carbonyl)-amino]-phenyl} —acetox
vmethyl)-2-phenyl-malonic acid diethyl ester) .

(005 1) 13—y UNANNEAN—4—

[ (4" —PUZAARAFL-ET7 22024
Rz) =73 /] -7z —HiE 2, 2—-EX
—ZFNANINEAN— 2T 22— TFI TAT
J ({3-Benzylcarbamoyl-4-[ (4’ —trifluoromethyl-biph
enyl-2-carbonyl) -aminc]-phenyl} -acetic acid 2, 2-bi
s-ethylcarbamoyl-2-phenyl-ethyl ester) . {3 -3/
AFNALNREAN—4— [ (47 — R T7hFnxs
N—E7z22pb—2-HNFZl) -T3/] —7=z=
Wy B 4, A-EA-ZFAANLNEA L4 —
72— F) TAFI ( {3-Dimethylcarbamoyl-4
-[{4’ -trifluoromethyl-biphenyl-2-carbonyl }-amino]) -
phenyl}-acetic acid 4,4-bis-ethylcarbamoyl-4-pheny
1-butyl ester) . {3—VZFNHILNEAN—4—

[ (4" —MIT7AARAFIL-ET22— 2 A
R —73/] =722 —BHE 2, 2-E2
—ZFNANNEAN—2— T 22 —TFI ITAF
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J ({3-Diethylcarbamoyl-4-[ (4" -triflucromethyl-bip
heny1-2-carbonyl)-amino]-phenyl} -acetic acid 2,2-b

is—ethylcarbamoyl-2-phenyl-ethyl ester) . {3—3
AV TAENANNNEAN—A— [ (4" —FUT70F
OAFL—ET7 220 —2-HNHE2L) — 73 /] —
7oV —HEE 2, 2-ER-ZFAANLNEAL
— 2=z —ITFN ZTAFN ({3-Diisopropylca
rbamoyl-4-[ (4’ —trifluoromethyl-biphenyl-2-carbony
1)-amino] -phenyl}-acetic acid 2,2-bis-ethylcarbamo
yl-2-phenyl-ethyl ester) . 2— (2— {3 -V x4
WANNEANL—4— [ (47 —bhUZAFalFL—
E7 22— 2-ANEKRZL) = TR /] -7 220
—TERXIAFIL) 2T T0rVE YL
F51 TAFI (2-(2-{3-Diethylcarbamoyl-4-[ {4 -tr
iflucromethyl-hiphenyl-2-carbonyl)}-amino]-phenyl) -
acetoxymethyl)-2-phenyl-malonic acid diethyl este
r) .

[0052] 2—(2—{3-V4vy7atihilie
Aj—4—[ (4" —rU7ARAFL-—ET7 2L
—2=ANEZN) =T E /] =Tz =T ERE
VAFI) —2—T7x2—varE YL LA
Tl (2-(2-1{3-Diisopropylcarbamoyl-4-[{4"-trifluor
omethyl-biphenyl-2-carbonyl)-amino]-phenyl } —acetox
vmethyl)-2-phenyl-malonic acid diethyl ester) .

13— Ay 7aei—AFLANNEAN) —4—

[ (4" —PI7AaRFIL— 7220 —2-Ab
Rob) =73 ] — 7220 Bl 2, 2-EX
—LFIANNNEA N —2 =T 2 =L LAT
Jb { {3- (Isopropyl-methyl -carbamoyl y-4-[ {4’ -trifluo
romethyl-biphenyl-2-carbonyl}-amino]-phenyl} —aceti
¢ acid 2, 2-bis-ethylcarbamoyl-2-phenyl-ethyl este
r) . 2= (2= {3 (ZFN—AFNHNLNREA
V) —4—[ (4" —rI7FAaXFr—-rz2il
—2=NVEIZN) —TE/] -T2V TR
VAFILG 2T x-wnrEE YLl LA
F1- (2-(2-{3- (Ethyl-methyl-carbamoyl)-4-[ (4" -trif
luoromethyl-biphenyl -2-carbonyl) -amino) -phenyl} -ac
etoxymethyl)-2-phenyl-malonic acid diethyl este
r) . A3 {ZFN—AFNANNEAN) —4—

[ {4’ —RMIZAFORAFL—ET7 220 — 2L
Aob) =72 ] — 7220 —BEE 2, 2-EX
—ZFILANNEAN—2—-F 22 —TF) IAT
N ({3~ (Ethyl-methyl-carbamoyl)-4-[ {4’ -trifluorome
thyl-biphenyl-2-carbonyl ) —amino] -phenyl} -acetic ac
id 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester) .

13— (ZFN—RFNANNEAN) —4— [ (4°
— MU INAARFA - E T 22— 2= AN EZL)
—7I/] 7= —EEE 3, 3-tA-LFil
HNNEA N -3 -7 zL—7EL ZRAFI ({3
-(Ethyl-methyl-carbamoyl }-4-[ {4’ -trifluoromethyl-b
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iphenyl-2-carbonyl }-amino] -phenyl}-acetic acid 3,3
-hi s-ethylcarbamoyl-3-phenyl-propyl ester) .

[0053] {3— (XYY y—1-HEKEN) —
A—=[ (4" =pUTZNARRAFN-ET 22— 2—
ANRL) =72 ] 7)) —BEE 2, 2-—
EA-LZFNHANEA N — 2T 22— LF) L
A7 (13- (Piperidine-1-carbonyl }-4-[ (4" -trifluor
omethyl-biphenyl-2-carbonyl)-amino]-phenyl} -acetic
acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl este
r) . 13— (Eayry—1-AnFKz) —4—

[ (4" —PUZNARAFL-—ET 22— 2
R —73/] =722 —BHE 2, 2-E2
—ZFNAANEAN— 2T 22— 2F LT
L (13- (Pyrrolidine-1-carbonyl)-4-[ (4 -trifluorome
thyl-biphenyl-2-carbonyl)-amino]-phenyl} -acetic ac
id 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester) .

13— (Enuyr—1-Hlkzl) —4—[ (4°
—RUTINATRRAFN—ET7 2 20— 2 AR ZL)
—T7I/]—-7=20 —BfE 2, 2-EXA-xzFL
INWINEAN—2 =T 22 —ZF ZAFIL (13-
(Pyrrolidine-1-carbonyl }-4-[ {4’ -trifluoromethyl-hi
phenyl-2-carbonyl}-amino] -phenyli-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester) . {3 —

(RFN—TENHANEANL) —4—[ (47 —h
VINATRAFN—ET7 22— 2—HNF2L) =7
S/ -7z —EilE 2, 2-EXA-ZFAL
NEAN—2 =7 22— LTAF ({3-(Meth
yl-propyl-carbamoyl)-4-[ (4" -trifluoromethyl-biphen
y1-2-carbonyl }—amino] -phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester) . {3— (X
FN—=TENAANEAN) —4—-[ (47 —FU7
AR AFL—E7 22— 2L H2l) —7 3
Sl =72} —EfE 3, 3-EA-LFILAHNAN
EAN—3 72— AT ({3-(Meth
vl-propyl-carbamoyl)-4-[ (4" -trifluoromethyl-biphen
yl-2-carbonyl }-amino]-phenyl } —acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester) |

(0054] {3-YAFAHLNEANL—4—

[ (47 =hFIZAARAFN-ET 22— 2 -
Rz) =73 /] 7220 —BEE 2-TFIA
WREA N —2 -7 22— TF) TAFN ({3-Din
ethylcarbamoyl-4-[ {4 -trifluoromethyl-biphenyl -2-c
arbonyl)—amino] -phenyl} -acetic acid Z-ethylcarbamo
yl-2-phenyl-ethyl ester) . 2—7x2L—2— (2
— i3 (raJyy—1-2LKzL) —4-—

[ (4" —PUZAARAFL-ET7 22— 2
RZ) =73 /] =222 —7TEREVAFIL)
—wuaryig YI¥) A7 (2-Phenyl-2-(2-1{3-
(pyrrolidine-1-carbonyl }-4-[ (4" -trifluoromethyl-bi
phenyl-2-carbonyl}-amino) -phenyl} —acetoxymethyl) -m
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alonic acid diethyl ester} . 2—7zZ/—2—
(2= 43— (XYY r—1—ALRzZNL) —4—

[ (4" —PUTNATRFL—-—ET7 22— 2RI
RZW) =73 /] =722 —TRRELAFIL)
—7nriE VrFil AT (2-Phenyl-2-(2-13-
(piperidine-1-carbonyl)-4-[ (4" -trifluoromethyl-bip
heny1-2-carbonyl)-amino] -phenyl} —acetoxymethyl) -ma
lonic acid diethyl ester) . { 3—YAFINHININNE
Aj—4—[ (4" —rU7ARAFL-—ET7 2L
—2-ANEZV) -TE/] -T2V BEE 2
— 72N 27T I - DF AT
JI { {3-Dimethyl carbamoyl-4- {4’ -trifluoromethyl-bi
pheny1-2-carbonyl )—amino] -phenyl }-acetic acid Z-ph
enyl-2-propionylamino-ethyl ester) . {3 —3' A
WANINEA N —4— [ (47 —rU7hdaxXsN—
E7xzb—2-AnF ) —7E/] —T7n2lkd
—FEiE 2TV —2-7nbEAIAT S -1
o T2 ({3-Dimethylcarbamoyl-4- ({4’ -trifluor
omethyl-biphenyl-2-carbonyl)-amino]l-phenyl}-acetic
acid 2-phenyl-2-propionylamino-ethyl ester) .
(00551 {3 AFNANNEAN—4—

[ (4" —pUTZNATRFIL-—ET7 22— 2RI
RZ) =73/ —7z200) B 2— (2, 5
=YXV -EnUdr—1-4)N) —2-T7=22—
LI L2550 { {3-Dimethylcarbamoyl-4-[ (4" -trif
luoromethyl-biphenyl -2-carbonyl) -amino) -phenyl} -ac
etic acid 2-(2, 5-dioxo-pyrrolidin-1-y1)-2-phenyl-e
thyl ester) . {3—UXFNAANEAN—4—
({4 —PI7AaXFL -7 — 2R
RoV) =73 72] =720 —EilE 2—ZFLA
JINEA =N P TATIL ( 3-Dimethylcarbamo
v1-4-[ {4’ -trifluoromethyl-biphenyl-2-carbonyl)-ani
no)-phenyl}-acetic acid 2-ethylcarbamoyl-benzyl es
ter) .\ A3V AFIUANANEAN—4— [ (47 —
FUZAATRAFL - ET 22— 2 LR 2L) —
T3] =7k —HERE 2 - ANNEA I
AFIN— VN TAT (3-Dimethylcarbamoyl-4
-[{4” -trifluoromethyl-biphenyl-2-carbonyl)-aminc)-
phenyl}-acetic acid 2-ethylcarbamoylmethyl-benzyl
ester) | {3V XFNAANNEANL—4— [ (47
—RUIAATRFIL - E T 22— 2 - L)
=7E/] =725V —FEiE 2—A4VYT7RUEILTS
J=2=7=Z—2F)N T2 IEEHE ({3-Din
ethylcarbamoyl-4-[{4'-trifluoromethyl-biphenyl-2-¢
arbonyl)-amine)-phenyl} -acetic acid 2-isopropylani
no-2-phenyl-ethyl ester hydrochrodide) . [3—Y
ARFNANNEAN—A— (2— M) 7FATXFL—
NOVANTE/) —722J0] R 2, 2-EA
—IFNANINEAN -2 -T2 2 —TF)I LAF
JI { [3-Dimethyl carbamoyl-4- (2-triflucromethyl-henz
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oylamino)-phenyl]-acetic acid 2,2-bis-ethylcarbamo
y1-2-phenyl-ethyl ester) .

(00561 2— 12— [3—YAFNALNEAN—
A= 2=PIZNARAFN =RV ANTI ) —
7aZNAN] =TRRRVAFNY -2 -T2 —T0
VERV A LTI (2-{2-[3-Dimethylcarbamoyl-
4-{2-trifluoromethyl-henzoylamino)-phenyl]-acetoxy
methyl}-2-phenyl-malonic acid diethyl ester) . 2

—[2— (2= 3=V RFNHANNEAN—4—

[ (47 —PITZAAQRAFNL-—ET722— 2
Hz) =731 =722 = 7R ERY) —2F
W] —2—7xl—"2nriE JLF ZAFNL

{2-[2-(2-{3-Dimethylcarbamoyl-4-[ (4 -trifluoromet
hyl-biphenyl-2-carbonyl)-amino] -phenyl } ~acetoxy) —e
thyl)-2-phenyl-malonic acid diethyl ester) . 2—
(2B VRAFNAINNEAN -4 [ (4~ —7
AR —E7 22— 2-ANR2L)y —73/] -7
2 TRV AFI) 2T 2 —w0y
B Jx LAF (2-(2-{3-Dimethyl carbamoyl-
4-[ {4’ ~fluoro-biphenyl-2-carbonyl ) —aminc] -phenyl} -
acetoxymethyl }-2-phenyl-malonic acid diethyl este
r) . 2= (2=-4{4-[ (4" —7nE-t7z2)
—2=HERZL) =T /] =3 =YX FIAIINE
AN=T7xZb} =7TEbFRIAFL) —2-TxZ)b
—wnyig Yra AT (2-(2-{4-[{4 -Bromo
-hiphenyl-2-carbonyl) -amine] -3-dinethylcarbamoyl-p
henyl } —acetoxymethyl) -2-phenyl-malonic aciddiethyl
ester) . \3—VRFAANNEAN—4— [ (4’
—RUTINAOAFL—ET7 22— 2 - ANHZN)
—TE/] =722 B 2-TRFNLTI /-
2—7 22 —TF)N ITAFIL ({3-Dimethylcarbamo
y1-4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl } —ami
no)-phenyl} -acetic acid 2-acetylamino-2-phenyl-eth
¥l ester) .

(0057] {3 YAFAHLNEAN—4—

[ (4" —PUZAARAFL-—ET7 22— 2 A
RZ) —7E/] 7220 —FBilgE 2—-7FU10
FTE/—2=7xZ20—ITF)N ZATN ({3-Dimethy
lcarbamoyl-4-[ (4" -trifluorcomethyl-biphenyl-2-carbo
nyl}-amino]-phenyl}-acetic acid 2-butyrvlamino-2-p
henyl-ethyl ester) . [4— (2 —~ A 1 —~
VANT I ) =3 -V AFNGNNEAN—T 2 2

V] B 2, 2-EA-ZFAANLNEA N2 —
7w 2 — L AT (([4-(2-Benzoyl-benzoylami
no) -3-dimethylcarbamoyl-phenyl]-aceticacid 2,2-his
-ethylcarbamoyl-2-phenyl-ethyl ester) . 2— { 2—
(4= (2R AN—NRVANTER) 3=
AFNHANINEAN—T7 22V ] =T RFRLAFIV
—2—7xZ—varig VIFLZAF (2-{-
(4-(2-Benzoyl-benzoylamino)-3-dimethyl carbamoyl-ph
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enyl ]-acetoxymethyl} -2-phenyl-malonic acid diethyl
ester) . 2— (2— {3V AFNANNESL—4
—[ (4" =PI ARAFL -T2 — 27
WEZI) =73/ =722 —TRFEUVAF
V) —2-7xZ)b—wnariE YVAFL TAFI
(2-(2- {(3-Dimethylcarbamoyl-4-[ {4 -trifluoromethyl
-hiphenyl-2-carbonyl}-amino)-phenyl; —acetoxymethy
1)-2-phenyl-malonic acid dimethyl ester) . 2 —3
7Ry FN=2= (2= A3 =YAFARNLNEA L
—4—[ {4 —pI7ZLAQTAFN-ET 22— 2
—ANKRZN) =TI ] =722 — TR BEIA
Fiby —warsiE I ZAFIL (2-Cyelopenty
1-2-(2- {3-dimethylcarbamoy]-4-[ (4 -trifluoromethyl
-biphenyl-2-carbonyl)-amino]-phenyl} ~acetoxymethy
1)-malonic acid diethyl ester) .

[0058] Z2—v7until—2—-(2—{3-¥
AFNANNEAN—4— [ (47 = T7AFnXF
NW—E7z2)—2—NF2) -T2 /] —7=2
Wt = 7R PFRLAFL) -y VLFL LA
Fil- (2-Cyclohexyl-2-(2-{3~dimethylcarbamoyl-4-
[{4"-trifluoromethyl-hiphenyl -2-carhonyl}—amino]-p
henyl}-acetoxymethyl}-malonic acid diethyl este

r) 2—(2—{4-[ (4" —7vu-tE7=z2
—2-AVEZN) =T E ] 3V RFAANNE
AN=7=20b) =7 bFRIAFL) —2-Tx )b
—wuariE YIFN TAFI (2-(2-14-[(4'-Chlor
o~bipheny]-2-carbonyl)-amino]-3-dimethylcarbamoyl-
phenyl} -acetoxymethyl)-2-phenyl-malonic aciddiethy
lester) . 2— (2— 14— [ (4" —TLFL-Y
FEZA— 2RIV T3] -3 -V AL
ANNEAN—T 22y —TRbEEIAFIL) —2—
7ajb—wnyEg VIl raAFL (2-02-4-
[{4” -Acetyl-biphenyl -2-carbonyl)-amino]-3-dimethyl
carbamoyl-phenyl} —acetoxymethyl) -2-phenyl-malonic
acid diethyl ester) . [3—YAFNANLNNEAN—
A=A(2=T72/FL— VA NTE/) =722
V] —BilE 2, 2-EA-ZTFLANNEAN—2 —
7z 2 —ZFI L AT ([3-Dimethylcarbamoyl-4-
(2-phenoxy-benzoylamino) -phenyl]-aceticacid 2,2-bi
s—ethylcarbamoyl-2-phenyl-ethyl ester) . 2— {2
— [B-VRARFNANNEAN A (2 Tn/FY
—RVANTI) — 72200 ] —TRMEIAF
Vi —2=7x2b—"nrE YRl LAFL (2-
{2-[3-Dimethyl carbamoyl-4-(2-phenoxy-benzoylamino)
-phenyl]-acetoxymethyl} -2-phenyl-malonic acid diet
hyl ester) .
[00B9]2—(2—{4-[ (4" —=+7/-E7
22N 2= ANVREN) TR/ ] 3 VXA
WNNEAN -7 2200} = TRbEXIAFIN) —2—7
=0y YT AT (2-2-4-(W
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—Cyano-biphenyl-2-carbonyl)-amino)-3—dimethyl carba
moyl-phenyl} —acetoxymethyl)-2-phenyl-malonic acidd
iethyl ester) . 2— (2— {3 =L AFIAHNINEA
NW=4—=[ (4=XFN—4" —RrUTARRFN—
E7n2— 2Rz =73 /] — a2
TRV AFL) 2Tz —v0rE YR
F TATFN (2-(2-13-Dimethylcarbamoyl-4-[ {4-ne
thyl-4"-trifluoromethyl-biphenyl-2-carbonyl )—amin
o]-phenyl} —acetoxymethyl)-2-phenyl-malonic acid di
ethyl ester) . 2— (Z2— {3 ¥ AFNHNINEA
=4 —[(5=RAFN—4" —brUTLATAFNL—
E7 2N —2—RZV) =T E/] =T 220
—TErEIAFIN) 2TV nrE VL
F5 T2 (2-(2-{3-Dimethylcarbamoyl-4-[ {5-me
thyl-4"-trifluoromethyl-biphenyl-2-carbonyl ) —amin
o]-phenyl} —acetoxymethyl)-2-phenyl-malonic acid di
ethyl ester) . {3V AFNLANNEAN—4—

[ (47 —PITZAARARFNL—ET7220— 24
RgL) =732 /7] =720 B 2—-RAP 22
RN T I /=27 220 —LFN 27 (3
-Dimethylcarbamoyl-4-[{4" -trifluoromethyl-biphenyl
-2-carbonyl)-amino]-phenyl}-acetic acid 2-methanes
ulfonylamino-2-phenyl-ethyl ester) . 3— (2—
{B=VRFNANNEAN -4 [ (4" —RIT7L
ARRAFN—ET 22— 2 —AH2N) =73 7]
— Tz —TRREY) 2722 —Tatd
VEE T LTI (3-(2-{3-Dimethylcarbamoyl-
A-[ {4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]
-phenyl} —acetoxy)-2-phenyl-propionic acid ethyl es
ter}) .

[(0060]) {3—=YXFNANINEAN—4—

[ (4" —hUZARAFL-ET7220— 24
o)) =73 ] =720 —EiiE 2— (XF0
—7RrAIL—-T/) 2=z —ITHL T
25 ( 3-Dimethylcarbamoyl-4-[ {4’ -trifluoromethy
1-biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2-{methyl-propionyl-amino)-2-phenyl-ethyl este

r) 2= [3— (2= 13-V AFNANINEAN—
A= (4" =rUZNANAFN-ET 22— 2—
ANVEIZN) =T E] T2 —TERFY) —
TN ] - 2-T7aZl-vwnriE Vrndl T2
F) (2-[3-(2-1{3-Dimethylcarbamoyl-4-[ (4" -trifluor
omethyl-biphenyl-2-carbonyl}-amino]-phenyl} —acetox
v)-propyl]-2-phenyl-malonic acid diethyl ester) .
2= {23V AFNAANEAN—4— [ (55—
ARFI—47 —R)TZAATAFL -7 22— 2
=LY = 7R ] -7 T RREIA
FI) —2—T7z2N—varE YrF TATIV
{2-(2-{3-Dimethylcarbanoyl-4-[ (5-methoxy-4"-trifl
uoromethyl-hiphenyl-2-carbonyl ) -anine] -phenyl } —ace
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toxymethyl)-2-phenyl-malonic acid diethyl este

rl . 2—(2— 14— [(5—7no—-4" —+J7
VAT AFA—ET 22— 2—HNRZL) =73
] =3 =V RFIANNEA N -T2 =T E
FLAFN) —2—Tx2l—wOrE YrF n
25N (2-(2-14-[{5-Chloro-4" -trifluoromethyl-biph
enyl-2-carbonyl)-amino]-3-dimethyl carbamoy1-pheny
1} —acetoxymethyl)-2-phenyl-malonic acid diethyl es
ter) . 2= (2= A3V XFNANNEAN—4—
[{(6—AFN—4" —FI7LFaXFl -7z
V=2=ANFZN) = T3 /] =722 —7&F
FLAFN) 2T xZil—70 B JIFIL L
25 (2-(2-{3-Dimethyl carbamoy1-4-[ (6-nethyl-4" -
trifluoromethyl-biphenyl-2-carbonyl)-amino]l-pheny
1} —acetoxymethyl) -2-phenyl-malonic acid diethyl es
ter) .

[0061] 2— (2 {3V AFLHNLNEAN—
4—[ (4" —RFU7ZARRFIL—ET7 22N —2—
ANHEZN)Y =72 /] =722 ) —TRREVA
FI) —2—-7zzh—warig ¥2, 2, 2—-r)
AL LAFI (2-(2-13-Dinethyl carbamoy
1-4-[ (4" -trifluoromethyl-biphenyl-2-carbonyl ) —amin
o]-phenyl} —acetoxymethyl ) =2-phenyl-malonic acid di
2,2, 2-trifluoroethylester) . 2— {(2— {3 -V XA
FAANNEANL—4 - [ (27 =740 -4 —}b
JI2NAQAFN—ET7 22— 2—ANFRZ) =7
/] T a7V AFL) 2T
N—=arigE YrFn T2AFN (2-(2- {3-Dinethyl
carbamoyl-4-[(2"-fluoro-4' -trifluoromethyl-hipheny
1-2-carbonyl ) —aminc] -phenyl } —acetoxymethyl ) -2-phen
yl-malonic acid diethyl ester) B 2— (2—{5—
VAFNHNNREAN—2-ThFn—4— [ (47 —
FUIZAATRAFL - ET n 2L~ 2R L) —
TE/] =722 =TI AFIL) —2—Tx
-y YT AT (2-(2-{5-Dimeth
vlcarbamoyl-2-fluoro-4-[ {4’ -trifluoromethyl-biphen
yl-2-carbonyl)-amino]-phenyl} —acetoxymethyl)-2-phe
nyl-malonic acid diethyl ester) . 2— (2— {3 —
TS -VAFIANNEAN—4—[ (47 =}
UINATAFN—ET 22— 2—AFEZI) =7
/] T TRV AFL) 2T
L—7ariE VIl TRFL (2-(2- {3-Bromo-5-
dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-biphenyl-
7—carbonyl)—amino]-phenyl } —acetoxymethyl ) -2-phenyl
-malonic acid diethyl ester) . 2— (2— {37
aR—5—YXFNHANNEL L —4—[ (4" =RV
2NACRFN—ET 22— 2 =N RZ) =78
Sl =Ty TRV AFIN) -2 -T2
—waxfig rxIn TRAF {(2-(2-{3-Chloro-5-d
imethylcarbamoyl-4-[ {4’ -trifluoromethyl-hipheny1-2
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—carbonyl) -amino)-phenyl} -acetoxymethyl)-2-phenyl-
malonic acid diethyl ester) .

[(0062] 2— (2— {3V AFNALNEA N —
A—=[ (3" =704 v—4" —RI7NFaXFl—
E7n2— 2Rz =73 /] — a2
TRV AFL) 2Tz —v0rE YR
F TATFN (2-(2-13-Dimethylcarbamoyl-4-[ (3" -f
luoro-4" -trifluoromethyl-biphenyl-2-carbonyl}-amin
o]-phenyl} —acetoxymethyl)-2-phenyl-malonic acid di
ethyl ester) . 2— (2— 14— [ (3" —70a—
47 = RU A OAFL - T 2 2= 2 —AbiR S
Wy =T3/] =3 AFNANNEAN—T 22

Iy =T RXRIAFL) 2T 22— 70 VB

VI TAFI (2-(2-14-[(3’-Chloro-4’-trifluo
romethyl-biphenyl-2-carbonyl ) -amino) -3-dimethylcar
bamoy1-phenyl | —acetoxymethyl ) -2-phenyl-malonic aci
d diethyl ester) . 2— (2— {3 =Y XF 408
AN —A—-[ (47 —hI7ilAaXFIL-ET7=2
N=2—HNFEZ)N) =72 /] —7=2200) =7
FLAFNL) -2 - (5—=ba-UC)Yr—2—4

)y —varyEE YrFl A5 (2-(2-3-Dineth
ylcarbamoyl-4-[ (4’ -triflucromethyl-biphenyl-2-carb
onyl)-amino]-phenyl} —acetoxymethy1) -2- (5-nitro-pyr
idin-2-yl)-malonic acid diethylester) . 2— (5 —
TR/-ENYy—2—4N) —2—(2—13-¥A
FNANNREAN—4— [ (47 —rUT7AaxFil
—E7xZA—2-ANH2N) -7 /] -7

W =T bR AFN) —vari YL TR
F ) (2= (5-Amino-pyridin-2-y1)-2- (2- {3-dimethylcar
bamoy1-4-[ (4" -trifluoromethyl-biphenyl-2-carbonyl)
-amino]-phenyl} —acetoxymethyl)-malonic acid diethy
lester) . 2— (2 {3V XAFNLANNEAN—4
—[ (4" —RrUIAAORFL-ET 22— 27
WEZNY =72 /] —722)0) —TRhEHLAF

Wy —2-B)YV -2 )—varig YrF )l

LIAF I (2-(2-{3-Dimethylcarbamoyl-4- [ {4 -trifluo
romethyl-biphenyl-2-carbonyl)-amino] -phenyl } —aceto
xymethyl )-2-pyridin-2-yl-malonic acid diethyl este
r) .

[0DO063]2— (2—{3—7a0-—-5-—-YAFIA
NREAN—2—7hFda—4— [ (4 —rU70F
QAFN—CT 22— 2-AILRZV) =T 3/ ] —
TR —TRRRVAFL) 2T 220 —TT
VEE I AT (2-(2-{3-Chloro-5-dimethy
learbamoyl -2-fluoro-4-[ {4’ -trifluoromethyl-bipheny
1-2-carbonyl)}-amino) -phenyl} -acetoxymethyl)-2-phen
yvl-malonic acid diethyl ester) . 2— (2— {3—
TRE-S—VAFLAANEAN—2 -7 Fa—4
— [ (4" —pUZNAQRFI—ET 22— 2 7
IWRZL) =732 /] =722 =T bREI AP
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VY —2—7zZ)l—wnrsiE YIFl LAFI
(2-(2- (3-Bromo-5-dimethylcarbamoyl -2-fluoro—-4-
[{4"-trifluorcmethyl-biphenyl-2-carbonyl}—aminc]-p
henyl}-acetoxymethyl}-2-phenyl-malonic acid diethy
lester) . 2 (2— {3 Y RAFNAVNREANL—4
—[ (4" —rUIRATAFNL-ET 22N 2%
WEZIL) =72/ =722 —TRMEVAF
W)y —2—o—FUl—2arviE VIFL TAFNL
(2-(2- {3-Dimethylcarbamoyl-4-[ (4 -trifluoromethyl
-hiphenyl-2-carbonyl}-amino)-phenyl} —acetoxymethy
1)-2-o-tolyl-malonic acid diethyl ester) . 2 —
(2= {3 =V RFNBUNEANL—A—[ (47 —F
UINATAFN—ET 22— 2—AFEZI) =7
E/] T2z TRV AFL) —2-m— T
-y YTl TAFIN (2-(2-{3-Dimeth
vlcarbamoyl-4-[ {4’ -trifluoromethyl-biphenyl-2-carb
onyl)-amino] -phenyl} —acetoxymethyl }-2-m-tolyl-malo
nic acid diethyl ester) . 2— (2— {3 -V AF1L
ANNEAN—A—[ (47 —rI7AadFl—r
Fr = 2=HNRIN) TR =72k} —
TERHFLAFL) —2—p—PUA—TOVE X
F)- TAFIN (2-(2-{3-Dimethylcarbamoyl-4-[ {4’ -t
riflucromethyl -biphenyl-2-carbonyl ) —amino] -phenyl}
—acetoxymethyl)-2-p-tolyl-malonic acid diethyl est
er) .
(0064) 2 (2-7ua-—7z=2b) —2— (2
— A3V RAFNANNEAN—A—-[ (47 -7
NVATAFN—ET 22— 2 =R Z) =73
Al =Tz TR MRVAFL) YOV OV
I IAF) (2-(2-Chloro—phenyl)-2- (2- {3-dime
thylcarbamoyl-4-[ (4" -trifluoromethyl-biphenyl-2-ca
rbony1)-amino] -phenyl} —acetoxymethyl)-malonic acid
diethyl ester) | 2— (3—Z7un—7=2)b) — 2
— (2= A3 =YAFNANNEAN—4— [ (4" —
FUZAATRAFL - ET 22— 2 LR 2L) —
TR/ —7xb TRV AFL) w0V
VI AT (2-(3-Chloro-phenyl}-2- (2- {3-
dimethylcarbamoyl-4-[ (4’ —trifluoromethyl-biphenyl-
2-carbonyl }-amino]-phenyl} -acetoxymethyl)-malonic
acid diethyl ester) @ 2— (4 —7o0o0—7=22)1)
— 2= (23— AFNAANEAN— 4~
[ (4" =PI ATRFIL -7 22— 2RI
Aob) =72 7] — 722k TR RS LAFL)
oy YIFn LA (2-(4-Chloro-pheny
1}-2-(2-13-dimethyl carbamoy1-4-[ (4" -triflucromethy
1-biphenyl-2-carbonyl)-amino) -phenyl} —acetoxymethy
1)-malonic acid diethyl ester) . 2— (2— {3—
FAFAANSNEAN—4—[ (47 —rU7FaX
FI—ET 22— 2 =R Z) = T3 /] —T=x
bt =TREREVARL) 2 -T2 L —ONT R
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VI LA (2-(2-{3-Dinethylcarbamoyl-4-

[ (4" -trifluoromethyl-biphenyl-2-carbonyl ) -amino] -p
henyl} —acetoxymethyl) -2-phenyl-succinic acid dieth
vyl ester) . 2— (2— {3 =Y AFNANINEA L —
A—-[ (4" —RrUIAARAFL-ET 22— 2~
ANHEZ) =T 2] =722 TR AF
W) —2=(2=AbrXL—Tz2yl) —varsfE ¥
LIF TR (2-(2- {3-Dimethylcarbamoyl-4-[(4’
—trifluoromethyl-biphenyl-2-carbonyl}-amino]-pheny
1} —acetoxymethyl)-2- (2-methoxy-phenyl)-malonic aci
d diethyl ester) .

[0065] 2— (2— {3V AFNHNINEAN—
4—[ (4" —rIU7ZAACAFNL-ET2 20— 2—
ANHEZ) =T 2] -7 22 TR AF
V) —2=(3—XrXL—Tz2lL) —varvfE ¥
LI LA (2-(2- {3-Dimethylcarbamoyl-4-[ (4’
—trifluoromethyl-biphenyl-2-carbonyl}-amino]-pheny
1} —acetoxymethyl)-2- (3-methoxy-phenyl)-malonic aci
d diethyl ester) . 2— (2— { 3= XF 0%
TAN—4—[ (4 —rUZATAIN-—ET 22
W—=2—HNFKIN) =72 /] —7=z200} —7Ek
FLAFIL) —2— (A=A PFL—T722)) —70
VB YTl T AT (2-(2-13-Dimethylecarbamoy
1-4-[ (4" -trifluoromethyl-biphenyl -2-carbonyl) —amin
o]-phenyl} —acetoxymethyl) -2- {(4-methoxy-phenyl ) -mal
onic acid diethyl ester) . 2— (2— {4 —

[ (5, 4" —E2-PUINATRAFA-ET7 22
—2=IVIRZL) =T R/ ] =3 -V XFNAILINE
AN—=T 22t =TI AFIL) —2-T7 =200
=Ty VI AT (2-(2-{4-1(,4"-Bis
-trifluoromethyl-hiphenyl-2-carbonyl)-amino]-3-dim
ethylcarbamoyl-phenyl}-acetoxymethyl ) -2-phenyl-mal
onic acid diethyl ester) L 2— (2— {4—[ (6
—r7an—4" —RUZARAFIL-ET7 22— 2
—HANEZN) =TI ] -3V RAFAAANEA N
— Tz —TERREVAFL) —2 -T2 27
TVEE YT ZRAF (2-(2-4-[(6-Chloro—4"-
trifluoromethyl-biphenyl-2-carbonyl }-amino] -3-dime
thylcarbamoyl-phenyl} —acetoxymethyl)-2-phenyl-malo
nic acid diethyl ester) . 2— (2— {3 -V XFJ
ANNEAN—4— [ (6—7Fd0—4" - U7
ARRAFIN—ET 22— 2 —EZL) =73 /]
— T TRV AFIL) 2 -T2
ayEE VI L5 (2-(2-{3-Dimethylcarbam
oyl-4-[{6-fluoro-4’ -triflucromethyl-biphenyl-2-car
bonyl ) —amino) -phenyl } —acetoxymethyl } -2-phenyl -malo
nic acid diethyl ester) .

[D066] 2—[2— (2 {3V AFNANLNE
AN—=4—=[ (5=AFL—4" —r)7NLATAFI
—ET7zZN-2-ANRZN) T3] -T2
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I =7 bRFY) 2PN ] 2T 22 —wTy
g rFN T AT (2-[2-(2-{3-Dimethylcarbamo
y1=-4-[{(5-methyl-4" -triflucromethyl-biphenyl-2-carb
onyl)-amino] -phenyl} —acetoxy)}—ethyl]-2-phenyl-malo
nic acid diethyl ester) . 2— {(2— {3 -V AFJL
ANNEAN—4— [ (B—LhH2—4" —Rr)7IL
ARRAFN—ET 22— 2= F2N) =T 3 /]
— Tz} TRV AFL) 27 22— R
ariE Yo T (2-(2-13-Dimethylcarbam
oyl-4-[ (5-ethoxy-4" -trifluoromethyl-bhiphenyl-2-car
bonyl}—amino]-phenyl } —acetoxymethyl }-2-phenyl-malo
nic acid diethyl ester) . 2— (2— {3 -V AFJL
ANNEAN—A— [ (B—AVyT7aRFxs—4" —h
DINATAFN—ET 22— 2-ALHR2L) =7
S/ =722 —TRREROAFN) 2T 22
NV—=ariE VIFn TA57N (2-(2- 3-Dinethyl
carbamoyl-4-[{5-isopropoxy-4' —trifluoromethyl-biph
enyl-2-carbonyl )-amino]-phenyl} -acetoxymethyl)-2-p
henyl-malonic acid diethyl ester) . 2—[2— (2
—{4-1(5, 4" —Ex-hrYZNAOQAFL-E
Tl =2=ANKIN) =TS/ ] -3 - AFI
ANNEAN—T 220y =T bEEY) —TFL] —
2=7zZ—wuari YL ZAFIL (2-(2-
(2-14-1(5, 4" -Bis-trifluoromethyl-biphenyl-2-carbon
¥1)-amino] -3-dimethylcarbamoyl-phenyl}-acetoxy) -et
hyl]-Z-phenyl-malonic acid diethyl ester) . 2—
(2= A3 -UVAFNAINNEANL—4— [ (6—A]F
Fo—4" —PITAARAFN-ET 22— 20
WL =7 32/] = 72200 —TehXAF
VY —2—7xzZ)l—"nrsiE YIFL LAFIL
(2-(2- 3-Dimethylcarbamoyl-4-[ (6-methoxy-4" -trifl
uoromethy1-biphenyl-2-carbonyl)-amino)-phenyl} -ace
toxymethyl)-2-phenyl-malonic acid diethyl este
r) .
[0067] 2— (2 {3V AFLHNLNNEAN—
A—-[{3—AF)—4" —PI7ZAAQAFL-ET
22— 2=NEZN) TS/ T2 T
rEIAFIN) -2 -T2 —wariE VLT
L2257 (2-(2-{3-Dimethylcarbamoyl-4- [ {3-methyl
-4’ -trifluoromethyl-biphenyl-2-carbonyl ) -amino]-ph
enyl } —acetoxymethyl) -2-phenyl-malonic acid diethyl
ester) . 2—{2—-[4— (2, 4-2-RrUTIL
FARAFN—NSANTES) =3V AFNHAN
EAN—T=22V] —TRMEIAFN 2T 22
NV—2ariE YIFI TAFIN (2-{2-[4-(2,4-Bis
—trifluoromethyl-benzoylamino)-3-dimethylcarbamoyl
-phenyl ]—acetoxymethyl} -2—-phenyl-malonic acid diet
hyl ester) | 2— (2— {3 =Y AFLALNEA N
—4=[ (4" —AFN—ET7z2Z)0—2-HEZ
W) =732 /7] —7z2)b} —TEREVAFIL) — 2
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—ZaZi—waryiE Yl AT (2-(2-3-
Dimethylcarbamoyl-4-[ (4 -methy1-biphenyl-2-carbony
1)—amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
aciddiethyl ester) . 2— 12— [ 3= XFLA)
NEA N —4— (2-2FN—4 - M) 7bdaxFil
—NIVANTES) T2 )] TR AF
IV —2=7zZ)—7aryiE YIFi TZATN
{2-12-[3-Dimethyl carbamoyl-4- (2-ethyl-A-trifluoro
methyl-benzoylamino) -phenyl]-acetoxymethyl} —2-phen
yl-malonic acid diethyl estery . 2— (2— {3 —
VAFNANINEAN—4— [ (4 —ZFNV—ET=x
IN= 2R - T3/ ] -7 22 Tk
FELAFIV) 2T —wOrEE YIS
T 25 (2-(2-{3-Dimethylcarbamoyl -4~ [ {4 -ethyl-b
iphenyl-2-carbonyl }—amino) -phenyl ; —acetoxymethyl) -
2-phenyl-malonic aciddiethyl ester) .

[0068] 2— (2— {3 -VAFNANNEAN—
A4—[ (4" —4vy7azl-E7=2— 24
Ro) =73 /] =222 —7TEREVAFIL)
—2—=TJxZy—wnrig Vil AT (2-2
- {3-Dimethylearbamoyl-4-[ (4" -isopropenyl-hiphenyl-
2-carbonyl ) -amino]-phenyl} —acetoxymethyl ) -2-phenyl
-malonic acid diethyl ester) 0 2— (2— {3—-¥
AFNAANREAN—4— [ (47 —A4A V7l -E
TN —2-ANFIN) =TI ] =T} —
ThEiAFN) —2—Tzll—varsi I+
I LAFIL (2-(2-13-Dimethylcarbamoyl-4-[ {4 -iso
propyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy
methyl)-2-phenyl-malonic acid diethyl ester) . 2
— 2= [3=YRAFNANNEAN—A— (214
TN =4 =) AT AT =R AT 3
Sy =Tx2)] —TFERRCAFL 2T 22
—wnyvig Yrd T 25 (2-{2-[3-Dimethylca
rhamoyl-4- (2-isopropenyl-4-trifluoromethyl-henzoyl
amino)-phenyl ]-acetoxymethyl} -2-phenyl-malonic aci
d diethyl ester) . 2— {2— [ 3= XFN40%
EAfN—4—{2—AVY7FREil—4—-FJT7)FaA
FN—=NANTES) —722] —TEMELX
FI —2=F7znZN—TaryiE YIFIN LAFI
{2-12-[3-Dimethylcarbamoyl-4- (2-isopropyl-4-trifl
uoromethyl-benzoylamino}-phenyl]-acetoxymethyl} -2-
phenyl-malonic acid diethyl ester) . 2— (2—
{3V AFNANNEAN A [2—(3-FUT
WARAFN =T 22T 2 ) =SV ANT S /]
— Tz TR AFI) 2 -T2
ayvEE VI LTI (2-(2-3-Dimethylcarbam
oyl-4-[2-(3-triflucromethyl-phenylamino) -benzoylam
ino]-phenyl} —acetoxymethyl)-2-phenyl-malonic acid
diethyl ester) .

[0069]) 2— 12— [3—LAFNHNNEAIN—
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A= (4" —bI7AARXFL -7 22— 27
NRZAAXRY) —T7220] —TERFVAFILL —
Z=7zgb—7arig YLl A7 (2-12-
(3-Dimethylcarbamoyl-4-{(4’ -trifluoromethyl-bipheny
1-2-carbonyl oxy)-pheny 1] -acetoxymethy 1} -2-phenyl-m
alonic acid diethyl ester) . 2— (2— {3 —¥'X
FNAVNEAN—4 - [2— (3R 7ILFAD AT
N=Tx /Fy) —NoVANLTE ] — 7220} —
TR AFN) —2—T7n2—nrE YL
I ZAT (2-(2-{3-Dimethylcarbamoyl-4-(2- (3-tr
ifluoromethyl-phenoxy) -benzoylamino]-phenyl} —aceto
xymethyl}-2-phenyl-malonic acid diethyl ester) .
{3—VAFNANLNEANL -4 [ (4" —FI7IL
ARAFN—ET 22— 2—HNH2L) -T2 /]
-7z} B 2-TFN-2-TzZN-TF
N 259 {((13-Dimethylcarbamoyl-4-[ {4’ -trifluor
omethyl-biphenyl-2-carbonyl )—amino]-phenyl}-acetic
acid 2-ethyl-2-phenyl-butyl ester} . 2— (2 —
{3—VAFNANNEANL—4—[2—(4—+U7
NATAFN =T n /XL ) =NV ANL73/] =7
22 TR AFI) 2T —way
g T TATI (2-(2-{3-Dimethylcarbamoyl-
4-[2- (4-trifluoromethyl-phenoxy) -henzoylamino]-phe
nyl} —acetoxymethyl) -2-phenyl-malonic acid diethyl
ester) . {3 YAFNANNREAN 4 [ (47
—hUZAARAFN - ET 22— 2 ALK
=TI/ =722V CER 1 -T2 -i7n
7 AN TAFN ({3-Dinethylcarbamoyl-4-
[{4"-trifluoromethyl-hiphenyl-2-carhonyl }—amino]-p
henyl}-acetic acid 1-phenyl-cyclopropylmethyl este
r) .

(0070]) {3 AFNALNREAN—4—

[ (4" —rU7AaRFL—ET 22— 2L
RN —7E/] —7z2200) Kl 2, 2—-Y7
22N —TFI T2F ({3-Dimethylcarbamoyl-4-
[{4”-trifluoromethyl-biphenyl-2-carbonyl}-amino]-p
henyl}-acetic acid 2,2-diphenyl-ethyl ester) .
3=V RAFNANNEANL—A—-[ (4" —FUTI
AVRAFN—ET7 22— 2—RFZN) =75 /]
— 7 B 1 -T2 ra A
F11- TAFI ( {3-Dimethylcarbamoyl-4-[ {4 -triflu
oromethyl-biphenyl-2-carbonyl ) —amino] -phenyl} —acet
ic acid 1-phenyl-cyclopentylmethyl ester) . {3 —
CAFNANNEAN—4— [ {4 — I 70hFnA
FI -T2 =2 ANEKRZL) — T3 /] —T=x
bt —BEiE 3L RmFi—2-bRnXxiAgil
— 2=z =7l A7 ({3-Dimethylcar
bamoyl-4-[ (4" -trifluoromethyl-hiphenyl-2-carbonyl)
—amino)-phenyl} —acetic acid 3-hydroxy-2-hydroxymet
hyl-2-phenyl-propyl ester} . {3 — 3 XFNHILIN
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EAN—4—-[ (4" —MI7hFdaXFL-E72
V=2 =HVEZN) =T 3 /] =7 =20 ik
3-TRFX—Z2-TLFEIAFN-Z-T=2)
=72l A7 ({3-Dimethylcarbamoyl-4-[{4"-
trifluoromethyl-biphenyl-2-carbonyl } —amino)] -pheny
1} -acetic acid 3-acetoxy-Z-acetoxymethyl-2-phenyl-
propyl ester} . 2— (2— {3 =YX FINAHNNEA
J—4—[ (4" —FUI7ATAFNL—ET 22—
2=ANEZL) TR /] T2 TR
AFN) —2—FF7zr—2—-4)l—varE T
F LA (2-(2-{3-Dimethylcarbamoyl-4-[ {4’ -t
rifluoromethyl-biphenyl-2-carbonyl) —amine]-phenyl}
—acetoxymethyl)-2-thiophen-2-vl-malonic acid dieth
vl ester) .
[(D071)2— (2= {3—-VAFNHNINEAIN—
A—=[ (4" —RrUZAARAFL-ET 22— 2~
ANHEZ) =T 2] 722 TR AF
W) —2—FAT7 2y 34 —vnriE VIHil
T2 (2-(2- {3-Dinethylcarbamoyl-4-[ (4" -trifl
uoromethyl-biphenyl-2-carbonyl ) -aninc] -phenyl } —ace
toxymethyl)-2-thiophen-3-yl-malonic acid diethyl e
ster) . 2— (2= 14— RFINANNEA L —5—
[ (47 —RFUIZAAQRF N -T2 —2 -2
Fob) =721 -V —2-4)) —TEhF
PAFIN) 2T a2l —wnrE Vgl LA
F) (2-(2- 4-Dimethylcarbamoyl-5-( {4 -triflucrome
thyl-biphenyl-2-carbonyl)-amino]-pyridin-2-vyl} -ace
toxymethyl)-2-phenyl-malonic acid diethyl este
r) . 2= (2= {3V AFLANNEAN—4—
[ (47 =hFIZAARAFN-ET 22— 2 -
RZ) =731 =722 = TR REFVAFIL)
— 2= (3—RAFN—FFTzr—2-A1N) —<Or
B vxdl L7 (2-(2-{3-Dimethylcarbamoyl-
4-[{4" ~trifluoromethyl-biphenyl-2-carhonyl)-amino)
—phenyl} —acetoxymethyl)-2- (3-methyl -thiophen—-2-y1)
-malonic acid diethyl ester) . 2— (2— {3—-¥
AFWANNEAN—4— [ (47 I 7)Fais
N=—E7 22— 2-HN KRl -T73/] —7=2
Wy =7 rEAFN) -2 (5—AFN—FF7
2= 2—4)) —wargg JFIFL TAFN (2-
(2- {3-Dimethylcarbamoyl-4-[ {4’ -trifluoromethyl-bip
henyl-2-carhonyl)-amino]-phenyl} —acetoxymethyl ) -2-
(5-methyl-thiophen-2-y1)-malonic acid diethyl este
r) . 2= (2 A3 VRFLANNEAN—4—
[ (47 —FIZAAQAFNL-—ET7220— 24
Ro) =73 /] =222 —7TEREVAFIL)
—2=FTV=N—2—4—"nriE Vi X
A7 (2-(2-3-Dimethylcarbamoyl-4-[ {4’ -trifluoro
methyl-biphenyl-2-carbonyl)-amino)-phenyl} -acetoxy
methyl)-2-thiazol-2-yl-malonic acid diethyl este

71 of 234

(F70)103—-321424 (P2003—"ch>24

r) .
[(0072) 2— (2 {3—VAFLANIEAN—
A—=T[ (4" =pUZAARRFL—-ET7 2 —2—
AVRZN) =T 3] =722 =T REVAF
) —2—4vyrael—varig Yrdl L5
N (2-(2- {3-Dimethyl carbamoyl -4-[{4’ -trifluorometh
yl-hiphenyl-2-carhonyl)-amino]-phenyl}-acetoxymeth
yl)-2-isopropyl-maleonic acid diethyl ester) . 2 —
sec—7FIN—2— (2= {3—LAFINHNINTA
V=4[ (4" —FIZNFATAFL-ET 22—
2=ANHEL) =TI ] -T2t —TRREY
AFI) —wariE YIFL TAFI (2-sec-Buty
1-2-(2- {3-dimethylcarbamoy]-4-[ (4 -trifluoromethyl
-biphenyl-2-carbonyl)-amino]-phenyl} ~acetoxymethy
I)-malonic acid diethyl ester} . 2— (2— {3 —
PAFNANNEAN—4— [ {4 — I 70hFnA
FL—ET7 22— 2N F2N) —7E /] —Tx
S TR RS AFIV) 2 AV TFIL—wars
g I LT (2-(2-{3-Dinethylcarbamoyl-
4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-anino]
-phenyl} —acetoxymethyl)-2-isobutyl-malonic acid di
ethyl ester) . 2— (2— {3 - AFIAILINEA
N—4—[ (4" —rUZNFTAFNL—-ET7 22—
2-HNHEGL) TP ES] T TR RRY
AFN) —2-raEr—<arig I+l LAF
Jb (2-(2-{3-Dimethylcarbamoyl-4-[ {4’ -trifluorometh
v1-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymeth
¥1)-2-propyl-malonic acid diethyl ester) . 2 —
(2= {3 —VAFAHNNEAL—A— [ (47 — ]
DINAAFN—ET 22— 2=V Z)L) =7
/] =722 =TRSO AFIL) —2-TFL
—wnriE Y T2 (2-(2-{3-Dimethylca
rbamoyl-4-[ (4’ -trifluoromethyl-biphenyl-2-carbony
1}-amino] -phenyl} —acetoxymethyl) 2-ethyl-malonic a
cid diethyl ester) .
[0O073]) 2-FFN—2—(2—{3-VAFLAH
WIREANL—4—[ (47 —FU7AaXFL—E7
DN =2=AVERZN) =T/ ] =722 =T
hELAFI) —w U VIFIL ZAFIL (2-
Butyl-2-(2-{3-dimethylcarbamoyl-4-[ {4’ -trifluorone
thyl-biphenyl-2-carbonyl ) —ami no] -phenyl} —acetoxyme
thyl)-malonic acid diethyl ester) . 2—7Jil—2
— {2 A3 VAFAANLREAN -4 [ (47 —
FUZAATRAFL - ET 22— 2 LR 2L) —
TES] T2 TR AFL) O
VIg T2FI (2-Al1yl-2- (2- {3-dimethylcarb
amoy1-4-[ (4 -trifluoromethyl-biphenyl-2-carbonyl) -
amino]-phenyl} —acetoxymethyl}-malonic acid diethyl
ester) . 3— (2— {3 AFNANLNEAIL—4
—[ (4" =PI ARRAFL -T2 — 27

PENN EX. 2260
CFAD V. UPENN
IPR2015-01835



WRZ)) =73 /] =722k —7RbEY) —
2, 2-ERA-LZrXIANEIL-Tart i L
FN TAFN (3-(2-13-Dimethylcarbamoyl-4-[ (4" -t
rifluoromethyl-biphenyl-2-carbonyl) —aminc]-phenyl}
—acetoxy)-2,2-bis—ethoxycarbonyl-propionic acid et
hyl ester) . 2— (2 — {3 -V XFNA AN
—4—[ (4" —FITNAQRAFIL -T2 —2
=AY TR S] T TR REIA
Fib) —2— {1 =X —TFN) —vnrE VL
Filr TAF (2-(2-{3-Dimethylcarbamoyl -4-[ {4’ -t
rifluoromethyl-biphenyl-2-carbenyl)-amine]-phenyl}
-acetoxymethyl)-2- (1-methyl-butyl)-malonic acid di
ethyl ester) . 2— (2— {3 ZhF—4—

[ (4" —hUZARAFL-ET7220— 24
RZN) —T3/] —7z20b) =T RFAFI)
—2—Tx—7nriE YLl ZAFL (2-2
- {3-Ethoxy-4-[ (4" -trifluoromethyl-biphenyl-2-carbo
nyl }—amino] -phenyl } —acetoxymethyl ) -2-phenyl-maloni
¢ acid diethyl ester) .

[(0074] {3—-troxi—4—-[(4 —rU7Z
AR AFN—ET7 22— 2—HNR2L) — 73
J] =7zl —BHE 2, 2—-ERA-ZFLAIN
EAN—2-T7 2 Z—IF) ZAF ({3-Hydroxy
—-4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl ) —amin
o]-phenyl} -acetic acid 2,2-bis-ethylcarbamoyl-2-ph
enyl-ethyl ester) | {3—AFF¥—4-— [ (4~ —
PUZNARRFN—E 7 22— 2= AN HL ) —
TS -7V R 2, 2—-ERA-LFNLA
WNEAN—2—T7 22— ZF) AT (13-Met
hoxy-4-[ (4" -trifluoromethyl-biphenyl -2-carbonyl)-a
mino]-phenyli-acetic acid 2,2-bis-ethylcarbamoyl-2
-phenyl-ethyl ester) . 2— (2— {3 —XA XL —
A—=[ (4" —RUIZAARAFN-ET 22— 2~
JOVRZL) =T 2 /] =722 —TRRRIAS
W)y —2-7xZh-wnri VLnF ZAFN

{2-(2-{3-Methoxy-4-[ (4" -trifluoromethyl -biphenyl-
2-carbonyl) -amino]-phenyl} —acetoxymethyl ) -2-phenyl
-malonic aciddiethyl ester) . {3—XAb¥I —4—

[ (47 =hFIZAARAFN-ET 22— 2 -
Rz) =732 /] 7220 R 2-7=20
—2, 2-E2=7nbErHNEA N —LFIL L2
F) { 3-Methoxy-4-[ (4’ -triflucromethyl-biphenyl-2
—carbonyl)-amino)-phenyl} —acetic acid 2-phenyl-2,2
-bis-propylcarbamoyl-ethyl ester) . {3 —ARF
—4—[ (4" —hFIZLAQAFIL -T2 2
—ANRZV) =73 ] =722 —BEEE 3, 3
—EA-ZFINANNEAN -3 -7 22— aEl

AT (({3-Methoxy-4-[ (4 -triflucromethyl-hiph
enyl-2-carbonyl) -amino)-phenyl} -acetic acid 3, 3-bi
s-ethylcarbamoyl-3-phenyl-propyl ester) .
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[007B] {3—x2hFi—4—-[(4 —RUZIL
ARAFN—ET 22— 2—HNF2N) — T3 /]
—7x2V) —BHE 2, 2-EA-ZFILALNEAS
N—=2—=7zZ)—ZFIN LTAFI {{3-Ethoxy-4-
[{4”-trifluoromethyl-biphenyl-2-carbonyl}-amino]-p
henyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl
-ethyl ester) . {3 —TZh&%—4—-[ (4" —FRV
INATRAFN—ET 22— 2 =N RN ) =73
Sl =72y —BffE 3, 3-EA-ZFILANN
EAN-3 -T2 72EIN ZAFI ( 3-Ethox
y=4-[ {4’ -trifluoromethyl -biphenyl-2-carbonyl ) —amin
o]-phenyl} -acetic acid 3, 3-bis-ethylcarbamoyl-3-ph
enyl-propyl ester) . 2— (2— {3 -4 vV7ok%
=4[ (4" —RrUTAOAFL-ET 22—
2=ALERIILY =T E /] =722 TR REY
AFN) 2Tz —varig YrIFn LAF
b (2-(2-{3-Isopropoxy—-4-[ (4" —trifluoromethyl-biph
enyl-2-carbonyl )-amino]-phenyl} -acetoxymethyl)-2-p
henyl-malonic acid diethyl ester) . {3 —A Y70
RFEI—4-[ (47 —h)7AFaxXdl-Erzz
W=2=ANEL) =T /] =7 =20 —HHE
2, 2-ERA-ZFIANLNEANL—2—-T 2L —L
F) TAFN ({3-1sopropoxy-4- ({4 -trifluorometh
v1-biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2,2-bis—ethylcarbamoyl-2-phenyl-ethyl ester) .
13—Avy7aRfs—4—[ (4" —hJ7NFaA
F—ET7 22— 2= F2l) =78 /] -7 x
Zib} —BEiE 3, 3-ER—ZFAAANELL-3
— 722 —7REN T ({3-Isopropoxy-4-
[{4"—trifluoromethyl-biphenyl-2-carbonyl)-aminc]-p
henyl}-acetic acid 3,3-bhis-ethylcarbamoyl-3-phenyl
-propyl ester) .

(0076] {3—7afFxy—4-[ (4" -7
NARAFN—ET 22— 2—-HNRZL) =72
Jl =72y —EfE 2, 2-EA-ZFLANN
EAN—2—7 220 —LTFN T2F { 3-Propoxy
-4-[ (4’ -trifluoromethyl-hiphenyl-2-carbony1}-amin
o]-phenyl} -acetic acid 2,2-bis-ethylcarbamoyl-2-ph
enyl-ethyl ester) . {3 -Vl AF%i—4-—

[ {4’ —RMIZAFORAFL—ET7 220 — 2L
Aob) =72 ] — 7220 —BEE 2, 2-EX
—IFNANINEAN—2 =T 22— LAF
- {{3-Benzyloxy-4-[ {4’ -trifluoromethyl-biphenyl-2
—carbonyl } —ami no] -phenyl } —acetic acid 2,2-bis—ethy
lcarbamoyl-2-phenyl-ethyl ester) . 2— (2— {3
=N PNAXRL—4— [ (47 — M) 7LATAFIL
—E7 A= 2-ANRI)L) =73 /] -7
Vi =T hrFoAFN) 272200 rEE
VIFI TAFI (2-(2-13-Benzyloxy-4-[ (4" -trifl
uoromethyl-hiphenyl -2-carbonyl }-amino]-phenyl; -ace
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toxymethyl)-2-phenyl-malonic acid diethyl este

r) 2= (2—{3-tFaxr—4-[(4" —F
Y7 ATAFN—ET 22— 2 —=ANRZ) =7
/] =Tz TRV AFN) —2-T7 22
J—"nyiE I+l T2 (2-02-3-Hydroxy-
A-[ {4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]
-phenyl} -acetoxymethyl)-2-phenyl-malonic acid diet
hyl ester) . 2—{2—[3-A XL -4 (4’
— MU TZNATRX N -7 22— 2 = AV A
Fy) —TxZN] TRV AFIN 2T 22
L—=2arviE YIFN ZTAF)N (2-12-[3Methoxy-
4-{4" -triflucromethyl-biphenyl-2-carbonyloxy} -phen
vl]-acetoxymethyl} -2-phenyl-malonic acid diethyl e
ster) .

[0077) 13—V AFNTE/—A4—-[ (4" -}
VINATRAFN—ET7 22— 2—HNF2L) =7
/] -7z R 2, 2-EA-ZFAIL
NEAN—2-T 22 —ZTFL ZAFIL ({3-Dinet
hylamino—4-[ {4’ -trifluoromethy1-biphenyl -2-carbony
1)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamo
yl-2-phenyl-ethyl ester) . {3—-E~XJYr—1—
ANn—4—[ (4" —PUILATAFL—-ET 2L
—2=AIERZV) =T 3] =7z 2 B
2, 2-EA-ZFNVANNEAN -2 -T2 L
F LA (13-Piperidin-1-y1-4-[ (4’ -trifluoro
methyl-biphenyl-2-carbonyl)-amino)-phenyl}-acetic
acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl este
r). 13-roaydr—1—-4—4—-1(4" —h
U7NAQAFN—ET7 22— 2—ANR2) —F
/] =7z —BilEE 2, 2-EA-ZFNAIL
NEAN—2=T 22 —TFL ZAFI ({3-Pyrro
lidin-1-y1-4-[ (4’ -trifluoromethyl-biphenyl-2-carbo
nyl y—amino]-phenyl } —acetic acid 2,2-bis—ethylcarba
moyl-2-phenyl-ethyl ester} . 2—7=z2/b—2—
(2—{3-exyyr—1-4n—-4-[(4" —F
VINATRRAFN—ET7 2= 2=HB2l) =7
B/ =7z —TERRRVAFIL) w0V
I LTAFI (2-Phenyl-2-(2-{3-piperidin-1-y
1-4-[ (4" -trifluoromethyl-biphenyl-2-carbonyl)-amin
o]-phenvl} -acetoxymethyl)-malonic acid diethyl est
er) . 2-7x2—2- (2 {3-EmJir-1
—Af—4—=[ (4" =rUZFaAFIN -T2
N=2—HNFEZ)) =72 /] —7=200) — 7Tk
FLAFN) s YVrFN LRF (2-Phen
¥1-2-(2- 3-pyrrolidin-1-y1-4-( (4’ -trifluoronethyl-
biphenyl -2-carbonyl) -amino]-phenyl} —acetoxymethyl)
-malonic acid diethyl ester) .

(0078 2— (2—{3-VAFATE/—4—
[ (47 —PUTZRAQRRFIL—ET 22— 22
RZI) = T3/] —T7zZ0b) —TERELAFIL)
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—2-7xzZl—-varig YL AT (-2
-{3-Dimethylamino-4-[ (4" -trifluoromethyl-biphenyl-
2-carbonyl}-amino]-phenyl} -acetoxymethyl}-2-phenyl
-malonic acid diethyl ester) . 2— (2— {3 —%
Nkl y—4—An—4—[ (47 —rU7ATXF
N—ET7zZ—2—HNB2N) =75 /] -T2
W =T RFLAFI) — 27220 —20riE
VIFL AT (2-(2- 3-Morphol in-4-y1-4-[ (4’ -
trifluoromethyl-biphenyl-2-carbonyl }-amino]-pheny
1} —acetoxymethyl) -2-phenyl-malonic acid diethyl es
ter) . 2= (2—-{3-VIFN73I/—-4—

[ (4" —pUTZNATRFIL-—ET7 22— 2RI
Rzn) —73/7] 72200 —TERFIAFIN)
—2—UxZ—vorvEg VIl AL (2-(2
-{3-Diethylamino-4-[ {4 -trifluoromethyl-hiphenyl-2
—carbonyl } —ami no)] -phenyl } —acetoxymethyl ) -2-phenyl -
malonic acid diethyl ester) . 2—[2— (2— {2
—AFIL=3—[ (4" —rUZIFaRXFIL—ETx
Z=2=ANEZ) =T /] -7 22 Tk
FEL) —ZV] —2—Tx2b—vari Vi
N T AT (2-[2-(2-{2-Methy1-3-[ {4 -trifluorome
thyl-biphenyl-2-carbonyl ) —amino] -phenyl} —acetoxy) -
ethyl]-2-phenyl-malonic acid diethyl ester) .
[00790)2-Txb—2— (2 {3 [ {4’
— R IAARRAFA - E T 22— 2 - A NEZL)
—TE/] 7220 TR RERLATIL) -y
g Y1 2AFN (2-Phenyl-2-(2-3-((4'-trif
luoromethyl-biphenyl -2-carbonyl) -aminc] -phenyl} -ac
etoxymethyl)-malonic acid diethyl ester) . 2 —77
z2h—2—[2—(2—{3-[ {4 —rUZLA
AN -7 22— 2 R2L) =73 /] —
TaZl) TR REY) —TFN] vuriE VL
F5 LAFI (2-Phenyl-2-[2-(2- 3-[{4" -triflucro
methyl-hiphenyl-2-carbonyl)-amino] -phenyl} —acetox
vi—ethyl]-malonic acid diethyl ester) . {3 —

[ (4" —ruU7RARRFL—ET 22— 2 AL
Rz —73/] 72200 B 3, 3-Ex
—LFAHANEAN -3 -T2 b= LA
FJ)b- ( {3-[ (4" -Trifluoromethyl-biphenyl-2-carbonyl)
—amino]-phenyl} -acetic acid 3,3-bis-ethylcarbamoyl
-3-phenyl-propyl ester) . {3—[ (4" —hRUZIL
AORRXFN—ET 22— 2L ) =T 3 /]
— 7=V B 3-7xZ0—3, 3-ERA-7
QBN ANNEA -7 TAF { 3-[4-Tr
ifluoromethyl-hiphenyl-2-carbonyl}-amino]-phenyl} -
acetic acid 3-phenyl-3,3-bis—propylcarbamoyl-propy
lester) . 2—[2— (2= {4—XFN—3—

[ (4" — M)A FL-E72200—2-H)b
RV) —=737] =722 —TRREY) —LF
V]l —2-7z2)l—"nrlE YIFL ZAFIL
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(2-[2-(2- {4-Methyl-3-[ {4 -trifluoromethyl-bipheny
1-2-carbonyl}-amino] -phenyl} —acetoxy)-ethyl ] -2-phe
nyl-malonic acid diethyl ester} .

(0080] 2—[2—(2—{2—-AFN—5—

[ (4" —hUZARAFL-ET7220— 24
o) =731 =722 —FERRY) —2F
V] —2-7zz)—7aryiE YIFi ZATN

(2-[2-{(2- {2-Methyl-5-[ {4 -trifluoromethyl-bipheny
1-2-carbonyl)}-amino) -phenyl} -acetoxy)-ethyl 1-Z2-phe
nyl-malonic acid diethyl ester) . {3—[ (47 —
PUZNATRAFN—E T 22— 2= AR ) —
T/ =720 —HEHE 3, 3-EA-4VYINT
ENLANSNEAN—3 -7 2 —7aE)Nl A5

{43~ (4" -Tri fluoromethyl-bi pheny | -2-carbony] ) —ami
no) -phenyl} -acetic acid 3, 3-bis-isopropylcarbamoyl
-3-phenyl-propyl ester) . {2— X+ —3—

[ (4" —PUZAARAFL-ET7 22024
RN —73I/] 7220 —BEE 3, 3-Ex
—ZFNAANREA N -3 -T2 2b—T el LA
F b ({2-Methyl-3-[ (4" —trifluorcmethyl-biphenyl-2-
carbonyl )-amino] -phenyl} —acetic acid 3,3-his-ethyl
carbamoyl-3-phenyl-propyl ester) . {2—AFil—
3—[ (4" = WU ATRAFN-ET 22— 2—
ANHL) =72 /] 720 —BFlE 4, 4-—
EA-LZFNHNNEA N — 4 -T2 2V —TF) L
A7 (12-Methyl-3-[ (4" -trifluoromethyl -biphenyl-
2-carbonyl) —amino]-phenyl} —acetic acid 4, 4-bis-eth
vlcarbamoyl-4-phenyl-butyl ester) . {2—XFj1—
3-[ (4" —WIINATAFL-ET 22— 2—
IVIRZL) =781 =7 220 —BfliE 3—7x
=3, 3-UEA-7auilANEA I —-7a el

T 25 ({2-Methyl-3-[ (4 -trifluoromethyl-biphe
nyl-2-carbonyl) -amino]-phenyl} —acetic acid 3-pheny
1-3, 3-his-propylcarbamoyl-propyl ester) .

[0081] {2—ArFXL—3—-[(4" —NIT7L
ARRAFN—ET 22— 2—ANH2)) =73 /]
— 7zt B 3, 3-ER-—ZFIANNEA
V=3 —7zb—ontl A7 ({2-Methoxy-3
-[{4’ -trifluoromethyl-biphenyl -2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyvl-3-pheny
l-propyl ester) . 2— [2—(2—{2—ADPFi—
3—[ (4" = WU ATRAFN-ET 22— 2—
ANHE) -T2 ] 722 TR RRY ) —
THN] -2 -T2 —vari Y nAF
IV (2-[2-(2-12-Methoxy-3-[ (4’ -triflucromethyl -biph
enyl-2-carbonyl ) —amino] -phenyl } -acetoxy) -ethyl ]-2-
phenyl-malonic acid diethyl ester) . {2 —L k%
=3[ {4 —hrUTLAOAFL-ET 20—
2=ANVERIV) =TI /] -T2V —EfEE 3,
3-EA-—ZFNALNEA N -3 -T2 -7
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N AT ({2-Ethoxy-3-[ (4" -triflucromethyl-bip
heny1-2-carbonyl)-amino]-phenyl} -acetic acid 3,3-b
is—ethylcarbamoyl-3-phenyl-propyl ester) . 2 —
[2—(2—{2-Z®rF¥—3—-[ (4" —RFUTI
ARAFN—ET 22— 2—HNH2L) -T2 /]
—TnZN TR RERY) —nFN] 2Tl
-y YIH TAFTI (2-[2-(2-{2-Ethoxy-
3-[(4’-trifluoromethyl-biphenyl-2-carbonyl)-amino]
—phenyl } —acetoxy) —ethyl]-2-phenyl-nalonic acid die
thyl ester) . 2— [2—(2— {24V 7aiRxs
—3—-[ (4" —rI)ZNAAFN-ETnJ—2
—ANVERZN) —TE /] -7 220 =T RRY)
—IFN] —2-TxZN—"OriE JIFIL IX
F b (2-(2-(2- {2-1sopropoxy-3-[ {4’ -trifluoromethyl
-hiphenyl-2-carbonyl }—amino]-phenyl ; —acetoxy) —ethy
1]-2-phenyl-malonic acid diethyl ester) .
[0082]2—-[2—(2—{2—APXHIHAHZ
V=3[ (4" —FUZNFTAFL 7220~
2=ANHEL) 7R -T2l — TR MR
V) —TLFN] —2-T7xZ—variE JYIFl
T AT (2-[2-(2-12-Methoxycarbonyl-3-[ {4 -triflu
oromethyl-biphenyl-2-carbonyl ) —amino] -phenyl} —acet
oxy)-ethyl]-2-phenyl-malonic acid diethyl este
r) . 2-[2- (2 {2-ZhFL-5-RXFIL—
3-[ (4" —RrUTZAARRAFAL-ET )b 2~
AVEZIV) = T3] T2 —TEbhEY) —
ZHN] —2=7 N —wari VIl AT
N (2-[2-(2- {2-Ethoxy-5-methyl-3-[ (4" -trifluorcmet
hyl-biphenyl -2-carbonyl) -amino]-phenyl} —acetoxy)-e
thyl]-2-phenyl-malonic acid diethyl ester) . 4 —
[ (4" —PUTZNATRFIL—ET 22— 2RI
Ron) =73 /] —EEg&EE 2-[9— (2, 2,
2=hUTAFAT—ZFAARANEAN) —OH-TL
FLYy—=9—AN] —TH)N ZATIL (4-[(4 -Trifl
uoromethyl-biphenyl-2-carbonyl)-amino]-benzoic aci
d 2-[9-(2,2, 2-trifluoro-ethylcarbamoyl)-9H-fluoren
-9-yl]-ethyl ester) . 4— [ (4" —FU7hATA
FN—ET 22— 2 - R2N) — T3 /] —EE
#Hlit 2— (9H—7NALY=9—4N) —ZFN
T 25 (4-[{4 -Trifluoromethyl-biphenyl-2-carbon
yl)-amino]-benzoic acid 2-(9H-fluoren-9-vl)-ethyl
ester)  N—E7z20—2—AN—FL7%I3v
7B 2—-[9-(2, 2, 2—-MUrido—x2Fil
ANNREAN) —9H-—7AFL > —9—A)1] —LF
JVIZ A7 (N-Biphenyl -2-yl-terephthalamic acid 2-
[9-(2,2,2-trifluoro—ethylcarbamoyl ) ~9H-f luoren-9-y
1]-ethyl ester) .
(008314 [ (4" —rUT7AFORAFNL—XT
IV =2=ANRZN) =T 3 /] —HEHFE 2
((EZ7zZb—2=ANWFRL) =73 /] —ZHIL
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25N (4-[(4"-Trifluoromethyl-biphenyl-2-carb
onyl)-amino]-benzoic acid 2-[{(biphenyl-2-carbonyl)
-amino]-ethyl ester) . 4—[ (4’ — U Z)A0
AFN =T 22N —2-A)RZ) —=73/] —%&
BEE 2 (2-E7220 -2 AN—TXFN7T
/) —xFN L7 (4-[(4-Trifluoromethyl-b
iphenyl-2-carbonyl }—amino)-benzoic acid2-{2-hiphen
yvl-2-yvl-acetylamino) —ethyl ester) . 4— [ (4~ —
PUZNARRFN—E T 2 20— 2= AR ) —
TE/] EREE 3—F7FLYy—-1-—-AN—3—
(2, 2, 2=rUzda—2FLhNNEAL) —
7l TATIN (4-[{4"-Trifluoromethyl-bipheny
1-2-carbonyl)-amino] -benzoic acid 3-naphthalen-1-v
1-3-(2,2,2-trifluoro-ethvlcarbamoyl ) -propyl ester
A4—[ (4" —pUZNARRFN-ET 22— 2—
ANHZ) —TE/] -EHEEE 3-[2— (2,
2, Z2=MUZAAT—ZFAANNEAN) —FTF
Ly—1—41] —7atl TAFNL (4-[4 -Trifl
uoromethyl-biphenyl-2-carbonyl)-amino] -benzoic aci
d 3-[2-(2,2,2-trifluoro-ethylcarbamoyl)-naphthalen
-1-yl]-propyl ester) . 4— [ (4" — kU 770
AFN—ET7 22N —2-A)RZL) =73 /] —%&
BEE 3, 3—Y7z2)0—-3—-(2, 2, 2—HKY
TAT—LFINHNINEAL ) — el LTI
{(4-[ {4’ -Trifluoromethyl-biphenyl-2-carbonyl)-amin
ol-benzoic acid 3,3-diphenyl-3-(2,2, 2-trifluorc-et
hylcarbamoyl)-propyl ester) .
[0084])4—[ (4" —rUTZLATQAFIL -
2N 2=HNEKIN) —TE /] —HEEE 3
E7z—2—40—3—- (2, 2, 2—M)70A
D= EA ) =70 ZATFIL (4-
[ {4’ -Trifluoromethyl-biphenyl-2-carbonyl)-aminol-b
enzoic acid 3-biphenyl-2-y1-3-(2, 2, 2-trifluoro—eth
ylcarbamoyl)-propyl ester} . 4—[ (4™ —FU7
WARAFN—ET7 22— 2 H2L) —7 3
1 —EHEBEE 3-7=22A-3-(2, 2, 2—h®
V7T VAN L) —Tae ZAT
Jb (4-[(4"-Trifluoromethyl-biphenyl-2-carbonyl)—am
ino]-benzoic acid 3-phenyl-3-(2,2,2-trifluoro-ethy
learbamoyl)-propyl ester) . 4— [ (4" — kU 7L
ARRAFN—ET 22— 2 AR 2L) =73 7]
—FZEEE 2— (88— (2, 2, 2—-RMU7Zl40—
LIFVANNEAN) —F7FL =14 ] —2F
- LTAF (4-[{4-Trifluoromethyl-biphenyl-2-ca
rhonyl)-amino]-benzoic acid 2-(8-(2, 2, 2-trifluoro-
ethylcarbamoyl)-naphthalen-1-y1]-ethyl ester) . 4
— [ (4" —PUIAAORFL-ET 22N —2 A
WERZN) — T2 /] —HZEAEHR 3 (2, 67
nr—7z20) —3—(2, 2, 2—RFUT7AT—
IZFNANINEA L) =70l T2AF) (4-[{4'-T
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rifluoromethyl-biphenyl-2—carbonyl ) —amino) -benzoic
acid 3-(2,6-dichloro-phenyl}-3-(2,2, 2-trifluorc-e
thylcarbamoyl)-propyl ester) . 4—[ (4’ — Y
TIAQRFIN—ET 2 =2 =R ZL) =T 3
] ERER 3 (2-70o0-7a20) 3
(2, 2, 2—RrUZNFQ-—TZFAHNINEAL) —
7ol ZAFN (4-[{4"-Trifluoromethyl-bipheny
|-2-carbonyl ) —amino]-benzoic acid 3-(2-chloro-phen
¥1)-3-(2,2,2-trifluoro-ethylcarbamoyl)-propyl este
r) .
[008B ] 2—ZT=z2—2—(2—{4—[ {4’
—FUILNARAFN—ET 22— 2=AL R
—TES] VA NAFRY) ) I
VTl L2555 (2-Phenyl-2-{2-{4-[ {4’ -triflu
oromethyl-biphenyl-2-carbonyl ) —amino] -benzoyloxy; -
ethyl)-malonic acid diethyl ester) . 2— (2 —
{3—AFN—4— [ (47 —FUZLAQAFIL-E
72— 2=ANEIN) =TI RV AT
X} L) —2-T7nh—wariE VL
I2FI (2-(2-{3-Methyl-4-[ {4’ —trifluorcmethyl-
biphenyl-2-carbonyl ) —amino] -benzoyloxy} —ethyl)-2-p
henyl-malonic acid diethyl ester) . 2— (2—1{2
—7vaa—-4-[ (4" —rU7ZAQRFIIL—-ET 2
ZH=2=ANEIN) TR ] AT F
Y —LFN) —2-T7xZab—-vuarig s
I AT (2-(2-12-Chloro—4- {4’ -trifluoromethyl-bi
phenyl-2-carbonyl )—amino]-benzoyloxy} —ethyl)-2-phe
nyl-malonic acid diethyl ester) . 2—7 22— 2
— 2= 14— (4" —PITZLFRAFIL-ET7 =2
V=2=ANEINAFRY) =NV ANAEL] -1
FI b —waylE I T AT (2-Phenyl-2-1{2-
[4-(4"-trifluoromethyl-biphenyl-2-carbonyloxy)-ben
zoyloxyl-ethyl} -malonic acid diethyl ester) . 2 —
(12— [4— (2= AN—NRYINNFAFL) —
NV ANAFRL] -2 — 2T 22—y
i Jrgn AT (2-{2-[4-(2-Benzoyl -benzoyl
oxy) -hbenzoyloxy]-ethyl} -2-phenyl-malonic acid diet
hyl ester) .
[0086)4—[ (4" —MUZAAQAFIL—EZ
222 VRN TR/ ] —HEEE 3,
3-EA-TFNANLNEAINL -3 -T2 —Tal
I ZAF (4-[(4" -Trifluoromethyl-biphenyl -2-ca
rbonyl)-amino]-benzoic acid3,3-bis-ethylcarbamoyl-
3-phenyl-propyl ester) . 4" — RV 7 AR+
“ BTN 2RV 4 (3, 3R~
ZFNANNEAN =3 =7 22— RF L ANR
by —2—7unu—7xn2 LAFN (47 -Trifluo
romethyl-biphenyl-2-carboxylic acid 4-(3,3-his-eth
ylcarbamoy1-3-phenyl-propoxycarbonyl)-2-chloro-phe
nyl ester) | 47 —RUZNATRRAFIL—-ET7 220
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— 2= 4— (3, 3-CA-LFIANN
TAN =3 T2 —T7aRXIALFIN) — T
)N ZAFN (4 -Trifluoromethyl-biphenyl-2-carb
oxylic acid 4-(3,3-bis-ethylcarbanoyl-3-phenyl-pro
poxvcarbonyl)—phenyl ester) . 4~ —RU 740X
FA—E72Z20 -2V A4— (3, 3-F
A—=LZFNANINEAN =3 =7 22— 7 IRE L7
ARzL) =2, 6—-¥Y7na—7x2)0 LZAFL
(4’ -Trifluoromethyl-biphenyl-2-carboxylic acid4-
(3, 3-bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl ) -
2,6-dichloro-phenylester) . 4 — X+ —4 —

[ (47 —PUTZRAQRRFIL—ET 22— 22
W) =72 /] —vrandr AR E 2
[9— (2, 2, 2—MU7AAT—TFNHNEA
W) —9H—-71AL =9 —AN] —ZF) AT
I (4-Methyl-4-[ (4’ -trifluoromethyl-biphenyl-2-car
bonyl ) —amino) —cyclohexanecarboxylic acid 2-[9-(2,
2,2-trifluoro—ethylcarbamoyl)-9H-fluoren-9-yl]-eth
vl ester) .
[0087)4—[ {4’ —rUZLAQAFIL-ET
2= 2-HNHRI) =TI ] —ranFy
AVERAEE 2—[9—(2, 2, 2—FYUZ7Ad0—
ITFNANNEANL) —OH—TN AL > —9—A 1]
—ZF) ZTAFN (4-[{4 -Trifluoromethyl-bipheny
1-2-carbonyl}-amino] -cyclohexanecarboxylic acid 2-
(9-(2,2, 2-trifluorc-ethylcarbamoyl) -9H-f1uoren-9-y
1]-ethyl ester) . 4— [ (4’ —hUZ2IFd0xFi
—ET7 A= 2-ANRZN) -7 ] -7
X ANKRIE 33— 72203 (2, 2, 2—
b ZAR—TIINANINEA L) —TOEL TR
F) (4-[(4"-Trifluoromethyl-biphenyl-2-carbonyl)-
amino]-cyclohexanecarboxylic acid 3-phenyl-3-(2,2,
2-trifluoro—ethylcarbamoyl)-propyl ester) . 2 —7
22— 2—{4—-[ (4" —rUT7NFaAFIL-T
T 2RI TS ] v unFd Y
AR AX L AT iYL L
F) ( 2-Phenyl-2-14- [ (4’ -trifluoromethyl -biphenyl-
2-carbonyl ) -amino]-cyclohexanecarbonyl oxymethyl} -m
alonic acid diethyl ester} . 2— 7=z —2—
(2—{4—-[ (4" —rU7LARAFIL-—ET =2
W=2—HNFEZ)V) =72/ ] —vr7ankdriyl
Rz Ad%y ) —290) —<urig Yl IR
71 { 2-Pheny1-2-{(2- {4- [{4’-trifluoromethyl-biphen
yl-2-carbonyl )-amino] —cyclohexanecarbonyl oxy} —ethy
1)-malonic acid diethyl ester) . 2— 7z —2
—(2—{4—-[ (4" —PUZAADAFN—-E Tz
ZHN=2=ANERIN) T ES] CERYY -1 -
ANy =TEbFLAFL) —TOrfE YIHL I
A7 (2-Phenyl-2-(2-{4-[ (4" -triflucromethyl-biph
enyl-2-carbonyl) —amino]) -piperidin-1-yl} -acetoxymet
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hyl)-malonic acid diethyl ester) .
(008812 7=l —2—(2— 14— [ (4
—FUIZANARAFN—ET 22N —2—AIL R
=73/ —AYE=—1—A} =T rFAF
V) —wayig Yral AT (2-Phenyl-2-(2-
4= (4" -trifluoromethyl-biphenyl -2-carbony 1} —-amin
o)]-indol-1-y1} —acetoxymethyl}-malonic acid diethyl
ester) . 2— (2—{12—-AFN—4—-[ (4 —F
DINATRFN—ET 22— 2= 2L) =7
] RV ESY == 1 A TR
AFN) —2—T7zZh—wariE Il LAF
Jb (2-(2-{2-Methy1-4-[ {4’ -triflucromethyl-biphenyl
-2-carbonyl)-amino] -benzoimidazol-1-v1} —acetoxvmet
hyl)-2-phenyl-malonic acid diethyl ester) . [2—
XY -3- (4" —rU7ARAFN-ETz2b
=2 -2, 3-YE RNV E
V=lb—6—4N] —EE 2, 2-EA-LFIAGIL
NEAN— 27220 —TFN ZZ5L ([2-0x0-3
—-{4"-trifluoromethyl-biphenyl-2-carbonyl)-2,3-dihy
dro-benzooxazol-6-yl]-acetic acid 2,2-bis-ethylcar
bamoyl-2-phenyl-ethyl ester) . 2— {(2— {3 —X
FEIANRIN—A— [ (47 —RUTZFARAFIL
—E7zZN-2-ANRIN) T3] -T2
bt = 7R IRV AFL) —2-T 22—V
VIFL TAFI (2-(2- 3-Ethoxycarbonyl-4-[(4'-
trifluoromethyl-hiphenyl -2-carbonyl}—amino]-pheny
1} —acetoxymethyl)-2-phenyl-malonic acid diethyl es
ter) . 2= (3= A3V XFNANLNEAN—4—
({4 —PI7AaXFL -7 — 2R
RZN) —73/] —7z200) —7aeAd I dxy
ARFN) —2—Tz)—"nrE YIS LAF
N (2-(3-{3-Dimethyl carbamoyl -4-[{4’ -trifluorometh
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ARRAFN—ET 22— 2 ALKV ) =7 -7
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vl}-amino] -phenyl} —acetoxymethyl) -2-phenyl-malonic
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IOVRZL) —TE /] T ey TR RRIAF
W)y —2—7z2)—=wnsiE YLdn nAFLER
- (2-13-Dimethylaminomethyl-4-[ (4’ —trifluoromethyl-
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yl-biphenyl-2-carbonyl)-amino] -phenyl} -acetoxymeth
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iz,
[0442]

(0443]

B1&

(148) 03—-321424 (P2003—-0J24

(%1]

S

NMR (3 4#. 300MHz, CDC1,)

MER
Fu F

. EE
mo" NHH_\GH.
J e

m.p. 88.4-91.2

1.05(6H, t, J=7.3Hz),
3.18-3.29(4H, m),
3.63(2H, 9), 4.83(2H, o),
6.95(1H, br-8),
7.02-7.23(8H, m),
7.27-7.36(3H, m),
7.41-7.47(1H, m),
7.49-7.63(4H, m),
7.85-7.72(2H, m),
7.77-7.84(1H, m)

O 0
O : om Omcjoja_'a

1.19(6H, t, J=9.2Hz),
3.55(2H, o),

4.18(4H, q, J=9.2Hz),
4.82(2H, s),

6.79(2H, d, J=12Hz),
7.14(2H, d, J=12Hz),
7.29(6H, brs),
7.38-7.73(TH, m),
8.09(1H, dd, J=1.2Hz,
J=17.6Hz).

O,
H)?/T oH,chm,

1.21(6H, t, J=7.1H2),
1.67(3H, ), 8.47(2H, &),
4.20(4H, ¢, J=7.1Hz),
4.82(2H, ), 6.89((1H, brs),
6.92(1H, brs),

7.00(1H, d, J=10.6Hz),
7.30(6H, brs),

7.42-7.84( 9H, m).

oo

1.22(8H, t, J=7.2Hz),
3.23(3H, &), 3.40(2H, »),
4.21(4H, ¢, J=7.2Hz),
4.83(2H, 1),

6.10(2H, d, J=8.3Hz),
6.70(2H, d, J=8.3Hz),
7.07-7.61(13H, m)

@ e

n.p. 105-109

0.93(3H, t, J=7.5Hz),
1.06(6H, t, J=7.3Hz),
1.94(2H, q, J=7.5Hz),
3.13-3.28(4H, m),
3.53(2H, s), 4.83(2H, s),
6.80-7.84(19H, m)

(#2]
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(0444]

B2k

(149) 03—-321424 (P2003—>24

£

WiE=

NMR (0644. 300MHz, CDCI,}

F oy
e

3.56(2L, s),
3.65-3.78(2H, s},
4.66(2H, s}, 5.49(1H, br},
7.01{(1H, bra),
7.06-7.83(20H, m).

1-7

1.39{(3H, d, J=7.2Hz),
8.48-3.68(2H, m),
3.70-3.89(2H, m),
4.44(1H, d, J=10.6Hz),
4.66{1H, d, J=10.6Hz),
5.46{1H, br),
6.96((1H, brs),
7.02-7.84(20H, m).

1-3

3.60(2H, s), 3.68-4.00(3H,
m), 4.42(1H, dd, J=6.0,
11.0Hz), 4.62(1H, dd, J=7.9,
11.0Hz), 5.68(1H, t,
J=6.8Hz), 6.95(1H, s},
7.03-7.17(4H, m),
7.17-7.36(6H, m), 7.44(1H,
dd, J=1.5, 7.6Hz),
7.48-7.64(4H, m),
7.65-7.71(2H, m),

7.80(1H, dd, J=1.5, 7.6Hz}

1.20(6H, t, J=7.2Hz),
3.51(2H, s), 4.20(4H, g,
J=7.2Hz), 4.81(2H, s},
6.92(1H, br-s},
7.04-7.18(4H, m),
7.24-7.35(5H, m), 7.44(1H,
dd, J=1.5, 7.1Hz),
7.48-7.64(4H, m),
7.65-7.73(2H, m),
7.81(1H, dd, J=1.5, 7.1Hz}

1.47-1.76(6H, m),
1.90-2.03(2H, m), 3.60(2H,
8), 8.71-8.85(2H, m),
4.10{2H, s}, 6.94(1H, br-s),
7.12-7.20(4H, m),

7.44{1H, dd, J=1.2, 7.4Hz),
7.49-7.64(4H, m),
7.66-7.72(2H, m),

7.80(1H, dd, J=1.2, 7.4Hz}
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ERE

(150) 03—-321424 (P2003—>124

£y

HE A

NMR {1, 300NHz, CDCly)

]

FT: DH,(:\Qrclj<
0 ) QL

1.18{6H, d, J=6.4Hz),
1.20{8H, d, J=6.0Hz),
3.50(2H, &), 4.80(2H, s},
5.08(1H, sept, J=6.4Hz),
5.08(1H, sept, J=6.0Hz),
6.92(1H, o), 7.05-7.16(4H,
m), 7.27-7.32(5H, m),
7.41-7.47(1H, m),
7.49-7.63(4H, m),
7.65-7.72(2H, m),
7.80(1H, dd, J=1.5, 7.1Hz)

Fo -F
F F
]
F
5 Q.
-m 3
Q 07 "NH
N
F

F

3.53(2H, &),

3.74-3.97(4H, m),
4.87(2H, s), 6.94(1H, 8),
7.007.07(2H, m),
7.09-7.20(4H, m),
7.31-7.47(6H, m),
7.49-7.64(4H, m),
7.65-7.72(2H, m),
7.80(1H, dd, J=1.5, 7.5Hz)

O e
ﬁm 1

3.51(2H, s), 3.71(6H, &),
4.81(2H, s), 6.92(1H, br-s),
7.05-7.16(4H, m),
7.22-7.35(6H, m),
7.41-7.46(1H, m),
7.49-7.63(4H, m),
7.85-7.71(2H, m),

7.81(1H, 44, J=1.5, 7.2Hz)

1.20(6H, t, J=7.1Hz),
1.29-1.81(10H, br},
2,40-2,53(1H, m),
3.52(2H, s),

4.13(4H, q, J=7.1Haz),
4,48(2H, a), 6.93(1H, brs),
7.14(4H, brs),
7.39-7.83(8H, m).

D crriet

o.p. 108.8 - 112.4

1,27-1.44(6H, m),
1.46-1.61(3H, m),
1.79-1.90(2H, m), 3.567(2H,
g), 3.72-3.87(2H, m),
4.07(2H, &), 5.71-5.81(1H,
m), 6.94(1H, br-s),
7.10-7.21(4H, m),
7.40-7.47(1H, m),
7.49-7.83(4H, m),
7.65-7.72(2H, m),
7.77-7.83(1H, m)

(#4]
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(0446]

Fak

(151)03—-321424 (P2003—-A24

=31

#E

NMR { & f. 3008Hz, CDC1,)

1.22(6H, t, J=7.2Hz),
3.57(2H, 8),

4.21(4H, q, J=7.2Hz),
4.83(2H, a),

7.20(1H, d, J=8.5Hz),
7.28-7.67(12H, m),
7.76(1H, d, J=T7.4

m.p. 99-103

1.20(8H, t, J=7.1Hz),
3.53(2H, s),

4.19(4d, ¢, J=7.1Hz),
4.82(2H, 8,

6.91(1H, d, J=8.3Hz),
7.11-7.56(16H, m),
8.33(1H, dd, J=7.8, 1.8Hz),
9.62(1H, bx.s)

~ ot

1.05(3H, m},

1.22(6H, t, J=7.2Hz),
1.58(2H, m), 1.99(2H, m),
3.57(2H, 8), 4.21(6H, m),
4.85(2H, o),
7.04-7.60(12H, m),
8.30(1H, m},

10.07(1H, br.s)

'Siomo%oj(m
He '

1.22(6H, t, J=6.9Hz),
3.80(2H, ),

4.20(4H, q, J=6.9Hz),
4.85(2H, 8),
7.12-7.37(9H, m),
7.63-7.73(2H, m),
7.79-7.86(1H, m),
7.90-8.00(1H, m).

1.18(6H, t, J=6.8Iz),
3.61(2H, ),

4.17(4H, q, J=6.8Haz),
4.80(2H, s,

6.70(2H, d, J=12Hz),
7.09(2H, d, J=12Hz),
7.27(5H, brs),
7.41-7.83(8H, m),
8.21(1H, d, J=10Hz).
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(0447]

EHk

(152)03-321424 (P2003—8-24

A

NMR (3{%. 300HHz, CDCI,)

MER
0 o
cH,
Hm OELH‘

1.18(6H, t, J=7.2Hz),
3.49(2H, s),

4.15{4H, q, J=7.2Hz),
4.80{(211, a),

7.07(1H, 4, J=8.6Hz),
7.27-7.54(17TH, m),
7.88(1H, d, J=6.2Hz)

of 4
Soriic

1.16-1.83(20H, m),

3.50{2H, s}, 4.80-4.91(2H, m),
4.82(2H, s), 6.93(1H, br-s),
7.06:7.17(4H, m),
7.27-7.34(6H, m),
7.41-7.47(1H, m),
7.49:7.63(4H, m),
7.65-7.72(2H, m),

7.80(1H, dd, J=1.5, 7.2Hz)

o
S rriso

0.95-1,22(6H, m),
1.23-1.43(4H, m),
1.50-1.71(6H, m),
1.71-1.90(4H, m), 3.52(2H, s},
3.69:3.83(2H, m), 4.84(2H, g),
6.95(1H, br-s),

7.04-7.35(11H, m),
7.41-7.48(1H, m),
7.49-7.65(4H, m),
7.66-7.73(2H, m),
7.77-7.84(1H, m)

S
Hm 5@

3.68(2H, 8},

5.06(2H, &), 6.81(1H, br-s),
8.99-7.05(4H, m)},
7.08-7.16(2H, m},
7.24-7.47(14H, m},
7.50-7.67(6H, m),

7.80(1H, dd, J=1.5, 7.6Hz),
9.08(2H, br-g)

1.04(6H, d, J=6.4Hz),
1.08(6H, 4, J=6.8Hz),
3.62(2H, =), 8.95-4.09(2H, m),
4.83(2H, &), 6.92-7.03(3H, m),
7.03-7,10(2H, m},
7.11-7.23(4H, m),
7.27-7.36(3H, m},
7.41-7.47(1H, m},
7.48-7.64(4H, m),
7.65-7.72(2H, m),

7.80(1H, dd, J=1.5, 7.6Hz)

(#6]
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EoHk

(153)03—-321424 (P2003—8424

£ 8]

s

NMR (6 4. 300MHz, CDCIg}

G

CH,

1.19(6H, t, J=7.1Hz),
8.24(2H, =), 3.59(2H, s},
4,15(4H, g, J=7.1Hz),
4.32(2H, 1),

6.80-6.88(2H, m),

6.99(1H, bre), 7.11-7.28(7H,
m), 7.39-7.83(8H, m)

=)

1.21(6H, t, J=7.1Hz),
2.14(3H, =), 3.51{2H, &),
4.19{4H, ¢, J="7.1Hz),
4.80(2H, s), 6.87(1H, brs),
6.91-7.02(3H, m),
7.19-7.34(6H, m),
7.40-7.85(8H, m).

S

3.56(2H, 8),

3.71-3.96(4H, m),
4.87(2H, s),

6.75-6.83(2H, m),
7.06-7.19(4H, m),
7.29-7.44(6H, m),
7.47-7.60(3H, m),
7.62-7.73(3H, m),
8.05-8.12(1H, m)

3.66(2H, s),
3.70-3.94(4H, m),
4.86(2H, s),
6.71-6.79(2H, m),
7.01-7.09(2H, m),
7.11-7.18(2H, m),
7.27-7.54(12H, m),
7.67-7.66(1H, m),
7.94-8.01(1H, m)

0.95(3H, t, J=7.4Hz),
1.45-1.60(2H, m),
1,76-1.88(2H, m),
3.62(2H, =), 3.79-3.97(4H,
m), 4.08(2H, t, J=6.4Hz),
4.90(2H, &), 6.99-7.06(2H,
m), 7.10-7,21(6H, m),
7.31-7.41(6H, m),
7.48-7.56(1H, m}, 7.86(1H,
dd, J=1.8, 8.0Hz)

(0448]
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(0449]

BT R

(154) 03—-321424 (P2003—=224

EHH

Wiz

NMR (6 i, 300MHz, CDCI,)

0.97-1.10(6H, m),
1.12(8H, t, J=6.8Hz),
1.54-1.78(4H, m),
2.06:2.17(1H, m),
3.54(2H, 8,

4.13(4H, q, J=6.8Hz),
4.50{2H, s}, 6.93(1H, brs),
7.14(4H, brs),
7.40-7.82(8H, m).

3.51(2H, s), 3.85(4H, m),
4.86(2H, 8), 6.88(1H, 8),
7.00-7.54(19H, m),
7.8%1H, m)

3.66(2H, a), 3.84(4H, m),
4.86(2H, 8), 6.91(1H, d,
J=8.3Hz),

7.07-7.66(18H, m),
8.32(1H, dd, J="7.9, 1.9Hg),
9.64(1H, a)

1.23(8H, t, J=7.1Hz),
3.70(2H,s),

4.22(4H, t, J=7.1Ha),
4,81(2H, 8), 7.02(1H, brs),
7.13-7.97(16H, m). ,

m.p,

100.5-104.0

0.85(6H, t, J=7.5Hz),
1.37-1.61(4H, m),
3.13-3.22(4H, m),
3.53(2H, 5), 4.84(2H, &),
6,96(1H, br-s),
7.02-7.09(2H, m),
7.10-7.24(6H, m),
7.27-7.35(3H, m),
7.41-7.47(1H, m),
7.49-7,63(4H, m),
7.65-7.72(2H, m), 7.80(1H,
dd, J=1.6, 8.0Hz)

(#%8]
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(0450]

LR

(155) 03—-321424 (P2003-9%24

Ed ]

WER

NMR (&3, 300MHz, CDCI,)

2,73(6H, d, J=4.9Hz),
3.63(2H, g), 4.81{2H, s),
6.94(1H, br-s),
7.01-7.09(4H, m),
7.11-7.21(4H, m),
7.27-7.35(3H, m),
7.41-7.47(1H, m),
7.49-7.63(4H, m),
7.66-7.72(2H, m),
7.81(1H, dd, J=1.5, 7.6Hz)

8), 4.21(4H, q, J=7.0Hz),
4.90{2H, s}, 6.93(1H, br-s),
7.04-7.15(4H, m),
7.15-7.21(1H, m),
7.38-7.47(2H, m),
7.49-7.64(6H, m),
7.66-7.72(2H, m),

7.81(1H, dd, J=1.5, 7.6Hz),
8.46-8.51(1H, m)

1.20{6H, t, J=7.0Hz), 3.60(2H,

1.22(6H, t, J=7.2Hz), 3.61(2H,
a8), 4.21(4H, q, J=7.2Hz),
4.82(2H, 8}, 6.98(1H, br-s),
7.03-7.1%(4H, m), 7.22(1H,
dd, J=5.0, 8.5Hz),
7.41-7.47(1H, m),
7.48-7.63(sH, m),
7.64-7.72(2H, m),
7.77-7.83(1H, m),
8.60-8.67(2H, m)

1.04{6H, t, J=7.4Hz),
3.16-3.29(4H, m),
3.65(2H, s}, 4.84(2H, s},
8.75-6.83(2H, m),
7.04-7.14(4H, m),
7.17-7.22(2H, m),
7.27-7.35(3H, m), 7.41(1H,
dd, J=1.1, 7.6Hz),
7.47-7.54(2H, m), 7.66(1H,
dd, J=1.5, 7.6Hz),
7.61-7.72(3H, m}, 8.08(1H,
dd, J=1.1, 7.6Hz)

1.20{6H, t, J=7.1Hz),
3.55(2H, =),

4.21(4H, q, J=7.1Hz},
4.84(2H, s),
7.20-7.77(16H, m),
8.16(1H, br)
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Eox

(156) 03—-321424 (P200 3 —Al&HE

£l

Bk

NMR (& {#.300MHz, CDCl,)

1-41

1.01{3H, t, J=7.2Hz},
1.60(2H, m), 1.96(2H, m),
3.59(2H, ), 3.84(4H, m),
4.21(2H, t, J=6.5Hz},
4.89(2H, s},

7.00(1H, 4, J=8.3Hz),
7.09-7.16(5H, m),
7.32-7.68(8H, m},

8.26(1H, dd, J=8.0, 1.9Hz),
10.07(1H, br.s)

1-42

0.88(6H, t, J=7.1Hz),
1.19-1,34(4H, m),
1.35-1.48(4H, m),
3.16-3.26(4H, m),
3.52(2H, s}, 4.84(2H, s},
6.95(1H, br-s),
7.02-7.23(8H, m),
7.27-7.36(3H, m),
7.40-7.47(1H, m),
7.49-7.68(4H, m),
7.64-7.73(2H, m), 7.81(1H,
dd, J=1.5, 7.5Hz}

1.22(6H, t, J=7.1Hz),
3.58(2H, ),

4.22(4H, q, J=7.1Hz),
4.85(2H, s},

6.23(2H, d, J=8.5Hz),
7.80-7.73(10H, m),
7.87(2H, 4, J=8.5Hz),
8.36(1H, dd, J=6.8, 2.3Hz),
12.3(1H, brs)

1.24(6H, t, J=7.1Hz),
3.58(2H, o),

4.23(4H, q, J=7.1Hz),
4.27(2H, s), 4.85(2H, s),
7.22(2H, d, J=8.5Hz),
7.27-7.98(13H, m),
7.61(2H, 4, J=8.5Hz)

n.p.

176-177

1.06(6H, t, =7.3Hz),
1.69(3H, s),
3.14-3.30(4H, m),
3.49(2H,s), 4.83(2H, ),
8.77(1H, brs),

6.89(1H, brs),
6.92-7.86(17H, m).
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(0452]

#1103k

(157)03-321424 (P200 3 —=f##

E 8]

WMiER

NMR (4 f#. 300MHz, CDC1y)

1.20(6H, t, J=7.1Hz),
2.38(3H, s}, 3.49(2H, &),
4.194H, q, J=7.1Hz),
4.81(2H, s}, 6.90(1H, brs),
7.06(4H, bra),
7.19-7.56(12H, m),
7.88(1H, 4, J=7.1Hz).

b

1.20{6H, t, J=7.1Hz2),
3.49(2H, s}, 3.81(3H, a),
4.19(4H, q, J=7.1Hz),
4,81(2H, s},
6.87-7.56(17H, m),
7.86(1H, 4, J=7.6Hz)

1.12(6H, t, J=7.2Hz),
2.49-2.58(2H, m), 3.30(4H,
dq, J=5.8, 7.2Hz), 3.64(2H,
&), 4.07-4.15(2H, m),
6.94(1H, br-s),
7.11-7.18(4H, w),
7.22-7.37(6H, m),
7.41-7.46(1H, m),
7.48-7.63(6H, m),
7.65-7.71(2H, m), 7.80(1H,
dd, J=1.6, 7.5Hz)

o

CH,

0.87(6H, t, J=7.2Hz),
1.61{4H, tq, J=7.2, 7.2Hz),
2.50-2.59(2H, m),
3.18-3.27(4H, m), 3.54(2H;
8}, 4.07-4.15(2H, m),
6.95(1H, br-s),
7.12-7.18(4H, m),
7.23-7.36(5H, m),
7.41-7.46(1H, m),
7.48-7.63(6H, m),
7.65-7.71(2H, m), 7.80(1H,
dd, J=1,6, 7.5Hz)

2. o
Hm o 'gi_\m

1.05(8H, t, J=7.1Hz),
9.17-3.28(4H, m),
3.51(2H, &), 4.82(2H, s),
6.87(1H, br-s),
6.97-7.22(8H, m),
7.27-7.35(3H, m),
7.89-7.59(8H, m),
7.90{1H, dd, J=1.5, 7.6Hz)
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(0453]

(158) 03—-321424 (P2003—-724

7.89-7.49(3H, m),
7.51-7.69(2H, m),
8.34(1H, dd, J=1.9, 7.9Hz),

Bl1#
S i 7 NMR (& f#. 300¥Hz, CDCL,)

1.03(6H, t, J=7.1Hz),
3.16-3.28(4H, m),
3.56(2H, s), 4.82(2H, g),

0 6.88-6.94(1H, m),

1-51 7.02-7.34(13H, m),
éium A,
CH,

9.63(1H, br-g)

1.05(3H, t, J=7.2Hz),
1.07(6H, t, J=7.2Hz),
1.54-1.68(2H, m),
1.92-2,05(2H, m},
3.19-3.31(4H, m),
3.58(2H, s}, 4.23(2H, q,
J=6.4Hz), 4.856(2H, &),
7.02(1H, 4, J=8.3Hz),
7.06-7.88(10H, m),
7.44-7.53(1H, m),
7.87-7.65(2H, m),
8.30(1H, dd, J=1.9, 7.9Hz),
10.08(1H, br-s}

1.28(6H, t, J=T7.1Hz},
3.53(2H, &),

4.23(4H, q, J=7.1Hz),
4.84(2H, s}, 6.95(1H, brs),
7.10(2H, 4, J=8.3Hz),
7.17(2H, 4, J=8.3Hz),
7.32(5H, brs),
7.41-7.87(8H, m).

1.19(6H, t, J=7.1Hz),
3.50(2H, &),

4.16(2H, q, J=7.1H2),
4.17(2H, g, J=7.1H2),
4.80{2H, 8},
6.89-7.90(17H, m)

1.05(6H, t, J=7.2Hz),
8.19-3.31(4H, m),
3.64(2H, o), 4.86(2H, s),
6.90(1H, d, J=8.3Hz),
7.02-7.11(3H, m),
7.16-7.23(2H, m),
7.26-7.36(4H, m), 7.41(1H,
dd, J=1.2, 7.6Hz),
7.48-7.61(3H, m),
7.62-7.71(3H, m}, 8.21(1H,
dd, J=1.5, 7.6Hz)
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(0454]

H12ZR®

(159)03—-321424 (P200 3 —754#

Ehipl

3 X

NMR (4 fi, 300MHz, €DCL,)

1.21(6H, t, J=7.1Hz},
3.51(2H, 8},

4.20(4H, q, J=7.1Hz),
o 4.82(2H, g},
6.99-7.67(16H, m),
7.84(1H, 4, J=7.2Hz).

1.23(6H, t, J=7,2Hz)},
3.57(2H, s},

4.22(4H, q, J=7.2Hz),
4.85(2H, s},

'} 7.19-8.08(19H, m)

oo,

<,

0.94(6H, d, J=6.8Hz),
1.22(6H, t, J=7.1Hz),
3.40(2H, s),
4,20(4H, q, J=7.1Iz),
4.82(2H, g}, 4.99(1H, m),

0’\0,4‘ 8.16(1H, br.s),
OL 6.78(2H, d, J=8.6Hz),

CH, 7.08(1H, dd, J=8.6, 1.5Hz),

7.20-7.74(13H, m)

0,89(4H, m),

1.22(8H, t, J=7.1Hz),
1.28-1.78(6H, m),

3.40(2H, s},

o\ 4.20(4H, q, J=7.1Hz),
4.62(1H, m), 4.82(2H, s),
6.15(1H, br.s), 6.75(2H, m),
7.06-7.74(14H, m)

1.23{(gH, t, J=6.9Hz),
1.28(6H, d, J=6.9Hz),
3.40{1H, sep, J=6.9Hz),
o 3.56(2H, ),

4.22(4H, q, J=6.9Hz),
G, |4.84(2H, 8),

OL 7.12-7.61(14H, m)

(#£13]
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(0455]

#H13%®

(160) 03—-321424 (P2003-7 24

F KA

i

NMR (0 f&. 3008Hz, CDC1,)

1.22(6H, t, J=7.1Hz),
3.58(2H, g),

4.22(4H, q, J=7.1Hz),
4.23(2H, &), 4.83(2H, 1),
6.98-7.61(19H, m)

0.86(6H, t, J=7.3H=),
1.560-1.69(4H, m),
3.50(2H, s),

4.10(4H, t, J=6.6Hz),
4.83(2H, #), 6.93(1H, bra),
7.08(2H, d, J=8.6Hz),
7.13(2H, d, J=8.6Hz),
7.29(5H, brs),
7.40-7.83(8I,m).

0.84(12H, d, J=6.6Hz),
1.80-1.97(2H, m),
3.60(2H, ),

3.92(4H, d, J=6.6Hz),
4.84(2H, o), 6.93(1H, bxs),
7.08(2H, 4, J=5.5Hz),
7.13(2H, d, J=6.65Hz),
7.29(5H, brs),
7.40-7.84(8H, m).

1.22(6H, t, J=7.1Hz),
3.67(2H, 8),

4.21(4H, g, J=7.1H2),
4.84(2H, »),

7.21(2H, d, J=8.5Hz),
7.23-7.60(8H, m},

7.57(2H, d, J=8.5Hz),
8.09(1H, dd, J=7.8, 1.8Hz),
8.26(1H, bxs)

Hy

0.84(3H, t, J=7.3Hz),
1.23(6H, t, J=7.1H=),
1.23-1.46(2H, m),
1.50-1.69(2H, m}, 3.65(2H,
g), 4.23(4H, q, J=7.1Hz),
4.25(2H, q, J=6.7Hz),
4.84(2H, s), 7.19{2H, d,
J=8.4Hz), 7.21-7,87(sH,
), 7.44-7.64(3H, m},
7.56(2H, d, =8.4Hz),
7.64(1H, brs),

7.96(1H, d, J=7.6Hz}

(£14]
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(0456]

Blak

(161) 03—-321424 (P2003—=24

EEA

NMR (6 fi, 300MHz, CDCI,)

0.84(12H, d, J=6.8Hz},
1.63-1.79(2H, m),
2.97-3.15(4H, m), 3.52(2H,
s), 4.86(2H, s), 6.94(1H,
br-a), 7.01-7.08(2H, m),
7.10-7.25(6H, m),
7.27-7.86(3H, m},
7.40-7.47(1H, m},
7.48-7.63(4H, m),
7.64:7.72(2H, m), 7.80(1H,
dd, J=1.5, 8.0Hz)

0.87(12H, d, J=6.8Hz),
1.27-1.38(4H, m},
1.46-1.61(2H, m),
3.18-8.28(4H, m), 5.52(2H,
8), 4.84(2H, &), 6.94(1H,
br-g), 7.01-7.22(8H, m),
7.27-7.35(3H, m),
7.41-7.47(1H, m),
7.48-7.63(4H, m),
7.85-7.72(2H, m), 7.80(1H,
dd, J=1.5, 7.6Hz)

1.07(3H, t, J=7.2Hz),
1.22(6H, t, J=7.1Hz},
3.40{2H, s}, 3.72(2H, q,
J=7.2Hz), 4.20(4H, q,
J=7.1Hz), 4.83(2H, &),
6.14{2H, d, J=8.3Hz),
6.74(2H, d, J=8.3Hz),
7.07(1H, dd, J=9.1, 1.6Hz),
7.23-7.61(12H, m}

1.09{6H, t, J=7.1Hz),
1.26-1.50(6H, m), 1,81(4H,
m), 2.99(1H, m), 3.26(4H, .
dq, 4=7.1, 7.1Hz), 3.69(2H,
s}, 4.86(2H, s},
7.10-7.42(14H, m},
7.866(2H, d, J=8.3Hz)

1.05(6H, t, J=7.2Hz),
3.18-3.30(4H, m), 3.53(2H,
s}, 4.83(2H, s}, 6.93(1H,
br-s), 7.02-7.23(8H, m),
7.27-7.36(3H, m),
7.87-7.46(6H, m),
7.45-7.59(2H, m), 7.80(1H,
dd, J=1.1, 7.5Hz)

(#£15]
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(0457]

#1563k

(162)03-321424 (P2003—Cl##

i

HiE =

NMR (4§, 30048z, CDC1,)

Cl o
@ Hmoo 'ﬂi—\cﬂa

1.05(6H, t, J=7.2Hz),
3.18-3.30(4H, m),
3.54(2H, s}, 4.84(2H, s},
7.02-7.14(5H, m),
7.17-7.35(8H, m),
7.37-7.62(5H, m),
7.74(1H, dd, J=1.5, 7.6Hz)

G-

m.p. 126.4-127.8

0.85(6H, t, J=7.5Hz),
1.44(4H, tq, J=7.5, 7.5Hz),
1.68(3H, s}, 3.12-3.22(4H,
m}, 3.49(2H, s), 4.85(2H,
8), 6.77(1H, br-s),
6.87-6.92(1H, m),
6.94-7.01(1H, m),
7.11-7.26(4H, m),
7.27-7.36(8H, m),
7.40-7.47(1H, m),
7.50-7.73(6H, m),
7.75-7.85(2H, m)

3.29(6H, s},
3.36-3.48(8H, m),
$.53(2H, g}, 4.85(2H, 8},
6.97(1H, br-s),
7.04-7.18(4H, m),
7.19-7.40{8H, m),
7.41-7.47(1H, m),
7.49-7.64(4H, m),
7.86-7.73(2H, m),
7.77-7.84(1H, m)

1.22(BH, t, J=7.1Hz},
2.78(3H, s}, 3.52(2H, s},
4.21(4H, q, J=7.1H2),
4.82(2H, s),

7.11(2H, d, J=8.5Hz),
7.19(2H, d, J=8.5Hz),
7.20-7.35(6H, m),
7.77(2H, d, J=8.3Hz),
7.86(2H, d, J=8.3Hz)

1.06(6H, t, J=7.3Hz)},
2.78(3H, s),
3.20-3.29(4H, m),
3.56(2H, s}, 4.84(2H, s,
8.98-7.84(12H, m),
7.77(2H, d, J=8.8Hz),
7.86(2H, d, J=8.3Hz)
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(0458]

#1663k

(163)03—-321424 (P2003—-724

EHaH

i =

NMR (5 i, 300MHz, CDCI,)

1.06(6H, t, J=7.3Hz),
3.19-3.28(4H, m},
3.54(2H, 8), 4.83(2H, s},
6.99-7.48(13H, m),
7.71(2H, d, J=8.2Hz),
7.86(2H, d, J=8.2Hz),
8.05-8.13(1H, m},
8.75-8.84(1H, m)

1.06(6H, t, J=T7.2Hz},
1.64(3H, s),
3.12-3.33(4H, m),
3.51(2H, g), 4.84(2H, g},
6.84(1H, bra),

6.91(1H, brs),
6.98-7.98(12H, m),
8.16(1H, d, J=8.1Hz),
8.84(1H, d, J=4.4Hz).

0.92(3H, t, J=7.5Hz},
1.20(6H, t, J=7.1Hz),
1.94(2H, q, J=7.5Hz),
3.50(2H, &),

4.20(4H, q, J=7.1Hz),
4.82(2H, 8),
6.79-7.83(17H, m)

oy

HE

0.96(8H, d, J=6.6Hz),
1.05(6H, t, J=7.1Hz),
2.16(1H, sep, J=6.6Hz),
3.19-3.29(4H, m),
3.54(2H, &), 4.83(2H, s),
6.81-7.84(19H, m)

g

HE

[+]

L

CH,

CH,

H,
o
DOE
CH,

m.p. 91.5-94.8

0.96(6H, d, J=6.8Hz),
1.20(6H, t, J=7.1Hz),
2.16(1H, sep, J=6.8Hz),
4.20(4H, q, J=7.1Hz),
4.82(2H, 8),
6.79-7.82(17H, m)

(£17]
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(164) 03—-321424 (P2003—: ##

®17%

£ iR

NMR (44, 30040z, CDC1g}

0.95(3H, t, J=7.7Hz),
1.13{(6H, t, J=7.2Hz),
1.98(2H, q, J=7.7Hz),
2.54(2H, t, J=7.9Hz),
3.20-3.38(¢H, m),
3.58(2H, s},

4,11(2H, t, J=7.9Hz),
{ 6.79-7.84(19H, m}

0.72(6H, d, J=6.6Hz),
1.06(8H, t, J=7.2Hz),
1.26- 1.44(1H, m),
1.89(2H, d, J=7.3Hz),
H 3.20-8.27(4H, m),
NL 3.52(2H, e}, 4.83(2H, s),
6.82-7.88(19H, m)

o, 6.79-7.87(17H, m)

0.71(6H, d, J=6.5Hz),
1.21(6H, t, J=7.1Hz),
1.26-1.43(1H, m),
1.88(2H, d, J=7.3Hz),
3.49(2H, g},

4.21(4H, g, J=7.1Hz),
4.83(2H, o),

1.21(6H, t, J=7.2Hz),
3.48(2H, s},

4.22(4H, g, J=1.2Hz),

9 4.83(2H, s},

7.08(1H, d, J=8.THz),
o 7.12(1H, s},

7.26-7.67(13H, m),
7.84(1H, dd, J=1.5, 7.6Hz=},
%y |.37(1H, 4, J=8.7H2)

1.21(6H, t, J=7.1Hz),
3.48(2H, s},

4.22(4H, q, J=7.1Hz),
4.83(2H, s},

7.18(1H, 4, J=7.9Hz),
o 7.28-7.67(14H, m),
7.82(1H, dd, J=1.5, 7.6Hz),
8.35(1H, 4, J=8.7Hz)

[0459] HhfF 2

13—V AFNANNEANL—4—-[ (4" —+U7
FARAFNET 22— 2 ALK TR/] T
=)Vt BRiE 2, 2-EARAZFAALNEAN—2 -7
= ZIVTFI AT

a)5—700—N, N=¥VXFL—2—phar X
TIK

(k112]
cl ¢l
%WI;T g 0,N
COOK N,

S—rzun—2-ZbaFEEEE (5. 0g) o EHE
Fl1ood) kR LTS R L E SRR 1 e )
ERRL RO F Z H e X DEELEW (5. 5 g)
YA

[0460]1b) 2= (3= AFILALINELIL—4
—Zhra7z)) CurigE tert—79L TAFIL
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Cl
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g
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g) #MZ 7O CTARBRE Lz, REIZEAEL
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(165) 03—-321424 (P2003—x24

P s BEEE XL AT

(fk114)]
€0, tBu

CO,Me CO,Me
DZN —— OEN
0

NMe, Nie,

FEERFIZOb ) THLI2— (3 -V AFLAN
NEAN—4—ba7 ) 2Oy tert— 75
b ZRFIN XFL AT (1. 228) 297
OAY Yy (10m 1) IZERPLOCIIEE, FU7
JLAVEEEE (1 0m 1) 2502 ZlT6 Beafight L 7=,
B WL TR L AN AT LT NI
74— (FEHELFIL  AFH =3 1) 2THEHTA
ZEIENEELLAY (71 2me) 2157,

[0462)d)y (A—73/—3—YAFIL AT
A7) BEE AFIL AT
[k115)]

CO,Ne co,Ne
0N HN
0% Nie, Ne,

FEE R 20 ) THLIZ (3 -V AFAHANNE
AN—Ad—bra7zl) Bilg AFL AT
(683mg) #FEMAL — 30 d) kERLGRIGIZH
LI DEELEm (6 27Tme) 57,
[0463]) el {3V AFILANNESL—4—
[ (4" — U7 AOAFILE T 2200 — 2 AR
VY TE] T a0} B

(k1161

CF,
o} )
N 1]
o7 e, _D H
: He N 0

LFEEmH2od ) TRHLN (A-T3/-3-¥K
FNANNEA LT 2200 ) B AT ZATFIL
(627Tmg) #FEF10e ) RUEHRILOT )
FRLRIGIAT Z el LD EELE (1. 07 g)
57 (RO 53BIR)

[0464]) f) {(3—VAFNALAELNL—4—
[ (4" —hPUIZAARRFNET 22— 2 =4IV
V) TE]l 72V EEEE 2, 2-ERAZFNA
NSEAN—2—7 2 ZNTFIL AT
(k1171

LEEFI 20 e ) THLIZ { 3= AFILANLNE
AN—4—[ (4" = I7AaXFLE 7 22—
2-ANEZN) TR/ 7z BiEE (51 Tm
g) BEMF1 O g ) LERRIBICHTZ Lizd g
LA (387meg) 213 (R18FH) .
[0465) EEFH2—-2~2-119

KA 2 & RIS U TSHER 2 — 2~2 -5 40L&
G, 6N LEMERL 8~4 1LITRLE, &
7o, ERFI20e ) EFRRICLT2-170e ) DibE
MER, FoNALEMERG SIRLIZ,
[0466]

& 0 (18]
HO.
J, o
v l
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® °
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(0467]

#F18FkK

(166) 03—-321424 (P200 3 —#F#

EiEA

NMR (4 i, 300MHz, CDCLY)

HER
F F
F
0 . N"
I H CH,
0 o
ST
Hsc\?‘ o
CH,

1.07(6H, t, J=7.2Hz),
2.85(3H, br.s),

2.05(3H, br.s),

3.26(4H, dq, J=7.2, 7.2Hz),
3.54(2H, 8), 4.84(2H, s),
7.04-7.68(17H, m),
8.37(1H, d, =8.3Hz),
9.16(1H, br.s)

2-2

e

0.86(6H, t, J=7.2Hz),
1.46(4H, tq, J=7.2, 7.2Hz),
2.85(3H, br.s),

2.95(3H, br.s),

3.19(4H, dt, J=7.2, 7.2Hz},
3.54(2H, &), 4.85(2H, &),
7.08-7.68(17H, m),
8.37(1H, d, J=8.7Hz),
9.17(1H, br.s}

2-3

Ef* Fo

1.07(6H, t, J=7.1Hz),
2.83(3H, d, J=4.5 Hz),
3.24(4H, dq, J=17.1, 7.1Hz),
3.59(2H, s), 4.80(2H, s},
7.10-7.76(18H, m),
8.63(1H, d, J=8.3Hz),
11.55(1H, br.s)

-4

Ef‘ “H

mp. 128-129

1.12(6H, t, J=7.3Hz),
2.53(2H, t, J=7.7Hz),
2.86(3H, brs),
2.95(3H, bra),
$.20-3.40(4H, m),
3.54(2H, &),

4.12(2H, t, J=7.7Hz),
7.09(1H, brs),
7.17-7.76(14H, m),
8.36(1H, d, J=8.4Haz),
9.24(11H, brs).

2-5

F._F
.
Oo e o™
| oOf{\GH'
&,

n.p. 114-116

1.21(8H, t, J=7.1Hz),
2.81(3H, bra),
2.92(3H,brs), 3.60(2H, &),
4.20(4H, g, =7.1Hz),
4.82(2H, &), 6.99(1H, brs),
7.17-7.71(14H, m),
8.33(1H, d, J-8.5Hz),
9.14(1H, brs).
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(0468]

#1993k

(167)03-321424 (P2003—0024

£l

MiER

NMR (4§, 300¥Hz, €DCI1,)

i S e
sa -

o o
0 N/\©

0.98(6H, t, J=7.8Hz),
3.12(4H, dg, §=7.3, 7.3Hz),
3.58(2H, s},

4.50(2H, d, J=5.9Hz),
4.79(2H, s),

7.01-7.59(18H, m),
7.72(1H, dd, J=7.0, 1.8Hz),
8.23(1H, m),

8.51(1H, d, J=8.5Hz),
11.48(1H, br.s)

2-7

N
o
ST
o,

1.07(6H, t, J=7.3Hz},
1.66(2H, m), 2.28(2H, m),
2.87(3H, br.s),

2.93(3H, br.s),

3.24(4H, dq, J=T7.3, 7.3Hz2),
3.57(2H, ),

4.11(2H, t, J=6.9Hz),
7.13-7.66(17H, m},
8.36(1H, 4, J=8.4Hz),
9.08(1H, br.s)

S
”

1.08(6H, t, J=7.2Hz},
0.98-1.21(6H, brd),
3.26(4H, dq, J=7.2, 7.2H2),
3.12-3.51(4H, brd),
3.56(2H, s), 4.84(2H, s),
7.06-7.63(17H, m),
8.21(1H, 4, J=8.7Hz),
8.88(1H, s)

FFF q °% -~
N?.E;, ° n;,
o

n.p. 103-117

1.07(6H, t, J=7,1Hz},
0.93-1.5%(6H, brd),
3.26(4H, dq, J=7.2, 1.2Hz2),
3.66(2H, s},

3.41-3.95(2H, brd),
4.84(2H, 8},

7.01-7.62(17H, m),
8.08(1H, 4, J=8.3Hz),
8.70(1H, br.s)

S

1.21(6H, t, J=7.1Hz),
0.95-1.27(6H, brd),
3.08-3.49(4H, brd),
3.52(2H, s),

4.21(4H, q, J=7.1Hz),
4.83(2H, 8},

7.06(1H, 4, J=1.9Hz),
7.19(1H, dd, J=8.7, 1.9H=),
7.31-7.63(13H, m),
8.19(1H, d, J=8.7Hz),
8.90(1H, br.s)

(£20]
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(0469]

EZOR

(168) 03—-321424 (P2003—-0C24

£

i =

NMR (0{4. 300MHz, €DCly)

1.21(6H, t, J=7.1Hz),
1.00-1.52(12H, brd),

3.52(2H, s),

3.49-3.92(2H, brd),

4.20(4H, q, J=7.1Hz),
4.82(2H, s), 7.02(1H, d,
J=1.9Hz), 7.17{1H, dd, J=8.4,
1.9Hz), 7.31-7.64(13H, m),
8.06(1H, d, J=8.4Hz),
8.72(1H, br.s)

”,9’\[ s
LN o
H:':)\GH..

1.01-1.21(6H, m),

1.07(6H, t, J=7.3Hz),

2.78(311, brs),

3.20-3.31(4H, m), 3.56(2H, & ),
3.82-4.27(1H, m), 4.84(2H, 8),
6.99-7.63(17H, m),

8.19(1H, d, J=8.4Hz),
8.98(1H, br.s)

Ful F
F
0 :._\
o 3
SaraRan
oM,

m.p. 116.3-118.0

0.98-1.27(3H, br),

1.21(6H, t, J=7.1Hz)},
2.73-2.96(3H, br),
3.05-3.49(2H, br), 3.51(2H, s),
4,21(4H, q, J=7.1H32),
4.82(2H, a), 7.00-7.08(1H, m),
7.19Q1H, dd, J=1.9, 8.3Hz),
7.24-7.36(5H, m}, 7.39(1H, dd,
Jd=1.5, 7.9Hz), 7.43-7.70(7H,
m), 8.28(1H, d, J=8.6Hz),
8.92-9.18(1H, br)

1.00-1.23(3H, br),1.08(8H, t,
J=7.2Hz), 2.79-2.96(8H, br),
3.10-3.49(2H, br), 3.26{4H,
dq, J=5.2, 7.2Hz), 3.55(2H, s,
4.84(2H, 8}, 7.04(1H, d,
J=1.8Hz), 7.07-7.14(2H, m),
7.15-7.24(3H, m),
7.28-7.37(3H, m),
7.37-7.43(1H, m),
7.44-7.69(TH, m), 8.30(1H, d,
J=8.3Hz), 8.88-9.17(1H, br)

1.02-1.24(3H, br),

1.12(6H, t, J=7.2Hz},
2.47-2.69(2H, m),
2.80-2.96(3H, br),
3.10-3.51(2H, br), 3.30(4H,
dg, J=5.7, 7.2Hz), 3.55(2H, s},
4.07-4.18(2H, m}, 7.09(1H, d,
J=1.5Hz), 7.22-7.43(7H, m),
7.43-7.70(9H, m), 8.28(1H, d,
J=8.3Hz), 8.85-9.14(1H, br)
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(0470]

E21Hk

(169)03—-321424 (P2003—0KU24

EEF

gk

NMR (64, 300MHz, CDCLy)

1.07(6H, t, J=7.2Hz),
1.32-1.71(5H, br),
3.10-3.79(8H, m), 3.54(2H, s),
4.84(2H, 5), 7.03-7.79(15H, m),
8.28(1H, d, J=8.6Hz),

9.04(1H, brs).

1.07(BH, t, J=7.2Hz),
2.02-2,78(4H, br),
8.21-3.63(8H, m), 3.54(2H, m),
4.84(2H, &), 7.03-7.72(16H, m),
8.34(1H, 4, J=7.2Hz),

9.83(1H, bre).

0.65-1.01(3H, br), 1.21(6H, t,
J=7.2Hz}, 1.48-1.66(2H, br),
2.76-2.98(3H, br), 3.05-3.41(2H,
br), 8.51(2H, &), 4.21(4H, q,
J=7.2Hz), 4.82(2H, s), 7.04(1H,
br-s), 7.19{1H, dd, J=1.9,
8.6Hz), 7.24-7.36(6H, m),
7.39(1H, dd, J=1.5, 7.5Ha=),
7.43-7.6H7H, m), 8.18-8.31(1H,
br), 8.94-9.18(1H, br)

(.68-0.99(3H, br),

1.08(6H, t, J=7.1Hz),
1.42-1.6%(2H, br), 2.79-2.98(3H,
br), 3.06-3.42(2H, br), 3.26(4H,
dq, J=5.6, 7.1Hz), 3.55(2H, a),
4.84(2H, s), 7.04(1H, d,
J=1.8Hz), 7.11(2H, br-t,
J=5.6Hz), 7.15-7.24(3H, m),
7.27-7.36(3H, m), 7.37-7.43(1H,
m), 7.44-7.69(7H, m),
8.21-8.35(1H, br),
8.92-9.18(1H, br)

0.67-1.00(3H, br),
1.13(6H, t, J=7.1Hz),
1.43-1.67(2H, br),
2.48-2.59(2H, m),
2.82-2.98(3H, br),
3.06-3.42(2H, br),

3.30(4H, dq, J=5.6, 7.1Hz),
3.54(2H, 9), 4.07-4.17(2H, m),
7.09(1H, d, J=2.2H2),
7.22-7.42{7H, m), 7.453-7.69(9H,
m), 8.20-8.84(1H, br),
8.89-9.14(1H, br)
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(0471]

w22Fk

(170) 03—-321424 (P2003—"chH2 4

KA

Bt

NMR {J 1. 300MHz, CDLLy)

o o

1.04(3H, t, J=7.2Ha},
2.84(8H, brs),

2.95(3H, brs),

3.16-3.29(2H, m), 3.50{2H,
s), 3.64(1H, dd, J=7.7,
6.5Hz), 3.91(1H, dd, J=10.9,
8.6Hz), 4.64(1H, dd, J=10.9,
7.7Hz), 5.28-5.38(1H, m),
7.00-7.71{16H, m), 8.34(1H,
d, J=8.5Hz}, 9.15(1H, hrs)

FF o
u/g‘;‘( ° L:'

m. p. 130-131

1.21(6H, t, J=7.1Hz),
1.78-2.00{4H, m),
3.22-3.53(4H, m),
3.61(2H, »),

4.20(4H, q, J=7.1Hz),
4.83(2H, s),
7.16-7.70(15H, m),
8.23(1H, d, J=8.9Hz2),
9.84(1H, brs).

m.p. 118-120

1.21(6H, t, J=7.1Hz),
1.35-1.70(6H, br),
3.00-3.76(4H, br),
3.51(2H, s), 4.20(4H, q,
J=7.1Hz), 4.82(2H, a),
7.08(1H, 4, J=2.0Hz),
7.12-7.68{14H, m),
8.26(1H, 4, J=8.5Hz2),
9.06(1H, brs).

o, X

1.11{3H, t, J=7.6H2),
2.19(2H, q, J=7.6Hz),
2.84(3H, bre)}, 2.95(3H, brs),
3.54(2H, s),

4.28(1H, dd, J=11.8, 4.9Hz),
4.41(1H, dd, J=11.3, 7.0Hz),
5.25-5.33(1H, m),

6.87(1H, d, J=8.3Hz),
7.04-7.7T1(15H, m),

8.36(1H, d, J=8.6Hz),
9.14(1H, brs)

1.11(8H, t, J=7.5Hz),
2.19(2H, q, J=7.5Hz),
2.84{3H, brs), 2.95(3H, bra),
3.64(2H, =),

4.29(1H, dd, J=11.3, 4,9Hz),
4.41(1H, dd, J=11.3, 7.0Hz),
5.26-6.33(1H, m),

5.86(1H, d, J=7.9Hz),
7.04-7.7L(15H, m),

8.36(1H, d, J=8.7Hz),
9.14(1H, brs)
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(0472]

AT

(171)03—-321424 (P2003—"chE24

EJ i

35

NMER (& 1{€. 300MHz, CDCIy}

n.p. 152-

155

2.53(4H, s), 2.89(3H, brs),
2.96(3H, brs), 3.55(2H, &),
4.66(1H, dd, J=10.9, 5.3Ha),
5.10(1H, t, J=10.9Hz),
5.37(1H, dd, J=10.9,6.3Hz),
7.07-7.68(15H, m}),

8.35(1H, d, J=8,7Hz),
9.17(1H, brs)

1.19(3H, t, J=7.2Hz},
2.70-3.01(6H, br), 83.41{2H,
dq, J=5.6, 7.2Hz), 3.60(2H,
s), 5.32(2H, o), 6.18(1H,
br-t, J=5.6H=), 7,04(1H, 4,
J=1.9Hz), 7.21-7.29(1H, m),
7.30-7.58(7TH, m),
7.66-7.66(4H, m), 7.69(1H,
dd, J=1.5, 7.1Hz), 8.35(1H,
d, J=8.7Hz), 9.09(1H, br-s)

2-28

1.04(3H, t, J=7.1Hz),
2.70-3.00(8H, br),

3.22(2H, dq, J=6.7, 7.1Hz),
3.53(2H, 5), 3.57(2H, s},
5.13(2H, =), 5.43-6.54(1H,
br), 7.08(1H, d, J=1.9Hz),
7.21-7.43(6H, m),
7.44-7.66(6H, m),

7.69(1H, dd, J=1.5, 7.2Hz),
8.34(1H, d, J=8.6Hz),
9.10(1H, br-a)

1.26-1.68(6H, m},
2.81-3.00(6H, m),
2.93-3.12(1H, m},
3.58-4.01(1H, m),
4.28-5.08(3H, m),
7.09-8.32(17H, m),
9.14(1H, brs),
9.40-10.24(2H, m)

1.10(6H, t, J=7.3Hz),
3.06(6H, brs),
3.21-3.42(4H, m},
3.61(2H, s), 4.86(2H, a),
7.06-7.77(13H, m),
8.37(1H, d, J=8.5Hz),
9.21(1H, brs)
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w24k

(172)03-321424 (P2003—"chB24

EHiA

NMR (6fé. 300MHz, CDCly)

$6TR

n.p 106-110

1.23(6H, t, J=7.1Hz),
2.98(3H, brs) 3.06(3H, brs),
4.22(4H, q, J=7.1Hz),
4.86(2H, g),

7.11-7.75(11H, m),
8.35(1H, d, J=8.5Hz),
9.21(1H, brs)

N
O o 0 o’\m.
Sl
O o ,i‘/u":
CH,

1.24(8H, t, J=7.2Hz),
2.61(2H, t, J=7.1Haz),
2.86(3H, br.s), 2.94(3H, br.s),
3.46(2H, o), 4.07(2H, t,
J=1.1Hz), 4.23(4H, q,
Jd=7.2He), 7.08(1H, d,
J=1.9Hz), 7.23-7.68{(14H, m),
8.36(1H, d, J=8.6Hz),
9.16(1H, br.s)

5O

n.p. 126-128

1.22(6H, t, J=7.2Hz),
2.83(3H, br.s), 2.94(3H, br.s),
3.51(2H, 9),

4.21(4H, q, J=7.2Hz),
4.83(2H, »),

7.00-7.61(14H, m),

7.68(1H, dd, J=7.6, 1.5Hz),
8.37(1H, d, J=8.8Hz),
8.93(1H, br.s)

j I E{’*ﬂ-
Sar ot

CHy

B.D. 124-123

1.22(611, t, J=7.2Hz),
2.86(3H, br.s),

2.95(3H, br.s), 3.62(2H, g),
4.21(4H, q, J=7_2Hz),
4.83(2H, o), 7.01(1H, d,
J=2.2Hz), 7.19-7.53{13H, m),
7.68(1H, dd, J=7.6, 1.5Hz),
8.40(1H, d, J=8.3Hz),
9.01(1H, br.s)

1.96(3H, g, 2.84(3H, brs),
2.95(8H, brs), 3.64(2H, s),
4.29(1H, dd, J=11.6, 5.0Hz),
4.39(1H, dd, J=11.6, 7.1Hz),
5.23-5.33(1H, m),

5.90(1H, d, J=8.1Hz),
6.99-7.71(15H, m),

8.36(1H, d, J=8.5Hz2),
9.14(1H, brs)
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(0474]

HE25F

(173)03-321424 (P2003—"chAu24

EHif

g =

NMR (04E. 300MHz, CDCI,)

ICHS

0.92(3H, t, J=7.4Hz),
1.56-1.68(2H,m}, 2.14(2H, t,
J=7.5Hz), 2.84{3H, brs),
2.95(3H, brs), 3.54(2H, s),
4.29(1H, dd, J=11.4, 4.9Hz),
4.40{(1H, dd, J=11.4, 7.1Hz),
5.23-5.33(1H, m), 5.90(1H,
4, J=8.1Hz), 7.06(1H, d,
J=2.0Hz), 7.15-7.72(14H,
m), 8.36(1H, d, J=8.5Hz),
9.16{1H, bra)

- E

1.07{3H, t, J=7.3H2),
1.08{3H, t, J=7.3Hz),
2.97(3H, 8}, 3.10(3H, s),
3.18-3.31(4H, m),
3.59(2H, &},

4.87(2H, 4, J=4.1Hz),
6.38(1H, 4, J=8.2Hz),
6.92-7.64(18H, m),
7.83(1H, 4, J=6.8Hz)

E

1.21(8H, t, J=7.1Hz),
2.96(3H, ), 3.07(3H, s},
3.56(2H, 4, J=2.1Hz),
4.19(2H, q, J=7.1Hz),
4.20(2H, q, J=7.1Hz),
4.82and4.89(2H, each d,
J=11.2Hz), 6.36(1H, 4,
J=8.2Hz), 6.93-7.69(16H,
m}, 7.83(1H, d, J=6.8Hz)

E/l o° O—DHa

o.p. 108,

ﬁ‘s

oo

8-112.4

2.73-3.00(6H, br),

3.52(2H, &), 3.72(6H, ),
4.82(2H, &), 7.03(1H, d,
J=1.8Hz), 7.16-7.86(6H, m);
7.40(1H, dd, J=1.5, 7.56Hz),
7.45-7.65(6H, m), 7.69(1H,
dd, J=1.5, 7.2Hz), 8.35(1H,
d, J=8.7Hz2), 9.17(1H, br-s)

2-40

O o E'~S£lm’\m
e @AW il

m.p. 110-111

1.21(6H, t, J=7.1Hz),
1.81-1,60(6H, m),
1.67-1.82(2H, m),
2.40-2.57(1H, ,m),

2.88(3H, bre), 2.94(3H, bra),
3.53(2H, ),

4.14(4H, g, J=7.1Hz),
4.48(2H, s), 7.09{(1H, d,
J=1.8Hz), 7.21-7.72(9H, m),
8.37(1H, d, J=8.4Hz),
9.16(1H, brs).
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(0475]

H26Fk

(174)03-321424 (P2003—"chH 24

R

NMR {0 8, 300MHz, CDC1,)

2-41

g
FuF
.
(J %
0 o o
I o,
AT
o IIM’GH’
CH,

m.p. 108-110

0.95-1,19(6H, m),

1.21(6H, t, J=9.6Hz),
1.80-1.80(4H, m),
2.00-2.18(1H, m),

2.88(3H, bre), 2.95(3H, bra),
3.52(2H, ), 4.14(4H, g,
J=8.5Hz), 4.50(2H, s),
7.08(1H, d, J=2.7Hz),
7.18-7.73(H, m), 8.38(1H,
d, J=11,3Hz), 9.18(1H, brs).

2-42

St

m.p. 121-124

1.22(6H, t, J=7.2Hz),
2.84(3H, br.s},

2.94(3H, br.s}, 3.51(2H, g},
4,21(4H, q, J=7.2Hz),
4.83(2H, 8), 7.01(1H, d,
J=1.9Hz), 7.20(1H,
dd,J=8.7, 1.9Hz},
7.26-7.51(12H, m), 7.68(1H,
dd, J=7.5, 1.5Hz), 8.40(1H,
d, J=8.7Hz), 9.00{1H, br.s)

1.21(6H, t, J=7.2Hz),
2.57(3H, s), 2.75(3H, br.s),
2.94(3H, br.s}, 3.50(2H, s},
4.20(4H, ¢, J=7.2Hz),
4.82(2H, e), 7.00(1H, d,
J=1.9Hz),

7.18(1H, dd, J=8B.5, 1.9Hz),
7.26-7.59(11H, m), 7.70{1H,
dd, J=7.6, 1.5Hz),

7.96(1H, d, J=8.3Hz),
8.35(1H, d, J=8.6Hz),
9.13(1H, br.s}

Qg

1.07(6H, t, J=7.3Hz),
2.76(3H, s), 2.86(3H, s),
3.21-3.30(4H, m), 3.57(2H,
8), 4.83(2H, &), 6.82(1H, d,
J=8.3Hz), 8.98-7.45(16H,
m), 8,24(1H, 4d, J=7.8,
1.8Hz), 8.44(1H, 4,
J=8.5Hz), 10.4(1H, brs)

AL .
9,
gk
é’/ﬁ\ o "J,U-I“ ‘Lﬂ"a
o

1.22(6H, t, J=7.1Hz),
2.75(3H, s), 2.82(3M, s),
3.54(2H, a), 4.21(4H, q,
J=7.1Hz), 4¢.83(2H, 8),
8.82(1H, d, J=7.6Hz),
7.05(1H, d, J=2,0Hz),
7.09-7.46(13H, m),
8.24(1H, dd, J=7.8, 1.8Hz),
8.42(1H, d, J=8.5Hz),
10.4(1H, brs)
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(0476]

w2 TR

(175)03-321424 (P2003—eHj24

EHHA

NMR (3 fii, 300MHz, {DC,)

WX
O 0 D\%u’\
nﬁfjo s
o zH’ ’

1.22(6H, t, J=7.2Hz),
2.90(8H, br.4),

2.97(3H, br.s), 8.62(2H, 8),
4.21(4H, g, J=7.2Hz),
4.83(2H, s),

7.06(1H, d, J=1.9Hz),
7.20(1H, dd,J=8.7, 1.9Hz),
7.29-7.73(13H, m), 8.33(1H,
d, J=8.7Hz), 9.27(1H, br.s}

’
o™
: é GH,
o o
N (Lcﬂ

~CH,

1.21(6H, t, J=7.2Hz),
2.44(3H, s), 2.77(3H, br.g),
2.91(3H, br.s), 3.50(2H, &),
4.20(4H, q, J=7.2Hz),
4.82(2H, s),

7.01(1H, d, J=2.2Hz),
7.18(1H, dd,J=8.7, 2.2Hz),
7.30-7.59(12H, m),
8.36(1H, d, J=8.7Hz),
9.08(1H, br.s)

m.p. 105-108

1.21(6H, t, J=7.1Hz),
2.44(3H, &), 2.80(3H, br.s),
2.94(SH, br.s), 3.50(2H, 8),
4.20(4H, q, J=7.1H2),
4.82(2H, 8),

7.02(1H, d, J=2.2Hz),
7.16-7.30(8H, m),
7.56-7.63(5H, m), 8.36(1H,
d, J=8.7Hz), 9.14(1H, br.s)

2.66(8H, s), 2.86(3H, bra),
2.96(3H, brs), 3.61(2H, 2,
4.28-4.30(2H, m),
4.71-4.79(1H, m),
4.98((1H, d, J=7.1Hz},
7.09(1H, d, J=1.9Hz),
7.18-7.71(14H, m),
8.37(1H, d, J=8.THz),
9.16(1H, brs)

1.19(3H, t, J=7.1Hz),
2.86(3H, brs), 2.95(8H, brs),
3.52(2H, s),

3.89(1H, dd, J=9.1, 6.0Hz),
4.02-4.19(2H, m),

4.34(1H, dd, J=10.9, 6.0Hz),
4.58(1H, dd, J=10.9, 9.1Hz),
7.06(1H, d, J=2.3Hz),
7.18-7.71(14H, m),

8.36(1H, d, J=8.6Hz),
9.17(1H, brs)
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(0477]

(176) 03—-321424 (P200 3 —eFliti&

6.11-6.19(1H, m),
7.12-7.70{16H, m),
8.33-8.38(1H, m),
9.17(1H, brs)

28k
£y ] Wi NMR (&4, 300MHz, (DCI,)
e 1.12-1.18(3H, m),
2.21-2.48(2H, m),
2.64-3.43(5H, m),
@ 3.55-3.58(2H, m),
2-51 0 R 4.45-5.29(2H, m),
I
J "@ °)W
o r‘J’CH' By
cH,

Conformer

2o

1.24(6H, t, J=7.0Hz),
1.50-1.64(2H, m),
2.25-2.36{2H, m),
2.77-3.02(6MH, br), 8.54(2H, &),
3.99-4.08(2H, m),
4.16-4.20(4H, m),

7.10{1H, d, J=1.9Hz),
7.24-7.43(7H, m),
7.44-7.57(2H, m),
7.59-7.64(4H, m), 7.68(1H, dd,
J=1.5, 7.2Hz), 8.36(1H, 4,
J=8.7Hz), 9.16(1H, s)

1.21(6H, t, J=7.0Hz),

2.82(3H, br.s), 2.95(3H, br.e),
3.50(2H, s), 3.88(3H, s),
4.21(4H, q, J="7.0Hz), 4.82(2H,
8), 6.87(1H, d, J=2.6Hz),
6.99(1H, dd,J=8.5, 2.6Hz),
7.03(1H, &, J=1.8H=), 7.18(1H,
dd, J=8.5, 1.8Hz),
7.29-7.69(10H, m), 8.35(1H, 4,
J=8.8Hz), 9.17(1H, br.s)

J i o%”’\cﬂ
O NJ?;; Tl

1.21(6H, t, J=7 0Hz),
2,81(3H, br.s),

2.94(3H, br.s), 3.51(2H, s},
4.20(4H, q, J=7.0Hz), ’
4.83(2H, s), 7.04(1H, d,
J=2.2He), 7.19(1H, dd,J=8.4,
2.2Hz), 7.30-7.66(12H, m),
8.33(1H, d, J=8.5Hz),
9.28(1H, br.s)

1.20(8H, t, J=T.1Hz),
2.11(8H, s), 2.88(3H, brs},
3.04(3H, brs), 3.48(2H,s),
4.19(4H, ¢, J=7.1Hzg),
4.81(2H, o),
7.04(1H, d, J=2.0Hz),
7.12(1H, dd, J=2.0Hz,
J=B.5Hz}, 7.24-7.50(10H, m),
7.60(2H, d, J=8.1Hz),
8.10(1H, 4,
J=8.5Hz), 9.06(1H, brs}.
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(177)03-321424 (P2003—el24

J=8.7Hz), 7.23-7.64(12H, m),
7.68(1H, dd, J=2.0Hz,
J=8.1Hz),

8.34(1H, d, J=8.1Hz),

m2oR
FE N it NMR (31, 300MHz, CBCly)
F. _F 2.81(3H, brs),
F 2.93(3H, brs), 3.52(2H,s),
4.45-4.60(4H, m), 4.88(2H, s},
O 7.02(1H, d, J=2.0Hz),
9-56 0 0 o\ |T18GH,  dd,  J=2.0He,
| o g ok 3
O y oF,
H’C\ﬁ‘ o
CH,

9.10(1H, bra).

Y
ﬁ@ L

v o
S mp 11651195

1,21{6H, t, J=7.1Hz),
2.95(3H, brs),

3.01(3H, brs), 3.562(2H, s),
4.21(4H, q, J=7.1H3z),
4.83(2H, s), 7.10(1H, &),
7.14-7.63(12H, m),
7.76((1H, 4, J=6.6Hz),
8.22(1H, d, J=8.7Hz),
9.34(1H, brs).

0, 'OO%W
Tl
L,U

mp 119-121

1.23(8H, t, J=T7.1Hz),
2.85(6H, br-s),
3.65(2H, 8},

4.22(4H, q, J=7.1Hz),
4.83(2H, s},

7.03((1H, d, J=7.6Hz),
7.24-7.74(13H, m),
8.36(1H, d, J=12.2H2),
9.45(1H, br-s).

1.22(6H, t, J=7.1Hz),
2.87(3H, s,

2.96(3H, s},

3.61(2H, s}, 4.22{4H, q,
J=7.1Hz),

4.85(2H, s}, 7.06(1H, brs},
7.25-7.68(14H, m),
7.77(1H, d, J=7.1Hz).

S o%,\
Cogrr i

1.22(6H, t, J=7.1Hz},

2.86(3H, brs), 2.95(3H, s),
3.50(2H, &),

4,22(4H, q, J=7.1Hz),
4.85(2H, s),

7.00(1H, d, J=1.5Hz),
7.20-7.66(13H, m),

7.73(1H, dd, J=1.6Hz,
J=7.1Hz)}, 7.97(1H, brs).
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E3I0&K

(178) 03—-321424 (P2003—824

£mH

NMR (&4, 300MHz, CDCly}

O;
o,

MiEL
Fo_F
F
0,
tH,
o, ’ 10"'
L"

mp 131-133

1.21{6H, t, J=7.2Hz),
2.88(3H, bra),

2.97(3H, bra),

3.52(2H, »),

4.20(4H, q, J=7.2Hz),
4.83(2H, &), 7.07(1H, d,
J=2.2Hz}, 7.18-7,72(13H, m),
8.38(1H, d, J=8.4Hz),
9.33(1H, brs).

cn ET%?

mp 120-125

1.21(6H, t, J=7.1Hz2),

2.87(2H, bra),

2.96(3H, brs),

3.52(2H, a),

4.21(4H, q,

J=7.1Hz}, 4.83(2H, s},

7.07(1H, 4, T=1.8Hz),

7.17-7.72(18H, m),

8.32(1H, d, J=8.4Hz),
9.82(1H, br-s).

1.22(6H, t, J=7.2Hz),
2.83(8H, brs), 2.94(3H, bras),
3.48(2H, s), 4.23(4H, q,
J=7.21Hz), 4.94(2H, s),
6.98(1H, d, J=1.9Hz),
7.12-7.96(10H, m),
8.30(1H, d, J=8.8Hz),
8.38(1H, dd,
J=8.9Hz),

9.08(1H, brs),
9,22(1H, d, J=2.6Hz).

J=2.6Hz,

1.21(6H, t, J=7.2H=), 2.63(3H,
brs), 2.94(3H, brs}, 8.48(2H, s},
3.45(1M, brs), 3.71(1H, bra),
4.20(4H, q, J=7.2Hz),

4.88(2H, &), 6.83(1H, 44,
J=8.0Hz, J=8.3Hz),

7.03(1H, d, J=1.9Hz),
7.11-7.72(10H, m),

7.83(1H, d, J=2.1Hz),

8.25(1H, d, J=8.6Hz),

9.14(1H, brs).

mp 148-155

1.21(6H, t, J=7.2Hz),
2.83(3H, brs),

2,93(3H, brs), 3.49(2H, &),
4,21(4H, q, J=7.2Hz),
4.93(2H, s),

7.03(1H, d, J=1.9Hz),
7.13-7.73(12H, m),
8.33(:H, d, J=8.6Hz),
8.47(1H, d, J=3.8Hz),
9.17(1H, bes).
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(0480]

wm31E

(179)03—-321424 (P200 3 —xDif&

Ed

i

NMR (6fi, 300MHz, CDCIy)

1.23(6H, t, J=7.2Hz),
2.88(3H, s},

2.97(3H, a}, 3.61(2H, s),
4.23(4H, q, J=7.2Hz),
4.85(2H, 8},

7.03(1H, d, J=7.1Hz),
7.23-7.68(12H, m),

7.74(1H, dd, d=1,1Hz,
J=".5Hz). 7.84(1H, brs).

1,23(6H, t, J-7.2Hz=),
2.88(3H, s),

2.96(3H, a), 3.62(2H, &),
4.23(4H, q, J=7.2Hz),
4.856(2H, ),

7.09(1H, d, J=7,5Hz),
7.24-7.68(12H, m),
7.74-7.80(2H, m).

EAW it

1.22(6H, t, J=7.2Hz),
2.26(3H, s),

2.84(3H, brs), 2.956(3H, brs),
3.4B(2H, 5), 4.10-4.61(4H, m),
4.88(2H, &),

6.99-7.73(14H, m),

8.43(1H, d, J=8.3Hz),
9.18(1H, brs).

1.21(6H, t, J=7.2Hz),
2.32(3H, s),

2.81(3H, brs), 2.93(3H, brs),
3.51(2H, s), .
4.20(4H, q, J=7.2Hz),
4.81(2H, 8),

7.01-7.74(14H, m),

8.36(1H, d, J=8.3Hz),
9.19(1H, br-a).

5 !

éﬁ ° ff‘"

O :

T
o,

1.21(6H, t, J=7.2Hz),
2.33(3H, ),

2.82(3H, brs), 2.94(3H, brs),
3.51(2H, ),

4,20(4H, q, J=7.2Hz)},
4.81(2H, o),

7.01-7.74(14H, m),

8.35(1H, d, J=8,3Hz),
9,19(1H, brs).
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E3I2F%

(180)03—-321424 (P2003—xM24

£

NMR (0 4. 300MHz, CDCIy)

e
0
y e,
[+] CH,

|
o,

A

i
HE.,

1.24{6H, t, J=7.2Hz),
2.84(3H, br-g),
2.96(3H, brs), 3.44(2H, s),

4.12-4.85{4H, ,m), 4.94(2H, ),

7.00(1H, 4, J=2.2Hz),
7.056-7.73(18H, m)
8.31(1H, d, J=8.3Hz),
9.19(1H, bras).

& G
. .',f?w >

@, mpi2221250

1.22(6H, t, J=7.1Hz),
2.81(3H, bra),

2.94(3H, bra), 3.51{2H, &),
4.21(4H, q,

J=7.1Hz), 4.80(2H, s),
7.03(1H, d, J=2.2Hz),
7.14-7.64{12H, m),
7.70(1H, dd,
J=1.2Hz),

8.36(1H, d, J=8.6Hz),
9.19(1H, brs).

J=16Hz,

1
FuLF

O
e @ x

mp 132.0-134.4

1.21(6H, t, J=7.2Hz},
2.80{(3H, brs),

2.94(3H, bra),

3.50(2H, s}, 4.20{4H, q,
J=7.2Hz), 4.80(2H, s),
7.02(1H, d, J=2.3Hz),
7.18-7.71(18H, m),
8.36(1H, d, J=8.3Hz),
9.18(1H, brs).

1.16(3H, t, J=7.0Hz),
1.18(3H, t,d=7.2Hz),
2.82(3H, brs), 2.93(3H,brs),
3.04(1H, d, J=16.5Hz),
3.20(H, d, J=16.6Hz), ’
3.46(2H, 5), 4.04-4.20(4H, m),
4,76(1H,d,J=11.4H2),
4.82(1H,d,J=11.4Hz),
6.98(1H, d, J=2.2Hz),
7.11-7.72(14H, m),

8.834(1H, d, J=8.8Hz),
9.17(1H, brs).

D -

N® o
éﬂ, mp 121.0-124.0

1.22(6H, t, J=7.1Hz),
2.84(3H, brs),

2.94(3H, brs), 3.44(2H, &),
3.74(3H, s),

4.22(4H, q, J=7.1Hz),
4.81(2H, s),
6.84-7.71(14H, m),
8.32(1H, 4, J=8,7Hz),
9.18(1H, brs).
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H3I3K

(181)03—-321424 (P2003—F 24

£

wEA

NMR (&f#. 300MHz, CDCl,)

Ma0.

1.21{6H, t, J=7.1Hz),
2.82(3H, brs),
2.94(3H, bra), 3.51(2H, s),
3.77(3H, s),

4.20(4H, q, J=7.1Hz),
4.81(2H, o),
6.85-6.91(3H, m),
7.04(1H, d, J=1.9Hz),
7.18-7.71(10H, m),
8.35(1H, d, J=8.3Hz),
9.19(1H, brs).

1.21(6H, t, J=7.1Hz),
2.80(3H, brs),

2.93(3H, brs), 8.51(2H, s),
3.79(3H, a), 4.204H, q,
J=7.1Hz), 4.80{2H, @),
6.84(2H, dt, J=8.6Hz,
J=3.4Hz), 7.03(1H, d,
J=1.9Hz), 7.19-7.71(11H, m),
8.36(1H, &, J=8.7Hz),
9.18(1H, brs).

£ &,
mp. 118-113

1.21(6H, t, J=7.2Hz),
2.82(3H, bra), 2.94(3H, brs),
3.52(2H, a),

4.21(4H, q, J=7.2Hz),
4.83(2H, ), 7.05(1H, s},
7.19-7.30(6H, m),
7.61-7.84(TH, m),

8.34(1H, d, J=8.3Hz),
9.40(1H, bra)

A
i
&,

m.p. 135-138

1.20(6H, t, J=7.2Hz},
2.86{(3H, brs), 3.06(3H, brs),
3.50{(2H, s}, 4.20(4H, q,
J=7.2Hz), 4.82(2H, a),
7.06(1H, 8}, 7.15(1H, dd,
J=2.1, 8.3Hz),
7.28-7.63(12H, m),

8.14(1H, d, J=8.3Hz),
9.25(1H, bra)

FF
F

OT E\%"’\m

m.p. 128-130

1.21(6H, t, J=7.0Hz),
2.88(8H, brs), 3.00(3H, hrs),
3.51(2H, =),

4.21{4H, q, J=7.0Hz),
4.82(2H, 8),

7.05(1H, d, 1-2.2Hz),
7.19(1H, dd, J=2.2, 8.4Hz),
7.25-7.65(12H, m),

8.27(1H, d, J=8.4Hz),
9.28(1H, brs)
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#E34FE

(182)03—-321424 (P2003—824

s

HiER

NMR (Jf. 300MHz, CDCly)

1.24(6H, t, J=7.2Hz),

2.44(3H, s),

2.61(3H, t, J=7.1Hz),

2.86(3H, brs), 2.95(3H, brs),
3.48(2H, a),

4,07(2H, t, J=7.1Hz),

4.23(4H, q, J=7.2Hz),

4.82(2H, 8), 7.07-7.63(14H, m),
8.37(1H, 4, J=8.7Hz),

9.12(1H, bre)}

1.21(6H, t, J=7.1Hz), 1.46(3H,
t, J=7.2Hz), 2.81(3H, bra),
2.96(3H, brs), 8.50(2H, s),
4,11(2H, q, J="7.2Hz}, 4.21(4H,
q, J=7.1Hz), 4.82(2H, &),
6.86(11], 4, J=2,6Hz), 6.97(1H,
dd, J=2.6, 8.7Hz), 7.03(1H, 4,
J=1.9Hz), 7.18(1H, dd, J=1.9,
8.7Hz), 7.28-7.80(6H, m},
7.56-7.67(5H, m), 8.36(1H, 4,
J=8.7THz), 9.17(1H, brs)

1.21{8H, t, J=7.2Hgz}, 1.28(6H,
d, J=6.0Hz), 2.81(3H, bra),
2.95(3H, bre), 4.21(4H, q,
J=T7.2H3z), 4.64(1H, sept,
J=6.0Hz), 4.82(2H, s), 6.85(1H,
d, J=2.2He), 6.96(1H, dd,
J=2.8, 8.7Hz), 7.03{1H, d,
J=2.2Hz), 7.18(1H, dd, J=8.7,
1.9Hz), 7.28-7.80(5H, m},
7.66-7.66(6H, m), 8.36(1H, d,
J=8.3Hz), 9.16(1H, bre)

1.24(6H, t, J=7.2Hz},
2.61{2H, t, J=7.1Hz),
2.89(3H, brs), 2.94(3H, bra),
3.47(2H, ),

4.08(2H, t, J=7.1Hz},
4.24(4H, q, J=7.2Ha),
7.11-7.39(7TH, m),
7.61-7.83(TH, m),

8.34(1H, d, J=8.7Hz),
9.36{1H, brs)

2-85

mp. 107-108

1.20{6H, t, J=7.2Hz},

2.81(8H, brs), 3.02(3H, brs),
3.49{2M, &), 3.78(3H, 8},
4.20(4H, q, J=7.2Hz), 4.81(2H,
s), 7.02(1H, d, J=1.9Hz),
7.07(1H, d, J=8.3Hg), T.15(1H,
dd, J=2.3, 8,7Hz),

7.24-7.30(6H, m), 7.41-7.60(5H,

m), 8.22(1H, d, J=8.7Hz),
9.05(1H, hrs)
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(0484]

#H3IHR

(183)03-321424 (P2003—8J24

Ed i)

NMR (6 {H. 300MHz, CDC1,}

FuF
F

¢
LY,

iR
o™
oit o
CH,
Mzc’"s
Ly

m.p, 125-129

1.21(6H, t, J=7.2Hz),
2.48(3H, &), 2.69(3H, brs),
2.91(3H, brs), 3.50(2H, s),
4.21(4H, q, J=7.2Hz),
4.82(2H, o),

6.99(1H, d, J=2.2Hz),
7.20(1H, dd, J=1.5, 8.3Hz),
7.28-7.41(8H, m),
7.57-7.64(4H, m), 8.18(1H,
d, J=8.6Hz), 8.81(1H, brs)

1.23(6H, t, J=7.2Hz),
3.00(3H, bra), 3.03(3H, brs),
3.58(2H, s}, 4.22(4H, q,
J=7.2Hz), 4.85(2H, 8),
7.18(1H, 4, J=1.9Hz),
7.28+7.33(6H, m), 7.79(1H,
d, J=7.9Ha), 7.92(1H, d,
J=17.9Hz)}, 7.99{1H, s),
8.85(1H, d, J=8.3Hz),
9.46(1H, s)

1.21{6H, t, J=7.2Hz),
2.33(3H, s), 2.76(3H, bra),
2.93(3H, brs), 3.50(2H, s},
4.21{4H, q, J=7.2H2),
4.82(2H, s},

6.99(1H, 4, J=1.2Hz),
7.14-7.651(13H, m},
7.65(1H, d, J=7.6Hz),
8.34(1H, d, J=8.6Hz),
8.78(1H, brs)

1.24(6H, t, J=7.2Hz),
1.29(3H, t, J=7.6Hz),
2.92(2H, q, J=7.6H3z),
3.03(6H, brs), 3.57(2H, &), -
4.23(4H, q, J=7.2Hz),
4.85(2H, s), 7.18(1H, d,
J=2.3Hz), 7.27-7.33(6H, m),
7.51-7.60(3H, m), B.40(1H,
d, J=8.2Hz), 9.51(1H, brs)

m.p. 110-112

1.21{(8H, t, J=7.1Hz),
1.22(3H, t, J=6.9Hz),
2.64(H, q, J=6.9Hz),
2.75(3H, bre), 2.93(3H, brs),
3.60(2H, s}, 4.21(4H, q,
J=7.1Hz), 4.82(2H, 8},
6.99(1H, d, J=1.8Hz),
7.17-7.66(14H, m), 8.30(1H,
d, J=8.8Haz), 8.76(1H, brs)
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Ik

(184) 03—-321424 (P2003—8H+t24

EHEH

i

NMR (04, 300MEz, CDC1,)

1.21(6H, ¢, J=7.1Hz), 2.13(3H,
8), 2.71(3H, bra), 2.89(3H,
brs}, 3.49(2H, &), 4.20(4H, q,
J=7.1Hz), 4.82(2H, s},
5.10(1H, s), 6.43(1H, s},
6.958(1H, d, J=2.2Hz),
7.19(1H, dd, J=1.9, 8.3Hz),
7.28-7.63(12H, m), 7.67(1H, d,
J=7.6Hz), 8.38{1T, d,
J=8.6Hz), 8.87(1H, bra)

mp. 107-110

1.21(8H, t, J=7.1Hz), 1.21(6H,
t, J=7.1Hz), 2.76(3H, bra),

2 89(1H, sept, J=7.1Hz},
2.94(8H, bre), 3.50(2H, »),
4.21(4H, q, J=7.1Hz),
4.82(2H, &), 7.0101H, d,
J=1.9Hz), 7.14-7.61(153H, m),
7.62(1H, d, J=6.4Hz),
8.21(1H, d, J=8.3Hz),
8.70(1H, brs)

1.23(6H, t, J=7.2Hz},
2.12(3H, 4}, 2.99(3H, bra),
3.04(3H, brs), 3.56(2H, a),
4.23(4H, q, J=7.2Hz),
4.85(2H, 1), 6.15(1H, a),
5.23(1H, a), 7.15(1H, d,
J=1.8Hz), 7.25-7.81(8H, m),
7.56(1H, a), 7.61(1H, ¢,
J=7.9Hz), 7.73(1H, 4,
J=7.9Hz), 8.36(1H, 4,
J=8.3Hz), 9.35(1H, m)

1.24(6H, t, J=T.2Hz},
1.29(6H, t, J=6.8Hz},
3.03(6H, bra}, 3.44(1T, sept,
J=6.8Hz), 3.67(2H, a),
4.23(4H, g, J=7.2Hz),
4.85(2H, a), 7.18(1H, d,
J=1.9Hz)}, 7.26-7.33(6H, m},
7.52(2H, a), 7.63(1H, »),
8.41(1H, d, J=8.3Hz),
9.44(1H, brs)

1.23(6H, t, J=7.1Hz),
3.01(3H, brs), 3.10{3H, bra),
3.57(2H, s), 4.23(4H, q,
J=17.1Hz), 4.85(2H, s),
5.91-6.95(1H, m),
7.20-7.41(12H, m),

7.46(1H, s},

7.66(1H, d, J=7.THz),
8.29(1H, d, J=8.3Hz),
9.78(1H, s), 10.17(1H, brs)}

(0485]
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(0486]

W3TE

(185)03—-321424 (P2003-8I6G24

Ef T

NMR (5. 300MHz, CDCL,)

:EE:I "

1.21(6H, t, J=7.1Hz),
2.75(3H, brs), 3.02(3H, brs),
3.65(2H, s),

4.20(4H, q, J=7.1Hz),
4.84(2H, 5),

6.92(1H, d, J=8.3Hz),
7.15-7.68(14H, m),

8.07(1H, dd, J=1.8, 7.7Hz)

1.22(6H, t, J=7.1Hz},
2.83(3H, brs), 2.86(3H, brs),
3.53(2H, s},

4.21(4H, q,, J=7.1H2),
4.83(2H, &), 6.85(1H, d,
J=7.7Hz), 7.07(1H, d,
J=2.0Hz), 7.20-7.52(12H, m),
8.26(1H, dd, J=1.8, 7.9Hz),
B.41(1H, 4, J=8.5Hz),
10.48(1H, brs)

0.65(6H, t, J=7.4Hz),
1.69{4H, q, J=7.4Hz2),
2.81(3H, bzs), 2.94(3H, brs),
3.60(2H, s}, 4.30(2H, a),
7.02(1H, 4, J=1.8Hz),
7.18-7.62(18H, m),

7.70{1H, d, J=7.3Hz),
8.35(1H, d, J=8.5Hz),
9.15(1H, brs)

1.21(6H, t, J=7.1Haz),
2.87(6H, brs), 3.53(2H, »),
4.21(4H, q, J=7.1Hz),
4.83(2H, s), 6.92(1H, d,
J=7.6Hz), 7.08(1H, 4,
J=2.1Hz}, 7.20-7.48(10H, m),
7.63(2H, d, J=8.7Hz),
8.23(1H, dd, J=1.7, 7.9Hz),
8.35(1H, d, J=8.5Hz),
10.38(1H, brs}

2-100

0.85-0.93(4H, m),

2.78(3H, brs), 2.93(3H, brs),
3.52(2H, s), 4.16(2H, s},
7.04(1H, d, J=2.1Hz),
7.17-7.61(18H, m}, 7.70(1H,
dd, J=1.5, 7.2Hz), 8.35(1H,
d, J=9.0Hz), 9.15(1H, bra}
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(0487]

#H3 88X

(186) 03—-321424 (P2003—-8C24

EEH

NMR (61€, 300MHz, CDClg)

2-101

. FF WiE R O
o 3.

2.79(3H, bre), 2.94(3H, brs},
3.45(2H, 9),

4.3101H, t, J=7.6Hz},
4.62(2M, d, J=7.6Hz),
6.96(1H, d, J=2.0Hz),
7.15-7.89(19H, m),

8.30(1H, d, J=8.5Hz),
9.16(1H, brs)

2-102

2

2]
|
G4 mp. 108.0-109.0

1.62-1.76(4H, m),
1.82-1.99(4H, m},
2.78(3H, brs),

2.93(3H, bre), 3.44(2H, s),
4.08(2H, s),

6.97(1H, d, J=2,0Hz),
7.09-7.26(6H, m),
7.36-7.72(8H, m), 8.34(1H,
d, J=8.5Hz), 9.16(1H, brs)

2-103

e
| o
o,

2.40(1H, t, J=5.7Hz),
2.42(1H, t, J=6.3Hz),
3.53(2H, =), 2.80(3H, brs),
2.93(3H, brs), 3.82(2H, 44,
oH J=6.3, 11.4Hz), 3.96(2H, dd,
OH J=5.7, 11.4Hz), 4.58(2H, s},
7.01(1H, d, J=1.8Hz),
7.14-7.71(14H, m), 8.29(1H,
d, J=8.4Hz), 9.05(1H, brs)

2-104

1.98(6H, s}, 2.83(3H, brs),
2.93(3H, brs), 3.4902H, o),
4.40(4H, s), 4.44(2H, g},
7.00(1H, d, J=2.2Hz),
7.15(1H, dd, J=2.2, 8.4Hz), '
7.22-7.85(12H, m),

7.70(1H, dd, J=1.9, 7.0Hz),
8.32(1H, d, J=8.4Hz),
9.13(1H, brs)

2-105

mp. 98. 8-103. 3

1.23(6H, t, J=7.1Hz),
2.83(3H, brs), 2.94(3H, brs),
3.51(2H, =),

4.22(4H, q,,
J=7.1Hz),4.82(2H, 8),
6.94-7.04(3H, m),
7.16-7.71(10H, m),

8.34(1H, d, J=8.5Hz},
9.17(1H, brs)

(£39]
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(0488]

E3IOHE

(187)03—-321424 (P200 3 —SBt&fE

EHi

HiE X

NMR (614, 300MHz, CDCL,)

2-106

E
FulF

SR

. 116.1-121.6

1.22(6H, t, J=7.1Hz),
2.81(8H, brs), 2.93(3H, brs),
3.60(2H, 8),
4.20(4H, g, J=7.1Hz),
4.79(2H, s},
7.01-7.04(2H, m},
7.25-7.71(11H, m),

8.35(1H, d, J=8.5Hz),
9.17(1H, brs)

1-107

o,

1.25{(6H, t, J=7.1Hz),
2.75(3H, brs), 2.92(3H, brs),
3.78(2H, 8},

4.22(4H, q, J=7.1Hz),
4.85(2H, s), 6.98(1H, &),
7.28-7.72(13H, m),

8.71(1H, 8}, 9.52(1H, brs}

2-108

1.22{6H, t, J=7.2Hz),
2,18(3H, s}, 2.85(3H, brs),
2.93(3H, brs), 3.50(2H, s},
4.16-4.26{4H, m), 4.80(2H,
8), 6.78(1H, d, J=5.1Hz),
7.06(1H, d, §=2.2Hz),
7.15(1H, d, J=6.2Hz),
7.16-7.64(8H, m), 7.69(1H,
dd, J=1.5, 7.3Hz), 8.33(1H,
d, J=8.5Hz), 9.16(1H, brs)

2-109

AL

cH,
e

R np. 104.6-108. 3

1.22(6H, t, J=7.2Hz=),
2.44(3H, s), 2.84(3H, brs),
2.04(3H, bre), 3.52(2H, 9),
4.20(4H, q, J=7.2Hz),
4.78(2H, &), 6.58(1H, dd,
J=1.2, 3.5Hz}, 6.76(1H, d,
J=3.5Hz), 7.04(1H, 4,
J=2.0Hz), 7.20(1H, dd, J=2.1,
8.6Hz), 7.37-7.62(7TH, m),
7.68(1H, dd, J=1.4, 7.6Hz),
8.33(1H, d, J=8.4Hz),
9.17(1H, brs)

2-110

TR
o 'll,.cu, o,
o,

np. 121, 5-124.7

1.22(6H, t, J=7.1Hz),
2.85(3H, brs), 2.94(3H, brs),
8.46(2H, &), 4.23(4H, q,
J=7.1Hz), 4.97(2H, 8),
7.00(1H, d, J=2.2H3),
7.13-7.16(1H, m), 7.36(1H,
d, J=3.3Hz), 7.38-7.71(8H,
m), 7.76(1H, d, J=3.3Hz),
8.31{1H, d, J=8.5Hz),
9.16(1H, brs)
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(0489]

H40%K

(188) 03—-321424 (P2003—Hi24

£l

NMR {aff. 300MHiz, CDCl,)

2-111

0.97(6H, d, J=7.2Hz),

1.21(6H, t, J=7.2Hz),

2.46(1H, sep. J=7.2Hz),
2.88(3H, bra), 2.94(2H, bra),
3.52(2H, s), 4.16(4H, q,
J=7.2Hz), 4.50(2H, s},

7.09(1H, d, J=2.3Hz),
7.20-7.72(9H, m),

8.34(1H, d, J=8.3Hz),

9.16(1H, brs).

2-112

0.90(3H, t, J=7.2Hz),

0.92(3H, t, J=6_6Hz),
0.95-1.10(1H, m), 1,21(3H, ¢,
J=7.2Hz), 1.48-1.62(1H, m),
2.05-2.16(1H, m), 2.88(3H,
bra), 2.94(3H, brs), 3.52(2H, s),
4.14(4H, q, J=7.2Hz),

4.51(2H, s, 7.0801H, d,
J=1.9Hz}, 7.21-7.72(9H, m),
8.36(1H, d, J=8.3Hz),

9.16{1H, bre).

2-113

0.83(6H, d, J=6.4Hz), 1.21(6H,
t, J=7.2Hz), 1.51-1.65(1H, m),
1.88(2H, 4, J=6.4Hz),

2.88(3H, brs), 2.94(3H, brs),
3.63(2H, s), 4.18{4H, q,
J=17.2Hz}, 4.52(2H, &),

7.08(1H, 4, J-2.3Hz),
7.22-7,71(9H, wm), 8.37(1H, 4,
J=8.3Hz}, 9.16(1H, brs).

2-114

0.88(3H, t, J=7.2He),
1.09-1.81(2H, m),

1.21(6H, t, J=7.2Hz),
1.79-1.93(2H, m),

2.89(3H, brs), 2.94(3H, brs),
3.53(2H, s),

4.15(4H, g, J=7.2Hz),

4.49(2H, g), 7.09(1H, brs),
7.21-7.74(8H, m), 8.37(1H, 4,
J=8.3Hz}, 9.15(1H, bra).

2-11%

mp 86.5-80.0

0.83(3H, t, J=7.5Hz),
1.21(6H, t, J=7.2Hz),
1.96(2H, q, J=7.5Hz),
2.88(3H, bra), 2.94(3H, brs),
3.58(2H, g),

4.16(4H, g, J=7.2Hz),
4.50(2H, s),

7.08(1H, d, J=1.9Hz),
7.21-7.74(%H, m),
8.36(1H, 4, J=8.7Hz),
9.15(1H, bra).
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(189

Ba1Ek

) 03-321424 (P2003—-I74#

EJ

NMR (af. 300MHz, CDCIy)

1-116

mp 97.5-98.0

S, oy
0o

0.86(3H, t, J=7.2M=),
1.06-1.36(4H, m),
1.21(6H, t, J=7.2Hz),
1.84-1.94(2H, m),
2.88(3H, brs}, 2.94(3H, brs),
3.53(2H, 8),

4.16(4H, q, J=7.2Hz),
4.49(2H, s),

7.08(1H, d, J=2.3Hz),
7.21-7.71(9H, m),
8.37(1H, d, J=8.6Hz),
9.16(1H, brs).

CH,

2-117

AR
o} rIJ’GH’ CH,
o

mp. 76.9-82,0

1.21(6H, t, J=7.1Haz),
2.67(2H, d, J="7.4Hz),
2.87(3H, brs}, 2.95(3H, bra),
3.54(2H, s), 4.10-4.20{4H, m),
4.47(2H, 8), 5.00-5.10{2H, m),
5.56-5.67(1H, m),

7.09(1H, &, J=2.1Hz),
7.24(1H, &, J=2.0Hz),
7.38-7.658(7H, m),

7.70(1H, &, J=1.4Hz),
8.37(1H, ¢, J=8.4Hz),
9.14(1H, bra}

<CH,

a-118

O,
«Eﬁ}

1.25(9H, t, J=7.2Hz),
2.89(3H, brs}, 2,95(3H, brs),
9.56(2H, s),

4.23(6H, q, J=7.2Hz),
4.70(2H, s),

7.11(1H, d, J=1.8Hz),
7.24(1H, d, J=2.2Hz),
7.28-7.70(8H, m),

8.36(1H, d, J=8.8Hz),
9.16(1H, bra}

CH,

FulF

2-119

* mp.72.3-78.6

. .
Sgrdlaly

0.87(3H, t, J=7.2Hz),
0.92(8H, t, J=6.8Hz),
1.00-1.16(2H, m),

1.20(6H, t, J=7.1Hz),
1.38-1.53(2H, m),
2.18-2.23(1H, m),

2.88(3H, brs), 2.95(3H, brs),
3.52(2H, s), 4.08-4.18(4H, m),
4.50(2H, d, J=2.1Hz),
7.08(1H, d, J=1.9Hz),
7.22-7.69(9H, m),

8.35(1H, d, J=8.6Hz),
9.16(1H, brs)

[0490] i 3
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(190) 03—-321424 (P200 3 —8+4f&

d) ZFERICLT 3 -2 hF 2 —4 -2 FagEE
oY R RS
[0492]) ¢c) 27
raTERRNT S
(fk120]

0 0
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—
0N g,
0Et OEt
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0
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0.~
AT

e
3~
0N OEt

OEt
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—4—zZrarver7z/r (1. 80g) ALY /—
L (25mL) #EiEle, ZEERE (270mg) Ok
VXN 73y (2. 7TmLl) EilE%E=EET 1 OEI
FCHETL. ORREEm L, KIBHEE 74 Mk
L. FilREFEEL . BRRE 29N 2—7 I THR
Lo 1 O%REEH B2 LORER. K. BEfIEIEKR TR
HL, WEEr N ATERE, ) AFVAT AT
VR TFT = (NFY Y EBLFL=4 1) T
BTz DERLEE] (1. 27 8) ZEHERE
ik LT
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B T TAFIL
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—_—

OEt
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V) TE/] T2V BRiE 2, 2-EARTS
—NEAN—2— T2 ZNIZFIL AT (300m
g ) FEREE — 2dc) kAR L TEBELEH (2
44meg) Bz (R4 28H)

[0497]) FHEPI3—3~3-15

a2k

(191)03—-321424 (P2003—724

7‘-,
“e

[(0498]
(4 2]

A

W 2

NMR (d. 300MBz, CDC1,)

O K
H%Tf O

1.19(6H, t, J=7.1Hz),
1.20(3H, t, J=7.1Hz),
3.49(2H, 8),

3.77(2H, g, J=7.1Hz),
4.18(4H, q, J=7.1Hz),
4.83(2H, s), 6.58(1H, d,
Jd=1.5Hz), 6.75(1H, d4,

| 9=1.5, 8.2Hz), 7.25-7,38(5H,

m)}, 7.44(1H, dd, J=1.5,
7.2Hz), 7.49-7.66(6H, m),
7.70-7.76(1H, m),

7.80(1H, dd, J=1.5, 7.2Hz),
8.35(1H, d, J=8.0Hz}

3-2

S

1.05(6H, t, J=7.2Hz),
3.23(4H, dq, J=7.2, 7.2H2),
3.48(2H, s), 4.83(2H, &),
6.48(1H, d, J=7.9Hz},
6.66(1H, dd, J=7.9, 1.9Hz),
6.77(1H, d, J=1.5Hz),
7.17-7.86(15H,

m) ,8.68(1H,a)

3-3

Q.

m.p. 112-114

1.05(6H, t, J=7.2Hz),
3.23(4H, dq, J=7.2, 7.2Haz},
3.53(2H, s), 3.56(3H, &)},
4.83(2H, 8, 6.60(1H, 8},
6.73(1H, 4, J=7.9Hz),
7.10-7.66(16H, m},
7.86(1H, dd, J=7.5, 1.6Hz),
8.33(1H, d, J=7.9Hz}

3-4

5%
cariiRats

1.19(6H, t, J=6.9Hz},
3.50(6H, a),

4.17(4H, q, J=6.9Hz),
4.83(2H, s), 6.58(1H, s},
6.76(1H, d, J=6.9Hz},
7.26-7.66(13H, m),
7.86(1H, d, J=7.3Hz},
8.31(1H, d, J=8,1Hz}

3-5

0o

0.84(6H, t, J=7.2Hz),
1.43(4H, tq, J=7.2, 7.2Hz),
3.16(4H, m), 3.62(2H, a),
3.55(3H, g), 4.83(2H, &},
6.60(1H, br.s),

6.72(1H, dd, J=8.3, 1.5Hz),
7.12-7.66(16H, m),
7.84(1H, dd, J=7.9, 1.9Hz},
8.33(1H, 4, J=7.9Hz)

(0499]

(£43]
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(0500]

F43&

(192)03—-321424 (P2003—>24

ES. 10

gt

NMR (5. 3004Hz, CDCl,)

3-6

1.13(6H, t, J=7.2Hz),

2.66(2H, t, J=8.0H2),

3.30(4H, dq, J=7.2, 7.2H2),
3.63(2H, 9), 3.57(3H, o),
4.12(2H, t, J=8.0Hz), 6.67{1H,
br.s), 8.82(1H, dd, J=8.3, 1.9Hz),
7.26-7.86(16H, m),

7.84(1H, dd, J=7.9, 1,9Hz),
8.33(1H, d, J=7.9Hz)

3-1

oy L

1.05(6H, t, J=7.2Hz),

1.24(8H, t, J=7.1Hz),
3.17-3.29(4H, m), 3.52(2H, a),
3.88(2H, q, J=7.1Hz),

4,82(2H, 8), 6.60(1H, 4,
J=1.6Hz), 6.69-6.76(1H, m),
7.04-7.14(2H, m), 7.156-7.22(2H,
m), 7.25-7.34(3H, m),
7.41-7.47(1H, m), 7.49-7.66(6H,
m), 7.78{1H, br-s), 7.77-7.83(1H,
m), 8.37(1H, d, J=8.3Hz)

1.13{8H, t, J=7.2Hz}, 1.24(3H, t,
J=7.1Hz), 2.49-2.59(2H, m),
3.31{4H, dq, J=5.8, 7.2Hz),
3.62(2H, s), 3.87(2H, q,
J=17.1Hz}, 4,07-4.17(2H, m),
6.68(1H, d, J=1.5Hz),
6.76-6.84(1H, m),
7.23-7.37(5H, m),
7.41-7.47(1H, m),
7.48-7.66(8H, m), 7.78(LH, s},
7.76-7.82(1H, m),

8.37(1H, d, J=8.3Fz)

3-9

1.10{6H, &, J=6.0Hz),
1.19(6H, {, J=7.2Hz), 3.48(2H, a),
4.19(4H, q, J=7.2Hz),
4.36(1H, sept, J=6.0Hg),
4.82(2H, 8), 6.62(1H, d,
J=1.5Hz), 6.70-6.77(1H, m),
7.27-7.32(5H, m),
71.41-7.46(1H, m),
7.49-7.67(6H, m),
7.72-7.82(2H, m),

8.39(1H, d, J=8.2Hz}

1.06(6H, t, F=7.2Hz), 1.13(6H, d,
J=6.1Hz), 8.28(4H, dq, J=5.6,
7.2Hz), 8.52(2H, 8), 4.40(1H,
sept, J=6.1Hz}, 4.82(2H, s),
6.62(1H, 4, J=1.5Hz),
6.67-6.76(1H, m}, 7.10(2H, br-t,
J=6.6Hz}, 7.16-7.23(2H, m),
7.24-7,35(8H, m), T.44{1H, dd,
J=1.5, 7.6Hz), 7.50-7.70(6H, m),
7.71-7.82(2H, m},

8.40(1H, d, J=8.3Hz)

(F£44]
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H44Ek

(193)03-321424 (P2003—0Li&&

EHEA

NMR (&4, 300Mdz. CDC1y)

3-11

1.18(6H, t, J=7.2Hz),
1.13(6H, d, J=6.1Hz},
2.48-2.60(2H, m),

3.31(4H, dq, J=5.7, 1.2Hz),
3.52(2H, »), 4.07-4.17(2H, m),
4.43(1H, sept, J=6.1Hz),
8.69(1H, 4, J=1.5Hz),
6.79(1H, dd, J=1.5, 8.3Hz),
7.23-7.37(5H, m),
7.41-7.46(1H, m),
7.48-7.68(8H, m),
7.72-7.82(2H, m),

8.40(1H, d, J=8.3Hz)

3-12

0.90(3H, t, J=7.4Hz),
1.05{(6H, t, J=7.3Hz),
1.53-1.69(2H, m),
3.16-3.30(4H, m),
3.53(2H, »),

3.75(2H, t, J=6.7Hz),
4,82(2H, s),
6.58-6.74(2H, m),
7.02-7.78(16H, m),
8.36(1H, d, J=8.2Hz)

1.04(8H, t, §=7.2Hz),
3.23{4H, dq, J=7.2, 7.2H2),
8.52(2H, &),

4.52-4.86(4H, m),
6.70-7.79(16H, m),
7.71{1H, br.8),

7.78(1H, dd, J=7.1, 1.9Hz),
8.40(1H, d, J=8.3Hz)

3-14

1.19(8H, t, J=7.1Hz),
3.49(2H, 8), 4.17(4H, q,
J=T.1Hz}, 4.78(2H, s),
4.83(2H, s),

6.70(1H, d, J=1.8Hz),
6.78(1H, dd, J=8.3, 1.5Hz),
7.21-7.57(12H, m), 7.70(1H,
br.g), 7.77(1H, dd, J=7.2,
1.9Hz), 8.38(1H, d, J=8.3Hz)

1.20(6H, t, J=7.2Hz),
3.47(2H, s), 4.19(4H, q,
J=7.2Hz), 4.82(2H, »),
6.29(1H, d, J=7.9Hz),
8.57(1H, dd, J=7.9, 1. 9Hz),
8.79(1H, d, J=1,9Hz),
7.18(1H, br.s),
7.28-7.74(11H, m),
7.86(1H, dd, J=7.9, 1.6Hz),
8.39(1H, s)

[0501]
W45k

(#4

5]

E 1

i

NMR (0148, 300MHz, CDC1,)

1.17(H, t, J=7.1Hz},
3.54(2H, s), 3.72(3H, s},
4.16(4H, q, §=7.1Hz),
4.83(2H, 3),
b8.72-6.80(3H, m),
7.29-7.66(12H, m),
8.14(1H, d&d, J=1.8, 7.7Hz)

(0502] FhEpl4

(b1

Z{3-VAFATI/—A4—-[ (4" —RUZA

OAFNE 722N — 2Ny PE3/7] 722
IV EERE 2, 2-YAZFINANNEAN -2 -7 x

ZIWVIEFN LTATI
a)

2—(3-7ox—4-Zhra7zZ)) T2
B tert—79INT2FN XF)N ITAFI
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(194) 03—-321424 (P200 3 —xfig#

5g) 3VAFNENATIFE (20mL) [Z8EEL .
HWTF. tert—790 XF) wOrBETLAFIL
(4. 292) OYAFILENLLETER (5mL) B
BEF LA, BB TER. 2-Tae—-4-714 00—
l—zbroaRy¥y (2. 7T1lg) DYAFILFILAT
SR (bmL) FREEBTHET L, BEiZRIGEER
6 0CIzT 3R L7, RIGESmEEHEE. 1N
ISEETRL | BEER L CIE L7, BRAEAR T
COOMe

0

2
Br

EWF AN a)y THLN2—- (3-ToE—-4—-=]
O7xb) varitert—790 T2FL X
Fio ZAFL (1. 18g) #7omkilbA (10m
L) REBELT M) 7ol (1 0g) 2RETE
Nz, RETSKEREREL,:, RIGESHE RS ENE
Bkl 0@ E | BREETL TR L. AR
BIEARTHRAEL, BB U A TR BRETA
ZrhD EELAEY (0. 820g) ik
e LTS,

[0504]) ¢) (B—=VAFLTE/—4-ZP027
=)L) BHE AFNL ZATFI

(b127]

/Q/\CUUMG 7 COONe
0N T oM

Br N
EEHldanh ) THLI: (3—7oE—4—2ha7
L) B AFAZATI (0. 320g) 25
Fern7Zy (10mL) ZEEL. PYZFLT I
(0. 237g) RUVAFILTEY (2M 715
LR 7780 0. 58mL) 212 . #EiEiEn

FL OB N T A TS, IBRERET AL
AFAZATNT T T 4 — (BEELFIL i AFH =

1:4~5) TRETZZXicEDEELE (7. 5
Ag) RkE LT,

[0503]1b) (3-—7oE—-4-=2b7=z2))
BEE AFN 2T

(k126

COOMe
CO0tBu \ ’J[:;:]”*\
; 0,N
Br

B, RIGEEMEBEL. S UAFVAFL707
N5 74— (BEETFIL  AFH =1 4) THEH
THIEICEDESELEM (0. 145g) 2= @ik
e LTEe.
[0505])d) (478 /-3-VAFNTE/T
=20) BElg AFL AT

(ft128]

COOMe COOMe

AN 2 N

EHhEFld D e) TR (3 -VRAFAT7TE/ -4
a7 ) B ZATN (0. 245
g) ZEMH1 —30d) LREERTRGIZTTZ &2k
DERELSH (0. 188g) 2l LTH
7z,

[0506)e) 2 {3V RAFNLTES 44—

[ (4 —PUZNATXFNE T 22— 2= AR
iy TR 7V BHEE 2, 2-U AN
NWNEAN— 2 -T2 ZVTF) TAF
(fbk129]

0
COOMe O .
W 0 NHEt
) S 0 o7 MHEL
-~ N b

(J

FhEFAnd ) THHLNL (4-7T 3/ -3 -V AFIL
TI/T7n2)V) BEEAFL T2FL (0. 188
g) 2EfH1De) 1DL) | 1Dg) LEKRTK
BT sz k DEELE (0. 058¢g) 2k
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(0509]

E46F

(195)03—-321424 (P2003—F 24

g i

38 L

NMR (351{d, 300MHz, CDC1,)

m
n

07

u:l‘:

Q
\
;

CH,

1.04(6H, t, J=7.2Hz},
2.26(6H, &), 3.23(4H, m),
3.51(2H, s}, 4.83(2L, s},
6.86-7.80(15H, m),
8.40(1H, d, J=8.7Hz),
8.45(1H, bra).

1-2

-
mmn

W
>3

1.05(6H, t, J=7.3Hz},
1.49(6H, br.s),

2.48(4H, br.s),

8.24(4H, dq, J=7.3, 7.3Hz),
5.53(2H, 8}, 4.84(2H, s},
6.93(2H, m),
7.20-7.70(15H, m),
8.40{1H, d, J=9.2Hz),
8.54(1H, br.s)

-
=T

V¥
>3

1.04{6H, t, J=7.3Hz),
1.76(4H, m),

2.59(4H, t, J=6.2Hz},
3.23(4H, dq, J=7.3, 7.3Hz),
3.51(2H, e}, 4.83(2H, s},
4.82(2H, m),
7.12-7.63(14H, m),
7.74(1H, 44, J=7.3, 1.4Hz)},
8.18(1H, br.s),

8.30(1H, d, J=8.1Hz)

4-4

n
mm

ofg

VoW

CH,

1.20{6H, t, J=7.1Hz),
1.48(6H, br.s),

2.47(4H, br.s), 8.49(2H, g),
4.19(4H, q, J=7.1Hz), )
4.83(2H, 9),

6.92-7.72(16H, m),

8.3%(1H, d, J=8.3Hz),
8.66(1H, br.s)

4-5

n
am

e

=

Cx

1.20{8H, t, J=7.2Hz},
1.74(4H, m), 2.67(4H, m),
3.48(2H, s}, 4.19(4H, q,
J=7.2Hz), 4.82(2H, s),
6.90(2H, m),
7.30-7.63(12H, m),
7.74(1H, 44, J=7.2, 1.5Hz),
8.20(1H, br.s),

8.29(1H, d, J=8.7THz)

(£47]
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(196

47k

) 03-321424 (P2003—>241

ES i #iE X

NMR (4{g. 300MHz, CDCL,)

4-6

1.20(6H, t, J=7.1Hz),
2.24(6H, s), 3.48(2H, &),
4.19(4H, q, J=7.1H=z),
4.82(20, a),
6.88-6.98(2H, m),
7.29(6H, brs),

7.43( 1H, d, J=7.2Hz),
7.48-7.60(2H, ,m),
7.62(4H, s, 7.77(1H, d,
J=7.5Hz), 8.39(1H, d,
J=8.3Hz), 8.47(1H, bra).

1.21(6H, t, J=7.0Hz),
2.38-2.47(4H, m),

3.61(2H, s),

3.53-3.60(4H, m),

4.20(4H, ¢, J=7.0Hz),
4.84(2H, s), 6.93(1H, s),
7.00(1H, dd, J=1.5, 7.4Hz),
7.29-7.35(5H, m),
7.47-7.68(TH, m),

7.73(1H, dd, J=1.8, 7.4Hz),
8.42-8.51(2H, m)

4-8

2ot o
S
S

0.67(6H, t, J=7.0Hz),
1.21(6H, t, J=7.2Hz2),
2.64(4H, q, J=7.0Hz),
3.49(2H, s), 4.21(4H, g,
J=7.2Hz), 4.83(2H, &),
6.90-7.01(2H, m},
7.28-7.36(6H, m),
7.42-7.66(TH, m),
7.69{1H, dd, J=1.5, 7.2Hz),
8.41(1H, d, J=8.3Hz),
8.85(1H, brs)

[0510] FHhEflb

2=[2—(2—412=AFN—3-[(4" —+VU7
AR AFNE 7 =2 —2-ANKZ) 73/]1 7
22 TRRRY) TN ] 2 -7 va s

)

2=AFN—3-ZpEEEFE (500meg) TEk
FI3Hb) BIF3dDc ) RIS 22k
EEEm (37 7Tmeg) 21570

[0511] b) 2—XFN—3-ZbO7 =2 BiEE
IF)N LTI

(ik131]
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OENQ(mNz —_— OZN’Q\)LOEI
0

EhFI5Da) THLNAZ2T VTV -3 -2 ko
2=AFNTRN T2/ (37 Tmg ) ZEMEAISD
d) ERFERIGEMAT L L DEELET (363
mg) EiF
(0512]c) 2-XFN—3
(ft132]

0
—_—
O,N Ot O,N OH

E s b ) THLN2—AFIN—3 -t 7z

—Z a7 2LEHE
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(197)03-321424 (P2003—"ch3i24

ZrIawnari VI LA

(1t134]
0 0
———
BnO OFEt HO OEt
OEt o7 OEt

K S d) THLENLZ - (2N Phadim

0
8 Ho
0N OH 0?0

]

FEREHI S D ) THLN2-AFL—3-2b2 7
ZOVEREE (307 mg) 4 ¥AFNTI /Y
(21 7mg) BRUEMHSDe ) THLHALZ2— (2
—traxizFN) —2—T7zZlvarlg VI
N ZAFL(250mg) 2EEHIL —3dDc) LH
BARIBAT T Z L lc X DEE{LEHm (366me ) %

FIY =2 =Tz nriE YL AT
(1. 2g. F£ERD 25EH 1 —20c) EEEFELR
T ez I 0ERE(LE (T26meg ) 21572,
[0515]f)2—{2-[2—(2—XAF)L—-3—
2T TRV DFL -2 -T2
2Oy VIl TAFL

(k1351

0 0
0N 0 OEt
OEt

0

.
[O516)gy2—[2-(2—{2-AFL—3—
[ {47 —FUZAOAFNET 2 20— 2 =)L
I TE] 722N TRRRY) TFL] 2
Trnlbvnsg Yl AT

(ft136]

oF,
oy @
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0,N 0 gEt —
OEt N 0 OEt
0 H 37 " DE

RSO ) THELH2 - 12— [2— (2 AF
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(0519]

Ha48R

(198) 03—-321424 (P2003—0L24

EH

NMR (&4, 30083z, CDCI,)

— k-
s g
GG

1.23(6H, t, J=7.0Hz),
1.70(3H, s),

2.61(2H, t, J=7.0Hz),
3.50(2H, &),

4.07(2H, t, J=7.0Hz),
4.21(4H, ¢, J=7.0H2),
6.84(1H, br.s), 6.98(1H, d,
J=7.7Hz), 7.13-7.71(15H, m)},
7.80(1H, d, J=7.0Hz}

5-2

Sarg?

1.17(6H, t, J=7.1Hz),
3.50(2H, 1),

4.14(4H, q, J=7.1H2),
4.83(2H, 5), 6.83(1H, s),
6.91(1H, d, J=7.5Hz},
6.99(1H, br.s),
7.16-7.81(16H, m)

5-3

ma«%@.

m.p. 88-91

1.23(6H, t, J=7.2Hz),
2.62(2H, t, J=7.2Hz),
3.41(2H, 8},

4.13(2H, t, J=7.2Hz),
4.20(4H, g, J=7.2Hz),
7.06-7.79{18H, m)

9-4

"mﬁﬂﬂm

1.10(¢H, t, =7.2Hz},
2.53-2.61(2H, m),
3.28(4H, dq, J=5.3, 7.2Hz),
3.54(2H, a),

4.07-4,17(2H, m),
6.95-7.10(3H, m),
7.14-7.36(7H, m),
7.40-7.46(1H, m),
7.46-7.62(6H, m),
7.84-7.71(2H, m),
7.77{1H, d4d, J=1.5, 7.6Hz)

5-5

umv%}m

s

0.85(6H, t, J=7.2Hz),
1.49(4H, tq, J=7.2, 7.2Hz2),
2.64-2.63(2H, m),
3.16-3.25(4H, m), 3.62(2H, 3),
4.08-4.17(2H, m),
6.96-7.01(1H, m),
7.03-7.10(2H, m),
7.16-7.36(7H, m),
7.40-7.46(1H, m),
7.47-7.62(6H, m),
7.656-7.71(2H, m),

7.77(1H4, d4, J=1.5, 7.56H=)

(£49]
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(0520]

49k

(199)03—-321424 (P200 3 —=f5##

Eha

WigR

NMR (61, 300MHz, CDCI,)

5-6

°m A
N oo‘Lm’

CH,

1.24(8H, t, J=7.4Hz),
1.68(3H, s),

2.65(2H, t, J=7.3Hz),
3.50(2H, s},

4.09(2H, t, J=7.3Hz2),
4.22(4H, q, J=7.4H2),
6.81(1H, br.s),
6.92-7.83(16H, m)

o-T

21,20 G
> a0

1.23(6H, t, J=7.4Hz),
2.20(3H, &),

2.63(2H, t, I=7.0Hz),
3.47(2H, s),

4.08(2H, t, J=7.0Hz),
4.21(4H, q, J=7.4H3z),
6.84(1H, 8),
7.07-7.81(16H, m)

5-8

s
%002,

e o,

1.11(8H, 4, J=6.4Hz),
1.13(6H, d, J=6.8Hz),
2.49-2.58(2H, m),
3.63(2H, 8),
8.98-4.15(4H, m),
6.96-7.0L(1H, m),
7.03-7.16(3H, m),
7.17-7.87(8H, w),
7.40-7.61(6H, m),
7.64-7.71(2H, m),
7.77(1H, dd, J=1.5, 7.6Hz)

5-9

3

o)
%

2

1.11(6H, t, J=7.0Hz},
1.72(3H, g),

2.62(2H, t, J=7.9Hz),
3.29(4H, dyg, J=7.0, T.0Hz),
3.67(2H, ),

4.08(2H, t, J=7.9Hz),
6.85(1H, br.s),
6.99-7.81(18H, m)

NE‘EJM%\«“

cH,

0.98(6H, t, J=7.1Hz),
1.53(2H, m),

1.79(3H, &), 1.95(2H, m),
3.09(4H, dq, J=7.1, 7.1Hz),
3.64(2H, s),

4,06(2H, t, J=5.7Hz),
7.03-7.62(18H, m),
8.02(1H, br.s)

({501
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(0521]

S5 0%#

(200)03—-321424 (P200 3 —<Mf#

e8]

NMR (6. 300MHz, CDCLy)

W
of
uﬁa\iﬁ%@.

CH,

0.86{6H, t, J=7.1Hz),
1.50{4H, tq, J=17.1, 7.1Hz),
2.53(2H, t, J=7.9Hz),
3.21(4H, m), 3.57(2H, &),
4.08(2H, t, J=7.9Hz),
6.86(1H, br.s},

7.00(1H, d, J=7.5Hz),
7.14-7.80(1TH, m)

3o

e
HC o,

1.11{6H, t, J=7.2Hz},
2.53(2H, t, J=7.9Hz),
3.22(3H, ),

3.29(4H, dq, J=7.2, 7.2Hz),
3.55(2H, s,

4.09(2H, t, J=7.9Hz),
8.96(1H, dd, J=7.5, 1.5Hz),
7.04-7.64(16H, m),
7.74(18, dd, J=7.5, 1.5Hz),
8.34(1H, dd, J=8.3, 1.1Hz)

O
TN

mp. 78-81

1.23(6H, t, J=7.1Hz),
2.61(2H, t, J=7.2Hz),
3.22(3H, &), 3.48(2H ¢),
4.08(2H, t, J=7.2Hz),
4.21(4H, q, J=7.1Hz),
6.93(1H, 4d, J=7.6, 1.6Hz),
7.28-7.75(14H, m),
7.73(1H, 4d, J=7.6, 1.5H2),
B.33(1H, dd, J=8.8, 1.5Hz)

s}

1.11(8H, t, J=7.4Hz),
1.15(3H, t, J=7.2Hz),
2.52(2H, t, J="7.5Hz),
3.29(6H, m), 3.54(2H, s),
4.09(2H, t, J=7.5Hz),
6.95(1H, dd, J=7.9, 1.1Hz),
7.10(1H, dd, J=7.9, 7.9Hz),
7.24-7.73(16H, m),
8.36(1H, d, J=8.3Hz)

[+]

s}

1.15(3H, t, J=7.2Ha),
1.23(6H, t, J=7.2Hz2),
2.61(2H, ¢, J=7.2Hz),
3.29(2H, q, J=7.2Hz),
3.49(2H s),

4.07(2H, t, J=7.2Hz),
4.21(4H, q, J=7.2Hz),
6.94(1H, dd, J=7.5, 1.5Hz),
7.08(1H, dd, J=7.9, 7.9Hz),
7.30-7.73(14H, m),
8.34(1H, dd, J=7.9, 1.5Hz)

(£51]
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(201)03—-321424 (P200 3—"chEf§t&

W51%

EHs it

NMR (8. 300MHz, CDCLy)

7.07(1H, dd, J=7.9, 7.9Hz),
g ,L o, z)

1.05(8H, d, J=6.4Hz),
1.23(6H, t, J=7.2Hz),
2.62(2H, t, J=7.2Hz),
3.51(2H s),

3.85(1H, sep, J=6.4Hz),
4,10(2H, t, J=1.2Hz),
4.20(4H, g, J=7.2Hz),

. 6.95(1H, dd, J=7.9, 1.5Hz),

7.30-7.61(12H, m),

tH, 7.68(1H, dd, J=17.9, 1.5Hz),
7.76(1H, br.e),

8.28(1H, dd, J=7.9, 1.5Hz)

L o, |8.47(1H, &, J=8.3Hz),

1.23(6H, t, J=7.1Hz),
2.61(2H, t, J=7.1Hz),
3.71(3H, s, 3.75(2H, 8},
4.07(2H, t, J=7.1Hz),
4.22(4H, g, J=7.1H2),
6.94(1H, d, J=7.6Ha},
7.29-7.62(13H, m),

— 7.72(1H, ad, J=1.4, 7.6Hz),

10.25(1H, bra)

L

1.13(3H, t, J=7.2Hz),
1.23(8KE, t, J=7.1Haz),
2.30(3H, s}, 2.61(2H, t,
J=7.1Hz), 3.2a(2H, q,
2=7.2Hz), 3.44(2H, s},
4.07(2H, t, J=7.1Hz),
4.21(4H, q, J=7.1Hz),
o 6.75(1H, 8),
O | 7.30-7.69(14H, m),
on, 8.18(1H, brs)

[0522] Hfiffle

4—[ (4" = UZAATAFNET7 22— 2 —F
WRZV) 73/ ) #8A 2—-[9- (2, 2, 2
—hrY PN AQZFLANNEAN) —OH—-F AL
=9 —AJ] TFN AT

a) 4—[ (47 —rUTZAATAFALET 22—
Z=ANRIV) TR/ EEEE T AT
(k1371

¢F,
COOEY
/©/ O COOEt
R et
N
O

4 =73 JEEEE T IXTW 0. 568

g2) BRI FNLT I (0. 570g) 2AFL

7274 F (20mL) (&ML . 47 — ) 7lAa
AFNET 22 —2—ANF B (1. 00g) &5
HF 1 ood) EERICLTELRz4T — U 7IVF

OAFNLET 22— 2 AR VEZ70Y FOXAFL
YOO REHE . RS THET LAz, 2EREERTEE
. OGRSz AFLYy 20 R (100mL) 20
2. 2NIER:. e TiEE, Bl vAT
kR L7C, ZOWREPERETL Z LI DEELEY
(1. 43 g) 45/~

[0523] b4 [ (4 —hrUTZAAQRAFLE
TEZ—=2=ANKV) T3 ) FEER
(fk138]

e

EHFIC Da) THLHA4A— [ (47 —hUZ7iA0a

NI AF%y) L] —9H—70FL »r—9—

AFNET7 22— 2-ANRZN) 73 7] BEFEE HLRVEE (2, 2, 2— MU 7AAQTFL) 73
TFN AT (0. 700g) REEH1oT) I
R RO FE 2 Lo L DEELE (0. 680 (ft139)
g) *AtEEs LTz
[0524] c¢c) 9—[2—(tert—TFNTAF
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(202)03-321424 (P2003—"chxT"{&

SH—7NFLr—9—ANErgE (2, 2, 2—F
YzbAozdn) 7IR (3. 00g) 273 R
75> (100mL ) IZEBL . KT F 7 AY
A7l 7TIFrOl. SEAER (13, TmL)
BT Lz, KIS 1 EEEHE,. tert —7F02
AFINSINAFLTFILTOZAR (2. 46 )
DFFFEROTTUER (5ml) 2ETL. KET
PO DERICHIGEEL BT, #EBHL:. K
IGEREPNRGT . BFEL 7 ' 2 AEREM A .
BEEL L (50mL X 2 ) TH L/, ff0&ERT
BLiFtE. BEE - LU LTRRL . PV AFLAT LD
OYh757 40— (BRI A AF =11 2.
5) THETLZHICINEELES (6. 00g) ®
(EAR

[0525]1d) 9— (2—-LFRo¥iITFHl) —9H
—TFLy—9—=HhlHErEE (2, 2, 2—RFUT
Aazsl) 73R

(t140]

EfEPl6 D) THLHAZI— [2— (tert—7F

ERT2 ORFRIRHE L 72, RUR GBI & T TiRiEL .
FOREERIATNATLIOR T T 7 4 — (BERE
I AFTy=1: 1) THRET2Z Ik DEE
&t (3. 80g) #1857,

[0526)e)4d—-[ (4 —FUZLATAFILE
Ta = 2-ANKN) TR HEEE 2

[9—(2, 2, 2= R UZIFTaXF AN TS

V)Y —OH—=7FL =9 —A L] ZFNL A7)
(fb141]

EifFlo Db ) THLIV:A— [ (47 —hU 7040
AFNET 20— 2 VRN ) 73] HEEE
(0. 345¢g) LEfEFond) TR0 (2
—LRa¥szF)) —9H-720FLr— 9 ANiR
YEEO(2, 2, 2—-RUT7Adaxnd)) TIR
(0. 300g) #FfEf1omeg) ¥ RIS
ZElcEOEREEM (0. 390) #EAREKE LT
- (RS 238 .
(0527 Effle —2~6—22

FhEf 6 B UFERF 1 —20b) | FhEF 1l — 2D c)
BUSRRF 1 —20d ) ERRRICUTERH6 —2~6
=2 201LEMERT. BoAbEmERS 2~56

NEAFNLFZAFL) ZFL] —9OH—- 271 (L7,
=9 =gy (2, 2, 2—RUTAAOIS [0528]
WYy 7TER(6. 00g) %7 r7Ra79 (13 [F#52]
mlL) —HiE (39mL) —sk {13mL) ICHEEEL.
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(0529]

B5 2%k

(203)03-321424 (P2003—-P-924

E it

itk

NMR (& ff, 3008Hz, CDCL,)

2.98(2H, t, J=6.8Hz),
3.63-3.71(2H, m),

3.81(2H, t, J=6.6Hz),
5.27(1H, br), 7.00(1H, brs),
7.12(2H, m),
7.30-7.84(18H, m).

6-2

2.45-2.58(2H, m),
4.10-4.18(1H, m),
4.21(2H, t, J=7.5Hz),
7.02(1H, brs),
7.14-7.88(20H, m).

6-3

3.01(2H, t, J=6,6Hz),
8.60-3.74(2H, m),
3.86(2H, t, J=6.6Hz),
5.27(18H, m),
7.20-7.61(18H, m),
7.76(2H, d, J=6.6H2),
7.97(1H, brs),
8.52(1H, d, J=8.4Hz).

6-4

3.56(2H, t, J=56.2Hz),
4.06(2H, t, J=5.2Hz),
5.52(1H, br), 7.08(1H, brs),
7.16-7.98(21H, m).

6-5

8.42-3.54(2H, m),

3.55(2H, s},

4.26(2H, t, J=6.6Hz),
5.52(1H, br), 7.06(1H, bra),
7.18-7.88(21H, m},
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(0530]

#H53IE

(204) 03-321424 (P2003—E2?24

E A

i

NMR (5 {4, 300MHz, CDCl;)

5o 5%
0 F

£ F

2.31-2,42(1H, m),
2.80-2.93(1H, m),
3.73-3.89(2H, m),
4.16-4.26(1H, m),
4.32-4.43(2H, m),
5.62(1H, br),
7.08((1H, brs),
7.26-8.01(19H, m).

6-17

G055

2.16-2.29(2H, m),

3.34(2H, t, J=7.9Hz),
4.01-4,18(2H, m),

4.40{(2H, t, J=6.2Hz),
8.15(1H, br), 7.08(1H, bra},
7.18-7.98(17H, m),
7.92(1H, d, J=8.4Hz).

6-8

2.88(zH, t, J=8.3Hz),
3.83-3.93(2H, m),
4,23(2H, t, J=6.3Hz),
5.90(1H, t, J=6.4Hz),
7.01(1H, brs),
7.16-7.86(22H, m).

2.12-2.29(1H, m),
2.56-2.68(1H, m),
8.70-3.80(3H, m),
4.09-4.29(2H, m),

5.41{1H, br), 7.05(1H, brs),
7.12-7.78(20H, m),
7.86(1H, d, J=7.5Hz).

2.16-2.30(2H, m),
2.62-2.72(2H, m),

3.61(1H, t, J=7.6Haz),
3.71-3.99(4H, m),
4.12-4.37(4H, m),

6.67(1H, br), 7.06(1H, bra),
7.16-7.91(17H, m).

(£54]
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BH4%

(205)03-321424 (P2003—-P7F24

ey 1]

gk

NMR (6 {4, 300MHz, CDC1y)

9 i
Gt

F

3.49(2H, t, J=6.9Hz),
4.09-4.29(2H, m),
4.66(2H, t, J=6.9Hz),

8.34(1H, br). 7.08(1H, bxs),

7.12-8.00(18H, m).

O i /@iom cl

2.39-2.50(1H, m),
2.93-3.05(1H, m),
3.78-4.06(2H, m),
4.20-4.41(2H, m),
4.77(1H, d, J=6,4Hz,
J=0.6Hz),

6.42(1H, 1H, t, J=6.4Hz),
7.07(1H, brs),
7.19-7.88(15H, m).

F
R .
® ;
Fenned
NH
N F
O H LfF

2.19-2.30(1H, m),
2.62-2.73(1H, m),
3.79-3.62(2H, m),
4.20-4.40(3H, m),
5.80(1H, t, J=6.4Hz),
7.06(1H, brs),
7.16-7.92(16H, m).

F
F. | F
(J A
0 0
S
N 0 0— CH,
H CH,

1.22(6H, t, J=7.1Hz),
2.77(2H, t, J=6.9Hz),
4.21(4H, ¢, J=7.1Hz},
4.30(2H, t, J=6.9Hz),
7.06(1H, brs),
7.19-7.88(17H, m)

e

1.23(6H, t, J=7.1Hz),
1.64(3H, s),

2.77(2H, t, J=6.9Hz),
4.21(4H, q, J=7.1H2),
4.20(2H, t, J=6.9Hz),
6.93(1H, brs),
7.20-8.24(16H, m)

(0531]

(£55]
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(0532]

(05 33] EhEH7

For2—4—[ (4 —FUZLATAFAET7 =2

#HELEE

(206) 03—-321424 (P2003—-624

i 7]

g

NMR (6. 300MHz, CDCLy)

1.22(3H, t, J=7.1Hz),
1.23(3H, t, J=7.1Hz),
2.76(2H, t, J=6.9Hz),
4.20(2H, q, J=7.1H2),
4.21(2H, g, J=7.1H3),
4.29(2H, t, J=6.9Hz),
6.95-7.81{L7H, m)

1.22(8H, t, J=T.1Hz),
2.77(2H, t, =6.SHz)},
4.20(4K, q, J=7.1Hz),
4.81(2H, t, J=6.9Hz),
6.93(2H, d, J=8.8Hz),
7.26-8.13{(13H, m),

7.92(2H, 4, J=8.8Hz)

1.22{6H, t, J=7.1Hz),
2.76(2H, t, J=6.9Hz),
4.20{4H, g, J=7.1Hz),
4.30(2H, t, J=6,9Hz),
6.85(2H, d, J=8.8Hz),
7.21-7.81(13H, m),
7.88(2H, d, J=8.8Hz),
8.21(1H, dd, J=7.6, 1.3

1.14(6H, t, J=7.2Hz),
2.63-2.71(2H, m),

3.31{4H, dg, J=5.8, 7.2Hz),
4.29-4.38(2H, m),
7.15-7.20(1H, m),
7.28-7.38(7H, m),
7.41-7.47(1H, m),
7.49-7.63(4H, m),
7.64-7.76(4H, m),

7.81(1H, dd, J=1.5, 7.5Hz),
7.86-7.93(2H, m)

1.14(6H, t, J=7.1Hz),
2.66-2.74(2H, m),

3.31(4H, dq, J=5.7, 7.1Hz),
4.33-4.43(2H, m), 7.08(1H,
d, J=8.3Hz), 7.27-7.44(6H,
m), 7.47-7.61(6H, m),
7.63-7.72(3H, m),

7.90(1H, dd, J=1.9, 8.6Hz),
8.07(1H, d, J=1,8Hz),
8.23(1H, dd, J=1.5, 7.9Hz)

N

(£56]

E g

R st

NMR (& ff, 300MHz, €DC1,)

I o 0% N ”_\GH,
C .

1.14(6H, t, J=7.2H32),
2.64-2,73(2H, m),

3.32(4H, dq, J=5.6, 7.2Hz),
4.31-4.41(2H, m),
6.91-6.98(2H, m),
7.26-7.36(5H, m),

7.41(1H, dd, J=1.1, 7.6Hz),
7.47-7.69(3H, m),
7.60-7.71(5H, m),
7.94-8.01(2H, m),

8.11(1H, dd, J=1.1, 7.5Hz)

O CjQ/ﬁ\O’\%(;_\
O o T ° 'ﬁcﬂa CH,

1.13(6H, t, J=7.2Hz),
2.66-2.75(2H, m),

3.32(4H, dgq, J=5.3, 7.2Hz),
4.36-4.45(2H, m),
7.27-7.46(8H, m),
7.48+-7.54(2H, m),
7.566-7.73(4H, m),

7.99(2H, s},

8.32(1H, dd, J=1.1, 7.9Hz)

N—=2—=ANEZJL)Y T3] ransgy bRy
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(207)03-321424 (P2003—1E#

NEAN) —9OH—7NFAL =9 —A V] ZFIL L
A7
ayAd—[(4" —rUZALAOIAFINLE T —2

—ANRZN) TR ] yranstrre LR i
(fb142)

0 + COOEt COOH

4=—TE/-7arFH ARV E (0. 538
g) ZANKEE > RUTTA (0. 933mL) Kk
R L7, SOOI, ST 47 — U7 AT
AFNEZ7 22N —2-ALRUEE(L1. 0g) 2525
Fllod) R LTELNAINT B2 54 K
HFFILRa7 Iy (5mL) @ikE 4 NAKEBLF -
A (0. 933mL) 2FREHCHET LA, 1E5HE=E
W, 2 NIEETEECL | BT THE L
7o, BEFIEIRAKTOER. BB MU LATERTAZ
Sz k DEEET (1. 20g) RIEEBAIRME -
L7z,

EiEFl 7O a) THLRA - [ (47 —RU T
AFNET 22— 2K ) 73 /] v7an
FHyANKRVEE (0. 570g) 2EEHo6nd) T
#moeh/9— (2—tbRFRoXizHl) —9H-— 7L
Ly—9-—#f g (2, 2, 2-rU7lA40ox
FI) TIR (0. 500g) £FEH 1D ) ERIEE
[T EH (0. 534 g) REAETRE L THE
72 (FKETHBH)

(0535 ) EMEHT7—2~7—5

KRR 7 & RIS U TSR T — 2~7 — 5 ofkEE
#/iz, JFohiAbEmERS TIORL:,

[0534])b) R4 [ (4" —FYT74 [0536]
OAFNETzZN—2—HNFE2L) T2/ 70 (£57]
NEFCANECE 2—-19-(2, 2, 2—RFU7T
WARTZFNANNEAN) —OH-T7NAL Y — 90—
A] TFL AT
(1t143]
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(208)03-321424 (P2003—Pn24

BE5T7TH

£

NMR (38K, 3008Hz, CDCLy)

A
- 0
H

m.p. 156.3-158.0

.3
FF
O o I 2.80(2H, t, J=7.1Hz),
7 7 o .O 3.65(1H
o . , m), 3.89(1H, br),
O N NH 5.18(1H, d, J=8.3Hz),

*F 5.25(1H, t, J=6.4Hz),
NG 7.29-7.79(16H, m).

1.08-1.20(2H, m),
1.28-1.42(4H, m),
1.87-1.94(1H, m),

3.52(2H, t, J=7.1Hz),

1-1

0.60-0.71(2H, m),
1.056-1.27(2H, m),
1.53-1.86(4H, m),
2.82(2H, t, 6.9Hz),
3.64(2H, t, J=6.9Hz),
3.66-8.73(2H, m),
4.96(1H, d, J=8.3Hz},
5.27(1H, t, J=7.7Hz),
7.30-7.80(16H, m).

7-3

1.33-1.73(8H, m),
2.00-2.13(1H, m},
2.22-2.37(1H, m),
2.45-2.60(1H, m), 3.62(1H, ¢,
J=7.0Hz), 8.66-4.11(4H, m),
5.30(1H, 4, J=11.3Hz),
5.72(1H, t, J=8.2Hz),
7.20-7.33(13H, m).

-4

1.09-1.26{2H, m},
1.24(6H, t, J=7.2Hz},
1.36-1.53(6H, m},
2.27-2.38(tH, m),
3.82-3.95(tH, m),
4.22(4H, q, J=7.2Hz),
4.80(2H, s),

5.21(1H, br-d, J=7.9Hz2),
7.22-7.39(6H, m),
7.42-7.57(4H, m),
7.60-7.70(3H, m)

1.12-2.27(9H, m),

1.24(BH, t, J=7.2Hz),
2.60(2H, t, J=7.2Ha},
3.59-3.78and8.90-4.15(1H,
m), 4.02(2H, t, 1=7.2Hz),
4.22{(4H, q, J=7.2Hz),
4.98and5.30(1H, each d,
J=8.4Hz), 7.18-7.22(18H, m)

cis,trans mixture
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8g) ®ini. EFETEEBRHL 72, RIGTHET BILiEE
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(209)03-321424 (P2003—-PE24
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EigF S e ) THLNZ(4 (47 — )7 A TR
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FFIEROT7G A /= (1 2R (10.
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(210)03—-321424 (P2003—P:}&&

I2FNEEEF 1 D) & ABRRIGIHTI Lk
DERELST (90mg) 219 (RE8BW) |
B8R

(0542]
(£58]

E3 i

NMR (&ff. 3008Hz, CDC1,)

1.07-1.19(2H, m),
1.25(6H, t, J=7.0Hz),
1.54-1.68(2H, m),
2.10-2.22(2H, m),
£H, | 2.52-2.62(2H, m),
3.08(2H, »),
8.70-8.86(1H, m),
4.24(4H, q, J=7.0Hz),
4.86(2H, s),
5.07-5.16(1H, m),
7.28-7.39(6H, m),
7.42-7.57(4H, m),
7.61-7.71(3H, m)

N
L] O/Yo
n
(054 3] K9
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(211)03—-321424 (P200 3%t
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f) .
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(%£59]

(0567]

HB59%

(215)03-321424 (P2003—<<24

3 K

NMR (&4, 300MBz, CDCIg}

g
of
N

CH,

1.18(6H, t, J=7.2Hz),
4.15(4H, q, J=7,2Hz),
4.73(2H, s), 4.85(2H, s),
5.66(1H, d, J=3.0Hz),
6.85(1H, d, J=3.4H2z),
6.91 (1H, d, J=8.3Hz),
7.16-7.78(16H, m),
7.92(1H, 4, J=6.8Hz)

9-2

Fo
F

Q.
CARR A~ Fn

1.17(6H, t, J=7.1Hz),
2.38(3H, s),

4.13(4H, q, J=7.1Hz),
4.70(2H, &), 4.87(2H, 8),
6.84(1H, d, J=7.9H2),
7.12-7.863(13H, m),
7.80(1H, dd, J=7.5, 1.5Hz),
8.18(1H, d, J=7.9Hz),
8.41(1H, p)

9-3

=)

O, X

1.08(8H, t, J=7.2H=),
3.27(4H, dq, J=7.2, 7.2Hz),
3.61(2H, s), 4.88(2H, g},
6.93(1H, d, J=1.1Hz),
7.04(1E, dd, J=8.3, 1.5Hz),
7.11-7.70(15H, m),
7.79(1H, 4, J=8.3Hz)

Q_
43
2

1.21{6H, t, J=T7.1H=2),
1.35(3H, t, J=7.1H2),
3.55(2H, a), 4.15-4.30(6H, m),
4.83(21, &), 7.24-7.38(6H, m),
7.41-7.47(1H, m),
7.48-7.62(6H, m),

7.76(1H, dd, J=1.5, 7.5Hz=),
7.81(1H, d, J=1.9Hz),
8.68(1H, d, J=8.7Hz),
11.23(1H, br-s)

F |'== (GH,

O T . o 0—/GHa

(Y . °
Y

1.24(6H, t, J=7.0Hz}, 2.53(2H,
t, J=7.8Hz), 2.76-3.00(6H, br),
2.81(2H, t, J=7.3Hz), ¢.24(4H,
g, J=7.0Hz}, 4.81(2H, g),
6.96(1H, 4, J=2.3Hz),
7.17(1H, dd, J=1.2, 8.4Hz),
7.29-7.87(5H, m),
7.37-7.42(1H, m),
7.44-7.67(2H, m),
7.60-7.64{4H, m), 7.68(1H,
dd, J=1.5, 7.4Hz), 8.28(1H, d,
J=8.4Hz), 9.05(1H, br-s)

(£60]
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H6OR

(216) 03—-321424 (P2003—Ex24

E

i

NMR (648, 300MHz, CDCip

9-6

F. F
3

&
& “@%ﬂ

cH,

1.12{6H, t, J=7.2Hz), 3.30(4H,
dg, J=6.7, 7.2Hz), 4.39(2H, d,
J=6.0Hz), 5.08(2H, ),
§.69(1H, br-t, J=6.0Hz),
6.97-7.03(2H, m),
7.28-7.42(8H, m),
7.43-7.66(4H, m),
7.56-7.61(2H, m),
7.66-7.71(1H, m),
7.76-7.83(2H, m)

N )@/\i%nvm,

1.08(3H, t, J=7.2Hz),
2.64-2.82(2H, m),
2.86-2.97(2H, m),
3.13-3.36(2H, m),
5.87-5.98(1H, br), 6.03(1H, s),
7.00(1H, &), 7.04-7.16(4H, m},
7.80-7.40(5H, m),
7.43(1H, dd, J=1.1, 7.5Hz),
7.48-7.63(4H, m),
7.63-7.71(2H, m),

7.78(1H, dd, J=1.5, 7.5Hz}

9-8

o,
a
H

1.04(8H, t, J=7,2Hz),
3.23(4H, dq, J=6.7, 7.2H2),
3.55(2H, 5), 4.85(2H, s),
5.23(2H, &), 7.08(2H, br-t,
J=5.7THz), 7.14-7.22(2H, m),
7.23-7.47(10H, m),
7.48-7.64(6H, m), 7.76(1H,
dd, J=1.5, 7.1Hz), 7.81(1H, d,
J=2.2Hz), 8.69(1H, d,
J=8_7THz), 11.17(1H, br-s}

o i GH,
o
b o

o]
oL e

1.06(6H, t, J=7.2Hz), 3.25(4H,

dg, J=5.6, 7.2Hz), 3.58(2H, s}, |

4.86(2H, &), 7.11-7.63(15H,
m), 7.72(1H, dd, J=1.5,
7.5Hz), 7.83(1H, 4, J=1.9Hz),
8.66(1H, d, J=8.6Hz),
11.10(1H, bz-a)

P _
%
| OOHCHS

1.07(6H, t, J=7.2Hz2), 1.36(3H,
t, J=7.2Hz), 3.26{4H, dq,
J=5.4, 7.2Hz), 3.58(2H, s},
4.26(2H, q, J=7.2H32),
4.86{2H, s), 7.10(2H, br-t,
J=6.4Hz), 7.16-7.37(6H, m),
7.40-7.64(7H, m), 7.77(1H,
dd, J=1.9, 7.1Hz}, 7.80(1H, d,
J=1.9Hz), 8.69(1H, d,
J=8.7Hz)}, 11.22(1H, br's)

(0568]

(£61]
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WE1Hw

(217)03-321424 (P2003—G, ##

EHifl

Wik

NMR (&, 300MHz, CDC1,)

1.19(6H, t, J=7.2Hz),
4.17(4H, q, J=7.2H2),
4.79(2H, &), 4.90(2H, s),
6.94(1H, d, J=8.0Hz},
7.16-7.63(13H, m},
7.82(1H, d, J=7.5Hz),
8.25(1H, d, J=8.0Hz),
B.47(1H, br.s)

oot &,

m.p 139.4-141.0

1.15(6H, t, J=7.2Hz},
2.64-2,73(2H, m),

3.32(4H, dq, J=5.3, 7.2Hz),
4.31-4.44(2H, m), 4.41(2H,
d, J=6.0Hz), 6.62(1H, br-t,
J=6.0Hz), 7.10-7.16(1H, m),
7.24-7.39(7TH, m),
7.42-7.58(6H, m),
7.62-7.72(3H, m),
7.74-7.78(1H, m),
7.85-7.92(1H, m)

o
2 g,

1L.07{(6H, t, J=7.1Hz),
3.26(4H, dg, J=6.7, 7.1Hz),
3.57(2H, &), 3.81(3H, s,
4.86(2H, 8}, 7.10{6H, br-t,
J=5.7Hz}, 7.16-7.23(2H, m),
7.26-7.37(4H, m),
7.41-7.63(7H, m), 7.77(1H,
dd, J=1.5, 7.6Hz), 7.80(1H,
d, J=2.2Hz), 8.68(1H, d,
J=8.3Hz}, 11.15(1H, br-s)

9-14

F._-F
F

» 4

N:?:Io to—\m_

’\©°“.

1.19(8H, ¢, J=7.0Hz),
3.562(2H, &),

4.19(4H, q, J=7.0Hz),
4.82(2H, 1), 5.23(2H, s),
7.24-7.29(6H, m),
7.32-7.46(7H, m),
7.49-7.62(6H, m),
7.74-7.79(1H, m}, 7.82(1H,
d, J=2.2Hz)}, 8.67(1H, d,
J=8.8Hz), 11.17(1H, bx-s)

FFF_
a © CH,
ST

1.21(6H, t, J=7.1Hz),
3.56(2H, a),

4.21(4H, q, J=7.1Hz),
4.85(2H, s),

7.23-7,82(5H, m),
7.36-7.63(8H, m)}, 7.77(1H,
dd, J=1.5, 7.5Hz), 7.86(1H,
d, J=1.9H3z), 8.70(1H, br-d,
J=8.3Hz), 10.89(1H, br-s)

(0569]

(6 2]
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(0570]

62|

(218)03—-321424 (P2003—-E24

ey

NMR (3. 300MHz, CDCl,)

Qg

1.22(6H, t, J=7.1Ha),
3.67(2H, 8),

4.23(4H, q, J=7.1H3),
4.85(2M, 8), 6.92(1H, 8),
7.03(1H, d, J=8.3Hz),
7.30-7.69(13H, m),
7.77(1H, d, J=8,3Hz)

E*@vﬁ

1.23(6H, t, J=7.1Hz),
8.67(2H, &),

4,28(4H, q, J=7.1H3),
4.85(2H, &), 7.23-7.34(6H, m),
7.42-7.49(3H, m),
7.62-7.6T(6H, m},

7.95(1H, d, J=1.9Hz),
8.05(1H, dd, J=1.5, 7.5Hz)

5@% :

1.21(6H, t, J=7.2H2),

1.51(6H, d, J=6.4Hz),

3.55(2H, s), 4.21(4H, q,
J=7.2Hz), 4.83(2H, ), 5.09(1H,
sept, J=6.4Hz), 7.24-7.38(c6H,
m), 7.41-7.47(1H, m),
7.48-7.62(6H, m), 7.73-7.81(2H,
m), 8.68(1H, d, J=8,6Hz),
11.33(1H, br-g)

Fuo -F

@%

1.21(6H, t, J=7.1Hz), 3.54(2H,
o}, 3.80(3H, o), 4.21{4H, q,
J=7.1Hz), 4.83(2H, =),
7.24-7.38(6H, m), 7.44(1H, dd,
J=1.8, 7.1Hz}, 7.60-7.62(6H, m),
7.77(1H, dd, J=1.5, 7.1Hz),
7.81(1H, d, J=2.3Hz), 8.67(1H,
d, J=8.7Hz), 11.15(1H, br-s)

P F
F

¢y Eg@ %Q“

1.21(6H, t, J=7.1Hz),
1.85-2.03(2H, m),
2.06- 2.27(2H, m),

2.60-2.67(1H, m), 2.81(3H, brs),
2.88(3H, bre), 8.02-3.16(}H, m),

3.61(2H, &), 3.71-3.86(1H, m),

4.20(4H, q, J=7.1Hz}, 4.82(2H, s),

6.99(1H, d, J=9.0H=z),

7.05(1H, d, J=1.8 Hz},

7.18(1H, dd, J=1.9Hz, J=8.3Hz)},
7.22-7.37(5H, m),

7.56(1H, dd, J=1.8H, J=0.0Hz),
8.01(1H, bra), 8.08(1H, d,
J=8.3Hz), 9.29(1H, brs).
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6 3IR

(219)03-321424 (P2003—Fo24

S il

NMR (848, 300MHz, CDCI,)

5 B
um ° (Lcu.m’
e

1.18(6H, t, J=7.1Hz),
2.03(3H, 9),

3.63(2H, s),

4.14(4H, g, J=7.1Hz),
4.86(2H, s), 6.97-7.05(2H, m},
7.24-7.81(15H, m),

8.35(1H, brs),

5 P

mp 146.4-148.6

1.20(6H, t, J=7.2Hz),

3.62(2H, 8),

3.72(3H, s),

4.18(4H, q, J=7.2Ha2),
4.83(2H, g), 6.83(1H, brs),
4.95(1H, dd, J=1.8Hz,
J=8.3Hz),

7.14(1H, d, J=8,3Hz},
7.18-7.80(16H, m).

e

1.20(6H, t, J=7.1Hz2),
2.36(3H, s), 3.67(2H, s),
4.20(4H, ¢, J=7.1Hz),
4.85(2H, »), 6.85(1H, 8),
7.18-7.59(14H, m),

867 (1H, d, J=R.6Hz),
12.71{1H, brs)

o

1.19(6H, t, J=7.2Hz),
3.53(2H, s),
4.17(4H, q, J=7.2Hz),

4.82(2H, g), 6.80-8.96(3H, m), '

7.17-7,66(17H, m),
7.67 (1H, d4d, J=1.5, 7.5Hz),
8.45(1H, d, J=8.7Hz)

g

1.21(6H, t, J=7.1Hz),
3.69(2H, m),

4.21(411, q, J=7.1H2),
4.87(2H, s),

7.27-7.78(15H, m),
8.67(1H, d, J=8.3Hz),
9.6L(1H, brs), 11.1(1H, brs)

(0571]

(£64]
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(0572]

(0573] BH1p

B6 4%

(220)03—-321424 (P2003—;a24

£

mAEN

NMR (4§ 1&, 300MHz, CDC1y)

<k

o :_\

casdlan
cH,

1.20(6H, t, J=7.0Hz},
1.94(8H, »), 3.14(2H, s),
3.48(211, 5), 4.19(4H, g,
J=7.0Hz), 4.81(2H, s),
6.83(1H, d, J=2.0Hz),
7.08(1H, dd, J=2.0, 8.0Hz),
7.27-7.69(12H, m),
7.68(1H, dd, J=1.2, 7.6Hz),
8.22(1H, d, J=8.6Hz),
10.7(1H, brs)

() . o
g RN
C ”c,%,m, L

1.21(6H, t, J=7.1Hz),
3.20(3H, s), 3.36(3MH, s),
3.52(2H, a), 4.21(4H, q,
J=7.1Hz), 4.82(2H, s),
7.28-7.61{14H, m},
7.71(1H, 4, J=7.3Hz),
8.31(1H, d, J=8.4Hz),
9.49(1H, bra)

ook
Sardian

1.06{6H, d, J=6.9Hz),
1.20(6H, i, J=7.2Hz),
3.42-3.51(1H, m),
3.66(2H, a),

4.20(4H, q, J=7.2Hz),
4.86(2H, g),
7.28-7.77(15H, m),
8.72(1H, d, J=8.7Hz),
11.81(1H, brs)

S

0.48(3H, d, J=6.6Hz),
0.90(3H, d, J=6.6Hz),
1.14-1.26(6H, m),
1.40-1.58(1H, m),
o 2.41{1H, 4, J=3.6Hz),
3.51(2H, d, J=3.6Hz),
oy $.81-3.88(1H, m),
‘L o 4.02-4.18(4H, m),

CH, 4.83(24, s}, 6.79(1H, g},
7.05-7.69(14H, m),
8.19(1H, d, J=8.1Hz),
9.01(1H, brs)

W6 LR

(£65]

A=y

it

NMR{( 4 {f. 300MHz, CDCls)

2Me)

2.86(3H, brs), 2.93(3H, brs),
3.66(2H, g),

7.09(1H, d, J=2.0Hz),
7.23-7.71(9H, m),

8.29(19, 4, J=8.7Hz),
9.06(1H, brs).

2-17
De)

1.76-1.99(4H, m),
3.32-3.62(4H, m),
3.63(2H, 9),
7.20-7.69(10H, m),
8.22(1H, d, J=4.4Hz),
9.74(1H, brs).

LN, BHRLGENIC & D AFEA 2 BARMIZERIAT S .

SLAHI 1

PR (a) 2L —EDEIDT 1L A% FHE

LB, /Joh/e7 « VAT EEANFROME
9 5 EBRHEOGHOBEEA . V7 AT R
ZHEICEELLS L PER (b)) 28V 7 RATE
ASEEERHIZFEEL | [k 2R ORIz X DY 7 R
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(221)03-321424 (P2003—e24

TR E REME L L o TR S A 7L 2 AR

it 2 — 5 Smeg

oz, IhENEREEECTRERL . Eiz, 4HEE 7Ly # ) a—) e A 5 291meg
BRWEIEL . VY7 NATRLEE, DT B s IZ /=) 104mg
LA (0576]) #EHE -3
[0574]) 8Hp1—1 (a) R
{a) MRk Rl g 100FR
YI5 100%& FrEQILTF T ERETIL AR 3 0%k
FrEQISFCICOBERETL OB 308 Bk 100
FEEK 100% (b) W&l (1A7eldbiz))
(b)) FET (1 A 7=LH20) EREH 2 — 5 5mg
ral 7)) a—ViEREE L 25 295mg 7ol ) a— BT AT 27 7Tmse
Iy /= 105mg Iy /= 148mg
(0575] 8Hp1—2 (0577 ] SFF 2
(a) MRk FhEf 2 — 2 20{LEi. BER . SefzEeL TE
R A 1008 RREEiEic L DL, 13600 ERER Iz AR
FEQIFITOERETL L 308 FRAZEEL TEEIZ L OITERZHB L2, 20T
N 100% PR 2 EEIC X D¥TEe LT A2 457, DIT I Bpkay s
(b)) FET (1 A472LHD) HlF#RL7z,
HHIm 2 -1
EfEF 2 — 2 2 5 mg
FLEE 133. O6bmg
el — A 18 mg
L Raxl7athAFLela—22910 5.4 mg
TUARE R 18 mg
AFT) R AR A 0. 54mg
BRIE 2 — 2
EhEF 2 —2 2 5 mg
FLAE 92. 44mg
FrERILFLTY 15 mg
EFOEs7aEnAFNela—22910 3.6 mg
HIRE D APV A S —F 3.6 mg
AFTY R AR 0. 36mg
HEIE 2 —3
EREf 2 — 2 2 5 ms
D—2y=hr—J 158. 4dmg
ERFOXs7aEnAF Ll n—22910 G mg
TABEHNL TN 20 mg
TOARE R 10 meg
AFTIV VTR A 0. 6mg
(05 78] ZEHHER 2. 261210,000xg (4°C, 3050 TEL
A (1) SRt MRl 1 mM MY BRI 2T, KR

MTPIZEA)RY—2BRIZUERY R (TG) B%
PSR
7 LIS 3 D Microsomal Triglyceride Transfer Prote
in (MTP) ZLITaX S FR L7, 7 HECE
EVA-MIEER (50mM RYUR. 250mM
Zza—A, 1mM EDTA, 0. 02% NaN
s (pHT. 4)) 22 TR THRESFHA4 XL, 1
0, 000xg (4°C. 30pM) TEODREL 2.
FEFEBIC T HS . 1AL, 3 00REHL
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LU AT HE, o2, Ric2. 7TM
WAL 7 > B2 LA A . 3 O EHEREL 2otk
10,000xg (4°C. 4 04 BLOEELA. 5
SR EEEMTPHMHE S L. — 8 0°CTHEft
L7z, HE, FPLCYAFARHWT, Y297
F/2FN(DEAE) 7 7ya—AAFLL0D. M
TPHEMEESSMTP 2R L HBCHERL,
(0579114 C—RUFLA THEZERL 2snall un
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(222)03-321424 (P2003—-I524

0. 25mo 1% RUALAY, Bmoll ALY
FVEY) BLUIHERDSUVIFRY —L (T2
F—. 0. 25mo 1% rUFLAY) ZEHL,
—EBORP—BLUET 2L T7H—-MTP#DMSO
TR Lo iR T 723D M S OZREL . 4
OmM #HfkrrYU™ma, 1mM EDTA (ZFL Y
VTEYTRITRT4 w2 TIR) 0. 02% N
aN5 . 0. 5% wYME7L7Iy2515mM
B AMERSEER (pH7 . 4) FT37°CIRT 18
Bl v o=, A rFaX—1%, 15mM
M) 2RSSR (pHT7. 4) 2TEELADEAE
LTI —2 (50% (v./v) ) 22 TELTEIE
2EN, Ryr—e 727y —208LLE, T2
—ho e E % ks > F L — gy Ay 12T
HisElL 7z, DMS OO T2 278 —thoRGTaER D 5
TS5 w28\ HEREMTP 24 L T GlssidEy L,
WG 6 75 2 75|\l E O L 24T -
fe, . Ty 7 LTUS. MTPORD Y IZESED
15mM TrisiEE#EER (pH7. 4) ZFENL
b nFRW:, FeivcllE/L D . BESE (%) &
PIFoa Tk,
B (26) = 100 x (11— ( (#SPEiroiat
ER— 7 T 7ROBGEER ) 7 (DM S OB IITRE
275 BEolGEeR) ) )
INE NS 0%EEFERZRTRE (1Cs o ) 23K
L, BREROCOTIET QTR
(0580]) HE&F (2)
He p GZ2#lgd 507 RY R 32 B (7KRB ) &
AT G
He p G 2#AH% 4L~y 20284 — 7L ESH (DME

FEL) ICHEEL, 96T L —MIERLE (431
04 cells /W), 2480EREELLE. Bt
WEL. DMSOITIHFREL /- shEiRnaaEts
72IIDMS O&FREHM (DMSOEEQO. 5%) I2EX
Mz, 352 AK0EBEL:, BEE, FEEER
L. FEHO7HRBRELERESEER (ELISA)
FIZTHELZz, EL I SARILTOL 34772,
50mM RN A REEAKSE S M) 7 LB
#T(pHO. 6) THRFRLAME N7KRBE/ 20—
WR (0. 5ug/%) %96RELISAR7L—
ML . E=RT1 SHRRE L, 7L — R
B, TOvE VIR (2500 L 70) BEML . E
wT1. SEREE L, Sk, BTl
(100u L7530 2@FmL.. ERTIEEREL .
el Bzl R s 7FEBE . LEEDMEMT,
0~1000 ng, /mLiIzEHELLORHWE, 3%
#%m. DMEMT1 000G LAch—29F 1 v
2 RNA R —VERRL TR BAR Y 2 a—F
(100 uL 7J%) ZFEML . ERT1RRKEL
72, ZL—bhEEEE. 2, 27V /R (3—1FiL
N FTYI L —6 AR ) Bl (100uL
SO RIEINL . ElRT BEHRE L7, 2 %TERRETR
(100p L7570 280 . Ub%EESIE7:, ER
405 nmizBITAHHEELEE LA, ik 5 EE
L DY DT RBRBIEFER L, 5500708
SEfEL YD . FESE (%) 2LITONIT TR,
HEE (%) =100 (1— (#EERO7KBIE
E/DMSOHOTHRBIEE) )

ZENB 0%HAFRZRTIEE (1Cs 5 ) 23k0
72, EHREAROCOINET OlRLI:,

M) (10% = BEmME. 100units, /mL [0581]
Rz y, 100ug / mL ARLTFR7A L [F66]
223 of 234

PENN EX. 2260
CFAD V. UPENN
IPR2015-01835



(0582]

(223)03-321424 (P2003—#tH&

E-66

ond R | T en R, NP | 7oA
I (M) 1Cy (nb) 1G5, (n) 1Cy (ndh)
1 0. 6 5. 8 1-2 42 850
1-3 | 4.7 5. 75 1-4 3. 4 190
1-5 | 0. 68 0. 65 1-8 1. 2 5.5
1-7 ] 7. 55 330 1-8 | 37. 5 720
1-6 | 5. 95 3. 2 1-11 32 22
1-12| 7. 6 63 1-13] 5.8 170
1-14| 82 55 1-22| 66. 5 179. 5
1-23| 54 63 1-25 5 8. 4
1-26| 630 620 1-27 7 26
1-28| 35 640 1-31| 84. 5 61
1-32| 8.6 720 1-34 23 100
1-35] 1.0 6. 9 1-36| 2.0 150
1-37| 3.5 47 1-38] 6.0 320
1-39)] 0. 66 160 1-40| 6.9 2.1
1-42| 4.4 35 1-45] 0. 39 0. 46
1-47| 4.5 750 1-48| 3.2 9. 7
1-49| 20 5. 3 1-51] 0. 96 530
1-52| 10 690 1-53] 0. 43 860
1-62| 5. 0 48 1-63 16 90
1-66| 16 9. 3 1-67 27 28
1-69) 9.1 90 1-70] 1.6 270
1-71| 1.8 120 1-72] 0. 44 2.7
1-73 - 39 1-74 - 680

[(£67]
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(0583]

(224)03—-321424 (P2003-124

%67
Ryl o 7§¥ﬁ¥%ﬁ R g
1C;, (ui) 1Cc, (i) 1C5y (nd) 1G5y (M)
1-75 — a7 1-76 - 120
1-77 - 360 1—-78 = 11
1-79 — 0. 59 1-80 - 8. 2
1-81| - 0. 49 |1-82 - 0. 53
1—-83 - 0. 23 1—84 - 4. 4
1-85| - 3. 2 - - -

2 0. 62 1. 5 2-2 1. 4 1. 3
2—3 2.1 2. 0 2—4 0. 94 0. 29
2—5 1. 4 0. 55 2-7 1.1 0. 56
2-8 | - 0. 99 |2-10 - 1. 4
2—12 — 7. 0 2—13 - 0. 74
2—14 — 1. 2 2—15 — 0. 53
2—-16 — 2.7 2—18 - 0. 69
s-190| - 26 2-20 - 0. 64
2—-21 1. 8 8. 9 2—-22 1. 4 0. 44
2-23] 2. 7 0.61 |2-24 - 28
2—25 - 6. 3 2—26 - 8, 2
2-29 - 91 2—30 - 217
2-31| - 43 2-32 - 1. 7
2-33 - 13 2—34 = 2. 0
2-35| - 38 2-36 _ 7. 4
2-390|0. 74| o0.76 |2-a0 - 0. 99
2—41 — 1. 2 2—42 - 1. 8
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(0584]

(225)03—-321424 (P2003—x24

£-68
Rl ﬁ?@é 75?2%%% R ﬁf@; 7§§2§%ﬂ

1, (a) 1640 1) Gy (M) ¢ (1D
2—-43 — 9. 0 2—-44 — 33
2-45) - 39 2-a6| - 2. 9
2—47 - 1. 2 2—48 — 0. 36
2-49| - 49 2-50 | - 21
2—-51 - 47 2—53 ot 4. 6
2—54 - 8. 5 2—556 — 4, 2
2-58| - 0. 93 |2-s7] - 0. 56
2—-58 - 1. 9 2—59 - D. 99
2—-60 - 1. 3 2—-561 - 0. 38
2-62| - 0. 37 |z2-66]| - 57
2—67 — 43 2—68 - 2. 25
2—-69 - 0. 91 2—-70 - 2. 34
271 — 0. 54 2—-72 = 0. 95
2—-73 - 2. 93 2—74 - 0. B4
2-75| - 12. 54 |2-76| - 0. 85
2—-77 - 2. 74 2—-78 - 0. 14
2—-79 - 1. 3 2—80 - 0. 79
2-81| - 0. 96 |z-82| - 4. 41
2-83| - 8. 87 |2-8a| - 2. 01
2-85| - 0. 49 |2-86]| -~ 0. 42
2—88 — 1. 92 2—-90 - 1. 74
2-91 — 0. b4 2—92 - 1. 47
2—-93 — 45, 8 2—95 - 18
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(0585]

(226) 03—-321424 (P2003—,&

%-609
R o e ﬁi%ﬂfmn Rn ﬁ?@% ﬁ?{xﬁff]ﬂ%mm
15, (nl) 1C,, (0} 10 (M) 1Cq (N}
2—96 -— 81 2—-97 -—_ 22
2—-98 - 0. 97 2=99 - 19
2-—102 - 14. 63 2—103 — 42. 6
2—104 - 3. 58 2—105 - 0. 2
2—108 — 0. 44 2—-107 - 50
2—108 - 0, 82 2—109 - g. 93
2—-110 - 0. 66 2—114 - 3.1
2—11b = 4 4 2117 - 38
2—118 - 49 - — —

3 = 1. 9 3—-2 - 4, 2
3-3 0. 40 1. 0 3—4 2.1 13
3—b - 2. 2 3—6 5. 0 0. 63
3—7 - 0. 356 3—8 3. 7 0. 38
3I—9 - 1. 6 3—10 2.7 0. 31_
3-11 - 0. 36 3—12 - 0. 72
3-13 - 1.9 3—14| 13 64
3-15 - 49. 9§ - — -

4 - 0, 33 4-2 - 16
4—3 - 7. 9 4—-5 - 5. 2
4—-6 - 7. b 4 =7 - 15
4—-8 - 10 - - —

5 3.1 19 5—-2 G6. b 875
H—3 6. 2 86. b HE—4 2. 4 b7
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(227)03-321424 (P2003—"ch+t24

#-70
£y () 1C,; (M) 105, (nM) 1C;, ()
5-5 | 4.5 5. 0 5-6 3. 9 260
5—8 14 340 5-9 4. 0 28
5—10| 6. 2 300 B—11] 1.3 5.1
5—12 - 1. 3 5-13 - 2. 4
5—14 - 0. 34 5—-15 - 6. 4
5—1686 - 3.0 5—17 - 5. 2
8 3. 47 58. 3 6-3 5. 2 510
6—8 50 630 6—10 22 870
6—14| 6.3 87 6-15| 2.0 57
6—16| 2.9 170 6-17| 2.3 420
6—19| 3.2 35 6-21| 9.8 920
7 4. 97 60. 0 7-2 | 2. 48 26
7-5 | 18. 2 237 - - -
8 33 595 - - -
g 11 . 260 9—2 4. 2 450
9-3 - 59 94 - 9. 9
9-5 - 3.1 9—6 - 59
9-8 - 6. 9 9-10 - 2. 3
9—-11] 20 210 9-13 - 0. 53
9—14 - 41 9-17 = 23
9-21 - 20 9-22 - 0. 96
9-23 - 8. 77 9-24 - 7. B6
9-27 - 0. 82 - - -

(0586 ] WAl (3)

FV) =T A A A

BETOLIToNLAT— (9—1 1388) 2EHL
7o, HRESEIIRER L DHTiRILG: . RAMEZ 0. 5% AF
Al a—2gw () [2B®L. 0. 3.1, 35
Hviti1 0mg.2ZmL "k g THdlRE RS LAz, #f
SR EOAT FIERIS Lz, S8 zig L

IZMAEZE R L2t MAEROTriglyceride (TG) &
HEOHEE (Ha) TERELL, F—2I3ATG
(mg dL) =AKRHE-—HSEHETERLE. 5
B L D | BHESE (%) 2LIToRiTRbdz,
B (%) =100 (1 —#EIEHOATG ¢
ontrolBHOHATG)

REERT LISRLE,

300ECA)—7A A0 (ZmL .k g) &EHIE (0587]
725 L. to4EiRiCiRETIEL DRIz, Mg (#71]
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(228)03-321424(P2003—-24

E-T1
BB 3 LB 3
KW | -7 MIBEMEHERNEE | EiEm A9-7" HLE ML BB
NG Mg (() ne/kg.p.o) NO. Nag- () mg/kg. p.o)
RH ##R 2% %

1 57 (100) 1-3 65 (100)
1-5 59 (3) 1-6 54 (10)
1-35 59 (100) 1-45 71 (100)
1-66 52 (100) 1-72 54 (100)

2 96 (10) 2-2 96 (10)
2-3 68 (3) 2-4 78 (3)
2-5 70 (3) 2-7 58 (3)
28 89 () 2-13 70 (3)
2-14 80 (3) 2-15 81 (3)
2-18 58 (3) 2-22 61 (3)
2-25 55 (3) 2-39 68 (3)
2-48 87 (3) - -
3—3 78 (10) 3-5 80 (10)
3-8 52 (3) 37 74 (8)
3-8 60 (3) 3—-10 85 (3)
3-11 75 (3) - -
5—9 78 (100) B—11 64 (100)
9-10 54 (3) 9-13 70 (3)

[0588]) =& (4)

FFT G A B

—HME AR LY P UNARY— (91 1E85) %
fEHL . IRGEIRE L OaTiRinG:. wisEmEx 30,
100H25WE300me. " 2mL 'k g THHEOR
L7, SEERHIENEOAR FEERS Lo, wishd
FHRELEZ30HHBICHF)FCWR1339 (2ml/

Biptidag (Har) CHEEL:, F—2Ii3T GRbHEE
(mg /dL min) = (2EEE-H5§#E 1
20THFRLL, o BEL D HESE (%) 21
ToRITTRDIz,

L= (%) =100 (1 —#mEHo T G
B control FOTGHRHEE)

FERERT 2IRLT,

kg) 2FRPES-L . 0 2EBEICIRETRE LD [0589]
FmL 7, MEEimfEEREN L CEIEhHOTGELYH [£7 2]
#H-T72
B4 W 4
SEEf [ R TG BrHiislRaes | sehEml | FFRE TG B mEIHE
NO. M- (O mgske. p. o) NO. MA¥- (O me/kg.p.o)
HE#E% [fZE=3: 4
1 19 (300) 1-6 0 (100
1-35 9 (300) 2—5 0 (100)
2-22 0 (30) 2—39 6 (100)
3-3 18 (100) - -
[0590] =B (5) i
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(229)03—-321424 (P2003—-i24

HE. 1 9Esmo AR Y (JW dbLZ~ 24t
Yy #1HEaLAFa—-E& (0. 3% JaL2A5Fa
—+3% Y—twuAfNEMRC -4, AV LY
FNTERHED) 27 0 ¢ HORRAEE Mz TRIE Rz
P, e X R aL AT a—NL 8 E
FIE LTHW:, 2L AFa—I VAR 77X EFIL
. EHSETMHREIL AFa—IL82/NT7 Y FDEN
Lo ST LA, BTk L DRI L 720 SEhER 2
—5ofbEM. 2N AF I K 2 — 5 oMb &

T YNAZF U ERIRINDFRERICZ L HICH
aLAFa—/VEEML RS L, R IE
El&Eil7 0 gz 27z, HB5HEE 4 HEOMR
OB ICHNER L DRI L . M&EaL 27—
srREELL, #iZZ, FEOBL TIPS AHEST
DIMEED L ZFa—/EONE FR L7z,
(0591)

(%7 3]

#F—73

b—&FNdL AT}
HINE img./d1)

= ) = R 1 2

8§0. 0

PONAFFY (Img/ kg)

48. 6

EliFi2-5(10meg. k g)

8. 6

EM2-5(10meg "k g)

+NAFZFr (1meg kg)

2.1

[0592]) HEF (6)

I 2% r g o e B
BETOLIYTINLAY— (9—1 538 %@L
o, WRIEE 0. 5% X FI-ela—AETR (EE)
CHEEL. 3055 WE100me, 2mL 'k g T

M#EOH—EH+EREREmE L o%. EFEERL . BF
ROMEE (RELE) BLUCERE 2 SRk
POATRT T T 4 — S RAIN FPIA R — (LC S
MS) #fAWTERERED7OT 7 FLHEIZLD
SERLZ:,

HRROHE- L, —EREet:, IREEREL D5 [0593]
FmL 7, T—7URET . FELMRE D IM#EER [(£74]
L7z, Magdmsickes LIEE it L, LA
£-74
PR (e M) FMim (M)
wam | R 4y
(mg/kg) lh | 2h | 4nh | 1h | 2h | 4n
Ak | <02 | <02 | <02 | <02 | <02 | <02
1-2 30
R 1.6 2.2 6.7 0.9 1.3 2.9
KB | <02 | <02 | <02 | <0.2 | <02 | <02
1-12 30
e L] 118 | 182 | 244 | 7.3 | 121 | 154
FREME | <02 | <02 | <02 | <02 | <02 | <02
1-13 30
v L] 168 | 206 | 27.3 | 109 | 169 | 183
RESE | 0.01 | 003 | 0.01 | <0.02 | <0.02 | <0.02
2-5 30
L] 033 | 0.73 | 038 | 001 | 001 | 0.02

(0594 ] 8 (7)

e dinucleotide phosphate: 1.

3mM. D-glucose-6—

WS 9 RNES O 2 e b
ERRUNAZS—HFS 9 (#RE : 2mg  protein
SmL ) e STNZE FRUNLAY—MNES O (%R
E:2mg protein/mL) #&%100mMV g
AT LAEER (pH7. 4. A-nicotinamide adenin
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LEEte, ) IZEEBL . S6IDMSOWTERL 2
TR (EER2 —5) REL. 37CkT

0, 10RW6 001 ¥ 2 — Mk, EREELINZ
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BLoaE L7z, EmthonE CGRZELER) 2 @i

(230)03—-321424 (P2003 &

F (%) #LIToMCTHERE L2,

(05906] HEA (8)

[0598]

K77 F5 T 4 — PR AR — (LC 2 %X 100
SMS) FHRGWCHEL:, S50 EERL Y . RiE [0595]
[£75)
BIE (%) =4 v F2—_R—1E (10550160
#-75
Eh NEAS—
10580 | 6 09480 | 1 080 | 6 0580
BER(%) | BE®(%) | BER(%) | B (%)
MEsS9 | 97.8 | 91.5 | 29. 0 14. 1
g S 9 7. 9 4. 3 2. 4 0
BETHRICRLE,
fREHOM T PR EGEHER 7 45 B i s [0597]
SERE 1 B8 2 = Rk L RBMoEdE & otz & [£76])
F—-76
MTP HE | 7§ B 2ns
» Lrsfit ICo(nM | ICs(nM)
F. F
F
O " OH1 >1000 | >10000
| o
T
Q
HO >1000 | >10000
NN
(o] CH,
LCH, ¢
F. _F
E
mm >1000 | >10000
Q
-
1-35
0
Ho Y >1000 | >10000
o GCH,
CH,
(£77])
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(231)03—-321424 (P2003-G24

#-17
MTP H¥E | 7§ B ZH2HIH
& 2
ety EAR ICso{n M) ICs(n M)
F F
F
& o
i >10000 | >10000
Sh
o rm’
2-5 CH,
0
HO >1000 |>10000
o\
0 ] "
me
F. _F
F
. o
i I - >10000
o
o T:>
2-17
0
HO. >1000 | >10000
N
7N _\CHS
C'Hs
[0599] [£78]
#-78
MTP BE | 74 B 4Hsisl
e *i
- AR ICs{n M} ICso{n M)
Fu F
F .
o H | >1000 | >10000
0
S
L0
3-4 HLC
‘ o}
HO. >1000 [ >10000
oo"\cHs
[»)
e,
[0600] BY . sHEOFRPLEIER RS LHETL,

CRHORER] FEdadl 1 SE3 P Lot b
. ARAOFIR SR ZORE FFEINLIE

FHIET GRS FSRIZ L 8J5E 1 9%LITTH Y .
LORIRANZIZO ZLIT . 3 BITHRMIZIZ 0 %LITT
ML EALMT PIEGEZEL. 2RI Z7UL T4 BT HERT GO ZEAEEHEL TV, 9730b
R ORI &5 AN L7z F72aE 4 p S L7 5. HEOMT P2 EHELZ W EPHLPTH

232 of 234 PENN EX. 2260

CFAD V. UPENN
IPR2015-01835



(232)03-321424 (P200 3 —K{&4#

5. B, A6 s NMETERIR S 7m0
{EEiE. FIRMAPCIZ S <EPIZLPFEET. £0
Z< (8ERPH S8 0ER) HAEMTHL I i b,
W LEMETE A CHIBIGEL W2 B bk s . B
(2. WERET 05 FRISE L EN e EtHeatics
WL | e G 2RI L 0 B Lo S HERIS
S, 2T, ABISHL . I fEMIT AT
AAGEEDIPNRSIFC L DTS A TE Y BREMT
PHEFGHEZFL TWienwZ Livbirsd, 27z, #EEI
56 MOmlEIIEGRE (A5 52 REH]) L AR
e 2H3 52 22X D, aLaFa—nLon
Nz faRIBEE NG C = | o TER R A R Y
ZEBbirh. IO REBILEMIS. o
A, FrictomlFIdE. SIREELE. S8t I
IE. BERR X IUEEDEEE s 5 5 Z e Ta
5 ZEbird.

(0601] 2k i%Z&ips . FRADFHIILED
KR OBEE FEFEINLHIEN . Mah 5 DOIERINE

I AR EF L. Bi2ld, 60T Gl
FHFLZWIZ EPDPE, 2O X, ERIZBWT
WM T PIEIEEE°. ANEOMT P oA &2k
ET2Z &Rl Twa, §E-> T, BRIALAMIL.
JNBOM T PiElE % S IRHTH 32 = 22k D IRER
RT3, FRUz LD miEHho ) 7)) 254

K. 2L 27— ERIFL D L% RERA ORI
RN s % T L7z, Fiid, FFEaOM TPk
HLZwZ bhrs, FUZAY 54 ROfFE\OEEL
B39, BHERTH 2RI ORIEZINZ 5 2 L]
FTEL, LT, SETIhWBIiFSEo e 7
WM T PHFR]. $72:bBREOMT Plzids X 1ERY
3. NBOMT P A% REMICHE T AH L nwe A7
OERIE . BIIRTE(LAE ., TEBIIRESR . IEGE . AR
XidEImEEOBE T, Hicldig, aalL2
FO—AE. &) ) RIESEOEEEIILT
BhgEy 722

Ty b=V E

(51)Int.CL.7
A61K 31/40
31/401
3174015
31/404
31/4184
31/423
31/426
31/4402
31/4406
31/4453
3174468
31/5375
A6lP 3/04
3/06
3/10
9/10 101
43/00 121
123

BalEd s

COo7C 233/81
235/34
235/40
23h/42
235/64
235/84
237/42
205/57
311/04
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Fl N ()
A61K 31740 4C069
31/401 4C086
31/4015 4C204
31/404 4C206
31/4184 AHOOG6
31/423
31/426
31/4402
31/4406
31/4453
31/4468
31/5375
A61P 3/04
3/06
3/10
9/10 101
43/00 121
123
Co7C 233/81
235/34
235/40
235/42
235/64
235/84
231742
255/57
311/04
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(233)03-321424 (P2003—En24

CO7D 207/16 C07D 207/16
207/404 207/404
209/08 209/08
211/58 211/58
213/54 213/54
2365/08 235/08
263/58 263/58
277720 277/28
277728 295/12 Z
277740 295/16 z
295/12 333/24
295/16 277/40
333/24
(T2)3F%E N Eh F&—2(53%) 40023 EAO3
RERFEHTSRET 1 & 15 Ha7208 2 40033 ADOS ADOY AD17 AD20
EhA SRR SR 40054 AAQZ CCO3 DDO1 EEO1 FF28
(T2)F80R% ¥ EHE 40055 AAO1 BAO1 BAO2 BA17 BB10
KR HTsRE 1 & 15 HACKEZE CAQ1 CAQZ CA17 CB10 DAOL
kS RER AT A 40056 CA15
(T2)FEHE ./ F #h 40069 AA16 AC31
RIEFTEH TSR] 1 15 HA:L OB 40086 AAD1 AAOZ AAO3 BCO7 BC17
Ek S EER AT A BC21 BC73 GA13 MAO1 MAS2
(T2)3EHE e = NAOS NA14 NA15 ZA40 ZA45
ARFEHTSRI1F 1S HACEZE ZATQ 7033 Z035 075
Et S EER AT 40204 BBO1 CBOZ2 DBO1 EBO1 FB23
(T2)F8PHE  EE: Wb GR32
AR EHTSRE 1 15 HAEIE 40206 AAO1 AAOZ AAO3 DB13 DB22
Ep S BB AR A DB43 GA31 HA12 MAO1 MAT2
(T2y#EE B0 FH4E NADS NA14 NA15 ZA40 7A45
RIEFTEH TSR] 1 15 HA:E 2B ZA70 7033 7035 ZC75
St RERR ST A 4H006 AAOT AAO3 AB23 AB27 BJ20
BJ50 BM10 BM30 BM71 BM72
BM73 BN30 BP30 BP60) BR6O
BS30 BT12 BT32 BT36 BU46
BV22 BV42 BV53 BV62 BVT72
BV74
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