
Description Amine Derivative having NPY 15 receptor antagonist activity
and use thereof Field of the Invention       A compound for this invention
has NPY 15 receptor antagonistic activity and useful as an anorectic or
anti-obesity composition. Background Art [0002] Obesity is classified as
primary obesity (simple obesity) and secondary obesity (symptomatic
obesity) according to its cause. The cause of primary obesity is thought to
include the excess energy intake (e.g., overeating), energy under
consumption (e.g., lack of exercise) and lower heat production. Currently,
over 90 of obesity is primary obesity. When this primary obesity is
developed and the condition is kept, it causes various health problems.
On the other hand, secondary obesity results from some underlying
disease. The Examples of the 20secondary obesity include endocrine
obesity, hypothalamic obesity, hereditary obesity, obesity caused by
timedicament and the like. Obesity triggers lifestyle-related diseases and
obese people is susceptible to complications such as diabetes,
hypertension, hype rlipemia, coronary atherosclerosis (angina or
myocardial infarction), gout, choielithiasis, fatty liver, infertility,
osteoarthritis and the like.        The basic treatment for obesity is a
combination of diet therapy and exercise therapy. However, this has a
limitation and drug therapy is expected to be effective especially for
morbid obesity.            receptor; which is a subtype of Neuropeptide Y
(hereinafter referred to as NPY) receptor, at least involves in the feeding
behavior and its antagonist is expected as an anti-obesity agent
(Non-patent Document 1). [0003] Amine derivatives having sulfonyl group
and similar structures to compounds for this invention and exhibiting NPY
15 receptor antagonistic activity are disclosed in Patent Document 1, 2, 3,
4 and the like. Amide derivatives having sulfonyl group and exhibiting NPY
15 receptor antagonistic  activity are disclosed in Patent Document 5, 8, 9,
10 and 11. Derivatives having sulfonyl group and exhibiting NPY Y5
receptor antagonistic activity are disclosed in Patent Document 12. The
structures of these compounds are different from those of the compounds
for this invention. f00041       Furthermore, although compounds having
similar structures to compounds for this invention are disclosed in Patent
Document 6, 7, 13, 14 and the like, the activities of their compounds are
quite different from those of the compounds for this invention. These
documents do not disclose that their compounds are useful 



10as an anorectic or anti-obesity composition and do not suggest this
invention. [Non-patent Document 1] Peptides, Vol.18, 445(1997) [Patent
Document 1] W0011002379 [Patent Document 2] W000/064880 [Patent
Document 3] W099/055667 [Patent Document 4] W000/068197 [Patent
Document 5] W0011037826 [Patent Document 6] W020061014482
[Patent Document 7] W020051097738 [Patent Document 8] W097/20823
20[Patent Document 9] US20061293341 [Patent Document 10]
W020071002126 [Patent Document 11] W02006/001318 [Patent
Document 12] W02005/080348 [Patent Document 13] US2007/060598
25[Patent Document 14] W020051121107 Disclosure of Invention
Problems to be solved by the Invention [0005] 30The object of this
invention is to provide excellent anorectic or anti-obesity compositions.
Means for Solving the Problem [0006] The present inventors have
intensively studied to synthesize the following  excellent novel compounds
having NPY Y5 receptor antagonistic activity. Patent Document 5
disclosed amide derivatives having sulfonyl group and exhibiting NPY Y5
receptor antagonistic activity. However, the present inventors found that
transportability through the blood-brain barrier of compounds which the
amide is substituted with the amine is much higher than those of the
unsubstituted compounds. Furthermore, the inventors found that
compounds for this invention have less the induction of a
drug-metabolizing enzyme compared to compounds disclosed in Patent
Document 1 or 2. It was confirmed that these novel compounds suppress
food intake or body weight gain 10by verification tests for suppression of
food intake, body weight gain and the like to achieve this invention. The
inventors found that a compound for this invention has high metabolic
stability and water solubility. Furthermore, compounds for this invention
are less toxic and thought to be safe enough as a medicament. 



15[0007] This invention includes the followings. (1) An anorectic or
anti-obesity composition comprising a compound of the formula (I):
[Formula R1-YN-X-N z(I) 20R2R7 a pharmaceutically acceptable salt or
solvate thereof, wherein       R1 is optionally substituted lower alkyl, 25Y is
-8(0)n- wherein n is 1 or 2, or R2 is hydrogen or optionally substituted
lower alkyl, Hi and R2 taken together may form lower alkylene, R7 is
hydrogen or optionally substituted lower alkyl, X is optionally substituted
lowerialkylene, 30optionally substituted lower alkenylene, optionally
substituted -CO-lower alkylene, optionally substituted -CO-lower
alkenylene or a group of the formula:  [Formula 21 3 45 i6 -( CP P )p- A
))---(0 R wherein 



R3, R4, R.3: and R.' are each ndependently hydrogen or optionally
substituted lower alkyl, a group of the formula: [Formula 3]     is optionally
substituted cycioalkylene, optionally substituted cycloalkenylene,
10optionally substituted bicycloalkylene, optionally substituted arylene or
optionally substituted heterocyclediyl, p and q are each independently an
integer between 0 and 2 and either p or q is not 0, -NR2 -X- may be a
group of the formula: 15[Formula 41  N  wherein a group of the formula:
[Formula 5]  N 20is piperidinediyl, piperazinediyl, pyridinediyl, pyrazinediyl,
pyrrolidine diy1 orp vrrolediyl, and U is lower alkylene or lower alkenylene,
Z is optionally substituted lower alkyl, optionally substituted lower alkenyl,
optionally substituted amino, optionally substituted lower alkoxy, optionally
substituted carbocyclyl, optionally substituted heterocyclyl, and
25provided that Z is not fused heterocyclyl consisting of three rings or
optionally substituted thiazolyl or optionally substituted quinazolinyl.  (2)
The anorectic or anti-obesity composition of (1) comprising a compound,
pharmaceutically acceptable salt or solvate thereof, wherein R1 is lower
alkyl.       (3) The anorectic or anti-obesity composition of (1) comprising a
compound, 30pharmaceutically acceptable salt or solvate thereof, wherein
Y is -S(0)s-. 



(4) The anorectic or anti-obesity composition of (1) comprising a
compound,  pharmaceutically acceptable salt or solvate thereof, wherein Z
is optionally substituted carbocycly1 or optionally substituted heterocyclyl.
(5) The anorectic or anti-obesity composition of (1) Comprising a
compound, pharmaceutically acceptable salt or solvate thereof, wherein X
is a group of the formula: [Formula 6]                 7-Th --(CP3A  pEipc6)
and is optionally substituted C2 to C10 alkyl. 10(6) The anorectic or
anti-obesity composition of (5) comprising a compound, pharmaceutically
acceptable salt or solvate thereof, wherein Z is optionally substituted
heterocvelyl.    (7) The anorectic or anti-obesity composition of (5)
comprising a compound, pharmaceutically acceptable salt or solvate
thereof, wherein a group of the 15formula: [Formula 7]     (--\ -c_A) is
optionally substituted cycloalkylene, optionally substituted
cYcloalkenylene, optionally substituted hicycloalkylene or optionally
substituted piperidinylene. 20(8) The anorectic or anti-obesity composition
of (5) comprising a compound, pharmaceutically acceptable salt or solvate
thereof, wherein a group of the formula: [Formula 8] 



or is optionally substituted cyclohexylene or optionally substituted
piperidinyiene, p and q are each independently 0 or 1, and either p or q is
not 0. (9) The anorectic or anti-obesity composition of (7) or (8) comprising
the compound, pharmaceutically acceptable salt or solvate thereof,
wherein Z is 30 optionally substituted lower alkyl, optionally substituted
phenyl, optionally substituted pyriciyi optionally substituted pyrazolyl,
optionally substituted isoxazolyl, optionally substituted oxadiazolyi,
optionally substituted pyrietaz.m  optionally substituted pyrazinyi,
optionally substituted pyrimidinyl or optionally substituted fused
heterocycle consisting of two rings. (10) The anorectic or anti-obesity
composition of (1) comprising a compound, pharmaceutically acceptable
salt or solvate thereof, wherein X is a group of the formula: [Formula 91 -.
5 6 A(L.-R P , and p-hq is I or 2. 10(11) The anorectic or anti-obesity
composition of (10) comprising a compound, pharmaceutically acceptable
salt or solvate thereof, wherein p+q is 1. (12) An anorectic or anti-obesity
composition comprising a compound of the formula (I): [Formula 101
R1-YN-X-N-Z(I) 



15R7 a pharmaceutically acceptable salt or solvate thereof, wherein R.1 is
optionally substituted lower alkyl, 20Y is -8(0)2-, R2 is hydrogen or
optionally substituted lower alkyl, R7 is hydrogen or optionally substituted
lower alkyl, X is a group of the formula: {Formula 111 'CP5R6)q- wherein
R5 and R6 are each independently hydrogen, a group of the formula:
36[Formula 12]   is optionally substituted cycloalkylene, p is 0, and q is it
or 2, Z is optionally substituted carbocyclyl or optionally substituted
heterocyclyl, and 5provided that a compound wherein Z is fused
heterocyclyl consisting of three rings is excluded.  (13) The anorectic or
anti-obesity composition of (12) comprising a compound, pharmaceutically
acceptable salt or solvate thereof, wherein Z is optionally substituted
phenyl, optionally substituted indanyl, optionally substituted pyridyl,
10optionally substituted pyridazinyl, optionally substituted pyrimidinyl,
optionally substituted pyrazolyl, optionally substituted isoxazolyl, optionally
substituted oxadiazolyl or optionally substituted fused heterocycle
consisting of two rings, 



(14) The anorectic or anti-obesity composition of (12) comprising a
compound, pharmaceutically acceptable salt or solvate thereof, wherein Z
is optionally 15substituted isoquinolyl, optionally substituted
benzothiazolyl, optionally substituted benzoxazolyl, optionally substituted
benzopyridyl, optionally substituted benzopyridazinyl, optionally
substituted benzimidazolyl, optionally substituted thiazolopyridyl,
optionally silbstituted benzisoxazolinonyl, optionally substituted
bonzoxazolinonyl, optionally substituted benzoxadinonyl or optionally
20substituted benzoxyazepinonyl. OA An anorectic or anti-obesity
composition comprising a compound of the formula [Formula 13] R1-YN X
N( I ) RR 7 25 a pharmaceutically acceptable salt or solvate thereof,
wherein Rl is optionally substituted lower alkyl, Y is -S(0)2-, 30R2 is
hydrogen or optionally substituted lower alkyl., R7 is hydrogen or
optionally substituted lower alkyl, X is a group of the formula:  [Formubi
141 -(CR3R4)p-  (CR5R6)q- 



wherein R3 and R4 are each independently hydrogen, a group of the
formula: [Formula 151  is optionally substituted cycloalkylene, p is 1 or 2,
and q is 0, 10Z is optionally substituted carbocyclei or optionally
substituted heterocyclyl, and provided that a compound wherein Z is fused
heterocyclyl consisting of three rings, optionally substituted thiazoly1 or
optionally substituted quinazolinel is excluded. (16) The anorectic or
anti-obesity composition of (15) comprising a compound,
15pharmaceutically acceptable salt or solvate thereof, wherein Z is
optionally substituted phenyl, optionally substituted pyridyl, optionally
substituted peridazinel, optionally substituted pyrazinyl, optionally
substituted pyrimidinyl, optionally substituted quinolyl, optionally
substituted isoquinolyl, optionally substituted benzothiazolyl, optionally
substituted benzimidazolyl, optionally 20substituted benzoxazolyl,
optionally substituted thiazoloperidyl or optionally substituted
oxazolopyridel. (17' An anorectic or anti-obesity composition comprising a
compound of the formula (1"): [Formula 16] R1-YN-X-N Z(I) 25R2R' a
pharmaceutically acceptable salt or solvate; thereof, wherein R  is
optionally substituted lower alkyl, 



Y is -SO" 30R2 is hydrogen or optionally substituted lower alkyl, BY is
hydrogen or optionally substituted lower alkyl  X is a group of the formula:
[Formula 177 " 4K15 (CRJR )q-- wherein R3 and R( are each
independently hydrogen, a group of the formula: [Formula 181  is
optionally substituted cycloalkylene, p is 1 or 2, and 10q is 0, and Z is
optionally substituted phenyl, optionally substituted pyrieiyl, optionalk
substituted pyridazinyl, optionally substituted pyrazinyl, optionally
substituted pyrimidinyl, optionally substituted guinolyl, optionally
substituted isoguinolyl, optionally substituted benzothiazolyl, optionally
substituted benzimidazolyt, 15optionally substituted bonzozazolyl,
optionally substituted thiazolopyridyl or optionally substituted
oxazolopyridyl. (18) A compound of the formula [Formula 191  a
pharmaceutically acceptable salt or solvate thereof. (19) A pharmaceutical
composition comprising the compound, pharmaceutically acceptable salt
or solvate thereof of (18). 



5(20) A pharmaceutical composition comprising the compound,
pharmaceutically acceptable salt or solvate thereof of (18) and exhibiting
NPY Y5 receptor antagonistic activity. (21) An anorectic or anti-obesity
composition comprising the compound, pharmaceutically acceptable salt
or solvate thereof of (18). 10(22) A method for suppression of appetite by
administering the compound, pharmaceutically acceptable salt or solvate
thereof of (18).  (23) A method for treatment or prevention of obesity by
administering the compound, pharmaceutically acceptable salt or solvate
thereof of (18).      (24) Use of the compound, pharmaceutically
acceptable salt or solvate thereof of 15(18) for manufacture of an
anorectic or anti-obesity composition.  Effect of the Invention  Compounds
for this invention exhibit NP? Y5 receptor antagonistic activity and are very
useful as a medicine, especially as an anorectic or anti-obesity
composition for preventing and/or treating feeding disorder, obesity or
hyperorexia. Brief Description of Drawings [00091 [FigureCompound Ii-45
suppresses Body Weight Gain 10[Figure 2] Compound Ij-112 suppresses
Body Weight Gain Best Mode for Carrying Out the Invention [00101
Terms used in the present description are explained below. Each term
15has the same meaning alone or together with other terms in this
description. 



[0011]       "Halogen" includes fluorine, chlorine, bromine and iodine.
Especially preferred is fluorine or chlorine [0012] 20The protective group
in "optionally protected hydroxyl" or 'optionally protected hydroxyl(lower
alkyl)" includes all of hydroxy protecting groups usually used. Examples
are acyl such as acetyl, trichloroacetyl, benzoyl and the like, lower
alkoxycarbonyl such as t-butoxycarbonyl and the like, lower alkyinulionyl
such as methane sulfonvl and the like, lower alkoxy(low-er alkyl) such as
methoxymethyl and the like, and trialkylsilyi such as t-butyldimethylsilyl
and the like. [0013]          "Lower alkyl" includes Cl to C10 straight or
branched alkyl. Examples are methyl, ethyl, n-propyl, isopropyl, n-butyl,
isobutyl, sec-buthyl, tert-butyl, n- 30pentyl, isopentyl, neopentyl, hexyl,
isohexyl, nildeptyl, isoheptyl, n-octyl, isoectyl, n-nonyl, n-decyl and the
like.        "Lower alkyl" of R1 is preferably C2 to C10, more preferably CE
to CO alkyl and most preferably ethyl, isopropyl or t-butyl. [0014] 35"Lower
alkyl" in other cases is preferably Cl to CO and more preferably Cl  to C4
alkyl, l00151       The examples of substituents of "optionally substituted
lower alkyl" of Z are, (i) halogen; (2) cyano; 5(3) the following groups (1) to
(xvi), which are optionally substituted with one or more substituents
selected from "Substituent group BP defined below, (i) hydroxy, GO lower
alkoxy, (iii) mercaptio, (iv) lower alkylthio, (v) acyl, (vi) acyloxy, (vii)
cal-boxy, &lib lower alkoxycarbonyl, (ix) imino,carbamoyl, (xi)
thiocarhamoyl, (xii) lower alkylcarbamoyl, (xiii) lower alkylthiocarbamoyl,
(xiv) 



10amino, (xv) lower alkylamino or (xvi) heterocyclylcarbonyl; or (4) a
group of the formula: [Formula 191 t)s,B wherein R" and R" are each
independently hydrogen or lower alkyl and when this group has two or
more of R" and/or R", each R" and/or R" may be different W is single
bond, 0, S or NR12. R12 is hydrogen, lower alkyl or phenyl, a group of the
formula: 20[Formula 201 is cycloalkyl, bicycloalkyl, cycloalkenyl, aryl or
heterocyclyl, each of which is optionally substituted with one or more of
substituent(s) selected from 25"Substituent group If' defined below and s
is an integer of 0 to 4 [0016] "Substituent group a" is a group consisting of
(1) halogen; (2) oxocyano: (4) nitro; (5) imino optionally substituted with
lower alkyl or hydroxy; 30(6) the following groups (i) to (xxi), which are
optionally substituted with one or more of group(s) selected from
Substituent group El, (i) hydroxy, (ii) lower alkyl, (iii) lower allienyl, (iv)
lower alkoxy, (v) carboxy, (vi) lower alkoxycarbonyl, (vii) acyl,acyloxy, (ix)
imino, (x) mercapto, (xi) lower  alkylthio, (xii) carbamoyl, (xlii) lower
alkylcarbamoyl, (xiv) cycloalkylcarbamoyl, 



(xv) thiocarbamoyl, (xvi) lower alkylthiocarbamoyl, (xvii) lower alkylsulfinyl,
(xviii) lower alkylsulfonyl, (xix) sulfamoyl, (xx) lower alkylsulfamoyl and
(xxi) cycloalkylsulfamoyl; 5(7) the following groups (i) to (v), which are
optionally substituted with Substituent group El, Lower alkyl, lower
alkoxy(lower alkyl), optionally protected hydroxy(lower alkyl),
halogeno(lower alkyl), lower alkylsulfonyl and/or arylsulfonyl,       (1)
cycloalkyl, (ii)cycloalkenyl, (ii0cycloalkyloxy, (iv) amino and (v)
10alkylenedioxy; and (8) the following groups (i) to (xii.), which are
optionally substituted with Substituent group 6, lower alkyl,
halogeno(lower alkyl) and/or oxo. 0) phenyl, (ii) naphthyl, (iii) phenoxy, (iv)
phenyloower alkoxy), (v) phenylthio, (vi) phenyl(lower(vii) phenylazo, ()Lill)
heterocyelyl, (ix) beterocyclyloxy, (x) heterocyclylthio, (xi)
heterocyclyicarbonyl and (xii) heterocyclylsulfonyl. [0017]             The
preferable examples of Substituent group a. as substi uents for Ring 13
20are halogen; nitro; hydroxy; optionally substituted lower alkyl wherein
the subst uent(s) is halogen, cyano, phenyl, carboxy and/or lower
alkoxycarbonyl; lower alkenyl; lower alkoxvcarbonyl(lower alkenv1);
optionally substituted lower alkoxy wherein the substituent(s) is halogen,
25hydroxy, lower alkoxy, carboxy, lower alkoxycarbonyl, lower alkylamino
and/or cyano; acyl; hydroxyimino; lower alkylthio: lower alkYlsulfinyl:
sulfamoyl; optionally substituted amino wherein the substituent(s) is lower
alkyl, optionally protected hydroxy(lower alkyl), phenyl andlor acyl;
30alkylenedioxy; cyanophenyl; phenyl substituted heterocycle biphenylyl;
phenoxy; phenylazo optionally substituted with lower alkyl; or optionally
substituted heterocyclyi wherein the substituent(s) is optionally protected
hydroxs,,, mercapto, halogen, lower alkyl, cycloalkyl, lower 



alkoxycarbonyl, amino, lower alkoxycarbonyl amino, carbamoyl, oxo,
phenyl, 35lower alkoxyphenyl or hoterocyclyl. More preferable examples
are halogen; lower alkyl optionally substituted with halogen; or lower
alkoxy optionally  substituted with halogen. [0018]       "Substituent group
B" is a group consisting of halogen, optionally protected hydroxy,
mercapto, lower alkoxy, lower alkenyl, amino, lower alkylamino, lower
alkoxycarbonylamino, lower alkylthio, acyl, carboxy, lower alkoxycarbonyl,
carbamoyl, cyan, cyclualkyl, phenyl, phenoxy, lower alkylphenyl, lower
alkoxyphenyl, halogenophenyl, naphthyl and heterocyclyl. [0019]
Examples of the substituent(s) for optionally substituted lower alkyl" of
10any other than ZRI) are one or more substituent(s) selected from
Substituent group 13. The lower alkyl may be substituted with these
substituents at any possible position(s). [0020]       The lower alkyl part in
"lower alkoxy", "tower alkoxycarbonyl", "lower alkoxycarbonylaower
alkyl)", "lower alkylphenyl", "lower alkoxyphenyl", "lower alkylcarbamoyE,
"lower alkylthiocarbamoyl", "lower alkylamino", "halogeno(lower alkyl)",
"hydroxy(lower alkyl)", "phenyl(iower alkoxy)", "lower alkylthio",
"phenyl(lower alkylthio)", "lower alkoxycarbonylamino", "lower
alkoxycarbonyi(lower alkenyl)", "lower alkylsulfinyt, "lower alkylsulfonyl",
20cc aryhlower alkoxycarbonytE, "lower alkylbenzoyl" or "lower
alkoxyberizoyl" is the same as defined in the above "lower alkyl". [00211
Examples of the substituent(s) for "optionally substituted lower alkoxy" are
one or more substituent(s) selected from Substituent group B. Preferable 



examples are phenyl, lower alltylphenyl, lower alkoxyphenyl, naphthyl and
heterocyclyl. [0022]        "Cyclealkyl" includes C3 to C8 and preferably Co
to CO cyclic alkyl. Examples are cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, cyclobeptyl, 30cyclooctyl and the like. [0023]       Examples of
the substituent(s) for "optionally substituted cycloalkyl" are one or more
substituent(s) selected from Substituent group a and the cycloalkyl may
be substituted with these substituents at any possible position(s). [0024]
"Bicycloalityl" includes a group which is formed by excluding one
hydrogen  atom from 05 to CS aliphatic cycle containing two rings which
possess two or more of atoms in common. Examples are
bicycloI2.1.0lpentyl, bicyclo[2.2.11heptyl, hicyclo[2.2.2]octyl,
bicyclo[3.2.1]octyl-and the like. 100251 5"Lower alkenyl." includes 02 to
C10, preferably C2 to CS and more preferably CS to CO straight or
branched alkenyl having one or more double bond(s) at any possible
position(s). Examples are vinyl, propenyl, isopropenyl, butenyl, isobutenyl,
prenyl, butadienyl, pentenyl, isopentenyl, pentadienyl, hexenyl,
isohexenyl, hexadienybheptenyl, octenyl, nonenyl, decenyl and the like.
10[0026]        The "lower alkenyl" part in "lower alkoxycarbonyl(lower
alkenyl)" is the same as the above "lower alkenyl". 100271 Examples of
the substituent(s) for 'optionally substituted lower alkenyl" are 15halogen,
lower alkoxy, lower alkenyl, amino, lower alkylaminc, lower
alkoxycarbonylamino, lower alkylthio, acyl, carboxy, lower alkoxycarbonyl,
carbamoyl, cyano, cycloalkyl, phenyl, lower alkylphenyl, lower
alkoxyphenyl, naphthyl and/or heterocyclyl. 



[0028] 20"Acyl" includes (1) Cl. to 010, preferably Cl to 06 and more
preferably Cl to 04 straight or branched alkylcarbonyl or alkenylearbonyl,
(2) C4 to 09 and preferably C4 to C7 cycloalkylcarbonyl and (3) C7 to C11
arylcarbonyl. Examples are formyl, acetyl, propionyl, butyryl, isobutyryl,
valeryl, pivaloyl, hexanoyl, acryloyl, propioloyl, methacrylpyl, erotonoyl,
cyclopropylearbonyl, 25cyclohexylcarbonyl, cyclooetylcarbenyl, benzoyl
and the like. 100291 The "acyl" part in acyloxy is same as above. [0030]
"Cycloalke.nyl" includes a group having one or more double bond(s) at
any 30possible position(s) in the above cycloalkyl. Examples are
cyclopropenyl, cyclobutenyl, cyclopentenyl, cyclohexenyl, cyclohexadienyi
and the like. [0031]       Examples of substituent(s) for "optionally
substituted cycloallienyl" are one or more substituent(s) selected from
Substituent group 6. [0032] Examples of the substituent(s) for "optionally
substituted amine" are  Substituent(s) group Ei, optionally substituted
benzoyl and/or optionally substituted heterocyclylcarbonyl wherein the
substituent(s) is hydroxy, lower alkyl, lower alkoxy and/or lower alkylthio.
l00331       "Aryl" includes a monocyclic or polycyclic aromatic carbocyclyl.
Examples are phenyl, naphthyl, anthryl, phenanthryl and the like. It also
includes aryl fused with other non-aromatic carbocyclyl. Examples are
indanyl, indenyl, biphenylyl, atienaphthyl, tetrahydronaphthyl, fluorenyl
and the like. Phenyl is preferable 



10[00341 The aryl part in "aryl lower alkoxycarbonyl" is same as above,
"Optionally substituted aryl" or "optionally substituted phony-1" of Z
includes the above "ary]" or "phenyl" respectively, which is optionally
substituted with Substituent group a or lower alkyl optionally substituted
with one or more group(s) selected from Substituent group a. 100351
Examples of the substituent(e) for "optionally substituted aryl" and
"optionally substituted phenyl" of any other than Z are one or more
group(s) selected from Substituent group B. 20[0036]        "Carbocycly1"
includes the above "cycloalkyl", "cycloalkenyr, "bicycloalkyl" and "aryl".
100371              "Non-aromatic carbocycly1" includes the above
"cycloalkyl", "cycloalkenyl" 25and "hicycloalkyr. [0038]        "Optionally
substituted carbecycly1" includes the above "optionally substituted
cycloalkyl", "optionally substituted cycloalkenyl", "optionally substituted
bicycloalkyl" and "optionally substituted aryl". 30[0039]        "Heterocycly
includes a heterocyclic group containing one or more heteroatom(s)
arbitrarily selected from 0, S and N. Examples are 5- or 6- membered
heteroaryl such as pyrrolyl, imiciazolyl, pyrazolyl, pyridyl, pyridazinyl,
pyrazinyl, triazolyl, triazinyl tetrazolyl, isooxazoly1, oxazolyl, oxadiazolyl,
isothiazolyl, thiazolyl, thiadiazolyi, furyl, thienyl and the like; fused
heterocyclyl consisting of two rings such as indoly-1, isoindolyl, indazolyl,
indolizinyl, indolinyl, isoindolinyl, quinolyl, isoquinolyl, cinnolinyl, phthalaz
-*ft, quinazolinyl, naphthyridinyl, quinoxalinyl, purinyl, pteridinyl,
benzopyranyl, benzimidazolyl, benzisoxazolyl, benzoxazolyl
benzoxadiazolyt, benzisotlaiazolyi, benzothiazolyl, benzothiadiazolyl,
benzofuryl, isobenzofuryl, benzothienyl, benzotriazolyl, imidazopyridyl,
triazoropyridyl, imidazothiazolyl, pyrazinopyridazinyt, tetrahydroquinolyl,
tetrahydrobenzothienyl, oxazolopyridyl, thiazolopyridyl (e.g.,
thiazolo15,4-blpyridine-2-y.1, thiazoloi5,4-cipyridine-2-yl,
thiazolo[4,5-b]pyridine-2-yl, thiazo1o14,5-dpyridine-2-y1 and the like),
benzoxazolinonyl, benzisoxazolinonyl, henzoxazinonyl,
benzoxyazepinony1, 10oxazolopyridinonyl, benzodioxoly1 and the like;
fused heterocyclyi consisting of three rings such as carba.zolyl, acridinyl,
xanthenyl, phenothiazinyl, 



plaenoxathitnyl, phenoxazinyl, dibenzofuryl and the like; and non-aromatic
heterocycly1 such as dioxanyl, thiiranyl, oxiranyl, oxathiolanyl, azetidinyl,
thianyl, pyrrolidinyl, pyrrolinyi, imidazolidinyl, imidazolinyl, pyrazolidinyl,
15pyrazolinyl, piperidyl, piperazinyl, morpholinyl, morpholinc,
thiomorpholinyl, thiomorpholino, dilnydropyridyl, tetrahydrofuryl,
tetrahydropyranyl, tetrahydrothiazolyl, tetrahydroisothiazoly1 and the like.
10001 "Fused heterocycly1" fused with a ring other than a heterocycle
(e.g.. 20benzothiazoly1 and the like) may attach with the other group(s) at
any possible position. [00411        The substituent(s) for "optionally
substituted heterecycly1 or 'optionally substituted fused heterocyclyi
consisting of two rings" are the same as those for the above "optionally
substituted aryl". [0042]        The heterocyclyl part in
"heterocyclylcarbonyl", "hete.rocy-clyloxy", "heterocyclylthio" or
"heterocycly1 substituted phenyl" is the same as the above "heterocyclyl".
30[00431       "Lower alkyl.ene" includes a bivalent group comprising 1 to
6 of methylene, preferably 2 to 6 of methylene and more preferably 3 to 6
of methylene. Examples are methylene, ethylene, trimethylene,
tetrarnethylene, pentamethylene, hexamethylene and the like.
Tetramethyiene is especially preferable. i00441        "R.1 and R- taken
together may form lower alkylene" includes the case [Formula 21] R1 S-N-
is (0)n R`, (0)n 



Preferable examples are [Formula 22] cl/Thand 00// \ [0045]             The
lower alkylene part in 'lower alkylenedioxy is the same as the above
10"lower alkylene". Methylenedioxy or ethylenedioxy is preferable. [0046]
"Lower alkenylcne" includes a bivalent group comprising 2 to 6 of
methylene, preferably 8 to 6 of methylene and more preferably 4 to 5 of
methylene and including at least one double bond. 15[0047]
"Cycloalkylene" includes a bivalent group which is formed by excluding
one hydrogen atom from the above "cycloalkyl". As cycloalkylene of X is
1, 4- cyclohexanediy1 is preferable. [0048] 90The term "cycloalkenylene"
includes a group containing at least one double bond in the above
cycloalkylene [0049]       "Bicycloalkyiene" includes a group which is
formed by excluding one hydrogen atom from the above "bicycloalkyl".
Examples are bicyclol2. 1. Olpentylene, bicyclo[2. 2. llheptylene, bicyclo[2.
2. 2]octylene, bicyclo[3. 2. lioctylene and the like. [0050]
"Fieterocyclediy1" includes a bivalent, group which is formed by excluding
one hydrogen atom from the above "heterocycly1". Piperidinediyl,
piperazinecliyl, py-ridined.iyl, pyrimidinediyl, pyrazinediyi, pyrroliclinediy1
or  pyrrolediy1 is preferable Piperidinediyl is more preferable. [00511 



"Arylene" includes a bivalent group which is formed by excluding one
hydrogen atom from the above "aryl". Phenylene is preferable. 5[0052]
"Heteroarylene" includes aromatic groups in the above "heterocyclediyl".
Examples are pyrrolediy1, imidazoledlyl, pyrazolediyl, pyridinediyi,
pyridazinecliyl, pyrimidinediyl, pyrazinediyl, triazolediyl, triazinediyl,
isoxazolediyl, oxazolediyl, oxadiazolediyl, isothiazolediyl, thiazolechyl,
10thiadia.zolediyl, furandiyl, thiophenediyl and the like. [00531
Examples of substituent(s) for "optionally substituted lower alkylene",
"optionally substituted lower alkenylene", "optionally substituted
cycloalkylene", "optionally substituted cyclohexylene", "optionally
substituted bicycloalkylene", 15"optionally substituted cycloalkenylene",
"optionally substituted phenylene", "optionally substituted heterocyclyldiyl"
and "optionally substituted piperidinylene" are one or more group(s)
selected from Substituents group B.    Preferred is H.alogen, hydroxy,
lower alkyl, halogeno(lower)alkyl, lower alkoxy, amino, lower alkylamino,
acyl, carboxy, lower alkoxycarbonyl or the like These 20substituent(s) may
attach to any possible position(s). When -1\1R2-X- is a group of the
formula: [Formula 23] - N U is preferably methylene or ethylene. More
preferred is a group of the formula: [Formula 241 H2 -Nho-\rN or/ [0054]
The following compounds are preferable as a compound for this invention.



30A compound of the formula Oh [Formula 251  -YN-X-N Z(I) R2R7
wherein R.' is lower alkyl, 5Y is -8(0)2-, Rz is hydrogen, R' is hydrogen, X
is a group of the formula: [Formula 26]  (CPR4)p. A COP 10 wherein R3
and R4 are each independently hydrogen; a group of the formula:
15[Formula 27]  is cycloalkylene, p is 1, and is 0, and 20Z is optionally
substituted pyrazolyl, optionally substituted benzothiaz ly1 or 



optionally substituted benzoxazolyl. The following compounds are more
preferable. [Formula 28]  RP    H/---/ "N11\1 0 0 /-F H    0 0 'Si/=1(\ H,-2 N 



[00551        The above compounds have a good character especially that
they show effect of suppressing body weight gain at low doses 100561
The compounds for this invention include any formable and
pharmaceutically acceptable salts thereof. Examples of "the
pharmaceutically acceptable salt" are salts with mineral acids such as
hydrochloric acid, sulfuric 10acid, nitric acid; phosphoric acid and the like;
salts with organic acids such as para-toluenesulfonic acid,
rnethanesulionic acid, oxalic acid, citric acid and the like; salts with
organic bases such as ammonium, trimethylammonium, triethylammonium
and the like; salts with alkaline metals such as sodium,  potassium and the
like; and salts with alkaline earth metals such as calcium, magnesium and
the like [0057] The compounds for this invention include solvates thereof.
Hydrate is preferable and arbitrary numbers of water molecules may
coordinate to the compound for this invention. [00581       When
Compound (I) for this invention has an asymmetric carbon atom it.
includes racemates, all of enantiomers and all of stereoisomers such as
10diastereomer, epimer, enantiomer thereof and the like. When
Compound (I) for this invention having one or more double bond(s) forms
an E isomer or Z isomer, Compound (I) includes both isomers. When X is
cycloalkylene, Compound (I) includes both of cis isomer and trans isomer.
[00591 15For example, Compound (I) for this invention can be
synthesized by the following methods. Hereinafter, X will be described as
-CE12-G- or -G-CH2-. [0060] [Compounds wherein Y is S(0)11] 



[Formula 291 20  R 1-S 02-Hal 2 3 Step A Step B /sr / Step C RN R2
CO2R12 0 5 RIN .01  00Stee H00 910       In the above scheme, Hal is
halogen, -G-CH2- is the same as -X- in the formula W, 11'3 is lower alkyl
and the other symbols have the same meanings as above. Step A 



Compound 1 is reacted with Suifonyl Halide 2 having the desired
suhstituent R1 in a suitable solvent within the range of 0 C to 50 C for
several 10minutes to several hours to give Compound 8 wherein n is 2.
Examples of the solvent are tetrahydrofuran, dimethylformamide, diethyl
ether, dichloromethane, toluene, benzene, xylene, cyclohexane, hexane,
chloroform, ethyl acetate, butyl acetate, pentane, heptane, dioxane,
acetone, acetonitrile, mixtures thereof and the like 15 Step B
Compound 5 wherein n is 1 can be synthesized by reacting Compound 1
and Sulfinyl Halide 4 having substituent R.1 The conditions for the
reaction are the same as those of the above Step A.  Step C
Compound 5 obtained in Step B is oxidized by the usual method to give
Compound 3 wherein n is 2. Examples of an oxidizer are
nrchloroperbenzoic acid, peracetic acid, hydrogen peroxide,
trifiuoroperacetic acid., sodium periodate, sodium hypochlorite, potassium
permanganate and the like. The reaction may be carried out within the
range of 0 "C to 50 C. Examples of solvents are tetrahydrofuran,
dimethylformamide, diethyl ether, dichloromethane, toluene, benzene,
xylene, cyclohexane, hexane, chloroform, ethyl acetate, butyl acetate,
10pentane, heptane, dioxane, acetone, acetonitrile, water, methanol,
ethanol, isopropanol, mixtures thereof and the like. Step D Compound 3
obtained from Step A or C is treated with base in a suitable 15solvent to
give Compound 6. Examples of the base are barium hydroxide, sodium
hydroxide, potassium hydroxide, hydrazine, lithium salt of propanethiol
and the like. Examples of the solvent are tetrahydrofuran,
dimethylformamide, dioxane, acetone, acetonitrile, methanol, ethanol,
propanol, water, mixed solvents thereof and the like. The reaction may be
carried out within the range of 0 C to 00100 C for several minutes to tens
of hours. Step E Compound 6 obtained form Step D is reacted with Amino
Compound 7 



having the desired substituent Z and It7 in a suitable solvent within the
range of 250 C to 50 C for several minutes to several hours to give
Compound S. Examples of the solvent are tetrahydrofuran,
dimethylformamide, diethyl ether, dichloromethane, toluene, benzene,
xyl,ene, cyclohexane, hexane, chloroform, ethyl acetate, butyl acetate,
Pentane, heptane, dioxane, acetone, acetonitrile, mixed solvents thereof
and the like. An activator such as thionyl chloride, acid 30halide, acid
anhydride, activated ester and the like can be used, if necessary. Step F
The obtained Compound 8 is treated with a suitable reducing agent in a
suitable solvent to give Compound (I-A). Examples of the reducing agent
are sodium horohydride, lithium boron hydride, lithium aluminum hydride
and the like. Examples of the solvent are tetrahydrofuran,
dimethylformamide. dioxane,  a.cetonitrile, methanol, ethanol, propanol,
acetic acid, mixed solvents thereof and the like. The reaction may be
carried out within the range of 0 C to 100 C for several minutes to tens of
hours. Step G       Compound 6 obtained from Step I) is treated with a
reducing agent in a suitable solvent to give Compound 9. Examples of the
reducing agent are sodium barohydride, lithium boron hydride, lithium
aluminum hydride, diborane and the like. Examples of the solvent are
tetrahydroluran, dimethylformamide, 10diexane, acetonitrile, methanol,
ethanol, propanol, mixed solvents thereof and the like. The reaction may
be carried out within the range of' 0 C to 100 C for several minutes to tens
of hours. Compound 9 can be obtained through the intermediate such as
acid halide, acid anhydride, activated ester and the like, if necessary. 15
Step El       Compound 9 obtained from Step G is oxidized by the usual
method to give Compound 10. Examples of an oxidizer are
m-chloroperbenzoic acid, peracetic acid, hydrogen peroxide,
pertrifluoroacetic acid, sodium periodate, sodium 20hypochlorite,
potassium permanganate, Dess-Martin periodinane,
dimethylsulfoxide/oxalyl chloride (Swern oxidation), ruthenium-catalyst
and the like. The reaction may be carried out within the range of -80 C to
50 C. Examples of the solvent are tetrahydrofuran, dimethyllormamide,
diethyl ether, dichloromethane, toluene, benzene: xylene, cyclohexane,
hexane, chloroform, 



25ethyl acetate, butyl acetate, pentane, hoptane: dioxane, acetone,
acetonitrile, water, methanol, ethanol, isopropanol, mixed solvents thereof
and the like. Step J The obtained Compound 10 and. Amino Compound 7
having the desired 30substituent Z and R7 are subjected to reductive
amination reaction by a ordinary method to give Compound (I-A).
Examples of the reducing agent are sodium borohydride, triacetoxy
sodium borohydride, cyano sodium borohydride and the like. The reaction
may be carried out within the range of 0 IC to 50 Of Examples of the
solvent are tetrahydrofuran, dimethylformamide, dioxane, scetonitrile,
methanol, ethanol, propanol, acetic acid, hydrochloric acid, mixed solvents
thereof and the like.  [0061] [Compounds wherein Y is CO] [Formula 30]
92 R1-CO-H al 119292 1,1I HN -CO,Lan  Step KStep D 0 11213    



In the above scheme, each symbol has the same meaning as above and
CH2- is the same as -X- in the formula (D. 10Step K Compound 1 is
reacted with Acy1 Halide 11 having the desired substituent    in a suitable
solvent within the range of -20 DC to 50 0 for several minutes to several
hours to give Compound 12. Examples of the solvent are tetrahydrofuran,
dimethylformamide, diethyl ether, dichloromethane, toluene, 15benzene,
xylene, cyclohexane, hexane, chloroform, ethyl acetate, butyl acetate,
pentane, heptane, dioxane, acetone, acetonitrile, mixed solvents thereof
and the like. Step D, 0, H and J 20The obtained Compound 12 is
subjected to the similar method to the above Step D, G, H and J to give
Compound (I-B) for this invention [00621 [Formula 311  FRO Step N    )0.
R7N:2;G 1920 



Step QStep    2122     (I-C)          in the above scheme, each symbol has
the same meaning as above, -CH2-0- is the same as -X- in the formula (I)
and T1 is alkyl. Step L This is the step to introduce substituent H." into
Compound 16. For example, Compound 16 is reacted,with RIX wherein X'
is halogen under the presence of a base to give Compound 17. Examples
of the solvent are 10tetrahydrofuran and dimethylformami de. The reaction
may be carried out at room temperature. Examples of the base are
triethylamine, pyridine, dimethylamino pyridine and the like. This step is
not necessary for the compounds wherein R7 is hydrogen in the formula
(I-C). Step Frl This is the step to introduce substituent Z into Compound
17 For 



example, Compound 17 is reacted with ZXI wherein X, is halogen under
the presence of a base to give Compound 18. Examples of the solvent are
methanol, ethanol, iaopropanol, dimethylformatnide and the like. The
reaction may be 20carried out at room temperature or under heating. For
example, it can he  carried out in a sealed tube by a microwave reactor.
Examples of the base are N,N-diisopropyl ethyl amine and the like. Step N
5This is the step to reduce Compound 18 to give Compound 19. An
example of reducing agent is lithium aluminum hydride. Examples of the
solvent are tetrahydrofuran and the like. The reaction may be carried out
at room temperature. 10Step 0       This is the step to give Compound 20
by azidation of Compound 19. For example, methanesulfonyl chloride is
reacted with Compound 19 by using triethylamine as a base to give
mesylate. Chloroform can he used as the solvent for the mesylation.
Sodium azide is reacted with the obtained compound and 15aziciation is
carried out in dimethylformamide or the like at room temperature or under
heating to give Compound 20. Step P         This is the step to reduce
Compound 20 to give Compound 21. It can he 20carried out by catalytic
reduction. Examples of the catalyst are 10 % palladium carbon and the
like. Examples of the solvent are ethanol and the like. Step Q This is the
step to a compound of the formula: M-Y-X1 wherein X is 25halogen or the
like, and Y is 5, SO, 302 or CO is reacted with Compound 21 to give
Compound 22. Examples of a compound of the formula: RI-Y-X1 are
various sulfonyl chloride, sulfinyl chloride, acyl chloride and the like.
Examples of the solvent are tetrahydrofuran, dimethylformamide and the
like The reaction may be carried out at room temperature or under
heating. The reaction is preferably 30carried out under a base. Examples
of the base are pyridine, triethylamine and 



the like. A compound wherein R2 is hydrogen in the formula (PC) do not
need the subsequent Step R and Compound 22 is a final target
compound. This reaction can be carried out with a compound of the
formula: Rl-Y-X1 wherein Y is S or SO to give Compound 22, and then the
oxidation can be carried out to 35transform to a compound wherein Y is
SO2used for the next step.  Step R       This is the step to introduce
substituent R2 into Compound 22. R2X1 wherein Xl is halogen or the like
is reacted with Compound 22 under the presence of a base to give
Compound (LC). Examples of base are sodium hydride 5and the like.
Examples of the solvent are dirnethylformamicie and the like. [00631 The
following intermediates are useful in the above steps. [Formula 32]    1819
7 Na< 2021 10 vvherein R is optionally substituted lower alkyl. 



R7 is hydrogen or optionally substituteri lower alkyl, G is
1,4-cycloalkylene, and 15Z is optionally substituted carbocyclyl or
optionally substituted heterocyclyl.       R is preferably lower alkyl and
more preferably methyl and ethyl. Ethyl is especially preferable.
Preferable IV is hydrogen. Preferable Z is optionally substituted
heterocyclyl. 20The following compounds are especially preferable. A
compound of the formula: [Formula 33] -CIN -7 ct;wherein 13,15 is NH2 or
OH, and  Z is optionally substituted pyridyl, optionally substituted
pyridazinyl., optionally substituted pyrazinyI, optionally substituted
pyrimidinyl, optionally substituted quinolyl, optionally substituted
isoquinolyl, optionally substituted benzothiazolyl, optionally substituted
ben.zoxazolyl, optionally substituted benzopyridyl, optionally 5substituted
benzopyridazinyl, optionally substituted benzimidazolyl, optionally
substituted benzoxazolyl, optionally substituted thiazolopyridyl optionally
substituted benzisoxazolinonyl, optionally substituted benzoxazolinonyl,
optionally substituted ben zoxazin onyl or optionally substituted
benzoxyazepinonyi. [0064] 10[Formula 341 01Steps0ProPro Step T 



,  R 0G-ReHOGR    26 25 Pro Step X  PN 7 - R7 1j2 2728 Step Y    PIt R7
R2 



(I-D)    In the above scheme, each symbol has the same meaning as
above, -CI-I2-G- is the same as -X- in the formula (I), R is alkyl and Pro is
an amino protecting group. 15 Step S        This is the step to introduce a
protecting group into Compound 17. As a protecting group, the protecting
group described in Protective Groups in Organic Synthesis (Theodra W.
Greene) or the like can be used. The amino protecting groups which can
be removed under the acid condition are preferable. Examples are
benzyloxycarbonyl, tert-butyloxycarbonyl and the like. For example, ProXL
wherein X' is halogen or the like and Pro is benzyloxycarbonyl,
tertbutyloxycarbonyl or the like and Pro-O-Pro wherein Pro is
benzyloxycarlionyl, tert-hutyloxycarbonyl or the like are reacted under the
presence of the base to give Compound 23. Examples of the solvent are
tetrahydrofuran and 10climethyllormamide. The reaction may be carried
out at room temperature. Examples of the base are triethylamine, pyridine,
dimethyl amino pyridine and the like. The reaction also can he carried out
with a compound wherein fit is hydrogen. lbStep T       This is the step to
reduce Compound 23 to give Compound 24 Lithium aluminum hydride
can he used as the reducing agent. Examples of the solvent are
tetrahydrofuran and the like, The reaction may be carried out at room
temperature. 20 Step U       This is the step to give Compound 25 by
azidation of Compound 24. For example, methaneSulfonyl chloride is
reacted with Compound 24 by using triethylamine as a base to give
mesylate. Chloroform can be used as the solvent 25for the mesylation.
Sodium azide is reacted with the obtained compound and azidation is
carried out in dimethylformamide or the like at room temperature or under
heating to give Compound 25. Step V       This is the step to reduce
Compound 25 to give Compound 26. Compound 25 is reduced with
triphenylphosphine and water to give Compound 26. The reaction may he
carried out under heating. An example of the solvent is tetrahydrofuran.
Except for the reduction method with triphenylphosphine, the catalytic
reduction can be used. For the catalytic reduction, 10 % palladium
35carbon or the like can be used as catalyst. Examples of the solvent are
ethanol and the like. The reduction method can be suitably selected
depending on the 



used protecting group. Step W This is the step to react a compound of the
formula: El-Y-Xi wherein X is 5halogen or the like, Y is S, SO, 802 or CO
with Compound 26 to give Compound 27. Examples of the compound of
the formula: Rt-Y-X1 wherein X' is halogen or the like are various sulfonyl
chloride, sulfinyl chloride and acyl chloride. Examples of the solvent are
tetrahydrofuran, dimethylamide and the like. The reaction may carry out at
room temperature or under heating. The reaction is 10preferably carried
out under a base. Examples of the base are pyridine, triethylamine and
the like. This reaction can be carried out with a compound of the formula:
R'-Y-X1 wherein Y i.s S or SO to give Compound 27, and then the
oxidation can be carried out to transform to a compound wherein Y is SO2
used for the next step. 15 Step X       This is the step to remove the
protecting group of Compound 27, The method for removing the
protecting group can be used by selecting various conditions depending
on the protecting group. For example, tert- 20butyloxycarbonyl can be
removed with acid. Benzyloxycarbonyi can be removed by catalytic
reduction or the like. Step Y This is the step to introduce substituent Z into
Compound 28. For 25example, ZX' wherein Xi is halogen is reacted under
the presence of the base to give Compound (I-D). Examples of the solvent
are methanol, ethanol, isopropanol, climethylformamide and the like. The
reaction may carry out at room temperature or under heating. For
example, it can be carried out in a 



sealed tube by a microwave reactor. Examples of the base are
N,N-diisopropyl 30ethyl amine and the like. In the above steps, the
following intermediates are useful. A compound of the formula: (Formula
351  wherein R is optionally substituted lower alkyl, Pro is a protecting
group, R2 is hydrogen or optionally substituted tower alkyl, G is
1,4-cycloalkylene, Y is SO2 or SO, R' is optionally substituted lower alkyl,
and 10R2 is hydrogen or optionally substituted lower alkyl.       R is
preferably lower alkyl and more preferably methyl and ethyl Ethyl is
especially preferable. Preferable Pro is amino protecting group which can
be removed under the acid condition. Examples of Pro are the formula:
-(0=0)-0-R, wherein R is 15optionally substituted lower alkyl or optionally
substituted lower alkenyl. Tert- butyloxycarbonyi is especially preferable.
Preferable R2 is hydrogen. Preferable Y is SOz.       R1 is preferably lower
alkyl and more preferably isopropyl, ethyl and tertbutyl. Tert-butyl is
especially preferable. 



Preferable R2 is hydrogen. The following compounds are especially
preferable. A compound of the formula: [Formula 36]  wherein E.' is ethyl
or tert-butyl. A compound of the formula: [Formula 27] 0 R1NH 0-tert-Bu
wherein R.' is ethyl, isopropyl or tert-butyl. A compound of the formula :
[Formula 381 H 2 /Th N- N-Z \  10 wherein Z is optionally substituted
earbocycly1 or optionally substituted heterocyclyl [0065]       All of the
compounds for this invention have an NPY Y5 antagonistic activity and
the following compounds are especially preferable. [0066] 



In the formula (I), a compound wherein 111 is optionally substituted lower
alkyl (hereinafter referred to as "R1 is R1-1"), 20a compound wherein 111
is Cl to 010 alkyl optionally substituted with halogen (hereinafter referred
to as "R1 is R.1-2"), a compound wherein R.1 is isopropyl or t-butyl
(hereinafter referred to as "R1 is R1-3"), a compound wherein R2 is
hydrogen or Cl to 03 alkyl (hereinafter referred to as "R.2 is 112-I"), a
compound wherein R2 is hydrogen (hereinafter referred to as "R2 is
119-2"),       a compound wherein X is optionally substituted lower
alkylene, optionally 30substituted lower alkenyiene or a group of the
formula:  Formula 391  wherein a group of the formula: [Formula 40] is
optionally substituted cycloalkylenc, optionally substituted
cycloalkenylene, optionally substituted bicycloalkylene, optionally
substituted phenylene or optionally substituted heterocyclediy1
(hereinafter referred to as "X is X-1"), a compound wherein X is C2 to C6
alkylene, C3 to CO alkenylene or a group of 10the formula: [Formula 411 ,
A 2, wherein a group of the formula: 



(Formula 42]  A lc is optionally substituted cycloalkylene, optionally
substituted cycloalkenyiene, optionally substituted bicycloalkylene,
optionally substituted phenylene, optionally substituted piperidhaylene,
optionally substituted thiophenediyl or 20optionally substituted furandiyl
(hereinafter referred to as "X is X-2"), a compound wherein X is C2 to CG
alky-lene or a group of the formula: [Formula 43]  wherein a group of the
formula: [Formula 441 [71:Th wherein is optionally substituted
cycloalkylene, optionally substituted plienylene, optionally substituted
piperidinyiene, optionally substituted thiophenediyi or  optionally
substituted furandiyl (hereinafter referred to as "X is X-3"), a compound
wherein Xis (i.) C2 to CS alkylene or (ii) cycloalkylene or phenylene, each
of which is optionally substituted with halogen, hydroxy, lower alkyl or
halogenoaower alkyl) (hereinafter referred to as "X is X-4"), 5a compound
wherein X is 02 to 09 alkylene or to CO to 00 cycloalkylene (hereinafter
referred to as "X is X-6"), a compound *herein X is 08 to 06 alkylene or
1,4-cyclohexylene (hereinafter referred to as "X is X-6"), 10a compound
wherein Y is -S0- (hereinafter referred to as "Y is Y-1"), a compound
wherein Y is S02- (hereinafter referred to as "Y is Y-2"), a compound
wherein Y is C0- (hereinafter referred to as "Y is Y-3"),    a compound
wherein Z is optionally substituted lower alkyl, optionally 15substituted
carbocycly1 or optionally substituted heterocycly1 (hereinafter referred to
as "Z is Z-1"), 



a compound wherein Z is -(CR8 R9)r-W-(0R10R,11)s-V wherein R8, R9,
R1C) and R11 are each independently hydrogen or lower alkyl and
20when Z has two or more of R8, R.9, R10 and/or R11, each of R8, R9,
R1 and R11 may be different, W is single bond, 0, S or NR12, R12 is
hydrogen, lower alkyl or phenyl, V is hydrogen, optionally substituted
cycloalkyl, optionally substituted 25bicycloalkyl, optionally substituted aryl
or optionally substituted heterocycl 1, r is an integer of 1 to 4 and s is an
integer of 0 to 4 (hereinafter referred to as " Z is Z-2"), 30a compound
wherein Z is (0112)r-W-(01i9)s-V wherein W is single bond, 0, S or NR12,
R12 is hydrogen or lower alkyl, V is optionally substituted aryl Or
optionally substituted heterocycly1 wherein the substituent(s) is halogen,
hydroxy, lower alkyl, halogeno(lower 35alkyl), lower alkoxy, lower allkenyl,
amino, lower alkylamino, acyl, carboxy, lower  alkoxycarbonyl, phenyl or
monocyclic heteroaryl, r is an integer of 1. to 4 and 



s is an integer of 0 to 4 (hereinafter referred to as "Z is Z-3"), B a
compound wherein Z is -(CH2)r-W-(CH2)s-V wherein W is single bond, 0,
TS, NET or Date, V is optionally substituted phenyl or optionally
substituted heteroaryi       wherein the substituent(s) is halogen, lower
alkyl, halogeno(lower alkyl), lower 10alkoxy, amino or lower alkylamino, r
is an integer of 1 to 8 and s is an integer of 0 or 1 (hereinafter referred to
as "Z is 15a compound wherein Z is optionally substituted carbocyclyi,
wherein the substituent(s) is halogen; hydroxyl optionally substituted lower
alkyl wherein the substituents is halogen, hydroxy, carboxy, lower
alkoxycarbonyl, cyano and/or phenyl; lower alkenyl optionally substituted
with lower alkoxycarbonyl 20optionally substituted lower alkoxy wherein
the substituents is halogen, hydroxy, lower alkoxy, carboxy, lower
alkoxycarbonyl, lower alkylami no, cycloalkyl, cyano and /or heterocycly1;
cycloalkyl; cycloalkyloxy; acyll lower alkylthio; carbamoylower
alkylcarbamoyl; cycloalkylcarbamoyl; hydroxy intim; 25optionally
substituted amino wherein the substituents is lower alkyl, optionally
protected hydroxy(lower alkyl), lower alkoxy(lower alkyl), acyl, lower
alkylsulfonyd, aryisulfonyl and/or phenyl; phenyl optionally substituted with
halogen, cyano, phenyl and/or heterocyclyll lower alkylsolfinyl; lower
alkylsuliamoyll cycloalkylsulfamoyli 



30nitro; cyanol alkylenedioxy; phenyiazo optionally substituted with lower
alkyl: phenoxyl oxo; optionally substituted heterocyclyl wherein the
substituents is optionally protected hydroxy, mercapto, halogen, lower
alkyl, cycloalkyl lower alkoxycarbonyl, aeyl, amino, lower
alkoncarbonylaminc, carbamoyl, axe, phenyl, lower alkoxyphenyl,
halogenophenyl, heterocycly1 and/or oxo; heterocyclylsulfonyl optionally
substituted with lower alkyl; heterocyclyloxyl  hoterocyclylcarbonyl
optionally substituted with lower alkyl (hereinafter referred to as "Z is
Z-5"), a compound wherein Z is optionally substituted phenyl wherein the
substituent(s) is halogen; hydroxy; lower alkyl optionally substituted with
halogen, hydroxy, lower alkoxycarbonyl, cyano and/or phenyl; lower
alkoxycarbonyl(lower alkenyl); lower alkoxy optionally substituted with
halogen, lower alkoxy, lower alkoxycarbonyl, cycloalkyl and/or
heterocyaly1; cyclaalkyl; cycloalityloxy; acyl; lower alkyltbio; carbamoyl;
tower alkycarbamoyl; amino 10optionally substituted with lower alkyl,
hydroxy(loweracyl, lower alkylsulfonyl and/or phenyl; phenyl optionally
substituted with halogen, cyano, phenyl and/or heterocycly1; lower alkyl
sulfamoyl; cycloalkylsulfamoyl; nitro; alkyl() edioxy phenylazo optionally
substituted with lower alkyl; phenoxy; oxo; 15heiterocycly1 optionally
substituted with hydroxy, halogen, lower alkyl, lower alkoxycarbonyl,
amino, carbamoyl, phenyl, halogenophenyi, heterocyciyl and/or oxo;
heterocyclyloxy; and/or heterocycly1sulfonyl optionally substituted with
lower alkyl (hereinafter referred to as "Z is Z-6"), 20 a compound wherein
Z is optionally substituted phenyl wherein the substituent(s) is halogen;
lower alkyl optionally substituted with halogen, hydroxy, lower
alkoxycarbonyl and/or phenyl; lower alkoxy optionally substituted with
halogen and/or cycloalkyl; cyeloalkyl; cyaloalkyloxy; acyl; lower alkylthio;
lower alkylcarbamoyl; amino optionally substituted with lower alkyl,
hydroxy(lower alkyl), acyl and/or phenyl; phenyl optionally substituted with
piperidyl; cycloalkylsulfamoyl; alkylenedioxy; phenoxy; 



morpholinyi or morpholino, each of which is optionally substituted with
lower alkyl; piperidyl optionally substituted with hydroxy, lower alkyl, lower
30alkoxycarhonyl, phenyl, halogenaphenyl and/or oxo; pyrrolidinyl
optionally substituted with hydroxy, carbamoyl and/or oxo; piperazinyi
optionally substituted with phenyl or pyrimidinyl; dihydropyridyl; pyrroly1;
pyrrolinyl; imidazoly1 optionally substituted with halogen and/or lower
alkyl; pyrazoly1; thienyl; thiadiazoly1; furyl; axazalyl; isoxazoly1; tetrazoly1
35optionally substituted with lower alkyl and/or phenyl; indolinyl; indolyi;
tetrahydroquinoly1; benzothiazolyi optionally substituted with lower alkyl;
tetrahydroisothiazoly1 optionally substituted with oxo; benzopyranyl
optionally substituted with oxo; tetrahydropyranyloxy; tetrahydrofuryloxy;
morpholinosulfonyl optionally substituted with lower alkyl; and/or
piperidylsulfonyl optionally substituted with lower alkyl E(hereinafter
referred to as "Z is Z-7"), a compound wherein Z is optionally substituted
phenyl wherein the substituent(s) is halogen, lower alkyl, halogeno(lower
alkyl), lower       alkoxy, cycloalkyloxy, lower alkylcarbamoyl, phenyl, lower
alkyl morpholino 10and/or tetrahydropyranyloxy (hereinafter referred to as
"Z is Z-8"), a compound wherein Z is optionally substituted heterocyely
wherein the substituent(s) is halogen, hydroxy, lower alkyl,
halogeno(lower alkyl), lower alkoxy, mercapto, lower alkylthie, acyl,
carboxy, lower alkoxycarbonyl, amino, lower alkylamino, phenyl, naphthyl,
phenylthio optionally substituted with halogen, phenoxy optionally
substituted with halogen, oxo and/or heterocycly1 optionally substituted
with lower alkyl (hereinafter referred to as "Z is Z-9"), 90 a compound
wherein Z is thienyl, pyrazolyl, thiazolyl, thiadiazolyd'pyridyl, pyrimidinyl,
pyrazinyl, pyridazinyl, triazinyl, indolyl, isoindolyl, indolinyl, isoindolinyl,
indazolyl, benzopyranyl, benzoxazolyl, benzothienyl, benzothiazol 1,
benzothiazolinyl, benzothiadiazolyl, benzimidazolyl, quinolyl, isoquinolyl,
dihydrobenzofuryl, carbazolyl, acridinyl, clibenzofuryl or thiazolopyridyl,
each of which is optionally substituted with the substituent(s) selected
from the group of lower alkyl; halogeno(lower alkyl); lower alkoxy; lower
alkoxycarbonyl; acyl; lower alkoxycarbonyl(lower alkyl); mercapto; phenyl,
naphthyl, phenylthio or phenoxy, each of which is optionally substituted
with halogen; furyl; nitro; oxo; 30and morpholino optionally substituted
with lower alkyl 



(hereinafter referred to as "Z is Z-10"), a compound wherein Z is thienyi,
thiazolyl, thiadiazolyl, pyridyl, pyrazinyl, indolyl, isoindolinyl, benzopyranyl,
quinolyi, carbazolyl, dibenzofuryl, benzopyranyl, henzothianyl or
benzothiazolyi, each of which is optionally substituted with one or more
substituent(s) selected from the group of lower  alkyl, halogeno(lower
alkyl), lower alkoxy, lower alkoxycarbonyl, acyl, phenyl, naplithyl,
phenylthic, lower alkyl morpholino and oxo (hereinafter referred to as "Z is
Z-11"), 5a compound wherein TM is R1.-2, R2 is R2-2, n is 2 and a
combination of X, Y and Z, i.e., (X, Y. Z), is any one of the followings.
6),(X-3,Y-3,Z-7),(X-3,Y-3,Z-8),(X-3,y--10),(X-3,Y-3,Z - 1),
(X-4,Y-2,Z-1),(X-4,Y-2,Z-2),(X-4,Y-2,Z-3),(X-4,Y-2,Z-4),(X.-4,17-2,Z-5),(X-
4,Y4),(X-4,Y- 2,Z -7),(X-4,Y-2,Z-8),(X-4,Y--10),(X-4,Y. -2,Z -11), Z- 6),
(X-4,Y-2,Z-7),3,Z-9),(X-4,-Y-3,Z-10),(X -4,Y-3,Z -11), 6), (X-5,Y-3,Z -7),
(X-5,Y-3,Z-8),(X-5,Y- 3,Z-9),(X-5,Y-3,Z-10)or (X-5,Y-8,Z -11) the
pharmaceutically acceptable salt or solvate thereof. 20i00671        The
anorectic or anti-obesity composition of this invention is especially useful
for preventing and/or treating obesity and suppressing food intake.
Moreover, the composition is effective for preventing and/or treating the
diseases in which obesity acts as a risk factor, for example, diabetes,
hypertension, 25hyperlipemia, atherosclerosis, acute coronary syndrome
and the like.        Furthermore, a compound for this invention has not only
NPY YS receptor antagonistic activity but also any or all good characters
as a medicine selected from the followings. a) weak CYP enzyme
inhibition. 30b) less induction of a drug-metabolizing enzyme. c) good
drug disposition such as high bioavailability. 



d) low toxicity of anemia-inducing activity or the like. e) high metabolic
stability. high selectivity for Y5 receptor. g) high water solubility. h) high
transportability through the blood-brain barrier.  [0068]       In addition, a
compound for this invention has a low affinity for NPY Yi and Y2
receptors, and has a high selectivity for NPY Y5 receptor. NPY causes a
sustained vasoconstrictive action in the periphery and this action is mainly
via 5 Yi receptor. Since Y5 receptor is not involved in this action at all, the
compound has a low risk of inducing side effects based on the peripheral
vasoconstriction, and is expected to be suitably used as a safe medicine.
1.00691 The compound for this invention shows an anti-obesity effect by
suppressing 10food intake Therefore, it is one of the features of the
present antagonist not to induce side effects such as dyspepsia caused by
an anti-obesity agent which inhibits digestion and absorption, or central
nervous system side-effects such as an antidepressant effect due to a
serotonin transporter inhibitor that shows an anti-obesity effect 15[0070]
An anorectic or anti-obesity composition of this invention can be
administered orally or parenterally. In the case of oral administration, it.
may be in any usual form such as tablets, granules, powders, capsules,
pills, solutions, syrups, buccal tablets, sublingual tablets and the like.
When the 20composition is parenterally administered, any usual form is
preferable, for example, injections (e.g., intravenous, intramuscular and
the like), suppositories, endermic agents, inhalations and the like. Oral
administration is especially preferable because the compounds for this
invention show a high oral absorbability. 25[0071]       A pharmaceutical
composition may be manufactured by mixing an effective amount of a
compound for this invention with various pharmaceutical additives suitable
for the administration form, such as excipients, binders, moistening
agents, clisintegrants, lubricants and diluents. When the composition is of
an 



30injection, an active ingredient together with a suitable carrier can be
sterilized to give a pharmaceutical composition. [0072]       Examples of
the excipients include lactose, saccharose, glucose, .starch, calcium
carbonate, crystalline cellulose arid the like. Examples of the binders
include methylcellulose, carboxymethylcellulose, hydroxypropylcellulose,
gelatin, polyvinylnyrrolicione and the like. Examples of the disintegrants
include  carboxymethylcellulose, sodium carboxymethyleellulose, starch,
sodium alginate, agar, sodium lauryl sulfate and the like. Examples of the
lubricants include talc, magnesium stearate and macrogol, and the like.
Cacao oil, macrogol, methylcellulose or the like may be used as base
materials of suppositories. When the composition is manufactured as
solutions, emulsified injections or suspended injections, solubilizing agent,
suspending agents, emulsifiers, stabilizers, preservatives, isotonic agents
and the like which are usually used may be added. For oral
administration,, sweetening agents, flavors and the Like which are usually
used may be added. 10[00731       Although the dosage of a compound of
this invention as an anorectic or anti-obesity composition should be
determined in consideration of the patient's age and body weight, the type
and degree of diseases, the administration route and the like, a usual oral
dosage for an adult is 0.05 to 100 mg/kg/day and 15preferable is 0.1 to 10
mg/kg/day. For parenteral administration, although the dosage highly
varies with administration routes, a usual dosage is 0.005 to 10
mg/kg/clay and preferably 0.01 to 1 mg/kg/day. The dosage may be
administered in one to several divisions per day. [0074] 20This invention
is further explained by the following Examples, which are not intended to
limit the scope of this invention.        The abbreviations used in the present
description stand for the following meanings. Me: methyl 25Et: ethyl i-Pr:
isopropyl DMSO: dimethylsulfoxide 



Pd-C: palladium carbon THE: tetrahydrofuran 30DMF:
N,N-dimethylformarnicle triCPBA: meta-Chloroperoxybenzoic acid
Example [0075] 35Example 1 Synthesis of Compound (lig) Step I
[Formula 451 HNI r 02N"---.....FK2003 -----3DINSI
061-11F1\102Ci3HIpN202 Mel. 1M. :141.1lifl ol Wt. :234.29
3-Fluoronitrobenzene (2.00 g, 14.2 num& was dissolved in
dimethylsulfoxide (15 m1). 3,5-Dimethylpiperidine (3.21 g, 28.4 mum].)
and potassium carbonate (3.92 g, 28.4 mmol) were added thereto and the
mixture was stirred for 3 hours at 150 'C. The reactant was poured into
water and extracted with ethyl acetate. The organic layer was washed with
water and dried over sodium sulphate anhydrous. The solvent was
removed under reduced pressure. 10Ethyl acetate and hexane were
added to the residue. The precipitated crystals 



were collected with filtration to give the desired substituted nitrobenzene
(2.05 g, 62% 1H-NMR (CDC13) lippm: 0.76 (g, 111, elf = 12.0 Hz), 0.96
(d, 611, J = 6.3 Hz), 1.70- 1.91 (m, 3H), 2.32 (t, 211, J = 12.0 Hz),
3.62-3.72 (n, 211), 7.17-7.25 (m, 11-0, 7.34 (t, 111, J = 8.1 Hz), 7.59 (d,
1H, J = 8.1 Hz), 7.71 (s, 1.H). Step 2 [Formula 46] r 02N C12MI8N2 02
MOI. W1.. 234.29 r--- H2, Pd-c14N,-..:-----,---N-...-- --, I Et0 H`-',.-- ---
C131420N2 MO!. WI. :204.31  20       The compound obtained in Step 1
(2.05 g, 8.75 rnmol) was dissolved in ethanol (25 ml) and 10 % Pd-C (0.20
g) was added thereto to carry out the hydrogenation reaction for 12 hours.
Pd-C was removed by celite filtration and the filtrate was condensed under
reduced pressure. The residue was purified by silica gel chromatography
to give the desired Aniline (1.62 g, 90 .% yield). '1-11-NMR (CDC13)
6ppm: 0.69 (q, 1H, J = 12.0 Hz), 0.92 (d, OH, J te- 6.3 Hz), 1.75- 1.98 (m,
3H), 2.22 (t, 2H, J = 12.0 Hz), 8.53-3.62 (m, 211), 6.21 (d, 111, J = 7.5 liz),
6.38 (s, 111), 6.42 (d, 111, J = 8J Hz), 7.04 H 1H, J = 8.1 Hz). 



Carboxylic acid (the synthesis method was described in W001/037826)
(5.04 g: 19.1 mmol) was suspended in tetrahydrofuran (50 ml). Lithium
aluminum hydride (0.726 g, 19.1 mranD was added thereto under
ice-cooling and 10the mixture was stirred at room temperature for 1 hour.
The reactant was stirred under ice-cooling and water (1.5 mD) was
carefully added dropwise. After that; the mixture was stirred at room
temperature for 5 minutes and the generated deposit was removed by
filtration. The filtrate was condensed under reduced pressure. Ethyl
acetate and hexane were added to the residue. The precipitated crystals
were collected with filtration to give the desired Alcohol (3.15 , 66 % yield).
1H-NMR (DM50-c16) 8ppm: 0.88 (q, 211. J = 1.1.6 Hz), 1.25 (s, 9H),
1.15-1.30 (m, 3H), 1.67-1.76 (m, 2H), 1.83-1.92 (rn, 211), 2.97 (in, lE),
3.13-8.20 (m, 214), 4.35 (t; 1H, J = 5.2 Hz), 6.71 (d, 111, J = 8.8 Hz). 20
Step 4 [Formula 48] >isDess-M artin Ox CA 0CHCl2 CIIH23NO33 Mot
Wt.: 249.37 6 t H   Co H21 NO1S tvl ol .247.35  



The compound obtained in Step 3 (500 mg, 2.01 mmol) was dissolved in
chloroform (5 ml) and Doss-Martin periodinane (893 mg, 2.11 mmou was
added thereto. The mixture was stirred at room temperature for 1 hour.
The deposit was removed by filtration and the filtrate was condensed
under reduced pressure, The residue was purified by silica gel
chromatography to give the desired 30Aldehyde (385 mg, 77 %  1H-NAIR
(DMSO-d6) 5ppm. 1.26 (s, 9H), 1.13-138 Km, 411), 1.85-1.98 (m, 411),
2.16 (ria, 111), 3.01 (m. 114), 6.80 (d, 1FL J = 8.0 Hz), 9.54 (s, 11-t. Step
5 5[Formula 49]    0 11H-1NO3S024H 4N,023 M31: 247 35Mot Wt. 435.67
Aniline obtained in Step 2 (107 mg, 0.523 mmol) was dissolved in
tetrahydrofuran (3Aldehyde obtained in Step 4 (130 mg, 0.523 mmol) was
10added thereto and the mixture was stirred at room temperature for 1
hour. To the reactant was added sodium borohydride (23.7mg, 0.628
mmol) and the mixture was stirred at room temperature for 3 hours. The
reactant was poured into water . and extracted with ethyl acetate. The
organic layer was washed with water and dried over sodium sulphate
anhydrous. The solvent was removed 15under reduced pressure and the
residue was purified by silica gel chromatography to give the desired
compound (99.3 mg, yield 43 %). 1H-NIVIR (DMSO-d6) oppro: 0.64 (q,
1E; J = 11.6 Hz), 0.87 (d, 6H, J = 6.0 Hz), 0.92-1.08 (m, 211), 1.25 (s,
9H), 1.15-1.32 (m, 211), 1.41 (m, tH), 1.58-1.95 (m, 7H), 2.08 (t, 211, J =
11.6 Hz), 2.75-2.82 (m, 2H), 3.00 (m, 111), 3.48-3.55 (in, 2H), 5.31 



20(m, 111), 5.94 (d, 111, J = 8.5, Hz), 6.08-6.13 (m, 211), 6.71 (d, 111. J
= 8.5 Hz), 6.85 (t, 111, J = 8.5 Hz). Melting point: 161 to 162C [0076]
Example 2 Synthesis of Compound (lid) 25Step 1 [Formula 50] e(22C
TsCH, oi H21 N045 Mn. WI.: 263,35    C14H7F91.4202 Mal.302.29
Amine (1.20 g, 3.64 mmob and 2-chloro-5-trifluoromethylpyridino (727 mg,
4.01 alma was suspended in isopropanol (4 ml) and N, N-cilisopropyl ethyl
amine (1.87 ml, 10.9 mmol) was added thereto. After the mixture was in
sealed 3tubes, the reaction was carried out by a microwave reactor for 1
hour at 160 C. The reactant was poured into water and extracted with
ethyl acetate. The organic layer was washed with water and dried over
sodium sulphate anhydrous. The solvent was removed under reduced
pressure and the residue was purified 



by silica gel chromatography to give the desired Ester (222 mg, 20 %
yield). 10 Step 2 [Formula 311    on51'FP202C 13FI F7N20C17H16F.185
Mol.:3CC.29Mot. Wt. :274.28Mot. Wt. 299.28       Ester obtained in Step 1
(207 mg, 0.685 mmol) was dissolved in tetrahydrofuran (3 m1). Lithium
aluminum hydride (31.1 mg, 0.822 mmol) was added thereto under
ice-cooling and the mixture was stirred at room temperature for 0.5 hour.
The reactant was poured into iced water and extracted with ethyl acetate.
The organic layer was washed with water and dried over sodium
20sulphate anhydrous. The solvent was removed under reduced pressure
to give alcohol. The obtained alcohol was dissolved in chloroform (3 ml),
Triethylamine (0.28 ml, 2.04 mmol) was added thereto and
methanesulfonyl chloride (0.12 ml, 1.64 mmob was added dropw-ise
under ice-cooling. The mixture was stirred at room temperature for 1 hour.
The reactant was poured 25into water and extracted with ethyl acetate.
The organic layer was washed with water and dried over sodium sulphate
anhydrous. The solvent was removed under reduced pressure to give
mesylate. The obtained mesylate was dissolved in climethylformamide (3
ml) and sodium azide (221 mg, 8.40 mmol) was added thereto. The
mixture was stirred for 3 hours at 100 "C. The reactant was 30poured into
water and extracted with ethyl acetate. The organic layer was washed with
water and dried over sodium sulphate anhydrous. The solvent was
removed under reduced pressure. The residue was purified by silica gel
chromatography to give the desired .Azide (178 mg, 87 % yield).  



Step 3 [Formula 52]    5 Azide (178 mg, 0.595 inin.ol) obtained in Step 2
was dissolved in ethanol (3 ml) and 10 % Pd-C (30 mg) was added
thereto to carry out the hydrogenation reaction for 4 hours. Pd-C was
removed by celite filtration and the filtrate was condensed under reduced
pressure to give amine.       The obtained amine was dissolved in
tetrahydrofuran (3 ml) and triethylarnine (0.2.8 ml, 0.714 mmol) was
added thereto. Isopropyl sullonyl chloride (0.10 ml, 1.64 mmol) was added
dropwise underice-cooling and the mixture was stirred for 1 hour. The
reactant was poured into water and extracted with ethyl acetate. The
organic layer was washed with water and 15dried over sodium sulphate
anhydrous. The solvent was removed under reduced pressure The
residue was purified by silica gel chromatography to give the desired
compound (64.8 mg, 29 % IH-NMR (DMSO-d) 8: 0.92-1.06 (m., 211),
1.10-1.25 (m, 211,), 1.22 (d, 61-1, J = 6.4 Hz), 1.38 Cm, 1H), 1.76-1.84
(m, 211), 1.93-2.02 (m, 211), 2.81 (t, 211, J = 6.0 Hz),  20 3.08-3.19 (m,
13), 2.69 Cm, 111), 6.53 id, 1H, = 8.8 Hz), 6.95 (t, 1H, J = 5.6 Hz), 7.16
(d, 111, U = 7.6 Hz), 7.58 (d, 111, J = 8.8 Hz), 8.26 (s, 1110 Melting
poinC155- 15600 [00771 Example 3 Synthesis of Compound (Ij-62) 0Step
1 [Formula 531 1(9020 Ts0 H 016H231\1059017H23N04 ol. Wt. 229.11M
ol Wt. 257.33 



Amine (132 g 101 mmol) was suspended in dichloromethane (1000 ml)
underice-cooling. Triethylain ne (123 ml, 882 mmol) and (Boc)20 (101 ml,
440 mmol) were sequentially added thereto and stirred for 10 minutes.
After that, the mixture was stirred at room temperature for 2 hours and the
solvent was removed. The residue was poured into aqueous citric acid
(citric acid mdnohydrate 50 g in water 400 nil) to become p1I4 and
extracted with ethyl acetate, , The organic layer was washed with water
and dried over magnesium sulfate anhydrous. The solvent was removed
under reduced pressure to quantitatively give the target compound.
1H-NMR DMSO-d6) {ippm: 1.06-1.25 (m, 211), 1.25-1.43 (m, 210, 1.37 (s,
910, 101.75-1.94 (m, 41), 2.19 (tt, 1H, J = 11.7, 3.9 Hz), 3.07-3.24 (m,
1H), 3.58 (s, 311), 6.74 (d, 111, J = 6.6 Hz).           Lithium aluminum
hydride (18.3 g, 483 mmo0 was suspended in tetrahydrofuran (800 ml)
and ester in tetrahydrofuran (800 ml) obtained in Step 1 was slowly added
thereto under ice-cooling with stirring over 1 hour. The 20mixture was
reacted under ice-cooling for 10 minutes and at room temperature for 2.5
hours. The reactant was ice-cooled and the mixture of water and
tetrahydrofuran (1:1, 36 ml), 2 N aqueous sodium hydroxide (18 m0 and
water (18 ml) were sequentially added thereto. The mixture was stirred for
20 minutes and at room temperature for 1.5 hours. The deposit was
removed by filtration and the filtrate was condensed under reduced
pressure. Ethyl acetate and hexane were added to the residue. The
precipitated crystals were collected with filtration to give the desired
Alcohol (79.5 g, 87 % yield)(through Step 1 to 2). 11-18NNIR (DiVISO-d6)
Oppm: 0.78-1.00 (m, 210, 1.00-1.32 (m, 311), 1.37 (s, 911): 1.65-1.84 (m.,
411), 3.04-3.24 (m, 311), 4.32-4.42 (m, 111), 6.66 (d, LE, J = 7.8 Hz).
Step  [Formula 55] C12H23NO3ri,H22N402 Mel. Wt. :229.32Mal. Wt.
:254.33 



Alcohol (79.5 g, 347 mmol) was dissolved in tetrahydrofuran (800 ml),
Triethyiamine (72.5 ml, 520 mmol) and methanesuillonyl chloride (32.2 ml,
416 mmol) were sequentially added thereto under ice-cooling with stirring
and the mixture was reacted for 1.5 hour. The reactant was poured into
aqueous citric acid (citric acid monohydrate 30 g in water 500 ml) to
become pH 4 and extracted with ethyl acetate. The organic layer was
washed with water and dried over magnesium sulfate anhydrous. The
solvent was removed under reduced pressure. The crystal deposited in
the removal process was collected by filtration and washed with hexane to
give mesylate 100 0, The obtained mesylate was dissolved in
dimethylforrnamide (100 ml) and sodium azide (63.7 g, 980 mmo0 was
added thereto and reacted at 80 C For 2 hours. The reactant was
15poured into water and extracted with ethyl acetate. The organic layer
was washed with water and dried over magnesium sulfate anhydrous. The
solvent was removed under reduced pressure to quantitatively give the
desired Azide (the crude weight is 85.4 g). 1 H-NMR (DMSO-d6) 8ppm:
0.90-1.21 (m, 4H), 1.321.50 (m, 111)37 (s 9H), 201.65-1.84 (m, 4H),
3.06-3.24 (m, 31), 6.71 (d, 1H, el-= 8.1 Hz).  Step 4 [Formula 56] N3  Boc
C12 F62 N4 02 Mel. Wi.. 254.33 H2 N)-1/4)*------ {Bar -- C12 H24N2 [32
01. Wt. : 220.33 



Azide obtained in Step 3 was dissolved in tetrahydrofuran (900 ml) at.
room temperature. Triphenylphosphine (103 g, 392 mmol) and water (90
nil) were sequentially added thereto and reacted at 80 "C for 1.5 hours,
The solvent (770 ml) was removed and water (300 naT, ethyl acetate (400
ml) and 2 N hydrochloric  acid (150 ml) were sequentially added thereto to
become pH 2.5 and liquid-liquid extraction was carried out. The organic
layer was backextracted with 2 N hydrochloric acid. After washing with
ethyl acetate, the aqueous layer was alkalinized and extracted repeatedly
with ethyl acetate and chloroform. The 5organic layers were combined
and dried over magnesium sulfate anhydrous. The solvent was removed
under reduced pressure and hexane was added to the residue. The
precipitated crystals were collected with filtration and washed With hexane
to give the desired Amine (41.7 g, 53 % yield) (through Step 3 to 4 ).
H-NMR (DMSO-d6) 8pprn: 0.77-0.96 (m, 211), 1.00-1.18 (m, 311), 1.37
(s, 9EI), 101.67-1.82 (m, 411), 2.30-2.38 (m. 21), 2.90-3.60 (m, 211),
3.05-3.22 (m,6,66 (d, 111, J -= 7.2 EIz). Step 5 [Formula 57]          Amine
(37.5 g, 164 mmoD was suspended in tetrahydrofuran (400 ml).
Triethylamine (91.7 ml, 656 mmol) and isopropyl sulfonyl chloride (32.2
ml, 416 mmol) were slowly and sequentially added thereto within the
range of -55 'V to - 2040 `CI with stirring. The mixture was stirred for 6
hours with gradually 



warming to 0 'C. The reactant was poured into the ice-cooled dilute
aqueous acid and extracted with ethyl acetate. The organic layer was
washed with water and dried over magnesium sulfate anhydrous. The
solvent was removed under reduced pressure and isopropyl ether was
added to the residue. The 25precipitated crystals were collected with
filtration and washed with isopropyl ether to give the desired Sulfonamide
(43.1 g, 79 Al yield).  H-NMR (DMSO-d6) &ppm; 0.70-0.98 (m, 2E),
1.00-1.36 (m, 311), 1.20 (d, 6H, = 6.6 Hz), 1.37 (s, 911), 1.70-1.84 (m,
411), 2.72-2.80 (in, 211), 3.04-3.22 GE, 21-1), 6.68 (d, 111, J = 8.1 Hz),
6:94 (t, 1H, J = 6.0 Hz), 30 Step 6 [Formula 58]  0 0 I1-II ]]'NH2 HO! 010
H23 a N2 02 Mot Wt. :270.62       Boo-protected amine (43.0 g, 128 mmol)
was suspended in methanol (200 nil) and 4 N hydrochloric acid in dioxane
(96 ml, 384 minol) was added thereto under ice-cooling with stirring for 20
minutes and at room temperature for 3 hours. The reactant was ice-cooled
and isopropyl ether (220 ml) was added thereto. After stirring for 30
minutes, the precipitated crystals were collected with filtration and washed
with isopropyl ether to give the desired Amine hydrochloride (30.8 g, 89 %
yield). IC,(DIVI80-d6) 8ppm: 0.85-1.02 (m, H), 1.20 (d, 611, J = 6.6 Hz),
1..20-1.40 im, 3110, 1.75-1.84 (m, H), 1.90-2.00 (rn, 210, 2.73-2.82 (m,
211), 2.83-2.97 (m, 111), 3.08-3.20 (rn, 1H), 7.01 (t, 111, J = 5.7 Hz), 8.01
(s, 311). Step 7 15[Formula 59] s-t----,, 



q,.9 N.-......7,,,,N---*-.2----2 12.,,,NH2fl-Prj2NEt HO!NMP  OicH22CIN2028
Mol, 'At. : 270.82 C17H25N302S2 Mol. Wt. : 367.53        Amine
hydrochloride (1.4 g, 5.16 mmol) and 2-chlorobenzothiazole (2.63 g, 15.5
mmol) were suspended in N-methyl pyrrolidone (15 ml) and N,N-
20diisopropylethyl amine (4,50 nil, 25.8 mmol) was added thereto. After
the mixture was divided into two reaction vials, the reaction were carried
out by a microwave reactor for 30 minutes at 220 C. The reactants from
the two vials were poured into water and extracted with ethyl acetate. The
organic layer was washed with water and dried over sodium sulphate
anhydrous. The solvent was removed under reduced pressure and the
'residue was purified by silica gel chromatography to give the desired
Compound (Ij-62) (1,5 g, 79 % yield). [00781 In Step 5, ethanesulfonyl
chloride instead of isopropyl sulfonyl chloride  was reacted to give the
following compound wherein RI is ethyl. [Formula 60] 0 0 Boc wN- 



C14E42E1'12045 Mc1.1141 : 320 45 ' H-1\11\4114 (DMSO-d6) (ippm:
0.80-0.98 (m, 2E), 1.02-1.18 (m, 214). 1.17 (t, 31-I, 7.2 Hz), 1.22-1.34 (m,
1II), 1.87 (s, 9H), 1.68-1.82 (m, 411), 2.68-2.78 (m, 211), 2.96 (q, 211, J =
7.2 Hz), 3.04-3.22 (m, 111), 6.68 (d, 111, J = 8.1 Hz), 6.94 (t; 11-1, J = 6.0
Hz). [0079] 10In Step 5, tert-butyl sulfinylchlor de instead of isopropyl
sulfonyl chloride was reacted and the oxidation with mCPTIA was carried
out to give the following compound wherein RI is tert-butyl
(W02001037826, Example 3). [Formula 61]    Cie 432N2048 ol Wt :342,5
15 111-NMEI (DMSO-d6) bppm: 0.79-1.00 (m, 2H), 1.01-1.20 (m, 214),
1.22-1.34 (in, 1H), 1.25 (s, 91), 1.37 (s, 911), 1.70-1.86 (m, 411),
2.81-12.90 (m, 211), 3.04-3.22 (In, 111), 6.68 (ci, 111, J = 8.1 Hz), 6.83 (t,
1H, J = 6.0 Hz). [00801 20The following compounds wherein R1 is ethyl or
tert-butyl were obtained in Step 6 by using the above compound. A
compound rherein R1 is ethyl. [Formula 621 



00 'NH2 Hr31 09aH0c1N2C2S MoL,Aft.: 25679 25  El -NMR (DMSO-d6)
@ppm! 0.84-1.02 (ni., 2H), L18 (t, 311, J = 7.5 Hz), 1.20-1.40 (m, 311),
1.71-1.82 Cm, 211), 1.90-2.00 (m, 2H), 2.72-2.80 Cm 211), 2.83-2.96 (rn,
111), 2.97 (g, 2H, J = 7.5 Hz), 7.04 (t, 111, J = 6.0 1-12), 8.03 (s, 311). 5A
compound wherein Ri is tert-butyl. [Formula 631 ro. H H2 HCI  C1
H25CiN202 S Ma[.284.85      H-NIMR (DMSO-d6) Eippm 0.84-1.04 (m,
2H), 1.16-1.38 (m, 3H), 1.26 (s, 910, 1.74- 101.84 (m, 211), L92-2.02 (m,
211), 2.82-2.98 (m, MI), 6.90 (cl, 111, J -= 6.0 Hz), 8.01 (s, 31I). [0081]
The following compounds synthesized in similar methods also include this
in 



[0082] [Formula 64]   I-12 H N  0 0 Me2N ' I-13H -Tori 0 H 1-14r'r N
>41,s. [7.14 



I-176 cU  >r",[1:14 1-25co  1-36 /HQN So  0H 1-26,-...x.s N--"---"N
,,,,,,i1-370 r, ,Cr -"0",    NN 1-25 LriN HM 6 0M N - tr, 2H C! J-NH 2 



[Formula 68]  1-91  [ H 1-103.     1-94H 6 1-106 crN'Ibs 06   



[ HMe 1-95 o b N 1-107 etH CI IS-5   tHT N CF3 1-96H JO NJ -.N 1-108 F
H H dO     [Formula 69.1 



HH:Js I-1.18"-Lei1-130Oi   ON  4. FRI 1-139" 3 00 HOF 00 F     -
1-141T.I.E1/411-rm H oo-N 



'0 Me 1-153      1-147 >-.8N 41-D H 0.0om e 0 Mc H )LONH 1-159
1-148I-160 OgN aC9 H gH 0 0 L). 



[Formula 711  1-167 H >s-SN 00 1-177  /002H N   [Formula 721  ,H 1-188 



H N 1-189r) HNM e2 00 co C>  N-OH 1-199  H    .) H .H 0' b i   [Formula
73]  1-204 o"o 



1-212 ->L- 0 H 6ThJ ">1. . ,oP1.1 H 0' 0 1-205 \ hk CO NH-K 1_213
..1H >, .N 1-215b H L......N.i.--_, 



'-el-N---, >I-01'11K.NH '-...H 0 CI  N o--"{/ )-0I   I-228 1-229 H N b "Th H 11
j iN N ',0';'6H -N  I-230o"6 kctJi  



H 1-232 n5,    [Formula 75]      1-293 H N 0't'\H Th_N SQ  ONe 



1-294 0 0 _1\1 H N CO00 aN1 e NGO2M NF H  -- 0    [Formula 781
1-304 1-305  1-316 



" H N H H 00N Cr-He"-  1-306 :Lsr, 00H 1-317 N 020H OH ,N 0     1-309 



:12N at N 1-3200CH .11 1-310 0 0 Thm_ri 1-321 ,H "31-s N 00      N    



[Formula 79]  H 7-3 N 1-3260 0 .,N .creo2H 1-327oof1)  I-32EoscH
O_COIME 1-339   1-329oPo.0 C 02HI - 34(10 0 HOlvle OMe    [Formula
80[  



1-375 -s. ,-" 0' oIFI 1-386 H . NN 00  1-392i H s b  H 1-403-N 0  1-393--Ls
bKit1-404disNI-12 



1-396    N 0'0 ND H 0 -N 1-409drib  (Formula 831  H. 1-410 0' b  HJ
1-421'P.1\1".---N bLOQ,H  



1-411 crb NH2 1-422      1-4131-4240 9  1-425 0' 0  1-415  OTB f
NCOTEG 1-426--Ls 



crb _JOMe  1-416  1-427 H GI db  1-417 "LB c-rbNT-Th N=N  1-418e
6H 1-420 



60CO2 e  1-439o`br ON Me HHNN, 1-440 ocBr HH 1-45100 H 002M e
N002M 0-0    [Formula 851  H HH 1-456N1-467 



00 -8 0 [vie   1-457CD1-4680-0I at [ HH 0H 1-464N1-475NN N H S-460 0j
N )o_oH N N 1-465II [ 0 1-476; H Ls NN 



00 N n [ HH , HI-,-)-- H IN_N O- ,[[ 1-4662-8 N -------",---J,,.._1-477crt NJ --
, I.1" 0 0-,s-IMe  HH 1-478,N 0 `-"-->=1 N Me 1-479NO2 CrO0  1-480
HNH, 



2,-72 N 0-10 1-491 cer, 1 N 1lb  I-481H AQN 00 002Me 1-492"1,HH N 5,N
0 0  H 1432 --coN OttV00,H 1-493  



[Formula 871    1 5 0HI-fR3i 1-534 1-535 1-536 1-537 1-538 1-539 1-540
b 0' 9N1M 



Cr" m b H PA'S N 0" b H  0' '0 ..s N .,.. 0 0 ..S. H H H H fi 0 kl] N- N----) H
I- .------N---, 



H         "-L'SH 0-0 N H 00 1-",.---"N N-NH  1-612 00 OM a OM e 



1-623  H N    [Formula 93]  N "0    1-634  N T Me N N 0 'IC; Me 



1-646     FtrTh H CI 0N 1-635 HS N 00  1-647 s 0 0  [Formula 941  4 -_60
- I-65600      



I-652 H   N - at T e H N N 1-670  CON H--cf,     'SC2N H 2    N OH  1-680 



0-0  H 1-690 >sNm H 00 LJN c,OAc  1-631 YON C11,Nt-0-0 1-691 :=1.
OSO 0,1+1 Et  NH 1-68200H COOH1-692  0  N Cr  HCC 



LcN 1-683 >.4 T'Th H ry0 0  1-693 >L0Ftrr, H 6-0   ,H .>,QN 1-684[it.) OH
H N OH1-694 010   I-685 CCL  



1-695 >Lar, 0 Me NMe  1-686  H 1-696 >i,ciN OFCN 1-687  1-697 >141H
Ot  N 1-6SS 0-01-693 0_OEt OH    



[Formula 96 96i      1-740,>[..srl 0-0  H 1-750yr` H UU 00 Me  1-741N
1-751H 0-0 H 0 rvie 



CONMe,     CI    [Formula 99]  Ia-10 N `.c.D  N Ia-21  Ia-11  Ia- 



[Formula 100]        ia-106 Ia-107  cJIa-129->L9-0 bor, s NH N d b  Ia-130
>_c b 



:Ea-131.H uc Ia-132 H bN,00NH-1\ c"p.  [Formula 104]    Ia-144H 00 Ia-
14 5 00 r0) Ia-146 0 0 



R d-oI k H N Hh I a-1.431>LI S" 00    [Formula 1051      Ia-216 



Ia-219 rA--) 1,#-1-- 0 'Tr N Th H r-0 Ia-221 N Ta-222 H ;, H 0 b  0 O<P)
Ia-223 Ia- 224 



H ia-225 OS Ia-226 0 H I a-227 0-r,    [Formula ins]  1a-232 0 HH0 t
ia-233.-1 N .--- -----N ' O'Ll Ia -234 *s_N 



0. Ia-2350H  0  Ia0'0_M11    t1 /HH >"3 ,N,--------\,..N."---% 11 ci t)f`4
--------c F3 ,H 0'9IILH - 0   1-11"i,-r,i -, .1--H -1 



Orb [....") , Jil LEII- I 12 'ri H e b -,- , N. rH H 0 0 L,"N  lb-21I, H ,"H 0N L10
H 0 6 NLT  [Formula 110]  lb-26 H F 



lb HHTit 1'1 ObULN H N lb -28oct lb-29- NH F o. bF    [Formula 1111  lb
-5 6 \__ H 7-551 H   



1-57 00        "IN 1-53      /1-8   



1-59 oo   H lb -6 0 00    lb-61 0 0  )  H   M-62 



Frs " 0 0  Fri 1.)-63 'co  1j 11 Ib-64 A    00 1,.,1   H  



lb-65 00    lb-66      /10-0 1Yi H    [Formula 1121 



lb-100 M-101  Ib-105 Ib-106 lb-107 lb -108 lb-110  pH NI H Ob ".N .
-PO'no N - 'A H 



N 41-H 0 N H 0 0 -SN    [Perna a 1141  [Formula 115]        



Ib-199 Ib-200 lb-201 lb-202 lb -203 lb -204 lb-205 11-206 lb-207 Ib-208
Ib-209 lb-210 1  [Formula 119]  Ic -8 r? fb r H F N. F 



[Formula 1907  Ic-24 Ic-7c3 Ic-26 Ic-27 .22 Ic- Ic-29 Ic-30 Ic-31 Ic-32
Ic-35 Ic-36 Ic-37 Ic-38 



Ic-39 Ic-40 Ic-41  H Orvl e cl    [Formula 121[  Ic-45 OrbCAN 1-6 Ic-46r
o,P6 S C Hj I N 



CTO N N Ic-SI0176 L 731 >1^c. Ic - 5 2016 ,UJO . e) Ic-54cr'b Ic -55 00
Ic-59H  b Ic-60 Ic-6 1 >Ls 0 Ic-u2j H NN 0'1 b 



0 Ic-66irAc), 0" b  [Formula 1291  4 lc-76 0 o  CIC1I c-B7 CO 0 H 7 -06
[Formula 123]   



-->--c:, N ----,N -..ri )C-s-kF HH 0DC H3  >1 7H .0fbil 6 I            H 0 <it ),..,-
ICI ..,..,--...--"..N "k,..)H-11 ----LA., 01 0li ---#  [Formula 1261  Ic- 16 L'S A
H 



IC.- 163 0'15 Ic- 164   0 Ic-166N 00 Ic-167N 0 b CF .IX) Od% HH 01' h HH
Ic -176 -)kTS,N''-N- 09 011)   Ic-165 



[Formula 127]  djb H NN 010"1"? SO2NH N 0th  H N crb A 0Ic-194 Ic-195
to N 



SO2KIc-196 1?1? sojQ Ic-107 .H OThi?e- ON HIc-198  [Formula 128]
Ic-199 Ic-200 Ic-201 Ic-202 Ic-203 I 204 Ic-205 Ic-206 Ic-207 Ic-208 Ic-209



Ic-210 Ic-211   0-226o'b    Formula 12911  Id-1 H 0 b d - 13 N      (10 



J 00_61 Id-16 0 o Id-7  Id-17 C b CF"     [Formula 130[    _hH N 0 6 



Li-C H.7 b  N N .7   Id-57 Id -58N 01)N .IN" h N" Id-60Jr. 0 0 -a 1d-61 '5N
Id-62 b H 



Id-63 010 1d-64 06 Id-65 0 rk,s . Id-66 s b1'1,1  [Formula 132]  Id-67N 0 b
Id-6E; N b Id-69 ---sN--P- IO 



Id-78 Id-79 Id-SO Me '71Id-81 Id-82 Id-83 Id-Si Id-8 ClId-86   _ 8N F o.:HH
F .    Id-77 H N 



[Formula 1:33]  ICI4 -92N  ri Id-93H  b   Id-103 Id-104  I H  N Cto       N
Crh N 0 0' 6  



H d-Ars NN O.'   Id-105 oN Id-106 ,J,r1 0 6--/ry."1 0) b Id-108    [Formula
134]  Id-111  H Id-122  



Id-114 0 0 Id- 15H Ot-0 Id-116 Id-117 Id-118 Id-119 Id-120 --tsrt---- b H
Id-121 "An orbT  [Formula 1351  [Formula 1361 



r HH O'b    Id-169 Id-171 _ks 111) N -'4 0' b HH Id-172 ----5
N-------------NiTh 0 015LrANJ\ A- Id-173 -is NrNy 0 C.C.10 Id-174
---1-c'jt------J '-' ot-b Id-175 %or., 



H Id-176N  [Formula 137]  A3 Id-177  eb Id-178 0`. N drib N  b H 0  sy--
SO2NH   



Id-188 Id-189 Id-190 Id-191 JNN J cl 0 r  CON H Id-197CON H 0' '6 Id-193
IA 1941- CO0 06 LI Id-195 Norb -196  In-197 Id-198 



N oo 1714 00   7   [Formula 1381  N 's 0 bClo ) IO'r0 H N\Nrc d h H 



,rks N 0 CI ;D. NH 0/ b cc H NN dO  i Formula 1891    nt - Ig-24 Ig-25
Ig-26 7 rn 



-r Ig-28 Ig-29 Ig-30 Ig-31 Ig-: Ig-33  N CI b >INA- H St."---at_.0 Me Me
[Formula  H Ig-45 ;YTS NH 0 b  



[Formula 1421  Ig -78 oh"Mr }73  [Formula 143]  00 H3 00K3 1-g-107
'.:-,-,ck ..._.OC H3 3 04t 1 ja".__. ""c. Ig-103H O 6 EL. itsrr, R1N "XF
Ig-105 -. o' Ha-106 -*sr' 01-6 Ig -1 07 H N 



Ig-i 10 dire  02NH2  [Formula 1441    Ig-1220 0H Ig-173.    [Formula 1451
N 



tc H 6' 6N 0,00 g-176 "---js Cr?    [Formula 147]  ,H H Ig -188 0 0 Ig -189H
cri. b "  Ig -190 H Ig -191N oh 



Ig- 92 >..N Cr Ig -193 ->s b Ig -194 >1.-srl ob Ig -195 0. 0 Ig- 196H 0' 6  H
N..S02N-107 H Ig -198 0 '0 t  [Formula 1481  ig -199 



-o76 HW 0 0 Ig -200N          H 0 bto Ig -206 Ig -207 Ig -202 H0 SD Ig
-2091,1 --(%1 Ho r 0ir H iC g-210H 00 c,e-1,...N H Ig -2114'4 --"Ek,- 0 0,   



[Formula 149]    Th-13"1"):1,,, La - 14   Ih -160 hH '01VI e    tFormula 150]



[Formula 153]      [Form ula 156]  1-163 -164  H C .11",N  ---z-,"1 H NH C
CN0, 



N  1-174 o b NH  H 1 -17 6H T 0  [Formula 1571  Ili -188 111 -189 ih -190
lh -191 so2NH S02NH M -193 Co 0-13 ---41 -194NH 



0." b Ih -195 pic 0.% N 0.` I) at -197 ,--c b  Li -192 rrb 1.1  [Formula 158]
Compound 1-72 [Formula 159] H da 14 



5'H-NMR (DMSO-d6) 13 0.90-1.05 Cm, 2 H), 1.05-1.15 Cm, GB:). 1.25 (s,
9E1,), L15- 1.32 (m, 3H), 1.41 (m, 110, 1.75-1.98 (na, 411), 2.11 Cm,
11-1), 2.58-3.38 Cm, 511.), 3.58-3.76 (m, 211), 5.17 (na, 111), 6.25-6.92
(m, 511) Melting point: 147 to 149C      Compound Ia-140 10[Formula 160]
1H-NMR. (CDCI3) 8:1.02-1.20 Cm, 2 FO, 1.17-1.32 (m, 2 H), 1.37 (d, 611,
J = 6.9 Hz), 1.46-1.70 Cm, 414), 1.86-1.95 (m, 211), 2.08-2H8 Cm, 21),
3.01 (d, 211, J = 6.9 Hz), 3.13 (m, 111), 3.25 (m, 11-1), 3.87 (d, 1H, J =
8.4 Hz), 6.61(1, 211, J = 8.7 Hz), 7.39 (d, 211, d = 8.7 Hz) Compound
Ia-141 [Formula 161J  tit t   20 1H-N1R (CDC1a) 5:1.00-1.30 (in, 4 H).
1.37 (d, 614 J 44 6.9 Hz), 1.59 Cm, 1I-1), 1.87-1.98 (in, 211), 1.99-2.15
(m, 5111, 2.85 (g, 3H, J = 7.5 Hz), 2.97 (d, 2H, J = 6.9 Hz), 3.12 (m, 1H),
3.23 Cm, 1H), 3.88 Cd, 111, J = 8.1 Hz), 6.53 (d, 111, J 4-- 7.8 Hz),
256.63 (Ems, 111), 7.04 HI, 111, J = 7.8 Hz) Mass: 351[M+H]  



Compound La-178 [Formula 162] ri"b CF3 511-1-1\TMR (CDC13) 8:
1.08-1.3,6 (m, 4 H), 1.39 (s, 91-1), 1.59 (m, 1H), 1.90-1.99 (rn, 2H),
2.16-2.26 (m, 2H), 3.17-3.34 (m,3H), 3.69 (d, 1H, j = 9.3 Hz), 6.68 (d, 1H,
J = 9.3 Hz), 7.77 (dd, 1H, J = 2.1 Hz and 9.3 Hz), 8.49 (brs, 1H)
Mass:394[M+HL      Compound 116138 10[Formula 163] H H 0 Ii
C'C"1->kr 11-1-NIVIR (CDC13) 5:1.02-1.34 (m, 4 H), 1.87 (d, 6H, J = 6.6
Hz), 1.57 (m, 1H), 1.87-1.97 (m, 2H), 2.07-2.18 (m, 2H), 2.98 (d, 2H, J =
6.6 Hz), 3.13 (m, 1110, 3.25 15(m, 1H), 3.99 (d; 1H, 3 =- 8.4 Hz), 6.38 (rn,
1H), 6.49 (brs, 1H), 6.97 (q, 1H, J = 9.3 Hz) Mass:347[M+H] Compound
1i-2 [Formula 164] 1:31:3   265 



'H-NMR (DM80-d6) 8: 0.91-1.06 (m., 2H), 1.12-1.28 (m, 11H), 1.31-1.47
(m, 1H), 1.75-1.94 (In, 4H), 2.19 (t, 2H, J = 11.3 Hz), 2.79 (t, 2H, J = 6.0
Hz), 2.93-3.08 (m, 1H); 2.97 (q, 2H, J = 7.42 Hz); 3.46 (m, 2H), 3.57-3.69
(m, 2H), 5.71 (t, 1H, J = 5.2 25Hz), 5.77 (d, 1H, 4 = 11.5 Hz), 5.88-5.96
(m, 21-1), 7.01 (d, 1H, 3 = 7.4 Hz). Compound Ii-3  [Formula 165] H 0
INA0 I0 N C  1H-NMR (DMS0-d6) 8: 0.90-1.07 (rn, 2 11), 1.15-L21 (m,
111), L27 (s, 911), 1.40- 1.49 (m, 211), 1.82 (d, 2H, J = 11.6 Hz), 1.92 (d,
211, J = 11.6 Hz), 2,79-2.84 Cm, 211), 2.97-3.10 (m, 1H), 8.24 (s, 310,
3.55-3.62 (m, 21), 3.84-3.91 (m, 2H), 5.50- 5.59 (m, 110, 6.40 (d, 111, J =
8.0 Hz), 6.56 Cs, 1H), 6.72 (d, 111, J = 8.4 Hz), 6.97 (d, 1.11; J = 8.4 Hz).
Melting point: 166 to 168C 10Compound 11-4 [Formula 166] N- 0H  



1H-NM.R (DMSO-d6) 6: 0.87 (t, 311, J = 7:2 Hz), 0.93-1.06 (m, 211),
1.18-1.21 (m, 15 111), 1.26 (s, 910, 1.37-1.49 (m, 2I1), 1.61-1.72 (m,
211), 1.82 (d, 211, J = 12.0 Hz), 1.91 (d, 211, J = 12.0 Hz), 2.78-2,84 (tn,
210, 2.97-3,08 (m, 111), 2.61-3.71 (m, 211), 5.52-5,60 (m, 110, 6.40 (d,
111, J = 8.41 Hz), 6.56 (s, 111), 6.73 (d, 111, J :at 8.8 Hz), 6.97 (d, 111, 4
= 8.8 Hz). Melting point: 185 to 186 'V 20Compound 1i5 [Formula 167]  N
I1H LN                 (1)1\4S0-d6) 6: 0.90-1.05 (m, 211), 1.26 (s, 911),
1.28-1.21 (m, 111), 1.35- 251.47 (m, 810, 1.81 (d. 211, J = 12.4 Hz), 1.91
(d, 213, 4 s-- 12.4 Hz), 2.77-2.84 (m,  211), 2.96-3.07 (m, 1H), 4.30-4.42
(m, 1H), 5.51-5.64 (m, 1H), 6.39 (ci, 1H, J = 8.0 Hz), 6.55 (s, 11-0, 6.72 (d,
1H, J = 8.8 Hz), 7.07 (d, 111, J = 8.8 Hz). Matting point: 156 to 157 00
5Compound 11-6 [Formula 168] H  --N  



13 1H-NMR (DN180-(16) 5: 0.91-1.07 (m, 211), 1.19-1.254H), 1.26 (s,
9H), 1.38- 1.49 (m, 211), 1.82 (d., 211,= 8.8 Hz), 1.91 (d, 211, J = 8.8 Hz),
2.79-2.84 ina, 2H), 2.97-3.07 (m, 111), 3.69-3.80 (m, 211), 5.51-5.63 (rn,
Hi), 6.41 (d, 111, J = 8.0 Hz), 6.56 (s, 1H), 6.72 (d, 111, J = 8.8 Hz), 6.97
(a), 1H, J = 8.8 Hz). Melting point: 178 to 179 C 15Compound 11-7
[Formula 1691 H N D1--N                 1H-NMR (DM30-d6) 6: 0.92-1.07 (m,
2H), 1.19-1.22 (m, 111), 1.26 (s, 911), 1.38- 201.48 (m, 2H), 1.82 (d, 2E1,
J = 11.6 Hz), 1.91 (d, 211, J = 11.6 Hz), 2.79-2.84 (m, 211), 2.95-3.09
(m,3.25 (s, 311), 5.52-5.60 (m, 1H), 6.41 (d, 111, J = 8.4 Hz), 6.56 (s,
111), 6.72 (d, 111, J = 8.4 Hz), 6.92 (d, 1H, j -= 8.4 Hz). Melting point: 206
to 207C 25Compound E-8 [Formula 170]    1H-NMR (DMSO-dc) 5:
0.91-1.05 (m, 211), 1.16-1.24 (m, 1H), 1.26 (s, 911); 1.37- 1.47 (m, 2H),
1.81 (d, 2H, J = 12.8 Hz), 1.90 (d, 211; J= 12.8 Hz), 2.75-2.81 (m, 52F1),
2.96-3.03 (m, 1H), 5.45-5.52 (m, 111), 6.83 (4; 111, J =- 8.4 Hz), 6.50 (s,
111), 



6.68-6.80 (m, 211), 11.02 (brs, 111). Melting point: 213 to 214C 1H-NMR
(DMSO-d6) 8: 0.91-1.08 (m, 2 H), 1.17-1.30 (m, 81I), 1.44 (brs; 1H), 1.82
(4, 2E1, J = 12.4 Hz), 1.89 (cl, 211, J = 12.4 Hz), 2.78-2.82 (na; 211),
2.97-2.15 (m, 211), 2.23 (s, 3H), 3.55-3.62 (in, 2H), 8.83-3.90 (m, 211),
5.52-5.59 (in, 111), 6.40 (d, 151H, J = 8.0 Hz), 6.55 (s, 111), 6.92 (4, 111,
J = 8.0 Hz), 6.97 (d, 1H; J = 8.4 Hz). Melting point: 120 to 121 C
Compound Ii-10 [Formula 172] -,  go 25 1H-NMR (DMS0-46) 6: 0.88 (t;
311, J = 7.2 Hz), 0.92-1.08 (m, 2111), 1.17-1.30 (m, 811), 1.44 (brs; 111),
1.52-1.61 (in. 2H), 1.83 ((I; 211, J = 12.0 Hz), 1.90 (d, 214, J = 12.0 Hz);
2.78-2.84 (1n, 21); 2.98-3.15 (m; 211), 8.62-3.71 (m, 211), 5.52-5.60 (m,
111..), 6.41 (I, 111, J = 8.4 Hz), 6.57 (s, 111), 6.92 (4, 111, 4 = 8.0 Hz),
6.97 ((I; 111,  = 8.4 Hz). Melting point: 144 to 145 'V  Compound Ii-11
[Formula 173]  5HIMSO-do) 8: 0.90-1.08 (m, 2H), 1.15-1.30 (m, 8H),
1.33-1.50 (in, 7H), 1.82 (d, 2H, J = 12.0 Hz), 1.89 (d, 2H, J = 12.0 Hz),
2.78-2.86 (m, 2H), 2.96-3.14 (m, 211), 4.30-4.45 (m, 1H), 5.50-5.61 (m,
110, 6.40 (d, 1H, J = 7.6 Hz), 6.55 Cs, 111), 6.92 (d, 1H, 3 7= 7.2 Hz),
7.07 (d, III, J = 7.6 Hz). Melting point: 137 to 138 CC 10 Compound II-12
[Formula 174] 



1H Itc=0 151H-NR (DMSO-d6) El.: 0.92-1.07 (in, 2H), 1.14-1.30 (m, 11H),
1.36-1.50 (m, 1H), 1.82 (d, 2H, J = 12.0 Hz), 1.89 (d., 2H, J = 12.0 Hz),
2.78-2.85 (m, 2511), 2.97-3.15 (m, 2H), 3.69-3.79 (m, 211), 5.52-5.60 (m,
1111 6.41 (d, 111, J = 8.4 Hz), 6.56 (s, 1H), 6.92 (d, 1H, J = 7.2 Hz), 6.98
(d, 1H, J = 8.4 Hz). Melting noint: 158 to 159 20 Compound Ii-13 [Formula
175] iH C I (DAISO-d6) 5: 0.90-1.06 (m. 2H), 1.12-1.30 (m, 8H), 1.34-1.51
(m. 1.82 (d, 2H, J = 12.0 Hz), 1.88 (d, 2H, J = 12.0 Hz), 2.77-2.83 Cm,
2H), 2.95-2.12  Cm, 211), 3.25 (s, 3H), 5.51-5.59 (m, 111), 6.41 (d., 111, J
= 8.8 Hz), 6.56 (s, 1H), 6.86-6.97 (m, 210. Melting point:157 to 158 C
Compound 11-14 5[Formula 176]  H-NMR (DMSO-d6) 5: 0.91-1.08 (m, 2
1-0, 1.12-1.30 (m, 511), 1.38-1.50 (m, 1.82 (d, 2H, J -= 12.0 Hz), 1.88 (d,
211, J =- 12.0 Hz), 2.77-2.85 (m, 211), 2.90-3.09 10(m, 3H), 3.23 (s, 31),
3.55-3.61 (m, 211), 3.84-3.91 (na, 211), 5.52-5.60 (m, 111), 6.40 (d, 1H, J
= 8.4 Hz), 6.55 (s, 1.H), 6.89-7.00 (m, 21-1). Melting point:150 to 151 C 



Compound 11-15 [Formula 177] Cl 0 )=0 15  H-NMR (DMSO-dc) 5: 0.88
(s, 3H), 0.90 (s, 311), 0.92-1.08 (m, 211), 1.12-1.30 (in, 511), 1.35-1.51
(m, 1H), 1.83 (cd 2H, J = 12.4 Hz), 1.89 (d, 211, J = 12.4 Hz), 2.00- 2.16
(m, 1H), 2.77-2.84 Cm, 211), 2.90-3.10 Cm, 3H), 3.42-3.55 (m, 211.),
5.50-5.65 20Cm, 110, 6.40 (d., 111, J = 8.4 Hz), 6.56 (s, 1H), 6.88-7.01
(m, 211) Melting point: 132 to 133 C Compound Ii-16 [Formula 178]  Cr../
H -NMR (DM80-d5) 5: 0.87 (t, 311, J = 6.8 Hz), 0.90-1.08 (m, 211),
1.10-1.28 (m,  5E0, 1.35-1.50 (m, 111), 1.59-1.72 (m, 2H), 1.82 (a, 211, J
= 12.0 Hz), 1.89 (d, 211, J 12.0 Hz), 2.77-2.85 (m, 211), 2.90-3.09 (m,
311), 3.61-3.71 (m, 21), 5.52-5.61 (m, 1E1), 6.40 (c1, 1H, J 8.0 Hz), 6.56
(s, 1H), 6.97 (d, 211, J = 8.0 Hz). Melting point: 136 to 137 C U
Compound 11-17 [Formula 179]  101H-N1VIR (DIVISO-a) 8: 0.92-1.06
(m, 211), 1.12-1.28 (m, 5E), 1.334.50 (m, 7H), 1.81 (d, 2H, d = 12.0 Hz),
1.88 (d, 2H, J = 12.0 Hz), 2.78-2.84 (m, 2H), 2.90-3.08 lm, 310, 4.28-4.44
(in, 111), 5.49-5.79 (m, 1E), 6.39 (d, 1H. J = 8.0 Hz), 6.55 (a, 110, 6.97
(c1, 1H, J = 7.6 Hz), 7.07 (d, 111, J = 8.0 Hz). Melting point: 124 to 125 Pc



Compound Ii-18 [Formula 1801 II e'MS: N Ui a II 201H-NMR (DM30-c16)
5: 0.90-1.07 (m, 210, 1.12-1.29 (m, 811), 1.36-1.51 (m, 11), 1.82 (d, 211,
J = 12.0 Hz), 1.89 (d, 211, J = 12.0 Hz), 2.78-2.86 (m, 211), 2.90-3.09 (m,
H), 3.68-3.80 (m, 210, 5.51-5.61 (m, 11), 6.41 (d, 111, J = 8.4 Hz), 6.57 (s,
111), 6.97 (d, 2H, J = 8.4 Hz). Melting point:163 to 164 CC 25Compound
II-19 [Formula 181]    1H-NMR (DMSO-d6) 5; 0.89-1.08 (m, 211),
L11-1.30 (m, 511), 1.35-1.51 (m, 111), 1.82 (d, 2H, 4 = 10.8 Hz), 1.89 (d,
211, J = 10.8 Hz), 2.75-2.88 (m, 2H), 2.89-3.10 (m, 3H), 3.25 (s, 3H),
5.48-5.60 (m, 1.11), 6.42 (d, 111, 4 = 7,6 Hz), 6.56 (s, HD, 6.92 5(d, 1H, 4
= 7.6 Hz), 6.98 (d, 1H, J at 5.6 Hz). Melting point: 189 to 190C 1H-NMR
(DMS0-616) 8: 0.95-1.13 (m, 2H), 1.31-1.59 (m, 1011), 1.78-1.92 (m,
411), 2.12-2.26 (m, 2H),. 2.84 (d, 2H, J = 6.0 Hz), 3.07-3.30 (m, 4H),
4.80-4.46 (m, 111), 5.64 (brs, 110, 6.41 (d, 111, J = 8.4 Hz), 6.57 (s, 1H),
7.08 (d, 111, 4 = 8.4 Hz). Melting point; 165 to 166 C 15 Compound Ii-21
[Formula 183] HO b 



20' H-NMR (DIVISO-d) 8: 0.86-1.25 (m, 1011), 1.40 (d, OH, 4 = 6.9Hz),
1.52 (m, 111), 1.82-1.93 (m, 411), 2.95-3.00 (m, 5F1), 3.63-3.91 (m, 211),
4.61-4.68 (m, 111), 6.73 (bra, 211), 7.01 (d, 2H, 4 = 7.8Fiz), 7.11 (d, 1H, 3
= 8.1Hz,).       Compound 11-22 25[Formula 1841   HCI ,  1H-NME,
(IMISO-d4) 8: 0.98-1.10 (m., 2 FIX 1.15-1.34 (m, 511), 1.36-1.43 (m, 911).
1.53 (m, 1H), 1.82.1-93 (m, 411), 2,94-3.01 (m, 611), 4.52 (m, 111), 4.68
(m, 56.73 (brs, 2H), 7.02 (d, 111, J = 7.5Hz), 7.21-7.25 (m, 111).
Compound Ii-23 [Formula 185]  10 'H-NIVIE (DMS0-46) 5: 0.86-1.04 (m,
411). 1.25 (s, 101), 1.30 (s, 611), 1.38 (s, 311), 1.40 (s, 3}1), 178-1.92 (m
411), 2.76-2.80 (m, 211), 3.03 (m, 1H), 4.54-4.63 (m, 111), 5.57 (m, 111),
6.16 (s, 1H), 6.22 (d, 111, J = 8.4Hz), 6.76 (d, 111, J = 8.4Hz), 6.98 (d,
111, J = 8.4Hz). 15    20H-NMR (DMS0-45) 8: 0.98-1.11 (m., 5 H),
1.15-1.31 (m, 2011), 1.57 (m, 111), 



1.82.1-93 (m, 41:1), 2.74-2.81 (m, 111), 3.01-3.06 (m, 211), 3.85 (m, HI),
3.40 (m, 111), 4.04-4.17 (m, 311), 6.77 (ci, 1H, J = 9.0Hz), Compound
Ii.-25 [Formula 187]   I H-NMR (DMSO-c16) 8: 0.98-1.20 (m, 13 H), 1.30
(4, 3H, J --= 3H), 1.59 (na, 1E0,     1.81-1"91 (m, 4H), 2.73-2.83 (m, 111),
2.94-3.04 (m, 411), 3.35-3.45 (m, 211), 4.08- 54.19 (m, 3H), 6.88 (hrs,
31), 7.03 c'd, 1H, J = 8.4.Hz). Compound 1i-26 Formula 1881
(DMSO-d6) 8: 1.02-1.10 (m, 2H), 1.19-1.32 (m, 211), 1.26 (s, 9H), 1.55
(m, 11-1), 1.86-1.93 (me, 411), 3.01-3.04 (m, 2H), 6.76 (d, 111, J = 8.7
Hz), 7.03 (m, 1E0, 7,37-7.43 (m, 311), 7.76-7.80 (m, 111), 8.20-8.23 (m,
111), 8.34-8.40 (m, 1110, 8.788.79 (m, 111) 15 Compound 11-27
[Formula 189]  20H-NMR (DMSO-d6) 5:1.03-1.10 (m, 211), 1.20-1.30 (m,
211), 1.21 (d, 611, = 6.9 Hz), 1.53 (m,1.88 (m, 411), 2.99-3.15 (m, 311),
7.33-7,35 (m, 3H), 7.71.-7.75 (m,8.16-8.18 (m, 1H). 829-8.32 (m, 111),
8.76-8.78 (m, 1H)       Compound 11-28 25[Formula 190]
(DM80-a6) 6: 1.04-1.11 (m, 2H), 1.15-1.28 (m, 2H), 1.19 (1, 311, J =7.2
Hz), 1.59 (m, 1H), 1.87-1.91 (m, 411), 2.93-3.08 (m, 2H), 2.97 (q, 211, j
=7.2 Hz), 3.06-3.08 (m, 2H), 7.01 (m, 114), 7.17 (d, 111, J =7.511z), 7.43
(d, 111, J =7.5Hz), 7.50-7.57 (m, 2H), 7.80-7.84 (m, 1I1), 8.25-8.27 (m,
1II), 8.39-8.44 (m, 111), 8.80- 8.82 (m. 1110      Compound 11-29
10[Formula 1911 



HCI  1H-NMR (DM80-d6) 5: 0.99-1.10 (m, 211), 1.15-1.28 (m, 211), 1.19
(t, 3H, 3=7.5 Hz), 1.52 (m, 11H, 1.84-1.91 (m, 411), 2.94-3.01 (m, 511),
6.88 (m, 11I), 7.00 (d, 111, J =7.8 Hz), 7.26-7.28 (m, 211), 7.38 (m, 111),
7.76 (d, 111, J = 3.3. Hz), 7.90 (d., 111, J =3.3 Hz) Compound 1i-30
[Formula 192] 2 HO b 20          (DMSO-d6) 8: 0.93-1.08 (m, 211),
1.18-1.33 (m, 211), 1.26 (s, 911), 1.45 (m, lID, 1.78-1.97 (m, 411),
2.86-2.94 (rn, 211), 2.95-3.10 (m, 111H, 5.91 (m, 1H1 6.55 (d, 111, J =
7.5 Hz), 6.63-6.71 (rn, 2110, 6.73 (d, 1H, el = 8.0 Hz), 7.06 (s, 111),
257.15 (t, 111, 3 = 8.0 Hz), 7.60 (s, 1E1), 8.11 (s, III), 8.31 (s, 1H)
Compound ii-31  [Formula 193] L  2 HC I NNJ  1H-NMR (DMSO-d) 5:
0.93-1.08 (m, 2H), 1.13-1.28 (m, 2H), 1.26 (s, 9F0, 1.43 5(m, 1H),
1.76-1.97 (m, 4 H), 2.83-3.18 (m, 3H), 5.79 (m, 1H), 6.21 (s, 211), 6.44 (d,



111, J = 6.8 Hz), 6.58-6.67 (m, 2H), 6.73 (d, 1H, J = 8.0 Hz), 7.10 (t, 111,
J = 8.0 Hz), 7.21 (s, 211) Melting point: 205 to 206 C,      Compound 11-32
10[Formula 194] 'H-NMR (DIVISO-d5) 6: 0.90-1.05 (m, 2 H), 1.05-1.28 (m,
111H, 1.41 (na, 1H), 1,75- 1.92 (m, 411), 2.11 (t, 2H, d = 10.0 Hz),
2.73-2.82 (m, 2E1), 2.91-3.08 (m, 3FI), 3.24 15(d, 2H, J = 11.2 Hz),
3.62-3.72 (m, 211.), 5.07 (m, 1H), 6.47 (d, 211, J = 7.2 Hz), 6.72 (d, 2H, 3
= 7.2 Hz), 6.97 (d, 111, J = 7.6 Hz) Melting point: 165 to 166 'V Compound
11-33 [Formula 195] 20   1H-NMR MMS0- 0 5: 0.91-1.06 Cm, 211),-1.26
(m, 811), 1.33-1.48 Cm, 1H), 1.71-1.93 (m, 411), 2.88 (d, 211, 3 = 6.5 Hz),
2.93-3,15 Cm, 210, 5.70 (brs, 211), 6.63 (d, 211, J = 9.1 Hz), 6.93-6.96
Cm, 111), 7.38-7.42 Cm, 211). 7.57 (.c.1, 210 J = 9.1 Hz), 7.88-7.93 Cm,
210  Compound 11-34 [Formula 196] H MCI 0' 5'H-NMR (DNISO-d6) 8:
0.98-1.02 (rn, 211), 1.16-1.18 (m, 51-1), 1.42 (s, 1H), 1.75- 1,91 (m, 411),
2.88 (d, 2H, J = 6.6 Hz), 2.96 (q, 3H, J = 7.3 Hz), 6.68 (d, 2H, J = 8.9 Hz),
6.99-7.02 (m, 1E1), 7.38-7.41 (m, 2H), 7.57 (d, 2H, J = 8.9 Hz), 7.89-7.92
(m, 2H). 10Compound 11-35 



[Formula 197]         1H-NMR (DMS0-c16) 8: 0.90-1.52 (m., 511), 1.19 (t,
3H, J = 7.2 Hz), 1.75-1.96 (m, 1541), 2.50-3.10 (m, 3H), 2.62 (q, 2H, J =
7.2 Hz), 5.55-5.70 (m,), 6.57 (d, 2H, J = 8.7 Hz), 6.80-7.04 (m, 411), 7.01
(d., 111, J = 7.8 Hz), 7.34 (d, 2H, J = 8.7 Hz) Compound 11-36 [Formula
198] 20  Rhe  1H-NME, (DMSO-d6) 6: 0.90-1.50 On, 5H), 1.19 (t, 311, J =
7.2 Hz), 1.75-1.95 (m, 411), 2.70-3,10 (m, 311), 2.97 (q, 211, J = 7.2 Hz),
3.70 (s, 311), 5.40-5.50 (m, 1H). 6.53 (cl, 211, J = 8.7 Hz), 6.74 (d, 211, J
--= 8.7 Hz), 6.78-6.90 (m, 4H), 6.99 (d, 111, J 25-= 7.8 Hz) Compound
11-37 [Formula 199]   (CDC13) 5:1.02-1.32 (m, 4), 129 (s, 911,), 1.58 (m,
111), 1.86-1.96 (m, 21I), 2.12-2.22 (m, 211), 3.02 (c1, 211, J = 6.6 Hz),
2.25 (m, 1H), 3.67 (81, 1E, J = 9.3 Hz), 6.67(d, 211, J = 8.7 Hz), 7.41 (d,
211, J = 8.7 Hz) 1\illass:3931m+En Compound Ii-38 [Formula 200] DH
10-al cF3 10 IH-NNI11 (HMSO-de) 8: 0.93-1.07 (m, 211), 1.17-1.26 (a),
2H), 1.19 (t, 3H, J = 7.1 Hz), 1.43 (s, 1H), 1.77-1,85 (al, 211), 1.85-1.94
(m, 2H), 2.82 (t, III, J = 5.8 Hz), 2.98 (m, 111), 2.97 (q, 211, J = 7.1 Hz),
5.87 (m, 111), 6.56 (d, 211, J --t 8.6 Hz), 6.98 



(d, 1H, J = 7.6 Hz), 7.02 (cl, 2I-I, J = 8.6 Hz). 15 Compound I1-39
[Formula 201] >5-11 F3 20H-NMR (DMSO-d8) 8: 0.98-1.10 (m, 21F,
1.19-1.35 (m, 211), 1.29 (s, 911), 1.46 (s, 111), 1.73-1.98 (m, 4E1), 2.93
(m, 111), 3.04 (m, 111), 6.60-6.69 (m, 2EI), 6.75 (cl, 111, = 8.8 Hz), 6.97
(d, 1H, J = 7.6 Hz), 7.49 (d, 111, J = 8.8 Hz), 8.05 (s, 111), Compound
H-40 [Formula 202]  H IVO, N N CF3 1H-NMR (DMSO-d5) 8: 0.96-1.09
an, 210, 1.16-1.29 (m, 2H), 1.19 (t, 311, J = 7.2 Hz), 1.45 (s, 111),
1.76-1.94 (m, 4H), 1.76 (s, 211), 2.93 (t, 211, 3 = 5,8 Hz), 2.97 (q, 211, J =
7.3 Hz), 6.66 (s, 6.94-7.01 (in, 211), 7.49 (d, 111, J = 8.6 Hz), 8.04 (s, 1H).
Compound Ii-41 [Formula 2031 -  o L 



10 -'0Me 111-NMR (DMS0-d6) 8: 0.91-1.05 (m, 2EI), 1.17-1.33 (m, 211),
1.26 (s, 911), 1.35- 1.48 (m, 111), 1.76-1.86 (m, 211), 1 86-1.95 (m, 211),
2.76-2.82 (m, 11-1), 2.96-3.08 (m, 111), 3.71 (s, 311), 5.21-5.30 (m, 11I),
6.57 (d, 111, J = 8.6 Hz), 6.73 (d, 111, J = 158.6 Hz), 7.02 (chi, 11-1,J =
8.6, 2.3 Hz), 7.44 Id, 111, J = 2.3 Hz). Compound Ii-42 [Formula 204] -5,-
1:1  0 OM e 20 1H-NMR (DIVISO-d6) 8: 0.98-1.01 (in, 2E1), 1.18-1.28 (m,
211), 1.19 a, 311, j = 7.1 Hz), 1.42 (a, 110, 1.76-1.85 (m., 211), 1.85-1.93
(m, 211), 2.79 a, 211, J = 5.9 Hz), 2.97 (q, 211, J = 7.1 Hz), 3.02 an, 111),
3.71 (s, 31), 5.26 (m, 1H), 6.58 (d, 111,= 8.6 Hz), 6.98 (cl, 211, J = 7.8
Hz), 7.02 (d, 211, J = 8.6 Hz), 7.44 ()or s, 1II). Compound 11-43 [Formula
205]   'H-NIVIR (DNISO-d6) 8: 0.98-1.06 (m, 21), 1.16-1.25 (m, 211), 1.18
(t, 311, J =7.5 Hz), 1.51 (m, 1H), 1.83-1.91 (m, 4H), 2.85 (1, 211, j --= 6.8
Hz), 2.97 (q, 211, J = 7.5 Hz), 3.04(m, 110, 3.56 (s, 311), 5.46 (t, 111, J =
6.3 Hz), 5.76 (s, 1H), 6.49 (cl, 111, J = 7.8 11z), 7.21 (t, 1H, J -= 7.511z),
7.32 (t, 211, J = 7.5 Hz), 7.68 (d, 211, J = 7.5 Hz) Compound 11-44
[Formula 2061 N H HC I 0 0 Irkr--414/ Pi -0 H-NMR, (DMSO-d6)8:
0.96-1.05 (m, 2H), 1.18 (t, 311, J = 7.2 Hz), 1.24 (m, 



1.48 (m, 110, 1.76-1.91 (m, 411), 2.91 (d, 211, J =-- 6.6 Hz), 2.97 (q, 211,
J = 7.2 Hz), 6.35 (s, 111), 6.99 (d, 111, J = 7.8 Hz), 7.46-7.49 (m, 311),
7.73-7.76 (m, 2H) Compound 11-45 [Formula 2071 H  201H-NINIR
01-N1SO-d6 ) 8: 0.92-1.08 (in, 211), 1.15-1.22 (m, 111), 1.26 (s, 9H),
1.37- 1.51 (m, 211), 1.81 id, 211, 3 = 11.6 Hz), 1.91 Cd, 211, 3 = 11.6 Hz),
2.76-2.86 (m, 2H), 2,97-3.08 Cm, 1H), 3.35 (s, 3H), 5.82-5,91 (m, 114),
6.26 (d, 111, 3 = 13.6 Hz), 6.39 (s, 114), 6.73 (brs, 141). Melting- point:
215 to 216 C 25Compound 11-46 [Formula 208]   E 1H-NMR (CDC13) 5;
1.02-1.32 (m, 411), L24 (cl, 6H. J = 6.0 Hz), 1.39 (s, 9H), 1.54 (nd, 111),
1.84-1.94 (m, 2H), 2.12-2.22 (m: 2H), 2.39 (t, 211, J = 10.5 Hz), 2.94 (d,
52H, J = 6.9 Hz), 3.24 (m, 111), 3.38 (cl, 1H, J = 9.6 Hz), 3.61 (d, 1H, J =
9.6 Hz), 3.72-4.00 (m, 2H), 5.83-5.94 (m, 11), 5.96-'6.10 (m, 211).
Compound 11-47 [Formula 2091 1H-NMR (DMSO-d6) 81 0.91-L07 Cm,
2H), 1.16-1.34 (m, 11H), 1.40 (m, 1H), 1.79 (d., 211, J = 12.5 Hz), 1.90 (d,
211, J = 11.9 Hz), 2.82 (t, 211, J = 5.5 Hz), 3.01 Cm, 1H), 6.12-6.18 (m,
3H), 6.30 (t, 1H, 3= 5.5 Hz), 6.76 (d, 1H, 3 = 8.7 Hz). 15 Compound 11-48
[Formula 210] H 991H-NIVIR (CD[C13) 5; 1.00-1.28 (m, 4E1), 1.39 (s,
9H), 1.56 (m, 1H), 1.91 (cl, 211, 



12.4 Hz), 2.08-2.21 (m, 4H), 2.58 (t, 211; J = 8.1 Hz), 2.97 (d, 2H, J = 6.0
Hz), 3.23 (m, 1H), 3.70 (61, 1E, J = 9.4 Hz), 3.80 (t, 211; J = 7.1 Hz), 6.66
(d, 2H, J = 8.7 Hz), 7.36 (d, 2H, J = 8.7 Hz) Compound II-49 [Formula
211]  S 0 0N   'H-NMR (DMSO-do) 8: 0.92-1.06 (m, 211), 1.17-1.33 (m,
1111), 1.41 (m, 111), 1.80 (a, 2H, J = 12.9 Hz), 1.90 (d, 2H, J = 11.4 Hz),
2.82 (t, 2H, J = 6.1 Hz), 3.01 (m, 1H), 6.07 (t, 1H, 3 = 5.3 Hz), 6.34-6343
(m, 2H), 6.51 (ad, 11-I, J1 = 8.2 Hz, 32 = 1.8 Hz), 6.75 (d, 111, J = 8.5
Hz), 7.11 (t, 1H, 8.2 Hz). Compound 11-50 [Formula 212] F 10F 1H-NMR
(DMSQ-de) 5: 0.92-1.08 (au, 2H), L14-1.31 (m, 8E), 1.43 (m, 11-1),
1.76L94 (m, 4H), 2.82 (t, 211, 3 = 6.0 Hz), 2.95-3.16 (m, 2H), 5.90 (t, 1H,
J = 5.5 Hz), 6.56 (d, 2E, J = 8.7 Hz), 6.95 (d., 111, J = 7.9 Hz), 7.03 (d,
2H, J = 8.6 Hz). 15 Compound E-51 [Formula 213] Ny/813 0 0
2011-1-NMR (DMSO-de) 5: 0.90-1.08 (m, 211), 1.13-1.31 (rn, 811), 1.42
(m, 1H), 1.76- 1.94 (rn, 411), 2.83 (t, 2H, J = 6.0 Hz), 2.95-8.16 (m, 2H),
6.07 (t, 111, 3 = 5.4 Hz), 



6.36-6.46 (m, 2H), 6.53 (ad. 11I, J1 = 8.1 Hz, J2 =- 1.9 Hz), 6.95 (d, 1H, J
= 7.9 Hz), 7.12 (d, 1H, 3 = 8.1 Hz) Compound ii-52 [Formula 2141
'Fl-NMR (DM80-46) 8: 0.91-1.10 (in, 2H), 1.19-1.37 (m, 111), 1.45 (m,
111), 1.78-     1.90 (m, 411), 2.84 (t, 211, J = 6.0 Hz), 3.04 (m, Hi), 4.64 (q,
211, J = 9.0 Hz), 5.73 5(t, 111, J -= 5.4 Hz), 6.13-6.21 (m, 2II), 6.26 (4,
111, J = 7.2 Hz), 6.78 (4, 1H, J = 8.4 Hz), 6.99 (t, 111, 8.0 Hz). 10
Compound E-53 [Formula 215' H 0 0 K2F I o F  1H-NMR. (DM80-d6) 8:
0.90-1.06 (m, 214), 1.13-1.30 (m, 811), 1.42 (m, 111), 1,75- 1.93 (m, 411),
2.80 (t, 211, J = 6.2 Hz), 2.93-3.16 (m, 211), 5.66 (t, 1H, 4 = 5.5 Hz), 6.53
(4, 211, J = 9.1 Hz), 6.89 (d, 211, 4 = 8.8 Hz), 6.92 (t, 111, JH E = 75 Hz),
6.94 15(4, 111,= 8.0 Hz). Compound 1i-54 [Formula 2161
(DMSO-a6) 8: 0.88-1.05 (m, 211), 1,14-1.32 (m, 11H), 1.41 (m, 111),
1.75- 1.94 (m, 411), 2.77 (t, 2H, J = 6.0 Hz), 3.01 (m, 1H), 4.54 (q, 211, J
= 9.0 Hz), 5.33 (t, 111, 4 = 5.8 Hz), 6.49 (cl, 211, J = 8.8 Hz), 6.75 (4, 111,
4 = 8.8 Hz), 6.80 (4, 2H, = 8.8 Hz). Compound 11-55 [Formula 2171  



H-NME (DMSO-d6) 6: 0.90-1.06 (m, 2H), 1.14-1.31 (m, 8H), 1.40 (m, 11),
1.74- 1.93 (m, 411), 2.79 U. 2H, J = 5.9 Hz), 2.94-3.15 (m, 6E), 3.69 (t,
4H, J = 4.8 Hz), 55.70-5.94 (m, 411), 6.94 (c1, 111, j -= 8.0 Hz).
Compound 11-56 [Formula 218]  I H-NMR (DMSO-a6) 8:0.98-1.14 (m,
2H), 1.15-1.32 (m, 5H), 1.54 (m, 111), 1.83- 1.96 (m, 41), 2.89-3.10 (m,
511), 6.17 (t, 1H, J = 5.2 Hz), 6.63 (d, 1H, J = 2.2 Hz), 7.02 (d., 111, J =
7.7 Hz), 7.21 (ad, 111, J1 = 9.1 Hz, J2 = 2.5 Hz), 7.27 (ad, 1H. 41 =- 8.2
Hz, 42 = 4.4 Hz), 7.67 (cl, 1H, 4 = 9.1 Hz), 7.97 (d, 1H, J = 8.2 Hz), 8.45
(ad, 151H, 41 = 4.3 Hz, 42 = 1.5 Hz). Compound H-57 [Formula 219]  20
'H-NNIR (Dmso-a,) 5: 0.97-1.14 (m, 2H), 1.17-1.34 (m, 811), 1.54 (m, 1H),
1.83- 1.96 (m, 411), 2.94 (t, 2H, J =- 6.0 Hz), 2.99-3.18 (m, 2H), 6.17 U.
111, J = 5.4 Hz), 6.63 (d, 111, J = 2.5 Hz), 6.96 (a, 1H, J = 7.7 Hz), 7.21
(dd, 1H, J1 = 9.1 Hz, 42 =- 2.5 Hz), 7.27 (ad, 1H, 41 -= 8.2 Hz, 42 = 4.1
Hz), 7.67 (d, 111, J = 9.1 Hz), 7.97 (d., 111, 3 = 8.0 Hz), 8.45 (ad, 111, 41
= 4.3 Hz, 42 = 1.5 Hz),  Compound 11-58 [Formula 220]    ,H-NMR
(DMSO-d6) 5:0.90-1.07 (m, 2H), L12-1.29 (m, 5H), 1.40 (m, 1H), 1.74-
1.93 (m, 4H), 2.80 (4 2H, J = 5.9 Hz). 2.92-3.07 (m, 711). 3.69 (t, 411,=
2.8 Hz), 5.69-5.95 (m, 4H), 6.99 (cl, HI, J = 7.7 Hz).      Compound 11-59
10[Formula 221] hi 



of 0NN [H-NMR (D?v1SO-d6) 8: 0.94-1.11 (m, 211), L12-1.30 (m, 51-1),
1.47 (m, 1H), 1.78- 1.95 (m, 4H), 2.88-3.09 (rn, 5H), 3.80 (s, 311), 6.09 (t.,
1H, J = 5.6 Hz), 6.81-6.86 (m, 1II), 6.96 (dd, 1H, Ji = 8.8 Hz, J2 = 2.8 Hz),
7.01 (d, 111, J = 7.4 Hz), 7.29 (t, 1H, J = 8.0 Hz), 7.45-7.51 (m, 211), 7.66
(d. 1H, J = 8.5 Hz), 8.04 (d, 1H, J = 2.8 Hz).       Compound Ii-60
20[Formula 222] H 00N  [ H-NMR (DMSO-d5) 5:1.03 (m, 2111, 1.19 (t,
2H, J = 7.8 Hz), 1.21 (m, 2H), 1.46 (m, 1H), 1.76-1.95 (m, 4H), 2.90 (t, 2H,
J = 5.8 Hz), 2.97 (q, 2H, J = 7.3 Hz), 3,03 (m, 1H), 3,80 (s, 3H), 5.95 (m,
1H), 6.90 (m, 1H), 6.98 (d., 1H, J = 7.8 Hz), 6.98 (dd, 111, J = 7.8, 7.8
Hz), 7.06 (d, 1H, J = 8.6 Hz), 7.26 (dd, 1H, J = 7.8, 7.8 Hz),  7.61 (d, 111,
J = 8.6 Hz), 7.69 (d, 1H, J = 7.8 Hz), 8.03 (s H). Compound ii-61 [Formula
223] N 6 U    H-N1VIR (DIVISO-de) 8: 0.96-1.09 Cm, 2H), 1.18-1.29
(111,2H), 1.19 (t, 3H, j = 7.6 Hz), L47 (m, 1H), 1.87 (m, OH), 2.90 (t, 2H, J
= 6.3 Hz), 2.97 (q, 2H, J = 7.6 Hz), 3.02 (m, 1H), 5,98 (m, 1H), 6.63 (d,
2E, J = 8.3 Hz), 6.98 (d, 1H, J = 7.3 Hz), 7.14 10(m, 1H), 7.73 (s, 2114
7.83 (d, 2H, j = 8.3 Hz), 8.52 (d, 1H, J = 4.0 Hz). Compound 11-62
[Formula 224]  



1H-NIMR (DMS0-d6) 8: 0.98-1.01 (m, 211), 1.20 (s, 9H), 1.20-1.37 (m,
2H), 1.42 (m, 1H), 1.76-1.96 (m, 4H), 2.28-2.37 (m, 211), 2.75-2.85 (m,
210, 3.02 Cm, 1H'); 3.36 (t, 2H, J = 7.8 Hz), 3.57 (t, 2H, J = 6.3 Hz), 5.66
(m, 111), 6.54 (d, 2H, J = 8.0 Hz), 6.73 (d, 1H, J = 8.6 Hz), 7.00 (61, 1H, J
= 8.0 Hz). 20 Compound Ii-63 [Formula 225] Nipo  2511-I-NMR
(DMSO-d6)8: 0.96-1.14 (m, 2114 1.14-1.32 (m, 2H), 1.19 (t, 3H, J = 7.2
Hz). 1.50 (m, 1H), 1.76-1.96 (m, 411), 2.9L3.10 (m, 311), 2.97 (q, 211, J =
7.2 Hz),  6.28 (m, 111), 7.02 (d, 111, = 7.8 Hz), 7.32-7.46 (ra, 310, 8.20
(d, 1H, J = 6.9 Hz), 8.22 (s, 211).     Compound 11-64 5Worn-lulu 2261 0
H N   ' H-NMR (DMSO-d6) 8: 1.03-L15 (m, 211), 1.18-1.29 (m, 2H), 1.24
(d, 6H, J = 6.3 Hz), 1.52 (m, 1H), L86-1.94 (m, 2H), 2.10-2.19 (m, 2H),
2.40 (t, 2E1, J = 6.0 Hz), 1.0 2.95 (a, 2H, J = 6.0 Hz), 3.23 (m, lit, 8.40 (d,
2H, J = 11.4 Hz), 3.75-3.85 (rn, 211), 3.86 (d, 1H, J = 9.3 Hz), 6.14 (d,
111, J = 8.5 Hz), 6.15 (s, 1H), 6.29 (d, 1H, J = 8.5 Hz), 7.06 (d, 1H, J =
8.5.Hz).      Compound II-65 15[Formula 227] 



N s 0  1H-NMR (CDCE) 5:1.08-1.16 (na, 211), 1.14(d. 611, J = 6.8 Hz),
1.21-1.30 Km, 2H), 1.29 (s, 910, 1.78 (I, 211, J = 10.6 Hz), 1.83-1.92 (m,
211), 2.11-2.19 (m, 211), 2.78 20(d, 211, 0 = 10.6 Hz), 3.06 (s, 2H), 3.23
(m, 1H), 3.38 (s, 210, 3.70-3.80 (m, 21), 4.02 (cl, 111, J = 9.9 Hz), 5.37 (s,
HE, 6.30 (s, 111). Compound 1E66 [Formula 228] H FENMR
(DMSO-a6)1. 0 1 - 1.(m, 2E)20-1.34 (n, 2H), 1.27 Ks, 911), 1.54 (m,  111),
1.82-1.99 (m, 4H), 2.91-2.98 (in, 2H), 3.06 (m6,17 (s, 111), 6.63 (s, 1H),
6.78 (d, 111, J = 9.0 Hz), 7.20 (m, HO, 7.27 (m, 111), 7.77 (d, 111, J -2:
9.0 Hz). 7.98 (d, 1H, J = 9.0 Hz), 8.54 (s, 111). 5Compound 11-67
[Formula 229] H 0 0F jcV(rF        1H-NMR (DMSO-d6) 8: 0.92-1.06 (m,
2H), 1.20-1.32 (m, 211), 1.26 (s, 911), 1.42 (m, 



101H), 1.78-1.88 (m, 211), 1.88-1.96 (m, 211), 2.78-2.86 (m, 211), 3.02
(m ,III), 5.89 (s, HO, 6.56 (d, 111, J = 8.4 Hz), 6.76 (d, 1H, J = 8.4 fiz),
7.02 (d, 114, 3 = 8.4 Hz). Compound 11-68 [Formula 230] H -14 0 0 '
H-NMR (DIVISO-d6) 6: 0.92-1.05 (m, 2H), 1.19 (s, 914), 1.20-1.32 (m,
2H), 1.26 (s, 910, 1.42 (m, HD, 1.80-1.96 (m, 4H), 2,77 (s, 2H), 3.04 (m,
1H), 5.29 (s, 111), 6.44 (d, 1H,, J = 7.2 Hz), 6.68 (d, 111, 3 = 7.2 Hz), 6.75
(d, 111, J = 8.4 Hz), Compound I1-69 [Formula 231]  25 1H-NNIR
(DMSO-d6) 8: 0.95-1.10 Cm, 2H), 1.20-1.32 (m, 210, 1.26 (s, 9H), 1.47
(m, 1H), 1.80-1.88 (m, 2II), 1.88-1.95 (m, 2H), 2.88-2.95 (m, 2H), 3.02 (s,
111), 6.07 (m, 1I1), 6.77 ((I, 1FI, J = 8.4 Hz), 6.97 (d., 1H, J = 7.6 Hz),
7.26 (I, 111, 3 = 7.6 Hz),  7.35-7.42 (m, 2H), 7.46 (d, 1H, J = 8.4 Hz), 7.91
(d, l,H, J = 7.6 Hz), 8,04 (s, 1H). Compound Ii-70 [Formula 232]    N 00 5
(1)1',480- 6) 5: 0.98-1.05 (m, 2H), 1.10-1.32 (rn, 211), 1.26 (s, 911), 1.42
(m, 1H), 1.78-1.86 (m, 211), 1.86-1.95 (n-1, 211), 2.78-2.83 (m, 211), 3.03
(m, 111), 4.80 (q, 211, J = 9.2 Hz), 5.48 (t, 111, J ss- 5.6 Hz), 6.69-6.76
(m, 211), 7.08 (dd, 1H, J = 8.8, 



102.4 Hz), 7.45 (d, 111, J = 2.4 Hz). Compound 11-71 [Formula 2331  LU,
15 1H-NMR (DIVISO-d6) 8: 0.96-1.10 (m, 211), 1.20-1.32 (m, 21), 1.27 (s,
91-1), 1.82- 1.88 (m, 21), 1.88-1.97 (m, 211), 2.83-2.88 (m, 2H), 3.04 (ra,
11), 5.82 (s, 11I). 6.69 Km, 110, 6.76 (d, 111,= 8.8 Hz), 7.12 (dd, 111, J =
9.2, 8.8 Hz), 7.37 (Tr., 111), 7.87 (d, 111, J = 2.8 Hz), 7.99 (s, 1I1). 20
Compound 11-72 [Formula 2341  Compound 11-73 [Formula 235;
Compound Ii-74 [Formula 236] N N -0 Compound 11-75 [Formula 237] 11
s 



6' a"1 10 Compound 11-76 [Formula 238] ers.s:N b ThH.F4 S
15Compound Ii-77 [Formula 230] H NN      Compound 11-78 20[Formula
240]   Compound 11-79 [Formula 241]  F Compound 11-80 [Formula 242]



Compound II-81 [Formula 243]     H 0 0  I9 0 Lkit., IN - F  15Compound
11-82 [Formula 2441   Compound 11-83  [Formula 245]      Compound
11-84 5[Formula 246] - 



4:3 0 !I0 N            (DMSO-d6) 8: 0.91-1.08 (m, 2H), 1.14-1.30 (t, 3H, J =
7.5 Hz ), 1.41 (m, 1H), 1.73-1.94 (m, 411), 2.34-2.46 (m, 2H), 2.85 (t, 2H,
J = 6.6 Hz), 2.97 (q, 2H, J = 107.5 Hz), 3.00 (m, 1H), 3.25 U. 211, J.r= 7,5
Hz), 3.53 (t, 211, J = 6.0 Hz), 6.27 (d, 2H, J = 11.7 Hz), 6.52 (t, 111, 3 =
5.1 Hz), 7.00 (d, 111,= 7.2 Hz). Compound 11-85 [Formula 247] H 0 0 15
20 Compound Ii-86 [Formula 248] 0 0   Compound 11-87 [Formula 249]  



5 Compound 11-88 [Formula 2501 , N 6 'b C31   Compound 11-89
[Formula 251] 0 0  Ckl* CI 10 Compound Ii-90 [Formula 252]    --.<-7'-. IHI
1 1 --,,.._,----.  



ISCompound I1-91 [Formula 253] H -   1H-NAIR (DMSO-d6) 5: 0.92-1.05
(m, 2H), 1.18 (d, 6H, J = 6.0 Hz), 1.18-1.30 (m,  2H), 1.21 (d, 6H, 4 = 6.4
Hz), 1.40 (m, 1H). 1.76-1.83 (m, 211), 1.83-1.93 (m, 2H), 2.19 (dd, 1H, 4 =
11.2, 11.2 Hz), 2.76-2.82 Cm, 2H), 3.01 (m, 113), 3.09 (m, 111), 3.45 (d,
2H, J = 11.2 Hz), 3.58-3.69 (m, 211), 5.67 (m, 1H), 5.77 (d, 111, 3 = 12.0
Hz), 5.90 (s, 1H), 5.91 (m, 111), 6.91 (d, 1H, J = 7.6 Hz). 5 Compound
E-92 [Formula 2541 lat IH 0 CI --.., CI   10LH-NAIR (D14180-ds ) 8:
0.90-1.07 (rn, 2113 1.14-1.30 (m, 211), 1.21 (d, 611,3 = 6.6 



Hz.), 1.32-1.46 (m, 111), 1.75-1.92 (m, 411), 2.78-2.83 (m, 211),
2.95-3.18 (m, 3.66-3.72 (m, 411), 5.75 (brs, 114), 6.00 (s, 111), 6.04 (s,
111), 6.11 (s, 113), 6.95 (d, 111, 3 = 9.0 Hz). 15Compound 11-93
[Formula 2551 - 5 N d H CI 1H-NMR (HMSO-cis) 8! 0.90-1.08 (m, 211),
1.13-1.27 (m, 5H), 1.42 (m, 1H), 1.74- 20 1.93 (m, 4H), 2.30-2.40 (m, 2H),
2.81 (d, 2H, J = 6.6 Hz), 2.97 (q, 211, J = 7.5 Hz), 3.00 (m, 1H), 3.49 (t,
2H, J = 7.5 Hz), 3.66 (t, 2H, 4 = 6.6 Hz), 5.00-5.50 (brs, 211), 6.07-6.15
(m, 211), 6.25(s, 11-1). 7.00 (d, 111, 3 = 6.6Hz).      Compound Ii-94
25[Formula 2561   H-1\141IR (DMSO-d8) 5: 0.92-1.072H), 1.15-1.32 (m,
5E), 1.21 (d, 611, J = 6.9 Hz), 1.42 (m, 111), 1.74-1.93 Gm 411),
2.30-2.42 (m, 211), 2.81 (d, 211, J = 6.6 Hz), 2.92-3.18 (m, 211), 3.49 (t,
211, J = 7.5 Hz), 3.66 (t, 2E1, J = 6.6 Hz), 4.70-5.30 (brs, 211), 6.05-6.16
(m, 211), 6.25 (s, 110, 6.95 (d, 1H, J = 8.1Hz). Compound Li-95 [Formula
2571  10H-NMR (DIVISO-dc) 8: 0.90-1.06 (in, 211), 1.16-1.31 (d, 611, 3 =
6.9 Hz), 1.40 (m, 111) 1 79-1 94 (m, 4E1), 2.34-2.46 (m, 211), 2.84 (t,
211, 3 = 6.0 Hz), 2.94-3.16 (in, 211), 3.28 (t, 211, 3 = 7.5 Hz), 3.53 Et, 2H,
3 = 6.6 Hz), 6.27 (d, 211, 3 -= 11.7 Hz), 6.52 G, 1E1, J = 5.4 Hz), 6.94 (d,
111, 3 = 7.8 Hz). 15Compound 11-96 [Formula 2581 ec.H 



a a , "H-NIVIR (DMSO-d6) 8: 0.91-1.04 (m, 211), 1.20-1.32 (rn, 211), 1.26
(s, 9H), 1.40 (m, 201H), 1.76-1.95 (m, 411), 2.77-2.83 (m, 2H), 2.99-3.04
(m, 5H), 3.67-3.72 (m, 4H), 5.71 (m, 111), 5.79 (cl, 111, 3 = 11.7 Hz), 5.89
(s, 1H), 5.90 (m, 111), 6.72 (d, 111, j = 8.4 Hz).       Compound 11-97
25[Formula 259] >/' L14Nr---ti  1H-NMH (DMSO-d1) 5: 0.92-1.03 (m, 211),
1.20-1.32 (m, 214), 1.26 (s, 911), 1.41 (in, 111), 1.77-1.93 (m, 4H),
2.78-2.83 (m, 2H), 2.97-8.05 (m, 5E1), 3.68-3.72 (m, 4II), 5.36 (rn, 1H),
6.04 (d, 111, J = 8.0 Hz), 6.10 Cs; 1H), 6.11 (d, lEI, J = 8.0 Hz), 6.72 (d,
111, J = 8.0 Hz), 6.89 (dd, 1H, J = 8.0, 8.0 Hz). Compound Ii-98 [Formula
260] H bN J ; 101H-NMR (DIVISO-d6) 8: 0.92-1.04 (m, 2H), 1.17-1.29 (m,
HO, L21 (d, 611, J = 6.4 Hz), 1.41 (m, 1II), 1.75-1.92 (m, 414), 2.77-2.83
(m, 2H), 2 95-3,05 (m, 5H), 3.09 (m, 111), 3.67-8.72 (m, 411), 5.36 (m,
114), 6.04 (d, 1H, J = 8.0 Hz), 6.10 (a, 111), 6.11 (d., 111, J = 8.0 Hz),
6.89 (dd, 1H, J = 810, 8.0 Hz), 6.92 (d, 111, J = 8.0 Hz). 15Compound
11-99 [Formula 2614 ,N orbN t. 



1H-NMR (DMS0-d6) 6: 0.90-1.06 (m, 211), 1.15-1.31 (m, 211), 1,21 ((I,
6H, J = 6.9 Hz), 1.39 (m, 1H), 1.47-1.62 (m, 611), 1.74-1.94 (m, 2H), 2.78
(t, 2H, J = 6.0 Hz), 2.93-3.16 (m. 611), 5.64-5.76 (m, 2H), 5.83-5.92 (m,
2H), 6.94 (d, 1H, J = 7.8 Hz). Compound Ii-100 [Formula 2621 IH of aN 4.
3 F 1H-NMR (DMSO-dc) 8' 0.90-1.06 (m, 2H), 1.15-1.30 (m, 2H), 1.21 (d,
611, J -2 6.9  Hz), 1.40 (m, 11), 1.74-1.96 (m, 8H), 2.79 G, 2H, J -= 6.0
Hz), 2.93-3A8 (m 6H), 5.48-5..67 (m, 4H), 6.94 (d, 1H, J = 8.1 Hz).
Compound 11-101 5[Formula 263] -N b   111-NMR (DMSO-d) 8:
0.90-1.06 (m, 2H), 1.13-1.29 (m, 2H), 1.18 a, au. J = 7.5 Hz), 1.39 (m,
11-1), 1.47-1.62 (m; 61), 1.75-1.94 (m, 4H), 2.79 (-1, 2H, J = 6.0 Hz),
102.97 (q, 2H, J = 7.5 Hz), 3.03-3.10 (rn, 41), 5.64-5.75 an, 210, 5.88-5.91
(m, 2H), 7.00 (d, 111, J = 7.8 Hz). Compound 10102 [Formula 264] or-Th
b 15 



1H-NMR (DMSO-d6) 8: 0.90-1.07 (m, 21), 1.13-1.29 (m, 2H), 1.18 (t, 3H,
J = 7.5 Hz), 1.41 (m, 1E),1.74-1.96 (m, 81), 2.79 G, 2H, J = 6.0 Hz), 2.97
(q, 2H, J z-- 7.5 Hz), 3.00 (m, 1E1), 3.09-3.19 (ni 4H), 5.46-5.66 (m, 4H),
6.99 (d, 1H, J = 7.2 Hz). 20 Compound 11-103 [Formula 265] <ThN a"bN j
9111-NMR (DMSO-d) 8: 0.91-1.03 (m, 2E), 1.16-L29 (m, 211), 1.21 (d,
6H, J = 6.8 zo Hz), 1.40 (m, 11), 1.75-1.92 (m, 413.), 2.20 (s, 3E),
2.35-2.43 (m, 4H), 2.75-2.82 (m, 2E1), 2.88-3.13 (m, 6H), 5.67 (m, 1E1),
5.76 (l, 1H, J = 11.2 Hz), 5.82-5.92 (m, 2H),  6.91 (d, 111, J = 8.0 Hz).
'H-NMR (DMSO-d6) 8: 0.92-1.02 (m, 2H), 1.19-1.32 (m, 2H), 1.26 Ks, 9H),
1.39 (m, 1H), H75-1.95 (rn, 41-1), 2.19 (s, 311), 2.38-2.42 (m, 4H),
2.77-2.83 (ra, 5E), 2.98- 3.09 (m, 51-0, 5.67 (m, 111), 5.76 (d, 111, J =
11.2 Hz), 5.88 (m, 1M, 5.88 (s, 1H), 106.72 (d, 1H, J = 8.8 Hz). Compound
Ii-105 [Formula 2671 H bN 15  H-NMR (DMSO-d6) B: 0.95-1.09 (m, 2H),
1.18-1.31 (m, 2H), 1.22 (d, 6H, = 6.8 Hz), 1.44 (m, 1H), 1.78-1.93 Cm,
4H), 2.87-2.92 (m, 2111, 8.03 Cm, 1H), 3.10 (m, 1H), 6.13 (m, 1H), 6.21
(m, 1H), 6.22 (s, 2H), 6.51 (s, 1H), 6.52 (d, 114 J = 8.0 Hz), 6.92 (d, 1H, J
= 8.0 Hz), 7.26 (a, 21-1). 20 



Compound 10106 [Formula 268] N , 25H-NMR (DMSO-d6) 8: 0.974.08
Cm, 2H), 1.17-1.29 Cm, 5H), 1.40-1.68 (m, 3114 1.80-1.92 (m, 2H), 2.90
(t, 211, J = 6.0 Hz), 2.94-3.06 (m, 3I1), 6.12-6.22 (m, 411), 6.50-6.54 (m,
211), 6.94-7.00 (m, 11-1), 7.26-7.27 (m. 2H).  Compound I1-107 [Formula
2691 H crb  H-I\TMR (19MS0-d8) 8: 0.91-1.03 Cm, 2110, 1.16-1.29 Cm,
211), 1.21 (d, 611, d = 6.4 Hz), 1.40 (m, 111), 1.74-1.92 (m, 410,
2.75-2.81 (tn, 210, 2.84 Es, 310, 3.00 (m, 1H), 3.09 1m, 111), 3.25 (s,
311), 3.35-3.47 (rn, 411), 5.59-5.67 (m, 410, 6.91 (d, 1E1, J = 8.0 Hz). 10
Compound II-108 [Formula 270] H El #14 15'H(DIVISO-ds) 5: 0.92-1.03
(rn, 210, 1.18-1.32 (m, 211), 1,26 (s, 911), 1.40 (m, 111), 1.75-1.94 (m,
4E0, 2.75-2.81 (m, 211), 2.83 (s, 3114 3.01 (rn, 111), 3.25 (s, 310,
3.34-3.47 (m, 4111, 5.58-5.70 (m, 410, 6.72 (d, 111, J = 8.4 Hz).
Compound 11-109 20[Formula 271]  



'H-NIVIR (DMSO-d6) 5: 0.90-1.51 (rn, 1010, 1.21 (d, 611, J = 6.9 Hz),
1.56-1.67 (m, 310, 1.71-1.93 (m, 611), 2.64 Cs, 311), 2.78 (t, 211, j = 6.0
Hz), 2.93-3.17 (m, 211), 252.44 Cm, 111), 5.56-5.77 (m, 410, 6.94 (d,
111, Jr= 7.8 Hz). Compound 11-1 10  [Formula 272]    1H-NMR
(DMSO-de) 8: 0.83-1.01 (m, 2H), 1.00-1.40 (m, 3H), 1.21 (d, 6H, J = 6.9
Hz), 1.68-1.91 (m, 4H), 2.78 (t, 2H, J = 6.0 Hz), 2.90-3.15 (m, 2H), 2.95 (s,
3H), 4,48 (s, 2H), 5.60-5.72 (m, 4H), 6.94 (d, 1H, J = 7.8 Hz), 7.15-7.35
(m, 5H). Compound 1i-111 [Formula 2731 d' b 10   1H-NMR (DMSO-d6)
8: 0.97-1.14 (m, 2H), 1.14-1.33 (m, 5H), 1.45-1.61 (m, 1H), 1.81-1.96 (m,
4H), 2.90-3.10 (m, 511), 6.34 (t, 111, J = 5.2 Hz), 6.51 (d, 1H, J = 2.2 Hz),
6.99-7.07 (m, 2H), 7.36 (dd, 1H, J = 8.2, 4.1 Hz), 8.02 (d, 1H, J = 8.5 Hz),
8.48 (dd, 1H, J = 4.1, 1.4 Hz). Compound h-112 [Formula 274] 



N I P  20  H-NMR (DMSO-d6) 8: 0.97-1.13 (m, 2H), 1.17-1.34 (m, 8H),
1.45-1.59 (m, 1H). 1.81-1.99 (m, 4H), 2.94 (t, 2H, 3 = 5.9 Hz), 2.99-3.21
(m, 2H), 6.33 (t, 1H, j = 5.4 Hz), 6.51 (d, 1H, J = 2.2 Hz), 6.96 (d, 1H. J =
7.7 Hz), 7.02 (dd, 1H, 3 = 13.5, 2.2 Hz), 7.36 (dd, 1H, 3 = 8.2, 4.1 Hz),
8.02 (d, 111, 3 = 8.5 Hz), 8.48 (cid, 1H, 3 = 4.1, 251.4 Hz). Compound
Ii-113  [Formula 275]    H DE CI  H-NNIR (DMSO-dc) 5: 0.93-1.13 (m,
21I), 1.15-1.34 (m, 811), 1.39-1.57 (m, 111), 1.79-1.95 (m, 4H), 2.87 (I,
2H, J = 6.2 Hz), 2.94-3.16 (m, 211), 3.54 (s, 3H), 5.66 (t, 111, ci = 5.5 Hz),
6.49 (d, 111, J = 9.6 Hz), 6.73 (d, 1H, J = 2.8 Hz), 6.91-7.02 (m, 211),
7.29 (d, 111,3 = 9.3 Hz), 7.72 (d, 1H, 3 = 9.3 Hz).      Compound 11-114
10[Formula 2761 )5141 pea H-NMR (DMSO-c16) 8: 0.934.10 (in, 211),
1.14-1.33 (m, 811), 1.41-1.56 (m, 1H), 1.79-1.94 (m, 4H), 2.89 (t, 2H, J =
6.0 Hz), 2.95-3.16 Cm, 211), 6.00 (t, 111, J = 5.4 15Hz), 6.84 (dd, 1H, J =
8.8, 2.2 Hz), 6.95 (d, 111, J = 8.0 Hz), 7.07 (d, 1H, J = 2.2 Hz), 7.72 (d,
1H, J = 8.8 Hz), 8.86 (s, 1H). 



Compound 11-115 [Formula 277] >L15 b 20 I H-NNIR (DMSO-d4) 8:
0.94-1.06 (m, 411), 1.26 (s, 911), 1.40-1.51 (m, 111), 1.84 (d, 211, J =
12.4 Hz), 1.91 (d, 2H, 3 = 12.4 Hz), 2.85-2.90 (m, 211), 2.97-3.06 (m, 110,
5.93-5.99 (m, 111), 6.63-6.79 (m, 3H), 7.40 (d, 111, J = 8.8 Hz), 8.32 (s,
1H). Compound li-116 [Formula 2787   114-NMII (DMS0-d6) 5: 0.95-1.07
(m, 411), 1.26 (s. 9H), 1.39-1.47 (m, 1H), 1.80 (d, 211, J = 12.4 Hz), 1.91
(d, 2H, J = 12.4 Hz), 2.87-2.93 (m, 211), 2,98-3.06 (m, 53.37 (s, 311), 6.27
(s, 1H), 6.55 (d, 1H, J =-- 8.8 Hz), 6.73 (d, 111, J = 8.8 Hz), 6.80 (t, 111, J
= 5.2 Hz), 7.32 (d, 1E, J = 8.8 Hz). Compound 11-117 [Formula 2791 H
:14 U N- I H-NMR (DMSO-c16) 8: 0.94-1.08 (m, 411), 1.20 (s, 311), 1.22
(s, 311), 1.39-1.51 (m, H), 1.80 (d, 211, J = 12.4 Hz), 1.88 (cl, 211, J -=
12.4 Hz), 2.87-2,94 (m, 211), 2.97- 3.07 (m, 111), 3.08-3.14 (m, 111), 3.37
(s, 311), 6.27 (s, 1110, 6.55 (d, 111, 3 = 8.4 Hz), 6.82 (t, 111, J = 5.6 Hz),
6.94 (d, 111, J = 8.0 Hz), 7.32 (ci, 111, J = 8.4 Hz). Compound 11-118
[Formula 280] 



0' II*0 [ H-NMR (DMSO-d6) 5:0.92-1.06 (m, 411), 1.26 (s, 914), 1.38-1.50
(m, 111), 1.83 (d, 2H, 3 --= 12.4 Hz), 1.90 (d, 211, J = 12.4 Hz), 2.80-2.86
(m, H), 2.96-3.06 (ra, 111), 3.26 (s, 3H), 5.58-5.65 (m, 1H), 6.27 (cl, 1H, J
= 8.4 Hz), 6.38 (s, 1H), 6.75 (d, 111, J = 8.4 Hz), 6.99 (d, 111, J = 8.4 Hz).
25 Compound 11-119 [Formula 281]   N  H-NMR (DMSO-d6) 8: 0.94-1.06
(in, 411), 1.26 (s, 911), 1.89-1.50 (m, IH), 1.84 (d, 211, = 12A Hz), 1.90 (d,
211, J = 12.4 Hz), 2.81-2.89 (m, 211), 2.96-3.07 (m, 1H), 3.51 (s, 311),
5.79-5.84 (m, 111), 6.60 (s, 111), 6.75 (d, 111, J = 8.8 Hz), 7.03 (d, 111, J
= 8.8 Hz), 7.19 (d, 111, J = 8.8 Hz).    1H-NMR (DMSO-a6) 8: 0.93-1.10
(m, 410, 1.26 (s, 911), 1.37-1.40 (m, 111), 1.42 (s, 311), 1.44 (s, 311),
1.83 (d, 211, 3 = 12. 4 Hz), 1.91 (d, 211, J = 12.4 Hz), 2.79-2.96 (m, 2H),
2.97-3.07 (m, Ill), 4.33-4.46 (m, 111H, 5.50-5.59 (m, 111), 6.25 (d, 111, J
= 158.8 Hz), 6.57 (s, IH), 6.75 (d, 111, J = 8.4 Hz), 7.00 (d, 111, J = 8.4
Hz), Compound 11-121 [Formula 283] >c alb 



20          (DNI80-c16) 8: 0.90-1.06 Cm, 411), 1.26 (is, 9H), 1.36-1.49 (m,
111), 1.82 (a', 211, J -= 12.4 Hz), 1.90 (d, 211, J = 12.4 Hz), 2.80-2.87
Cu:. 211), 2.95-3.97 (m, 111). 3.27 (s, 311), 5.85-5.92 (m. 111), 6.38 (s,
1H), 6.36 (a, 11), 6.75 (d, 111, 3 = 8.8 Hz). 25Compound li-122 [Formula
2841  >LOH crio   1H-NMR (DIVISO-d6) 8: 0.92-1.08 (in, 411), L26 (s,
9H), 1.38-1.41 (m, 1H), 1.42 (s, 311), 1.48 (s, 311), 1.82 (d, 2H, J = 11.8
Hz), 1.90 (d, 2H, J = 11.8 Hz), 2.83-2.88 5(m, 211), 2.98-3.06 (m, H),
4.33-4.47 (m, HO, 6.35 (s, 1110, 6.54 (s, 111), 6.76 (d, 1H, J = 8.4 Hz),
8.32 (s, 111). 10 11-3-NME. (DMSO-a6) 8: 0.98-1.06 (M, 411), 1.22 (s,
311), 1.24 (s, 311), 1.26 (s, 1.39-1.50 (m, 111), 1.81 (d, 211, 3 = 12.4 Hz),
1.90 (d, 211, J = 12.4 Hz), 2.87-2.98 (m, 211), 2.96-3.07 (m, 11),
4.39-4.47 (m, 111), 6.30 (s, 11-1), 6.54 (d, 1E1, J = 8.8 15Hz), 6.77 (d,
1H, J = 8.8 Hz), 6.86 (1., 111, J =- 5.2 Hz), 7.32 (a, 1H, J = 8.4 Hz),
Compound 11-124 [Formula 286] NH LJN -Pm 2 



N\ a 2C) 1H-NNIR (DM80-(16) 8: 0.90-1.05 (m., 411), 1.26 (s, 9E0,
1.36-1.51 (m, 111), 1.79 (d, 211, 4 = 12.4 Hz), 1.90 (a, 2H,= 12.4 Hz),
2.80-2.86 (m, 211), 3.01 (s. 310, 3.02- 3.05 (m, 1E1), 3.49 (t, 2E1, 3 = 4.8
Hz), 4.26 (t, 211, J = 4.8 Hz), 6.02 (s, 111'), 6.20 (t, 111, J = 5.6 Hz), 6.31
(d, 111, J = 8.8 Hz), 6.74 (ci, I11. 4 = 8.8 Hz), 7.43 (d, 111, 4 =- 258.4 Hz).
Compound li-125  [Formula 2871 1H-NAIR (DM80-d6) 5: 0.92-1.02 (m,
411), 1.08 (t, 311, J = 7.2 Hz), 1.25 (s, 911), 1.35-1.42 (m, 111), 1.79 (d,
211, 1 = 12.0 Hz), 1.90 (d, 2H, J = 12.0 Hz), 2.80-2.86 (m, 2E0, 2.96-3.05
(m, 111), 3.42-3.51 (m, 411), 4.20-4.26 (m, 210, 6.08 (s, 111), 6.20 (s,
1E0, 6.31 (d, 111, j = 8.8 Hz), 6.75 (d, 111, J = 8.8 Hz), 7.42 (d; 111, J =
8.8 Hz).     Compound I1-126 0[Formula 2881  6 IH-NMR (DM80-d6) 8:
0.92-1.02 (in, 41), 1.09 (s, 311), 1.11 (s, 3E0, 1.25 Cs, 9H), 1.43-1.55 (m,
110, 1.80 (d, 2H, J= 12.4 Hz), 1.91 (cl, 211, J = 12.0 Hz), 2.84 (m, 211),
2.97-3.08 (m, III), 3.37 (t, 211, J = 5.2 Hz), 4.18 (t, 210 J = 5.2 Hz),
4.71-4.80 (m, 1H), 6.05 (s, 110, 6.19 (t, 111, 3 = 5.2 Hz), 6.32 (d, 111, J =
8.8 Hz), 6.74 (d, 111, J = 8.4 Hz), 7.18 (cl, 111, J = 8.4 Hz).      Compound
Ii-127 20[Formula 2891  111-INNIR (DM80-d6) 5: 0.94-1.12 (m, 210,
1.14-1,39 (m, 510, 1.34-1.56 (m, 111), 1.70-1.97 Cm, 410, 2.87-3.10 (m,
511), 6.17 (1, 111, J = 5.2 Hz), 6.94-7.06 (m, 2110. 



257.35-7.47 (m, 411), 7.75-7.80 (m, 111), 8.07 (d, 110 3 = 8.0 Hz).
Compound Ii; 128 [Formula 2901 u  !! nT F 51H-NMR (D1VISO-d6) 8:
0.96-1.12 (m, 2H), 1.14-1.31 (m, 5H), 1.31-1.55 (m, 111), 1.70-1.96 (m,
4H), 2.89-3.09 (m, 5H), 6.24 (I, 111, J = 5.4 Hz), 6.94-7.05 (m, 2H), 7.24
(d, 1H, J = 6.9 Hz), 7.52 (t, 1H, J = 8,0 Hz), 7.75 (d, 1H, J = 8.8 Hz), 7.88-
7.97 (m, 2H), 8.07 (d, 111, J = 2.5 Hz). 16Compound 11-129 [Formula
291]  1H-NMR (DMSO-d0) 6: 0.98-1.12 (m, 2H), 1.18-1.30 (rn, 2H), 1.19
(t, 3H, J = 6.8 15 Hz), 1.48 (m, H), 1.79-1.95 (m, 411), 2.92-3.09 (m, 311),
2.97 (q, 211, J = 6.8 Hz), 6.27 (m, 111), 7.01 (d, 111, J = 8.0 Hz),
7.39-7.47 (m, 211), 7.56 (m, 111), 8.18-8.25 (m, 211), 8.23 (s, 2H).
Compound H-130 20[Formula 2921 r LO ' H-NMR (DMS0-;r1.6) 8:
0..961.12 (m, 2H), 1.15-1.30 (m, 211), 1.18 (t4 3H, 4 = 7.2 Hz), 1.45-1.64
On, 110, 1.78-1.96 (m, 4H), 2.97 (q, 2H, J -= 7.2 Hz), 2.95-3.15 (m, 1H),
8.22-3.28 (m, 2H), 6,89 (d, 111, J = 9.0.1-12), 6.94-7.02 (m, 2H), 7.38 (t,
111, J = 6.0 Hz), 7,46 (t, 211, J = 7.5 Hz), 7.78 (a, ill, 3 = 9.0 Hz), 7.96 (d,
211, J = 9.0 Hz).  



'H-NMR (DIVISO-d6) 8: 0.96-1.12 Cm, 2H), 1.15-1.30 (m, 210, 1.18 (t,
31-I, J = 7.2 Hz), 1.48-1.62 (m, 1H), 1.78-1.96 (m, 411), 2.98 (q, 211, J =
7.2 Hz), 2.94-3.10 (m, 110, 3.22-3.28 (m, 2H), 6.89 (d, 111, J = 9.0 Hz),
7.02 (d, 1H, 4 = 9.0 Hz), 7.10 Ct, 111, J -= 5.4 Hz), 7.22 (td, 111, J = 9.0,
8.0 Hz), 7.47-7.56 Cm,7.77-7.88 (m, 15310.    15          (DIVI80-d.6) 8:
0.96-1.18 (m, 2H), 1.15-1.32 (m, 210, 1.19 05, 311, 4 = 7.5 Hz), 1.48-1.65
(m, 111), 1.78-1.96 (m, 4110, 2.98 (q, 2H, 4 = 7.2 Hz), 2.94-3.12 (m, 1H),
3.22-3.28 (m, 211), 6.89 (d, 111, 4 = 9.0 Hz), 7.01 (d, 113, 4 = 6.0 Hz),
7.09 (t, 111, J = 5.4 Hz), 7.27-7.35 (m, 211), 7.42-7.50 (m, 111), 7.57 (dd,
1H, J = 9.0, 8.0 20Hz), 7.86 (td, 111, J = 7.5, 3,0 Hz).    1H-NIVIR
(DIVISO-d6) 5: 0.92-1.08 (m, 211), 1.151.30 Cm, 211), 1.21 (d, 611, 4 =
6.6  Hz), 1.42-1.58 (m, 1110, 1.72-1.94 (m, 411), 2.95-3.20 (m, 411),
4.89-4.98 (m, 211), 6.65 (brs, 111), 6.92 (d, 111, J 9.0 Hz), 6.91-6.98 (ra,
111), 7.03 (d, 111, J = 9.0 Hz). 5Compound 1i-134 [Formula 296]  I
H-NMR (DMSO-d6) 8: 0.90-1.08 (m, 211), 1.15-1.30 (in, 211), 1.21 (d,
6I-I, J = 6.6 



10Hz), 1.42-1.58 (m, HO, 1.72-1.94 (m, 411), 2.92-3.20 (m, 411), 6.74 (t,
111, J = 6.0 Hz), 6.94 (I, 111, J = 6.0 Hz), 6,97 Ks, 111), 7.08-7.24 (m,
511). Compound I1-135 [Formula 297] 15  CI   H-NMR (DMSO-d6) 8:
0.95-1.10 (m, 211), 1.12-1.30 (m, 211), 1.19 (t, 3111, J = 7.2 Hz),
1,48-1.60 Km, 111), 1.76-1.94 Km, 411), 2.92-3.10 Km, 11.1), 2.97 (q,
211, J = 7.2 Hz), 3.18-8.30 Km, 2H), 6.89 (d, 111, J -= 9.6 Hz), 7.02 (bre,
111), 7.11 (I, 111, J = 5.4 20Hz), 7.42-7.56 (m, 211), 7.85 (d, 111, J = 9.6
Hz), 7.93 (d, 111, J = 7.5 Hz), 8.03 (s, 11-1). Compound 11-136 [Formula
298] U N1 N-1 't>1 C;  1H-NMR (DMSO-d6) 5: 0.98-L12 (m, 2H),
1.13-1.30 (m, 2H), 1.18 (t, 3H, J = 7.2 Hz), 1.48-1.62 (m, 111), 1.78-1.96
(m, 411), 2.92-3.12.(m, 1H), 2.97 (q, 2H, J = 7.2 Hz), 3.22-3.32 (m, 211),
6.89 (d, 111, J = 9.0 Hz), 7.01 (d, 111, J -= 7.5 Hz), 7.20 (t, 111, J = 6.0
Hz), 7.62 (s, 111), 7.91 (cl, 111, J = 9.0 Hz), 8.02 (s, 211). Compound
11-137 [Formula 299] 



yf- N .,F 10H-NMR (DIMSO-d6) 8: 0.95-1.12 (m, 2H), 1.13-1.30 (in, H),
1.18 (t., 311, J = 7.2 Hz), 1.65-1.95 (m, on), 2.93-3.12 (m, 1H), 2.97 (q,
211, J = 7.2 Hz), 8.25-3.40 (in, 211), 5.07-5.16 (m, 211), 7.01 (d, 1H, J =
7.5 Hz), 7.25 (t, 1H, J = 6.0 Hz), 7.92-8.03 (m, 311), 8.33 (d., 111, J = 6.0
Hz).  Compound E-138 [Formula 300] cra  11-1-NMR (DMSO-ds) 8:
0.91-1.26 (m, 4E1), 1.19 (t, 311, J = 7.5 Hz), 1.36-1.43 (m, 20 1H),
1.78-1.90 (m, 411), 2.90-3.07 (m, 31E, 2.96 (q, 211, J = 7.5 Hz), 5.69 (t,
111, 4 = 5.7 Hz), 5.81 (d, 1E1, J = 2.4 Hz), 7.00 (ci, 111, J = 7.8 Hz),
7.16-7.39 (m, 311), 7.73- 7.79 (m, 111), 7.86-7.88 (m, 111).   Compound
11-139 25[Formula 301] PH L. 4-- 0"D   ' H-NMR (DNISC)-d6) 5:
0.90-7.06 (m, 411), 1.20 (a, 311), 1.22 (s, 3E14 1.40-1.52 (m,  1I-1), 1.81
(d, 211, J = 12.4 Hz), 1.88 (d., 211, J = 12.4 H2), 2.90-2.98 (m, 210, 2.99-
3.13 (m, 211), 5.68 (1, 111, 4 = 5.6 HZ), 5.81 (s, HO, 6.98 (d, 111, J = 8.8
Hz), 7.16- 7.40 (m, 3H), 7.76 (t, 111, J = 8.0 Hz), 7.87 (s, 1E1). 



Compound 11-140 [Formula 302] H 0   1H-NMR (DMS0-616) 8: 0.90-1.06
(m, 411), 1.26 (s, 910, L40-1.49 (m, 111), 1.82 (d, lU 2H, J = 12.4 Hz),
1,91 (cl, 211, 4 -= 12.4 Hz), 2.90-2.99 (m, 210; 3.01-3.06 (m, 114), 5.67 (t;
111, 4 = 6.0 Hz), 5.81 Cs, 1E0, 6.74 (d. 111, J = 8.4 Hz), 7.14-7.40 (m,
311), 7.76 (t" 111, 4 = 8.4 Hz), 7.87 (s, 1H).      Compound Ii-14l
15[Formula 303] )'1$111 b A..N s 1H-NMR (DMSO-d6) 8: 0.97-1.06 (m,
2H), 1.18-1.27 (m, 210, 1.21 (d, 611, J I= 6.9 Hz), 1.45-1.59 (m, 1H),
1.76-1.81 (m, 211), 1.87-1.91 (m, 210, 2.97-3.09 (m, 203.10-3.13 (m,
11-0, 3.17-3.22 Cm, 211), 6.94-7.02 Cm, 211), 6.98 (td, 111, J = 7.8, 1.2
Hz), 7.36 (dd, 111, J = 7.8, 0.6 Hz), 7.65 (dd, 111, J = 7.8, 0.6 Hz),
8.00-8.05 Cm, 1H). Compound Ii-142 25[Formula 304] 1'.1-H N -/
1H-NMR (DNISO-d6) 8: 0.96-1.04 (m, 211), 1.18-1.28 Cm, 211), 1.20 (d,
6H, j = 6.9  



Hz), 1.43-1.59 (m, 111), 1.74-1.79 (in, 211), 1.85-1.90 Cm, 210, 2.92-3.07
(m, 111), 3.09-3.18 (m, 311), 6.92-6.99 (m, 211), 710 (td, 111, J = 7.8, 1.2
Hz), 7.21 (dd, HI, J = 7.8, 0.6 Hz), 7.31 (d.d, 111, J = 7.8, 0.6 Hz),
7.89-7.97 (in, 1H). 5Compound Ii-143 [Formula 3051   I H-NMR
(DMSO-d8)8; 0.97-1.07 (m, 211), 1.17-1.23 (rn, 2H), 1.18 (t, 311, J = 7.2
10Hz), 1.42-1.57 (m, 111), 1.73-1.78 (m, 211), 1.86-1.90 (m, 211),
2.93-3.02 (m, 111), 2.97 (q, 211, J = 7.2 Hz), 3.11 (t, 211, J = 6.3 Hz),
6.91-7.02 (m, 211), 7.19 (cid, 1H, J = 8.4, 4.8 Hz), 7.34 (ad, 111, J = 9.3,
2.4 Hz), 8.00 (1, 111, J = 6.0 Hz). Compound 1i444 [Formula 306] P4
7--nNizr-F 1H-NME, (DMSO-d)3: 0.97-1.08 (m., 211), 1.161.24 (n, 2H),
1.18 (t, 311, J = 7.2 Hz), 1.421.59 (m, 1H), 1.74-L80 (in, 211), 1.851.90
(m, 211), 2.92-3.03 (m, 1H), 202.97 (61, 211, J = 7.5 Hz), 3.18 (t, 211, J =
6.3 Hz), 6.99-7.07 (m, 2H), 7.33 (dd, 1H, J = 9.0, 4.8 Hz), 7.58 (dd, 1H, J
= 8.7, 2.7 Hz), 8.00 (I, 1H, J = 5.4 Hz). Compound E-145 [Formula 307]
tiP4 s Nc          (DAISO-dd) 8; 0.97-1.09 (m, 211), 1.17-1.23 (m, 2H), 1.18
(I, 3H, J = 7.2 Hz), 1.431.59 (m, 111), 1.721.81 (in. 2H), 1.85-1.92 (m,
211), 2.95-3.06 (m, 11),  2.97 (q, 211, J = 7.5 Hz), 3.19 (t, 2H, J = 6.0 Hz),
7.01 (d, 111, J = 8.1 Hz), 7.20- 7.23 (m, 1H), 7.33 (dd. 1H, J = 8.7, 0.6
Hz), 7.58 (dd, 111, J = 2.1, 0.9 Hz). 8.11- 8.18 (m, 5Compound 11-146 



[Formula 3081 fi I H-NMR (DMSO-d6) 8: 0.98-1.06 (m, 2H), 1.15-1.21
(m,1.18 (t, 311, J = 7.2 10 Hz), 1.42-1.58 (m, 1H), 1.70-1.81 (m, 211),
1.82-1.96 (m, 2H), 2,93-3.00 (rn, 3H), 3.13-3.19 (rn, 2H), 6.98-7.02 (m,
2H), 7.26-7.27 (rn, 111), 7.32-7.35 (m, 1H), 8.18- 8.21 (m, 111).
Compound 11-147 15[Formula 309] 0# 1H-NMR (DIVISO-de) 8: 0.98-1.04
(in, 214), 1.16-1.23 (m, 2H), 1.18 (t, 311, J = 7.2 Hz), 1.43-1.59 (m. 11I),
1,73-1.78 (in, 2H), 1.86-1.89 (m, 211), 2.93-3.00 (in, 3H), 203.11-3.15 (m,
2H), 6.72-6.79 (m, 1H), 7.00-7.08 (m,7.29-7.34 (m, 1H), 8.13- 8.16 (m,
11-1). Compound 11-148 [Formula 310] jail TIT hi 25    H-NMR,
(DMS0-01.6) 5: 0.94-1.06 (m, 2H), 1.15-1.26 (m, 2H), 1.18 (t, 311, J = 7.2
Hz), 1.45-1.58 (m, 11), 



1.72-1.80 (m, 2H), 1.84-1.92 (m, 2H), 2.96 (q, 211, J = 7.2 Hz), 2.96-3.05
(m, 1H), 3.09-3.16 (m, 2E), 6.99 (d, 141, J= 8.0 Hz), 7.13 (dd, 111, J  7--
8.0, 2.0 Hz), 7.20 (d, 1H, J = 8.4 Hz), 7.49 (d, 1E, 3 = 2.0 Hz), 8.11 (t, 1H,
J = 6.0 Hz). 5 Compound Ii- 149 [Formula 311]  101.14-NMR (DNI80-d6)
8: 0.96-1.08 (m, 2H), 1.12-1.24 (m, 2B). 1.18 (t, 3H, 3 = 7.2 Hz), 1.43-1.59
(m, 1H), 1.74-1.80 (m, 21E, 1.86-1.91 (m, 2H), 2.93-3.01 (m, 3H),
8.17-3.22 (m. 2H), 7.00-7.05 (m, 2E), 7,37-7.39 En, 11E, 7.65-7.68 Km,
8.22- 8.26 (m, 1H). 15Compound 11-150 [Formula 312] 'H-d6) 6:0.98-1.08
(in, 2H), 1.15-1.29 (m, 2H), 1.21 (d, 6H, J = 6.9 20Hz), 1.44-1.60 (m, 1H),
1.74-1.80 (m, 2H), 1.86-1.91 (m, 2H), 2.95-3.17 (m, 2H), 3.21-3.27 (m,
2H), 6.95-6.98 (m, 1H), 8.10 (dd., 1H, 4 --- 8.4, 2.7 Hz), 8.19 (dd, 1H, J =
3.0, 1.5 Hz), 8.44-8.47 (n, 1H).      Compound Ii-151 25[Formula 313] IH 



..------, ,S N\)-C I  ' H-NI\411 (DMSO-d6) 8: 0.99-1.04 (m, 211), 1.15-1.23
(m, 211), 1.21 (d, 611, J = 6.3 Hz), 1.43-1.59 (in, 111), 1.73-1.81 (m, 2H),
1.85-1.91 (m, 211), 2.97-3.18 (m, 211), 3.21-3.29 (m, 211), 6.95-6.98 (m,
1II), 8.20-8.23 (in, 2H), 8.58-8.61 (m, 111). Compound 11-152 [Formula
3141         "H-NME. (DMSO-d6) 8: 0.96-1.04 (in, 2H), 1.15-1.26 (m, 211),
1.25 (s, 91I), 1.56- 101.62 (m, 1II), 1.78-1.83 (m, 2H), 1.87-1.93 (m, 211),
2,98-3.08 (m, 111),. 3.17 (t, 211, = 6.3 Hz), 3,48 (s, 311), 6.47 (d. 2H, J =
8.7 Hz, 6.89-6.96 (m, 211), 7.11-7.19 (m, Compound II-153 15[Formula
315] 14H 0//ij  1H-NM11 (D1VISO-d6) 8: 0.95-1.01 (m, 2H), 1,13-1.30 (m,
211), 1.18 (t, 3H, J = 7.5 Hz), 1.41 (m, 111), 1.71-1.94 (m, 411), 2.80-2.89
(m, 211), 2.92-3.10 (m, 211), 2.97 (q, 20211, J = 7.5 Hz), 3.21-3.30 (m,
211), 6.25-6.35 (m, 211), 6.39 (dd, 1H, J = 8.4, 2.1 Hz), 7.01 (d, 111, J =
7.5 Hz), 7.01 (dd, 111, J = 8.4, 8.4 Hz). 



Compound II-154 [Formula 316] 41/2-1 0  'H-NMR (DNIS0-d8) 6:
0.91-1.09 (m, 2H), 1.16-1.28 (in, 2E), 1.18 (t, 3H, 3 = 7.5 Hz), 1.42 (m,
1H), 1.74-1.95 (m, 411), 2.80-3.16 (m, 9H), 2.97 (q, 211, 3 z] 7.5 Hz),
6.24-6.36 (m, 211), 6.30 (dd, 1E1, J = 8.4, 2.1 Hz), 7.10 (dd, 111, J =- 8.4,
2.1 Hz), 7.05 (d, 1H, J = 8.4 Hz). Compound I1-155 [Formula 317] ,N Co
0  1.0-Compound Ii-156 [Formula 318] 0F      Compound Ii-157
16[Formula 319] 0 o" '6 I  



H-NMR (DMSO-dc) 8: 0.91-1.07 (m, 21I), 1.10-1.30 (m, 5H), 1.41 (m,
111), 1.76-  1,94 (m, 4H), 2.74-2.83 (m, 2H), 2.83 (s, 311), 2.90-3.08 (m,
3H), 2.96 (s, 311), 5.68 (m, 111), 6.39 (m, 111), 6.58 (m, 111), 6.95 (dd,
1H, J = 8.4, 8.4 Hz), 7.00 (cl, 111, 7.8 Hz). Compound 11-159. [Formula
3211 o 6'b}Pi      Compound 11-160 10[Formula 322]  Compound 11-161
[Formula 323]    CF3 Compound 11-162 [Formula 324]  Compound
11-163 [Formula 325]  4,1 0 5Compound II-164 



[Formula 326] ,H Ocioc2,NF N       Compound Ii-165 10[Formula 327]
F  F 0 Compound Ii-169 [Formula 328]    Compound 11-167 [Formula 329]
Compound Ii-168 [Formula 330] H o 



6'b Compound II-169 [Formula 331]    15Compound 171 [Formula 333] H
s - 0 0 N   0F3 5Compound I1-173 [Formula 335] H 6'6 CF3 1-1-1-NMIt
(DMSO-d6) 8: 0.95-1.08 (in, 211), 1.15-1.28 (m, 2H), 1.19 (t. 311, J = 7.2 



10 1-12),1.43 (m, 111), 1.76-1.85 (m, 211), 1.85-1.93 (m, 211), 2.76-2.82
(m, 21:), 2.88 (t, 2H, J = 6,0 Hz), 2.97 (t, 211, J = 7.2 Hz), 3.00 (in, 114),
3.64-3.70 (rn, 4H), 6.38 (rn, 111), 6.37 (cl, 111, J = 8.4 Hz), 6.56 (s, 111),
7.00 (d., 111, J = 7.8 Hz), 7.28 (d, 111, J = 8.4 Hz). 15Compound 11-174
[Formula 336] 0 0 CF 3     Compound 11-175 20[Formula 3371 ,--"--s
H1-----\ 0 0 K.,---' ,.N.,..{;:-..., ,N,N4." CF 3  Compound II-176 [Formula
3381  0 0 L  5Compound 11-177 [Formula 339] 0 0,N       Compound
Ii-178 10[Formula 340] H 



0 0 H Compound Ii-179 [Formula 341] 0 0 15 Compound Ii180 [Formula
342]   <-t4  CN Compound Ii-181 [Formula 3431 1 00N Compound Ii-I82
[Formula 344]  Compound Ii-183 [Formula 3451   Compound 11184
[Formula 346] 



6 0NCF3 K)-) Compound Ii185  [Formula 347]      Compound II-186
5[Formula 348] Compound I1-187 [Formula 349]    Compound 11-188
[Formula 350] _LH  Compound I1-191 [Formula 353]  YP4F---) F 0
10Compound Ii-192 [Formula 354] 



P F      Compound 11-193 15[Formula 355] 01 0 Compound Ii-194
[Formula 356]     Compound 1i-195 [Formula 3571 Compound 1i-196
[Formula 358] 00   10 Compound 11497 [Formula 359]  



0 II  CF3 15Compound 1i498 [Formula 360] H 0 0HC?  Compound ii-199
[Formula 361] O"ON Ii C F3 5Compound li-200 [Formula 362] H
>-.,,N,",,,,,----, irl,H1------1 0 0!---- ,N--,..y. N - N  3 



Compound I1-201 10[Formula 363] 0 0 KN-yCFS L.C) Compound 11-202
[Formula 364] ar% 0 0 ! 15 Compound 11-203 [Formula 3651  H NCF3 -N
Compound li-204 [Formula 366] > 0'o 



Compound 11205 [Formula 367] 0 0    15[0084] Compound 1j2 [Form ula
369] Qp 31 H   H-NME, (DMSO-da) 8: 0.98-1.24 (in, 411), 1.19 (t, 311, J =
7.5 Hz), 1.40 (m, 1H), 1.78-1.88 (ni, 211), 2.02-2.14 (m, 210, 2.80 Ct, 211,
3 = 6.0 Hz), 2.86 (q, 211, J -= 7.2 Hz), 3.64-3.82 (m, 111), 6.40 (d, 211,
,c1= 8.1 Hz), 7.01 (d, 211, J = 7.2 Hz), 7.32-7.50 (m, 411), 7.99 (d, 211, 3
--= 6.9 Hz) 5 Compound I[-3 [Formula 3701 o,p H   111-NME, (DMSO-d6)
8: 4.96-L26 4n, 4111, F18 (t, 3H, J = 7.5 Hz), 1.40 (m, 111), 1.78-1.88 (m,
21I), 2.02-2.14 (m, 210, 2.78 (1,, 2E1, J -= 6.0 Hz), 2.98 (q, 211, 3 = 7.5
Hz), 3.60-3,78 (rn, 111), 6.40-6.50 (m,211), 6.85-6.92 (m, 111), 6.97-7.03
(m, 7.22-7.35 (in, 211), 7.36-7.46 (m, 211), 7.88-7.96 (m, 114)
15Compound 1j-4 [Formula 371] 



(HMSO-d6) 8: 0.92-1.24 (in, 411), 1.19 et, 3H, 3 = 7.2 Hz), 1.38 (ni, 111),
20 L78-1.88 Cm, 211), 1.96-2.06 (m, 2110, 2.78 (t, 211, J = 6.0 Hz), 2.98
(q, 211, J = 7.5 Hz), 3.60-8.78 (m, 111), 6.50 (t, 111, J = 3.9 Hz), 6.53 (s,
1111, 7.00 4,, 111, 3 = 5.7 Hz), 7.25 (t, 1H, 3 = 7.2 Hz), 7.34-7.45 Cm,
211), 7.55 (d, 211, 3 = 7,2 Hz), 7.67,(dd, 1H, = 8.7, 2.7 Hz), 8.29 (c1_, 1H,
J = 2.7 Hz) Compound 1j-5 [Formula 3721            (131\480-ch) 8:
0.92-1.24 (m, 4H), 1.19 (t, 3H, J = 7.2 Hz), 1.38 (m, 1H), L78-1.88 (m,
2H), 1.96-2.06 (nu 2H), 2.78 (t, 211, J = 6.0 Hz), 2.98 (q, 211, J = 7.5 Hz),
3.60-3.78 (m, 1H), 6.52 (d, 1H, J = 8.4 Hz), 6.60 (d, 111, J = 7.8 Hz), 7.01
(t, 111, 4 = 5.7 Hz), 7.20-7.36 (m, 311), 7.46 (t. 1H, 4 -=- 8.1 Hz), 7.55 (d,
111. 4 := 8.7 Hz), 8.15 (s, 110 Compound 0-6 [Formula 373]  I H-NME
(DMSO-c0) 8: 0.92-1.24 Km, 4H), 1.19 (t, 3H, 4 = 7.2 Hz), 1.40 (m, 1H),
1.78-1.88 (m, 2H), 1.96-2.06 (m, 2H), 2.78 (t, 2H, 4 = 6.0 Hz), 2.98 (q, 2H,
J = 7.5 Hz), 3.60-3.78 (m, 111), 6.51 (d., 1,11, J = 8.7 Hz), 6.60 (4, 111, J
= 7.5 Hz), 7.01 (t, Hi, J = 5.7 Hz), 7.02-7.12 (m, 111), 7.36-7.48 (m, 3H),
7.71 (d.d, 111, 4 = 8.7, 2.1 Hz), 8.33 (4, 111, J = 2.1 Hz) Compound Ij-7
[Formula 374]           (DMS0-d6) 5: 0.92-1.24 (rn, 411), 1.19 (t, 311, J =
7.2 Hz), 1.40 (m, 11), 1.78-1.88 (m, 211), 1.96-2.06 (m, 211), 2.78 (t, 2H,
J = 6.0 Hz), 2.98 (RI 2H, 4 = 7.5 Hz), 3.60-3.78 (m, 1H), 6.50 (d, 2H, 3 =
8.7 Hz), 6.99 (t, 111, 4 = 6.0 Hz), 7.16-7.26 (m, 21), 7.52-7.68 (m, 3H),
8.25 (s, 1H) Compound 0-8 [Formula 3751             (CDC13) 6:1,15-1.26
(in, 411), 1.40 (t, 3H, J = 7.5 Hz), 1.55-1.58 (m, 1H), 1.93 (a, 2H, J = 9.7
Hz), 2.23 (d, 2H, J = 9.7 Hz), 3.01-3.11 (m, 4H), 3.56-3.61 (m, 1H), 3.84
(s, 31-0, 4.34 (t, 1H, d = 6.1 Hz), 4.83-4.86 (m, 111), 6.46 (d, 1H, J = 8.6
Hz), 6.99 (d., 1H, J = 8.5 Hz), 7.05 (cl, 111, J = 8.5 Hz), 7.29 (a, 11),
7.30-7.34 (m, 1H), 7.69 (dd, 1H, J = 8.7, 2.4 Hz), 8.25 (a, 1H) Compound
Ij-9 [Formula 376] 0,prn, 



H, 10 '11-14141R (CDC13) 8: 1.16-1.24 (m, 41), 1.40 (1, 3H, J = 6.2 Hz),
1.55-1.59 (m, 1H), 1.94 (d, 2H, J = 1H8 Hz), 2.23 (d., 211, 3 = 11.8 Hz),
3.03-3.09 (m, 411), 3.58-3.62 (m, 1H), 3.88 (s, 311), 4.29 (t, 1H, J = 6.4
Hz), 4.85-4.89 (m, 1H), 6.49 (d, 1.E, j =- 8.7 Hz), 6.88 (ad. 111, J = 8.7,
2.2 Hz), 7.04-7.06 (m, 11), 7.10(d, 1H, 3 = 8.7 Hz), 157.36 (t, 111, J = 7.9
Hz), 7.70 (ad, 1H, J = 8.7, 2.2 Hz), 8.32 (a, 111). Compound H-10
[Formula 377] ,OPAtz  "41-- 90          (CDC13) 8:1.19-1.30 (m, 411), 1.41
(t, 3H, J = 6.3 Hz), 1.56-1.59 (m, 1H), 1.94 (d, 211, J = 11.1 Hz), 2.23 (a,
211,, 3 = 11.1 Hz), 3.01-2.11 (m, 4H), 3.57-3.61 (m, 1H), 3.87 (a, 311),
4.27 (t, 111, J = 6.4 Hz), 4.98 (s, 1H), 6.50 (ad, 1H, 3 = 8.7, 2.2 Hz), 6.99
(d, 213, 3 = 8.9 Hz), 7.43 (d., 2H, 3 = 8.7 Hz), 7.68 (dd, 1H, J = 8.7, 2.2
Hz), 8.25 (a, 1I1). Compound Ij-11 [Formula 378]   1H-NMR (DNLSO-de)
8: 0.93-1.08 (m, 2H), 1.09-1.25 (m, 511), 1.39 (m, 1H), 1.75- 1.86 (m,
211), 1.95-2.07 (m, 2H), 2.34 (s, 311), 2.78 (t, 2H, j= 6.2 Hz), 2.98 (q, 211,
J = 7.3 Hz), 3.65 (m, 110, 6.45-6.53 (m, 211), 7.01 (t, 111, J = 5.6 Hz),
7.07 (d, 111,   = 7.1 Hz), 7.23-7.38 (m, 3H), 7.64 (4d, 111, J1 = 8.8 Hz, J2
= 2.5 Hz), 8.26 (d, 111, J = 2.5 Hz). Compound U-12 [Formula 379] 0,0 fl "
10 



1H-NNIR (DMSO-c16) 5: 0.92-1.08 (m, 211), 1.091.27 (m, 1111), 1.39 (m,
111), L76- 1.87 (m, 211), 1.96-2.06 (m, 211), 2.78 (t, 211, J = 6.2 Hz),
2.84-3.93 (m, 214), 3.66 (m, 111), 6.45-6.54 (m, 211), 7.01 (t, 1H, J = 5.8
Hz), 7.13 (d, 1H, 3 = 6,9 Hz), 7.27- 157.41 (m, 311), 7.66 (dd., 111, J1 =
8.8 Hz, 32 = 2.5 Hz), 8.27 (d, 111, J = 2.2 Hz). Compound Ij-13 [Formula
380]  20 11-1-NMR (DMSO-d6) 5: 0.921.09 (ra, 211), 1.09-L25 (m, 511),
1.39 (m, 111), 1.76- 1.85 (m, 211), 1.95-2.06 (M, 211), 2.78 (t, 211, J =
6.2 Hz), 2.98 (q, 211, J = 7.3 Hz), 3.68 (m, 111), 6.52 (d, 1H, J = 8.8 Hz),
6.66 (d, 111, 3 = 8.0 Hz), 7.02 (t, 111, 3 = 5.5 Hz), 7.23 (d, 111, 3 = 8.1
Hz), 7.49-7.55 (m, 2H), 7.62 (d, 111, 31 = 8.5 Hz), 7.72 (dd, 1H, J1 = 8.8
Hz. 32 = 2.5 Hz), 8.35 (d, 111, J = 2.5 Hz). Compound 1-14 [Formula 381]
C F3 --;;K   H-NMR (DM30-d6) 8: 0.92-1.22 (in, 4H), 1.22 (d, 6H, J = 6.4
Hz), 1.39 (m, 1H), 1.76-1.86 (m, 2H), 1.95-2.03 (m, 2H), 2.81 (t, 2H, J =
6.4 Hz), 3.10-3.20 (m, 111), 53.60-3.75 (m, 1H), 6.65 (d., 1H, J = 4.8 Hz),
6.70 Ks, 1H), 6.88-6,98 (m, 2H), 8.16 (d, 1H, J -= 5.2 Hz). Compound Ij-15
[Formula 382]  10  H-NMR (CDC13) 81 1.02-1.28 (m, 4H), 1.38 (d, 6H, J
-= 6.9 Hz), 1.52 (in, 1H), 1.85-1.94 (m, 2H), 2.11-2.21 (m, 2H), 3.01 (t,
211, J = 6.6 Hz), 3.10-3.25 (in. 1H), 3.38-3.54 (m. 1H), 4.22 (t, 1H, J = 6.3
Hz), 4.58 (cl, 1H, J = 7.8 Hz), 6.34 (d, 1H, J 



15)5], 1.8 Hz), 6.53 (ad, 1H,= 5.4, 1.8 Hz), 7.93 (d., 111, J = 5.4 Hz).
Compound Ij-16 [Formula 3831 0D -N- 20 1IIHNTMH (CDC13) 6:
1.03-1.28 (m, 41-1), 1.37 (cl, 611, J = 6.9 Hz), 1.52 (m, 1H), 1.844.93 (m,
2H), 2.11-2.21 (m, 2H), 3.01 (t, 2H, J = 6.6 Hz), 3.09-3,24 (m, 111),
3.40-3.54 (m" 4.26 (t, 1H, J =6.6 Hz), 4.44 (cl, 1H, J = 8.1 Hz), 6.29 (d.,
1H, J = 8,7 Hz), 7.33 (ad, 1H, J = 8.7, 2.7 Hz), 7.99 (d, 1H, J = 2.7 Hz).
Compound ij-17 [Formula 3841  00 CI I H-NME (DNI80-d6) 8: 0.92-1.22
(m, 411), 1.21 (d., 6H, J = 6.8 Hz), 1.36 (m, 111), 1.76-1.84 (m, 211),
1.92-2.00 (m, 211), 2.80 (t, 211, J = 6.4 Hz), 3.08-3.18 (m, 111),
53.45-3.56 (m, 111), 6.36 (a, 1H, J = 8.4 Hz), 6.43 (d, 111, J = 7.2 Hz),
6.75 (cl, 111, J = 7.6 Hz), 6.94 (4 111, J = 6.0 Hz), 7.33 (t, 111, 4 = 7.6
Hz). 10 Compound 15' 18 [Formula 385] 0 0 n   



I H-NN1R (DM80-c16) 13: 0.98-1.24 (m, 411), 1.22 (d, 611, J = 6.9 Hz),
1.40 (m, 1H), 1.78-1.88 (m, 2H), 2.04-2.14 (m, 2H), 2.83 (t, 211, 4 = 6.0
Hz), 3.10-3.22 (m, 111), 3.64-3.82 (m, 111), 6.40 (d, 211, J = 8.4 Hz),
6.95-7.05 (m, 211), 7.35-7.50 (m, 411), 157.99 (cl, 211, 4 = 7.2 Hz)
Compound Ij-19 [Formula 386] opr--- ..."").N...--,..........----."......."----"..-1----
---J H1 -cm- NN I-1 20 I 14-NNIR (Crich ) 5: 1.22-1.38 (m, 411), 1.38 (d,
611, J = 8.0 Hz), 1.54 (m, 111), 1.86-1.95 (In, 211), 2.18-2.26 (m, 211).
3.03 (t. 214, 3 = 6.0 Hz), 8.12-8.22 (m, 111), 8.52-3.04 (m, 111), 4.16 (4,
111, 4 = 6.4 Hz), 4.82-4.92 (m, 111), 6.46 (cla 1H, J = 8.0 Hz), 7.10-7.20
(m, 211), 7.23-7.33 (m, 1H). 7.87 (t, 111, 3 = 8.0 Hz), 7.65 (d, 111, 8.7
Hz). 8.24 (s, 1II). Compound 15-20 [Formula 387]   1H-NIVIR (CDC's) 8:
1.221.38 (m, 410, 1.39 (d, 6H, J = 8.0 Hz), 1.54 (m, 111), 1.86-1.95 (n,
2H), 2.18-2.26 (m, 211), 3.03 (t, 2H, J = 6.0 Hz), 3.12-3.22 (m, 1E1),
3.52-3.64 (m, 1I-I), 4.16 (t, 111, J = 6.4 Hz), 4.78-4.88 (m, 111). 6.46 (d,
HI, J = 8.0 Hz), 6.98(t, 111, J = 5.7 Hz), 7.18 (d, 1H, J = 8.0 Hz), 7.23-7.29
(m, 15), 7.33-7.40 (m, 1H), 7.65 (cl, 1H, J = 8.7 Hz), 8.29 (s, 111).
Compound Ij-21 10[Formula 388] CC1!I H 'H-NMR (CDC1,1) 6:1,10-1.30
(in, 411), 1.38 (d, 611, J = 8.0 Hz), 1.54 (m, 1H), 1.86-1.95 (m, 2H),
2.18-2.26 (m, 2H), 3.03 (t, 211, 4 = 6.0 Hz), 3.13-3.22 (m, 1H), 



153.52-3.64 (m, 1H), 4.15 (t, 1H, J = 6.4 Hz): 4.78-4.88 (m, 1II), 6.46 (d,
1H, J = 8.0 Hz), 7.07-7.14 (m, 2H), 7.40-7.46 (m, 2H), 7.62 (d, 111, J =
8.7 Hz), 8.23 (s, 111). Compound Ij-22 [Formula 389] 0,0 --- N IHIome
-----'N 20 1H-NAIR (DMSO-cle) 6: 0.95-1.25 (m, 411), 1.22 (d) 6H, 4 = 6.6
Hz), 1.25-1.50 (br, 111), 1.81 (cl, 211, J = 11.4 Hz), 2.00 (a, 2H, 4 = 10.5
Hz), 2.81 (t, 2H, J = 6.6 Hz), 3.05-2.22 (m, 111), 3.58-3.80 (in, 111), 3.76
(s, 311), 6.49 (d) 211, J = 8.7 Hz), 6.50- 6.70 (br, 11"), 6.95-7.10 (m, 311),
7.20-7.32 (rn, 2H), 7.51 (d, 1H, J = 7.2Hz), 8.05 (hr, 1H). ESI(positive)
418.2 Pm+HI-E Compound Ij-23 [Formula 390]  1H-N1VIR (DPVIS0-45) 5:
0.95-1.32 (m, 4H), 1.22 (d, 611, 4 = 6.6 Hz), 1.25-1.55 (br, 111), 1.82 ((I,
2H, J = 11.4 Hz), 2.01 (4, 211, J = 10.2 Hz), 2.81 (t, 2H, 4 = 6.6 Hz),
3.05-3.22 (m, 1H), 3.58-3.78 (m, 1H), 3.80 (s, 31-1), 6.59 (d., 2H, J = 9.6
Hz), 6.85 (dd, 111, 4 = 8.4 Hz, 2.4 Hz), 6.99 (t, 311, J = 5.711z), 7.05-7.18
(m, 2H), 7.32 (11,  H, 4 = 7.8Hz), 7.76 (4, 1f1, 4 = 8.4Hz), 8.27 (4, 111, J =
2.1 Hz). ESI(positive) 418.3 11\/41-HH 10Compound Ij-24 [Formula 391:
OMe 0 0 (<7, H 



"14 1H-NIVIR (DNISO-de) 8: 0.92-1.25 (m, 411), 1.22 (d, 611, J = 6.6 Hz),
1.28-1.48 Cm, 15111), 1.81 (d., 2H, 3 = 10.8 Hz), 2.00 (4, 211, J -= 9.6
Hz), 2.81 (t, 211, J = 6.6 Hz), 3.08-3.22 (m, 111), 3.58-3.74 (m, 111), 3.77
is, 311), 6.51 (d, 211, J = 8.7 Hz), 6.97 (d, 21-1, J = 8.7 Hz), 6.98 Cars,
111), 7.48 (d, 211, J = 8.7 Hz), 7.63 (dd, 111, 4 = 11.4Hz 2.4Hz), 8.21 (d,
111, J = 2.4 Hz). ESI(positive) 418.3[M+H]+ 20Compound 1j-25 [Formula
3921  1H-NME. (DMSO-dc) 6: 0.92-1.22 (m, 411), 1.27 Cs, 911), 1.38 (m,
111), 1.78-1.88 (m, 21-1), 1.95-2.05 (m, 211), 2.88 (1, 2H, J = 6.0 Hz),
3.60-3.80 (m, 1H), 6.65 (d., 111, J 5.4 Hz), 6.70 (s, 111), 6.87 (4, 111, J =
6.0 Hz), 6.94 (4, 111, J = 7,8 Hz), 8.16 (d, 1111, =- 5.4 Hz)  Compound
1j-26 [Formula 3931 fl ---fg ,C F3 'H-NAIR (DAISO-de) 8: 0.92-1.22 (m,
4H), 1.27 (a, 9H), 1.38 (m, 1H), 1.78-1.88 (m, 21-1), 1.94-2.04 (m, 2H),
2.88 (t, 2H, J = 6.0 Hz), 3.60-3.80 (m, 1H), 6.53 (d, 1H, J = 8.7 Hz), 6.87
(t, 1H, J = 5.7 Hz), 7.19 (d, 1H, J = 7.5 Hz). 7.59 (dd, 1H, J = 9.0, 2.4 Hz),
8.26 (cl, 1H, J = 2.4 Hz) 10Compound D-27 [Formula 3941 0 0 CI H-NMR
(DA/SO-de) 8: 0.92-1.22 (rn, 413.), 1.26 (s, 9H), 1.38 (in, 1H), 1.76-1.86
(m, 16 2H), 1.92-2.02 (m, 2H), 2.88 (t, 2H, J = 6.0 Hz), 3.40-3.60 (rn, 1H),
6.36 (d, 1H, J = 8.1 Hz), 6.43 (d, 1H, J = 6.9 Hz), 6.80 (d, 1H, J = 7.5 Hz),
6.86 (t, 1H, J = 5.4 Hz), 7.34 (t, 1H, 3 = 8.4 Hz)      Compound 1j-28
20[Formula 3951 



,0CO; IH-NAIR UDA/180-cle) 8: 0.93-H18 (m, 4H), 1.21 (d, 6H, 3 = 6.9
Hz), 1.89 Cm, 1H), 1.75-1.86 (in, 2H), 1.94-2.05 Cm, 2H), 2.80 (t, 2H, J =
6.0 Hz), 3.09-8.27 (m, 2H), 256.19 (cl, 1H, J = 8.1 Hz), 6.64 (d, 2H, J = 8.7
Hz), 6.98 (t, 1H, J = 6.0 Hz), 7.38 (d, 2H, J = 8.7 Hz) Mass:379[M+H1+
Compound 1j-29 [Formula 396]  00 IH   1-1-1-NMIL (DMSO-de)0.93H.18
(rn, 414), 1.22 (s, 311), 1.24 (s, 311), 1.32-1.49 (m, 214), 1.82 (d, 211, J =
11.2 Hz), 2.04 (cl, 211, J = 11.2 Hz), 2.75-2.87 (m, 211), 3.07- 53.28 (m,
2H), 6.64 (s, 1H), 6.96 (s, 1H), 7.10-7.22 (m, 211), 7.25-7.39 (m, 211),
7,77- 7,90211), 8.63 (s, 1.F10. Melting point:161-162C    'H-NMR
(DMSO-de) 8: 0.92-1.22 (m, 4E1), 1.27 (s, 911), 1.37 (m, 11), 1.76-1.86
(m, 21), 1,94-2.05 (in, 211), 2.88 (t, 2E1, J = 6.3 Hz), 3.19 (in, 114), 6.19
(cl, 1H, J = 7.5 Hz), 6.64 (d, 2H, J = 8.7 Hz), 6.88 (d, 1H, 3 = 6.0Hz), 7.33
(d, 211, J = 8.7 Hz) 15 Mass:392M+ 



1H-NME. (DMSO-cle) 8: 0.92-1.16 (m, 411), 1.26 (s, 911), 1,36 (rn, 411.),
1.72-1.83 (in, 211), 1.92-2.02 (m, 211), 2.87 (I:, 2H, J = 6.3 Hz), 3.12 (m,
111), 6.09-6.23 (tr., 411), 6.87 (t, 111, 3 = 6.0 Hz) Mass:361[M4-H]-
25Compound I1-32 [Formula 399]  0 0F 1Ht, ----' 'IV ------ -F H LH-NM1-1
(CDC14 ) 6: 1.00-1.20 (m, 4H), 1.40 (s, 9H), 1.42-1.64 (m, 2H), 1.84-1.95
(m, 2H), 2.09-2.20 (m, 2H), 3.07 (m, 1H), 3.07 (t, 211, J = 6.3 Hz), 8.90
(m, 1H), 6.10 (dd, 211, J = 9.6, 5.4 Hz). Compound ij-33 [Formula 400] 00
10 (DMSO-d6) 6: 0.93-1.21 (ax, 511), 1.28 (s, 911), 1.331.46111), 1.82 (d,
211, J = 11.6 Hz), 2.04 (d, 211, 3 = 11.6 Hz), 2.86-2.95 (m, 21I), 3.03-3.29
(m, 114), 6.59-6.71 (m, il-I), 6.80-6.92 (in, 1H), 7.09-7.21 (m, 211),
7.27-7.37 (m, 2H), 7.77- 7,88 (m, 211), 8.58-8.67 (s, 111). Melting
point:172-173 C 15 Compound Ij-34 [Formula 401] 0 0 [   



201H-11MR (DMSO-d5) 5: 0.96-1.08 (in, 211), 1.12-1.24(m, 211), 1.21 (d,
611, J = 6.4 Hz), 1.38 (m, 111), 1.76-1.86 (m, 211), 1.92-2.00 (m, 211),
2.80 (t, 211, 3 = 6.4 Hz), 3.10-3.20 (m, 111), 3.48-3.60 (m, 1H), 6.95 (t,
111, 3 = 5.6 Hz), 7.41 (d. 111. J = 7.6 Hz), 7.63 (s, 111), 7.82 (s, 111).
Compound Ij-35 [Formula 402]  - N N CI  ' H-NMR (DM80-46) 8: 0.96-1.26
(m, 411), 1.27 (s, 91), 1.38 (m, 111), 1.78-1.88 (m, 211), 1.92-2.02 (m,
211), 2.88 (t, 2H, 3 = 6.0 Hz), 3.48-3.62 (m, 1H), 6.87 (t, 111, J = 6.0 Hz),
7.45 (d, 1H, J = 7.5 Hz), 7.63 (s, 1EI), 7.82 (s, 1H) Compound D-36
[Formula 4031 00 -N  H-NMR (DM80-4.6) 5:0.96-1.06 (m, 21I), 1.12-L20
(in, 2H), 1.21 (ci, 61I, J = 6.6 Hz), 1.89 (m, 111), 1.78-1.84 (m, 211),
1.95-1.99 (m, 211), 2.81 (t, 211, J ai 6.0 Hz), 3.10-3.20 (in, 111),
3.74-3.88 (m, 1E), 6.80 (s, 1H), 6.98 (t, 111, J = 6.0 Hz), 7.98 (4, 211, J =
7.2 Hz), 8.53 (a, 111). Compound Ij-37 [Formula 4041    20III-NIVIR
(DMSO-d6) 5:0.96-1.30 (m, 411), 1.19 (t, 3H, 3 = 7.2 Hz), 1.42 (m, 11),
1.78-1.88 (m, 211), 2.04-2.16 (m, 211), 2.80 (t, 211, J r-- 6.0 Hz), 2.99 (q,
2E1, J = 7.5 Hz), 3.72-3.90 (m, 111), 6.85 (d, 111, J = 9.6 Hz), 6.93 (d,
111, 3 = 7.5 Hz), 7.04 (t, 111, 3 it- 5.7 Hz), 7.26-7.38 (m, 211), 7.40-7.52
(m, 1E1), 7.57 (d, 111, J = 9.0 Hz), 7.85 (t, 111, J =7.8 Hz) Compound
Ij-38 [Formula 4051   1H-NME. (DM80-d6) 6: 0.96-1.30 (m., 



414), 1.19 (I, 311, J = 7.2 Hz), 1.42 (m, 111), 1.78-1.88 Cm, 210,
2.04-2.16 (m, 211), 2.80 (t, 211, J = 6.0 Hz), 2.99 (q, 211, J = 7.5 Hz),
3.72-3.90 (rn, 111), 3.80 (s, 311), 6.72 (d, 111, J = 7.8 Hz), 6.77 (d, 111, J
= 9.0 Hz), 6.98-7.10 (rn, 211), 7.12 (d, 1H, J = 8.4 Hz), 7.38 (t, 111, J =
8.1 Hz), 7.56 (4,  111, J = 9.3 Hz), 7.61 (d, 1H, J = 7.8 Hz)      Compound
0-39 10[Formula 406]        1H-1\17VIR (DMSO-dc.) 8: 0.96-1.30 (m, 4H),
1.19 (t" 311, J = 7.2 Hz), 1.42 (m, 1H), 1.78-1.88 (in, 210, 2.02-2.16 (m,
211). 2.80 (t, 211, J = 6.3 Hz), 2.99 (q, 2H, ,j= 7.5 15Hz), 3.72-3.90 (m,
111), 6.85 (a, 11-1,= 9,6 Hz), 6.92 (d, 111, J = 7.5 Hz), 7.02 (t, 111,= 5.7
Hz) 7.21 (t, 113,= 8.7 Hz), 7.26-7.56 (m, 1H), 7.75-7.88 (m, 311)
Compound 0-40 [Formula 207] 



20          (DM30-c1.6) 6: 0.96-1.10 (m, 2H), 1.19 (t, 3H, = 7.2 Hz),
1.15-1.26 (m, 2H), 1.42 (m, 111), 1.78-1.88 (m, 2H), 2.04-2.14 (in, 2H),
2.80 (t, 2H,= 6.3 Hz), 2.99 (q, 2H,= 7.5 Hz), 3.76-3.87 (m, 1H), 6.85 (d,
111,= 9.6 Hz), 6.91 (d., 1H, j 25= 7.5 Hz), 7.01 (1), 1H, el = 5.7 Hz),
7.42-7.52 (tn., 210, 7.83 (d, 1H, J = 8.0 Hz), 7.93 (cl, 1H, J = 8.0 Hz). 8.02
(s, 111). Compound 0-41  [Formula 408] ,NF N 1H-NMR (DM80-d6) 8:
0.96-1.30 (m, 411), 1.20 (t, 311, J = 7.5 Hz), 1.42 (m, 111), 1.78-1.88 (m,
211I), 2.04-2.16 (rn, 211), 2.80 (t, 2FLJ = 6.8 Hz), 2.99 (q, 211, J = 7.5
Hz), 3.76-3.90 (m, 110, 6.88 (d, 111, 4 = 9.3 Hz), 6.97 (61, 1H, J = 7.5
Hz), 7.03 (t, 111, 4 = 5.7 Hz), 7,67-7.77 (m, 2H), 7.92 (d, 111, J = 9.6 Hz),
8.26 (d, 1H, 4 = 6.9 Hz), 8.33(s, 111) 10Compound 1j-42 [Formula 409]
1HNMR (DMSO-Ms) 8: 0.93-1:10 (m, 2110, 1.20 (t, 311, J= 7,2 Hz),
1.22-1.28 (m, 151H), 1.35-1.50 (m, 2H), 1.84 (d, 211, 4 = 12.0 Hz), 2.08
(d, 211, J = 12.0 Hz), 2.63- 2.76 (m, 2110, 2.91-3.03 (m, 211), 3.75-3.90
(m, lit, 6.86 (d, 110 J = 9.2 Hz), 6.93 



111, J = 7.2 Hz), 6.98-7.07 (m, 1H), 7.36 (d, 111, J = 7.2 Hz), 7.59 (t, 111,
J -4 8.0 Hz), 7.85 (d, 111, J = 9.2 Hz), 7.91-8.02 (m, 211). Melting
point:144-145 C 20Compound ij-43 [Formula 410] N H '14-NMR.
(DM8O-d6) 8: 0.94-1.06 (m, 211), 1.10-1.24 (m, 2101 1.21 (d. 611, = 6.8
Hz), 1.39 Cm, 111), 1.76-1.86 (m, 2111, 1.98-2.06 (in, 211), 2.81 (t, 211, 4
= 6.4 Hz), 8.10-3.20 (m, 111), 3.62-3.74 (m, 111), 6.84 (d, 1H, J =9.2 Hz),
6.88-6.98 (m, 2H), 7.31 (d, 111, J = 9.6 Hz) Compound Ij-44  [Formula
411]  11I-NAIR (DNISO-d6) 8! 0.94-1.26 (m, 411), 1.20 (d, 6H, J = 6.6
Hz), 1.40 (m, 1H), L78-1.88 (m, 2H), 2.04-2.16 (m, 2H), 2.81 (t, 2H, J =
6.8 Hz), 3.06-8.20 (m, 1H), 3.72-8.90 (m, 1H), 6.75-6.88 (m, 2H), 6.97 (t,
1H, J = 6.0 Hz), 7.30-7.48 (m, 3H), 7.76 (d, 111, J = 9.8 Hz), 7.94 (d, 2H,
J =8.4 Hz)      Compound Ij-45 10[Formula 412] H-NIVIR (DA/ISO-W) 5:
0.96-1.28 (m., 4H), 1.22 (d, 611, J = 6.9 Hz), 1.42 (m, 111), 1.78-1.88 (m,
211), 2.04-2,16 (m, 21), 2.88 (t, 211, J = 6.8 Hz), 3.10-3.22 (m, 111), 15
3.74-3.92 (m, 11I), 6.85 (d., 1H, = 9.0 Hz), 6.91 (d, 111, J = 7.5 Hz), 6.98
(t, 1H, -4-- 6.0 Hz), 7.25-7.36 (m, 2H), 7.40-7.50 (n, 1H), 7.57 (d, 1H, 4 =
6.9 Hz), 7.85(t, 11-L J =8.1 Hz)      Compound H-46 20[Formula 413]
1H-NMH (DM80-c16) 5: 0.96-1.28 (rn. 4H). 1.22 (d, 611, J = 6.0 Hz), 1.42
(m. 1H), 1.78-1.88 (m, 2H), 2.04-2.16 (m, 211), 2.83 (t, 211, 3 = 6.8 Hz),
3.10-3.22 (m, 111), 2.74-13.92 (m, 1H), 6.85 (d, 111, J = 9.3 Hz), 6.90 (cl,
1H, 4 = 7.5 Hz), 6.98 (1, 111, J = 6.0 Hz), 7.21 (t, 1E1, 3 = 7.8 Hz).
7.46-7.56 (m, 1H), 7.75-7.86 (m. 3H) Compound ij-47 [Formula 414]  



1H-NIVIR (DMSO-d6) 8: 0.96-1.28 (m, 4H), 1.22 (d, 611, J = 6.9 Hz), 1.42
(m, 111), 1.78-1.88 (m, 2H), 2.04-2.16 (m, 2H), 2.82 U. 2H, J = 6.0 Hz),
3.10-3.22 (m, 1H), 53.74-3.92 (in, 1H), 6.81 (d, 1H, J = 7.5 Hz), 6.84 (d,
1H, J = 9.3 Hz), 6.98 (t, 111, J = 6.3 Hz), 7.25-7.35 (m, 2H), 7.77 (d, 1H, J
= 9.3 Hz), 7.96-8.06 (m, 2H) 10 Compound Ij-48 [Formula 415] 0 0 11-1
H-NMR (DIVI80-d6) 5: 0.96d.28 (m, 4H), 1.22 (d., OH, 0 = 6.9 Hz), 1.42
(m, 1H), 1.78-1.88 (m, 2H), 2.04-2.16 (m, 2H), 2,83 (t, 211, J = 6.3 Hz),
3.10-3.22 (m, 111), 3.74-3.92 (m, 1H), 3.80 (s, 3H), 6.71 (d, 1H, J = 7.8
Hz), 6.76 (d., 1H. J = 9.3 Hz), 156.98 (t, 1H, J = 5.7 Hz), 7.05 (cl, 1H, J =
7.2 Hz), 7.12 (4, lB. J = 7.8 Hz), 7.38 (t, 111, J = 8.4 Hz), 7.56 (d, 1H, 0 =
9.3 Hz), 7.62 (d, 1H, 3 7)--- 6.9 Hz) Compound Il-49 [Formula 416] 0I OM
e N 20  H-NMR (DMSO-a6) 8: 0.96-1.28 (m, 4H), 1.22 (4, OH, J = 6.6 Hz),
1.42 (m, 1H), 1.78-1.88 (m, 2H), 2.04-2.16 (rn, 2H), 2.83 (t, 211, 4 = 6.0
Hz), 3.10-2.22 (m, 1H), 3.74-3.92 (in. 1H), 3.82 (1,5, 3H), 6.78-6.88 (m,
2H), 6.92-7.04 (m, 2H), 7.37 (t, 1H, j = 7.5 Hz), 7.46-7.58 (m, 2H), 7.79
(d., Hi, J = 9.8 Hz) 



Compound 1)-50 [Form ula 417]  1H-NMR (DIVIS0-d6) 8: 0.96-1.28 (in,
4H), 1.22 (a, 6E1, J = 6.9 Hz), 1.42 (m, 111), 1.78-1.88 (m, 211),
2.04-2.16 (m, 2E1), 2.88 (t, 211, LI= 6.0 Hz), 8.10-3.22 (m, 111),
3.74-8.92 (m, 111), 3.80 (s, 31), 6.70 (cl, 114, J = 7.8 Hz), 6.82 (cl, 111, J
= 9.3 Hz), 6.95-7.05 (m, 3H), 7.72 (d, 111, J = 9.3 Hz), 7.90 (d., 2H,.J =
9.0 Hz). Compound lj-51 [Formula 4181 0 H 'N 10 EDNIVID, (DMSO-d6)
6: 0,92-1.05211), 1.07-1.20 (m, 211), 1.22 (cl, 6E1, J = 6.9 Hz), 1.39 (in,
111), 1.76-1.85 (m, 21I), 2.02-2.10 (m, 21), 2.81 (t, 211, J = 6.3 Hz),
3.09-3.20 (m, 111), 3.57-3.68 (m, 111), 4.89-4.98 (m, 211), 6.47 (d, 1H, J
= 8.0 Hz), 156.88 (d, 111, J = 7.5 Hz), 6.96 (t, 111, J = 6.0 Hz), 7.02 (cl,
111, J = 7.5 Hz). Compound 11-52 [Formula 419] DO 20 11I-NMR
(DM80-d6) 8: 0.92-1.05 (m, 211), 1.07-1.20 (in, 211), 1.22 (di., 614 3 = 6.9
Hz), 1.39 (in, 111), L52-1.74 Ira, 611), 1.77-1.85 (in, 211), 1.87-1.97 (m,
2R), 2.02- 2.09 (m, 211), 2.81 (t, 21I, J = 6.3 Hz), 3.09-3.20 (m., 11),
3.55-5.65 114), 5.25- 5.32 (rn, 1I1), 6.19 (a, In, J = 8.0 Hz), 6.77 (s, 21),
6.95 (t, 11-I, J = 6.0 Hz). Compound 1I-53 [Formula 420]  



"H-NMP, (Driv130-(18) 5:0.92-1.15 (m, 411), 1.21 (d, 611, 4 = 6.9 Hz),
1.38 (m, 111), 1.77-1.85 (m, 2H), 1.88-1.95 (m, 411), 2,02-2.09 (m, 211),
2.80 (t, 2E1, d = 6.3 Hz), 3.09-8.20 (m, 111), 3.25-3.35 (m, 4:11),
3.55-3.65 (m, HI), 5.80-5.85 (m, 11), 6.72 (d, 111, 4 = 8.0 Hz), 6.80 (cl,
111, J = 8.0 Hz), 6.96 (t. 111, J = 6.0 Hz). Compound 1j-54 [Formula 4211
0 0 "H-NMR (DMSO-d6) 8: 0,92-1.20 (m, 411), 1.21 (d, 611, J = 6.9 Hz),
1.38 (m, 114), 1.77-1.85 (m, 214), 2.02-2.09 (m, 211), 2.80 (t, 211. J = 6.3
Hz), 3.09-3.20 (m, LH), 3.58-3.65 (m, 111), 6.56 (d, 1H, J = 8.0 Hz),
6.90-6.98 (m, 211), 7.03-7.10 (m, 3H), 7.15 a, 114, 4 = 8.0 Hz), 6.38 (t,
211, J = 8.0 Hz). Compound 1j-55 [Formula 422] 0 0 ,  H-NMR
(DNI30-c16) 8: 0.92-1.20 (m, 411), 1.21 (61, 611, 4 = 6.9 Hz), 1.38 (m,
111), 1.77-1.85 (m, 2H), 2.02-2.09 (m, 211), 2.80 (t, 211, J = 6.3 Hz),
3.09-3.20 (m, 1H), 3.58-3.65 (m, 111), 6.55 (d, 111, 3 = 8.0 Hz), 6.90-6.98
(In, 211), 7.05-7.15 (in. 7.21 (t. 211, J = 8.0 Hz). Compound 1j-56
[Formula 423]  00   OM e   H-NME (DMSO-ds) 8: 0.92-1.20 (m, 4H), 1.21
(d, 611, J = 6.9 Hz), 1.38 (m, 1H), 1.77-1.85 (in, 2H), 2.02-2.09 (m, 2H),
2.80 (t; 211, J = 6.3 Hz), 3.09-3.20 (m, 1H), 3.58-3.65 (m, 1H), 3.75 (s,
3H), 6.49 (d, 1E0 J = 8.0 Hz), 6.87-6.98 (m, 4110, 7.00- 7.07 (m, 3H).  



(DIVISO-d6) 8' 0.96-1.28 (in, 4B), 1.27 Cs, 9E0, 1.40 (m, 110, 1.78-1.88
(m, 2H), 2.00-2.10 (m, 2H), 2.88 (t, 2H, J = 6.0 Hz), 3.60-2.76 (m, 1I-1),
6.82-6.92 (m, 2H), 6.96 (cl, 1H, J = 7.8 Hz), 7.32 (d, 1E1, J = 9.6 Hz). 15
Compound Ij-58 [Formula 425]  20(DMSO-c16) 6: 0.99-1.28 (m, 4H), 1.21
(d, 611, J = 6.9 Hz), 1.39 (in, 11-0, 1.78-1.86 (rn, 211), 2.04-2.10 (m, 2H),
2.82 (t, 211, J = 6.1 Hz), 3.06-3.20 (m, 110, 3.80-3,96 (m, 1H), 6.71 (d, ff1,
J = 9.0 Hz), 6.76-6.86 (m, 111), 6.90-6.98 (m, 114), 7.10 (t, IF, J = 8.1
F1z,1 7.29-7.50 (tri, 211), 7.56 (d, 1H, j = 7.5 Hz), 7.78 (d, 1H, J = 7.5 Hz).
Compound 1j-59 [Formula 4.26]   1H-NAIR (DMSO-d6) 8: 0.99-1.28 (m.,
4H), 1.27 (s, 9H), 1.40 (in, 114), 1.80-1.85 (m, 211), 2.04-2,09 (m, 2H),
2.91 (t, 2H, J = 6.1 Hz), 8.80-3.96 (m,111), 6.70 (d, 111, J = 59.0 Hz),
6.81-6.87 (m, 2II), 7.10 (t, 1I-I, J = 8.1 Hz), 7.39-7.44 (m, 211), 7.56 (d,
111, = 7.5 Hz), 7.79 (cl, 111., J = 7.5 Hz). Compound 1j-60 [Form ula 427]
H-1\TIVIR (DNISO-d6) 8: 0.97-1.09 (in, 211), 1.23 (a, 6H, 3 = 6.9 Hz),
1.31-1.50 (m, 2H), 1.82-1.87 (m, 2H), 2.01-2.05 (m, 211), 2.83 (t, 2H, J 4--
6.0 Hz), 8.11-3.20 (in, IH), 4.00-4.18 (m, 111), 6.83 (d, IH, J -= 5.7 Hz),
6.90-7.06 (m, 2H), 7.45 (t, 111, 3 = 156.9 Hz), 7.59 (t, 111, J = 8.1 Hz),
7.67 (a, 111, J = 8.4 Hz), 7.83 (cl, 1H, 3 = 5.7 Hz), 8.27 (d, 1I-I, 3 = 7.5
Hz). Compound 1j-61 [Formula 428] 



o,o 20   1H-NNIR (MVISO-d6) 6: 0.96-1.09 (in, 2H), 1.28 (a, 9H),
1.29-1.50 (m, 2H), L82- 1.87 (m, 2H), 2.01-2.05 (in, 21-1), 2.91 (t, 2H, J =
7.8 Hz), 4.00-4.18 (m, 11), 6.82- 6.89 (in, 211), 6.97 (cl, 1H. J = 7.3 Hz),
7.45 (t, 111, J = 7.2 Hz), 7.59 (t, 111, J = 8.1 95Hz). 7.67 (d, 111, J = 7.8
Hz), 7.84 (d, 1H, 3 -= 6.0 Hz), 8.27 (d, 111, J = 8.4 Hz). Compound Ii '2
[Formula 4291   'El-N.1\4R (DMSO-c16) 6: 0.96-1.14 (m, 2H), 1.18-1.30
(in, 21-1), 1.22 (d, 6H, J = 6.6 Hz), 1.40 (m, 1H), 1.78-1.88 (m, 210,
2.04-2.14 (m, 2H), 2.81 (t, 2H, J = 6.3 Hz), 3.10-3.20 (m, 1H), 3.58-3.70
(m, 1H), 6.95-7.03 (m, 211), 7.20 (t, 1I-I, J = 7.5 Hz ), 7.37 (d, 111, J = 8.1
Hz), 7.64 (d, 111, J = 7.5 Hz), 7.92 (cl, 1E, J = 7.8 Hz), Compound Ij-63
[Formula 430] 10    H-NIVIR (DIVISO-de) 8: 1.00 (dd, 2H, j = 24.8, 10:6
Hz), 1.15-1.22 (m, 2H), 1.18 (t, 3E, J = 7.6 Hz), 1.27 (s, 9H), 1.34-1.40 (m,
1H), 1.81 (d, 211, J = 11.6 Hz), 2.07 (d, 2E, J = 11.6 Hz), 2.60 (q, 2H, J =
7.6 Hz), 2.89 (t, 2H, J = 6.3 Hz), 3.52-3.63 (m, 151H), 6.87 (t, 111, J = 5.5
Hz), 7.04 (d., 11-1, J = 7.9 Hz), 7.27 (cl, 1H, J = 8.2 Hz), 7.47 (s, 1H), 7.80
(d, 1H, J = 7.6 Hz). Compound Ij-64 [Form ula 431] 20  



111-NMR (DM80-d6) 6: 0.92-1.10 (m, 2H), 1.12-1.25 (m, 21-1), 1.27 (s,
9H), 1.37 (m, 1H), 1.76-1.84 (m, 21), 2.02-2.12 (m, 21-1), 2.89 (t, 2H, J 4--
6.0 Hz), 3.50-3.66 (m, 110, 6.87 (t, 1H, J = 5.7 Hz), 7.03 (dd, 1H, J = 8.7,
2.7 Hz), 7.32-7.57 (m, 1H), 7.58 (ad, 1H, J = 8.7, 2.7 Hz), 7.92 (d, 1K, J =
7.2 Hz). Compound 1j-65 [Formula 432]   0  NS N H-NMR (DMSO-d6)
6:1.01 (dd, 2H, J = 24.6, 10.2 Hz), 1.21 (id, 2H, J = 24.6, 10.2 Hz), 1.27 (s,
9H), 1.34-1.40 (m, 1H), 1.82 (d, 211, J = 11.2 Hz), 2.08 (d, 211, J 5 = 11.2
Hz), 2.89 (t, 2H, j = 6.2 Hz), 3.59-3.65 (m, 1H), 6.87 (t, 1H, J = 5.8 Hz),
7.21 (ad, 1H, J = 8.6, 2.4 Hz), 7.34 (d, 1H, J = 8.6 Hz), 7.77 (d, 1H, J = 1.8
Hz), 8.06 (d, 111, J = 7.6 Hz). Compound Ij-66 [Formula 433]  0 >'NThS5'
1 H-NMR (CDC13)1.09-1.46 (m, 4H), 1.41 is, 9H), 1.54 (m, 1H), 1,90-2.00
(m,      2H), 2.24-2.34 (m, 2H), 3.09 (t, 2H, 4 = 6.6 Hz), 3.46-3.60 (m, 1H),
3.99 (t, 11-I, c.F= 156.6 Hz), 6.58 (brs, 1H), 7.58(s, 2H), 7.85 (s,
Compound Ij-67 [Formula 434]  0DC F3 >is PCN-r-D 20 1H-NMR,
(DIMSO-ds) 5: 0.90-1.304H), 1.27 is, 9H), 1.30-1.48 (m, 1H), 1.82 (d, 



2H, J = 11.1 Hz), 2.08 (d, 2H, 4 = 9.6 FIz), 2.89 (t, 2H, J = 6.3 Hz),
3.55-3.70 (in, 1H), 6.87 (t, 1H, J = 5.7 Hz), 7.17 (in, 1H), 7.41 (d, 1H, 3 -=-
8.7 Hz), 7.77 (d, 111, L:1 = 1.5 Hz), 8.10 (4, 1H,= 7.5 IIz). SI(positive)m/z
466.2 [M+H]+ Compound lj-68 [Formula 435]  1H-N1VIR (DMSO-ds) 8:
0.90-1.28 (m, 4H), 1.25 (s, 9111, 1.32 (m, 110, 1.76-1.82 Km, 2H),
2.00-2.10 (m, 2H), 2.87 (t, 2H, J = 6.6 Hz), 3.50-3.62 (m, 11), 3.71 (s,
31-4), 6.77 (dd, 1H, J = 8.7, 2.7 Hz), 6.84 (t, 1E1, J = 5.7 Hz), 7.22-7.28
(m, 2H), 7.66 (d, 1H, J = 7.2 Hz). Compound Ij-69 [Formula 4361 L- ICN
Se 1. 0          (DMSO-ds) 8: 0.94-1,10 (m, 2H), 1.12-1.25 (m, 2H), 1.27 (s,
BR), 1.37 (in, 11-1), 1.76-1.84 (m, 2H), 2.02-2.12 (m, 211), 2.90 (t, 2H, J
-= 6.0 Hz), 3.52-3.68 (m, 1F1), 3.84 (s, 310, 6.82 (d, 1H, J = 8.1 Hz), 6.88
(t, 111, J = 5.4 Hz), 6.95 (t, 1H, J 157.8 Hz), 7.23 (d, 1H, J = 7.8 Hz), 7.83
(d, 1H, J = 7.8 Hz). Compound 1j-70 [Formula 437] R,9 .N H! N C N /2  20



' H-NNIR (DMSO-d6) 6: 0.98-1.10 (in, 2H), 1.19 (t, 3H, J = 7.2 Hz),
1.17-1.32 (m, 2H), 1.40 (m, 1H), 1.76-1.88 (In, 211), 2.04-2.14 (m, 2H),
2.79 (t, 2H, J = 6.0 Hz), 2.98 (q, 21-1, J = 7.2 Hz), 3.60-3.78 (m, 1H), 7.03
(t, 1H, 3 = 6.8 Hz), 7.45-7.54 (m, 21-1), 8.10 (s, 11-0, 8.34 (4, 1H, 3 = 7.2
Hz). 25 Compound ij-71 [Formula 4381  0,9 N,,,, -1-"-<//' ii ., '---------- 'NN
H  1II-NMR (DMSO-de) 5: 1.01 (dd, 2H, J = 26.1, 12.3 Hz), 1.16-1.22 (m,
2H), 1.22 (d., 6H, J = 6.6 Hz), 1.35-1.41 (rn, 1H), L70-1.77 (m, 1H), 1.82
(d, 2H, J = 11.6 Hz),  5 2.08 (d, 2H, d = 1L6 Hz), 2.81 (t, 2H, J = 6.3 Hz),
3.66-3.72 (m, 1H), 6.99 (t, IH, = 6.3 Hz), 7.23 (dd, 1H, J = 8.1, 4.7 Hz),
7.66 (d, 1H, 4 = 8.1 Hz), 8.07 (cl, 111. J = 4.7 Hz), 8.26 (de 1H, J = 6.3
Hz).      Compound Ij-72 10[Formula 439]  ' H-NMR (DMS0-(16) 5:1,01
(d.d., 2H. d -= 24.8, 11.3 Hz), 1.18-1.23 (m, 2E1), 1.27 (s, 9H), 1.36-1.39
(m, Ill), 1.82 (cl, 2H, J = 11.5 Hz), 2.08 (d., 2H, J = 11.5 Hz), 2.89 



15(t, 2H, J = 6.1 Hz), 3.65-3.73 (m, 1H), 6.87 (t, 1H, J = 5.7 Hz). 7.23 (dd,
1H, J = 8.1, 4.8 Hz), 7.66 (cl, IH, J = 7.9 Hz), 8.07 (d, 1E1, J = 4.7 Hz),
8.26 (d., 111, J = 7.6 Hz). Compound 11-73 20[Formula 440] CF3 0 0 "NS
n -N ' H-NMR (CDC13)5: 1.09-1.46 (m, 4H), L41 (s, 9H), 1.55 (m, 1H),
1.92-2.02 (m, 211), 2.24-2.34 (m., 2H), 3.09 (t, 2H, J = 6.3 Hz), 3.58-3.72
(m, 1H), 3.98 (t, 1H, J 6.0 Hz), 6.30 (bra, 1H), 7.62(d, 1H, J = 8.1 Hz),
7.77 (d, 111, J = 8.4 Hz). Compound 1j-74 [Formula 4414
(DMSO-c18) 8: 0.90-1.08 (m, 2H), 1.12-1.40 (m, 3H), 1.25 (s, 9H), 1.76-
1.86 (m, 2H), 1.98-2.10 (m. 21I), 2.87 (4, 2H, J = 6.3 Hz), 2.40-3.56 (m,
1H), 6.85 (brs, 1H), 6.93 (t, 111, J = 7.5 Hz), 7.07 (t, 1H, J = 7.5 Hz), 7.20
(d, IH, 4 s--- 7.5 Hz), 7.29 (4, 1H, = 7.8 Hz), 7.79 (urs, 1H).    'H-NMR
(CDCla ) 8: 1.08-1.26(m, 2H), 1.36-1.60 (m, 3H), 1.40 (s, 9H), L92-2.02
(m, 2H), 2.22-2.32 (m, 2H), 3.08 (t, 211, J = 6.6 Hz), 368-3.80 (m, 1H),
4.03 (t, 1H, J = 6.0 Hz), 7.06 (brs, 1H), 7.20-7.36(m, 311). 15 Compound
1j-76 [Formula 443] 



0   20IH-1\TMR (DNISO-46) 8: 1.02 (dd, 211, J = 25.2, 12.4 Hz), 1.17 (t,
3H, J = 7.1 Hz), 1.20 (t, 311, 4 = 7.3 Hz), 1.26-1.35 (m, 2H), 1.37-1.42
(m,1.1.1),1.83 (4, 211, J = 11.6 Hz), 2.05 (4, 211, 4 -= 11.6 Hz), 2.80 (t,
211, 4 = 6.4 Hz), 2.99 (q, 2H, 4 = 7.3 Hz), 3.65-3.72 (m, 111), 4.01 (q, 2H,
4 = 7.1 Hz), 6.32 (4, 111,= 7.9 Hz), 6.86-6.94 (m, 211), 7.01 (t, 111, J =
6.0 Hz), 7.12 (d, 111, J = 6.9 Hz), 7.17 (4, 111, J = 6.8 Hz). Compound
lj-77 ;Formula 4441  0, 0 



2S5, N 1-1 HN  1H-NMR (DIVISO-d6) 8: 1.02 (ad, 211, 3 = 24.8, 10.8 Hz),
1.19-1.21 (m, 211), 1.30 is, 910, 1.37-1.41 im, 110, 1.84 (d, 211, J r-- 10.6
Hz), 2.06 (a, 2E1 J = 10.6 Hz), 2.92 5(t, 2H, J = 6.3 Hz), 8.50-3.52 (m,
111), 6.42 (d., 111, j = 8.1 Hz), 6.83 (d, :111, 3 = 7.9 Hz), 6.88-6.92 (m,
21), 7.11-7.14 (m, 2H), 10.58 (s, 1H). Compound Ij-78 [Formula 445] 0 0
;g1 'N N N 10 1H-NMR (DIVI80-d6) 5: 0.97-1.05 (m, 211), 1.20-1.26 (m,
211), 1.28 (s, OH), 1.34- 1.38 (m, 111), 1.84 (cl, 211, J = 11.5 Hz), 2.07
(d, 211, 4 = 11.5 Hz), 2.90 (I, 211, J =- 6.1 Hz), 3.47 (s, 311), 3.63-3.69
(id, Ili), 6.34 (d, 111, J = 7.6 Hz), 6.87-6.93 (m, 153H), 7.11 (d, 1H, J = 8.4
Hz), 7.17 (d., 1H, J = 8.4 Hz). Compound 1j-79 [Formula 446] 0 0 H 



20 111-NMR (DM80-ci6) 5:1.03 (ad, 211, 4 = 23.6, 10.8 Hz), 1.18 (t, 311,
3 = 7.5 Hz), 1.25-1.34 (m, 211), 1.29 (s, 9H), 1.37-1.40 (m, 111), 1.86 (d,
2H, 3 -= 11.7 Hz), 2.07 (d, 211, J = 11.7 Hz), 2.92 (1,, 211, J = 6.2 Hz),
3.67-3.73 (in, 11), 4.03 Cm 211, 3 = 7.1 Hz), 6.34 (d, 111, J = 7.9 Hz),
6.87-6.96 (m, 7.14 (ad, 111, J = 8.1, 1.2 Hz), 7.19 (ad, 1E, 3 = 8.1, 1.2
Hz). Compound 1y80 [Formula 4471  0 0 7=\ ,-------N --`44 ,../) H.r 7,_,-
---------"N--lz"- N H 1H-NAIR (DMSO-d6) 8: 1.00 (dd, 2H, J = 28.2, 11.9
Hz), 1.19-1.25 (m, 2H), 1.28 (s, 9H), 1.33-1.38 (m, 1H), 1.45 Ks, 3H), 1.47
Ks, 3H), 1.83 (d, 2H, ci = 11.1 Hz), 2.07 (d, 2H, J = 11.1 Hz), 2.90 (t, 2H, J
= 6.1 Hz), 3.62-3.70 On, 1110, 4.57-4.66 (m, 114), 6.21 (d, 1H, J = 7.9
Hz), 6.82-6.94 (m, 3H), 7.18 (d, 1H, J = 7.6 Hz), 7.31 (d, 1H, J = 7.6 Hz).
Compound D-81 10[Formula 448]  Compound D-82 [Formula 449] 00 .*0
H-NMR (DMSO-d6) 6: 0.90-1.19 (m, 4H), 1.28 (s, 9H), 1.32-1.45 (m, 1E1),
1.80 (d, 2H, J = 11.2 Hz), 1.98 (d, 2H, J = 11.2 Hz), 2.84-2.93 (in, 2H),
3.26 (s, 3H), 3.40- 3.53 (m, 1E1), 6.29 (d, 1H, J = 8.0 Hz), 6.88 (d, 111, J
= 7.2 Hz), 6.86 (s, 1H), 7.88 20(d, 1H, J = 8.4 Hz). 



Compound Ij-83 [Formula 450]  25  Compound I5-84 [Formula 451] op 14
H 5I IT-NMR. (DMSO-c16) 6: 0.92-1.20 (rn, 411), 1.18 (t, 311, J = 7.2 Hz),
1.40 Km, 1H), 1,75-1.85 (m, 211), 1.96-2.06 Ern, 211), 2.78 (t, 2H, J = 6.0
Hz), 2.98 (q, 2H, 4 = 7.2 Hz), 3.60-3.78 (m, 1}1), 6.38 (d, 1H, J = 8.1 Hz),
6.67 is, 1111, 6.72 Ed, 111, J = 5.4 Hz), 7.00 Et, 111, j = 6.0 Hz),
7.36-7.54 Ern, 311), 7.62 (d. 211, 4 -= 6.9 Hz), 8.00 Ed, 111, J = 5.4 Hz)
10 Compound H-85 [Formula 452]  151H-NME1 (HMSO-WO 5:1.00-1.20
Ern, 4H), 1.20 (t, 3H, J = 7.2 Hz), 1.43 (m, 1H), 1.80-1.88 Era, 211),
2.03-2.13 Em, 2H), 2:81 (t, 311, J = 6.0 Hz), 3.00 (q, 2H, 4 = 7.2 Hz), 3.26
Ern, 1II), 6.17 (d, 1H, 4 = 7.6 Hz), 6.57 Es, 111), 6.96-7.07 Ern, 211), 7.35
(dcl, 111, J = 8.4, 4.0 Hz), 8.02 Ed, 11I, J = 8.4 Hz), 8.47 Ed, 1H, 3 = 4.0
Hz). 20Compound 15-86 [Formula 4531 D FJ I11 



] H-NMR (DMSO-d6) 5:1.00-1.24 (m, 4H), 1.23 (d., 6H, 4 = 6.4 Hz), 1.42
Ern, 1H), 1.80-1.88 (m, 2H), 2.03-2.12 Ern, 2H), 2.79-2.87 Ern, 2H), 3.16
(m.., 111). 3.27 (rn, 111), 6.17 Ed, 1H, 4 = 8.0 Hz), 6.57 Es, Hi), 6.99 (d,
1H, J = 8.0 Hz), 7.01 (s, 1H), 7.35 (dd, 111, J = 8.0, 4.0 Hz), 8.02 (11, 1H,
3 = 8.0 Hz), 8.47 (d, 111, J = 2.8 Hz). Compound I5-87  [Formula 4341
0,N -sy) 117 e 1H-NMR (DMSO-dc) 8: 0.95-1.08 Cm, 211), 1.11-1.25 (m,
2H), 1.20 (t, 311, J = 7.2 5Hz), 1.40 (m, 1E1), 1.76-1.86 (m, 2E0,
1.97-2.04 Cm, 2H), 2.78-2.82 (m, 2H), 2.99 (4, 211, J = 7.2 Hz), 3.70 (m,
110, 6.53 (d, 111, J = 8.8 Hz), 6.53 (d, 111, J = 8.8 Hz), 7.01 (t, /II, J = 6.0
Hz), 7.58 (d, tH, J = 3.2 Hz), 7.79 (d, 1H, 3 = 3.2 Hz), 7.86 (d, 1H, J = 8.8
liz), 8.55 (s, 1H). 10Compound Ij-88 [Formula 455] 1 H-NMR (DNISO-c16)
6: 0.92-1.07 (m, 213), 1.09-1.20 (m, 2H), 1.19 (t, 611, J = 7.2 Hz), 1.39
(m, 111), 1.75-1.83 (m, 2110, 1.95-2.03 (m, 211), 2.74-2.81 (m, 2H). 2.98
((li 211, J = 7.2 Hz), 3.66 (m, 111), 6.48 (d, 1H, J = 8.4 Hz), 6.60 (d, IH, J
= 7.6 Hz) 7.00 Et, 111, J = 5.6 Hz), 7.06 (dd, lii, J = 4.8, 2.4 Hz), 7.25 (d,
IH, J = 2.4 Hz), 7.37 (d, 111, J = 4.8 Hz), 7.60 Cdd, 1H, J = 8.4, 2.0 Hz),
8.26 (s, 1H). 90Compound 11-89 [Formula 456] 0 0 HJ  H-NMR
(DMSO-d6) 8: 0.93-1.07 (m. 2110, 1.10-1.20 (m, 2E1), 1.19 (t, 3H, J = 7.2
Hz), 1.39 (m. 111), 1.76-1.84 (m, 2H), 1.96-2.04 (m, 211), 2.73-2.81 (m,
21(I), 2.98 (q, 211, J -= 7.2 Hz), 3.65 (m, 111), 6.41-6.50 (m, 211), 7.01
(1.., IH, J = 6.0 Hz), 7.44 (A, IH, J = 4.0 Hz), 7.58 (m, 111), 7.59 (s, 111),
7.68 (d, 111, J = 8.0 Hz), 8.34 (s Compound Ij-90  



[Formula 4571          (DMS0-d6) 5: 0.95-1.08 (m, 21fl, 1.12-1.25 (m, 2H),
1.19 (t, 3H, el = 7.2 Hz), 1.39 (m, 1H), 1.76-1.86 (m, 2H), 1.94-2.03 (m,
2F), 2.75-2.82 (m, 211), 2.98 (q, 2H, 3 = 7.2 Hz), 3.71 (m, 1H), 6.54 (d,
1H, J = 8.8 Hz), 6.98-7.07 (m. 2H), 7.25 (s, 1H), 7.85 (ad, 1H, J = 8.8, 2.0
Hz), 8.07 (s, 1H), 8.56 (d, 1H, J = 2.0 Hz),       Compound 15-91
10[Formula 4581 0, 0 L"E0 NI, 1H-1\TIVIR (UN SO-c16) 8: 0.93-1.07 (m,
2H), 1.11-1.22 (m, 2H), 1.21 (d, 611, J = 6.8 Hz), 1.38 (m, 1H), 1.77-1.85
(m, 2H), L95-2.03 (m, 21-1), 2.77-2.83 (m, 2H), 3.14 15 (in, 1H), 3.72 (m,
1H), 6.58 (d, 1K. 3 = 8.8 Hz), 6.97 (t, 1H, 3 = 6.0 Hz), 7.02 (d, 1H, J = 7.6
Hz), 7.25 (s, 11-1), 7.84 (ad, 111, J = 8.8, 2.0 Hz), 8.06 (s, 11-1), 8.56 (d,
1H, J = 2.0 Hz). Compound 1192 20[Formula 459] op CN 1H1  H-NMR
(DMSO-d6) 8: 0.92-1.08 (m, 2H), 1.11-1.23 (m, 2H), 1.21 (d, OH, J = U.S
Hz), 1.37 (m, 1II), 1.75-1.83 (m, 21-1), 1.91-1.99 (m, 2H), 2.36-2.42 Km,
21-0, 3.12 (m, 111), 8.70 (m, 1H), 6.49 (d, 11-11, 3 = 9.2 Hz), 6.97 (t, 111,
3 = 6.0 Hz), 7.47 (d, 1H, 3 = 8.0 Hz), 7.62 (d, 1H, ci = 8.0 Hz), 8.36 (s,
1H). Compound 15-93 [Formula 460]    H-N1\411. (DMSO-a0) 5:
0.95-1.13 (m, 4H), 1.23 (a, 61-1, J = 6.9 Hz), 1.31-1.44 (m, 1H), 1.78-1.82
(m, 211), 2.05-2.06 (in, 2EI), 2.76-2.82 (in, 2E1), 3.10-3.1.9 (m, 111),
3.20-3.25 (in, 411), 3.58-3.65 (in, H), 3,69-3.74 (m, 411), 6.04 (d, HI, Jr=
7.5 Hz), 6.72 (d, 1H, J = 9.6 Hz), 6.95-6.99 (m, 111), 7.10 (d, 1H, 4 = 9.6
Hz), 



Compound Ij-94 [Formula 461] 0, 0 H  OMe 10 IH-NME (DM30-d0) 8:
096-1.42 (ton 511), 1.22 (cl, 6E1, J = 6.9 Hz), 1.79-1.83 (in, 211),
2.03-2.07 (rn, 211), 2.80 (cl, 211, J = 6.3 Hz), 3.10-3.19 (m, 111),
3.54-3.70 (in, 111), 3.74 (s, 311), 6.57-6.64 (m, 311), 6.72-6.75 (m, 114),
6.90-7.09 (in, 311), 7,24- 157.30 (m, 111). Compound 1j-95 [Formula 462]
0, 0 14FLL1 20 1H-N1VIR (DM80-d6) 5: 0.93-1.04 (in, 211), 1.10-1.18 (m,
211), 1.21 (d, 611, 4 = 6.6 Hz), 1.34-1.44 (m, 1H), 1.78-1.87 (in, 2111),
2.02-2.12 (m, 211), 2.77-2.84 (rri, 211), 3.10-3.20 (in, 1.1-I), 3.52-3.70 (m,
11-I), 6.64 (d., 1H, 4 = 8.0 Hz), 6,88-7.06 (m, 5H), 7.12 (d, HI, J = 8.0 Hz),
7.37-7.46 (m, 111). 25 Compound Ij-96 [Formula 4631 00 Pi I  I H-NM11
(DivISO-ds) 8: 0.90-L04 (m, 211) 1.05-1.18 (m, 211), 1.21 (d, 6II, J = 6.6
Hz), 1.33-1.43 (m, 11), 1.75-1.84 (m, 211), 1.98-2.08 (m, 21), 2.76-.2.84
(m, 21), 3.08-3.18 (m, 111), 3.52-3.64 (m, 111), 6.55 (0.., 1H, J =- 8.0 Hz),
6.91-7.00 (m, 2H), 7.15-7.38 (m, 511). Compound Ij-97 [Formula 4641 



uf7-S\ 5-7 rN A "N CI  10 I H-NIVIR (DNISO-ds) 8: 0.96-LOS (n, 2H),
1.12-1.25 (m, 210, 1.19 (t, 3H, 4 = 7.2 Hz), 1.35-1.47 (m, 1H), 1.78-1.87
(m, 2E), 2.02-2.10 (m, 2H), 2.78-2.83 (m, 21), 2.98 (q, 211, J = 7.2 Hz),
3.70-3:82 (ra, 1H), 6.82 (d, 1H, 3 = 8.0 Hz), 6.93 (d, 111, J = 8.0 Hz), 7.01
(t, 1H, 3 = 4.5 Hz), 7.13 (d., 1H, J = 4.0 Hz), 7.43 (cl, 1H, 3 = 4.0 15Hz),
7.76 (d, 1H, J = 8.0 Hz). Compound Ij-98 [Formula 4651 CI    1H-N1VIR
(DMSOH16) 0: 0,97-1.10 (in, 2H), 1.17-1.28 (m, 2H), 1.19 (t, 311,= 7.2
Hz), 1.37-1.49 (in, 110, 1.80-1.88 (m, 2H), 2.04-2.12 (m, 2H), 2.77-2.83
(in, 2H), 2.99 (q, 211, 4 -= 7.2 Hz), 3.76-3.88 (rn, 110, 6.85 (d, 111, 4 =
8.0 Hz), 6.99-7.05 (m, 21), 7.61 (s, 1H), 7.90 (cl, 111, J = 8.0 Hz), 8.02
(.9., 2H). Compound 11-99 [Formula 4661   



lH-NMR (DM80n16) 8: 0.98-1.10 an, HO, 1.14-1.26 (m, 211), 1.19 (t, 3H,
J =- 7.2 Hz), 1.37-1.48 (m, 11-1,), 1.80-1.88 an, 211), 2.04-2.13 (m, 2H),
2.77-2,83 (m, 211), 2.96 (s, 6H), 2.99 (q, 2H, J = 7.2 Hz), 3.76-3.86 (m,
11-1), 6.72-6.78 (m, 211), 6.82    111, 3 = 8.0 Hz), 7.02 a, 1H, 4 = 4.5 Hz),
7.18 (d, 111, J = 8.0 Hz), 7.26 a, 1H, J = 8.0 Hz), 7.34 (a, 1H), 7.74 (d.,
111, J = 8.0 Hz), Compound Ij-100 [Formula 467]  10 1H-NMR (DMSO-dri
)5: 0.98-1.10 (m, 211), 1.16-1.27 an, 2H), 1.19 (t, 311, J = 7.2 Hz),
1.37-1.48 (m, 111), 1.80-1.88 (m, 211), 2.04-2.13 (m, 2H), 2.77-2.83 (m,
211), 2.99 (q, 211, J = 7.2 Hz), 3.76-3.86 (no, 1H), 6.83 (d., 111, 4 = 8.0
Hz), 6.89 (d, 1H, J = 8.0 Hz), 7.02 (t, 111, J = 4.5 Hz.), 7.42-7.50 (m, 311),
7.53-7.59 (m, 2H). Compound 1j-101 [Formula 468] ck.p N CI 201H-NMR.
(DMSO-ci6)5: 0.92-1.05 (in, 211), 1.08-1.20 (m, 2H), 1.21 (d, 611, J = 6.6
Hz), 1.36-1.43 (m, lit, 1.76-1.84 (in, 211), 2.02-2.09 (m, 211), 2.77-2.83
(m, 211), 2.10-3.20 (m, 1E1), 3.56-3.68 (m, 1.H), 6.62 (d, 1H, J = 8.0 Hz),
6.93 (d, 1H, J = 8.0 Hz), 6.98 a, 1H, 4 = 4.5 Hz), 7.10-7.15 (m, 311), 7.43
(d, 2H, J = 8.0 Hz). 25Compound Il-102 [Formula 4691 CI, 0 Id N N
1H-NMR (DMSO-ds) 5: 0.92-1.05 (n, 211), 08-1.20 (in, 2H), 1.21 (d., 611,
3 = 6.6 30Hz), 1.36-1.43 (m, 111), 1.76-1.84 (m, 211), 2.02-2.09 an, 2111,
2.77-2.82 (m,  



3.10-3.20 (m, 1H), 3.57-3.68 Cm, 11-I), 6.65 (d, 1H, J = 8.0 Hz), 6.94 (d,
111, J = 8.0 Hz), 6.97 (t, 1H, 4 = 4.5 Hz), 7.06 (ci, 111, J = 8.0 Hz), 7.13
(d, 1H, 4 = 8.0 Hz), 7.18-7.26 (m, 2H), 7.41 (x., 1H, J = 8.0 Hz) Compound
Ij-103 [Formula 470] P 14   '11-NME (DMSO-d6) 5; 0.88-1.04 (m, 2H),
1.05-1.20 (m, 2H), 1.21 (d, 6H, J = 6.6 10Hz), 1.33-1.43 (in, 1H),
1.77-1.82 (m, 2H), 2.00-2.07 (m, 2H), 2.76-2.82 (m, 2H), 3.08-3.20 (m,
1H), 2.52-2.64 (rn, 1H), 6.57 (d, 1H, 4 = 8.0 Hz), 6.92-7.00 (m, 2H), 7.17
(d, 1H, J = 8.0 Hz), 7.28-7.28 (m, 2H), 7.38 (t, 1H, J = 8.0 Hz), 7.56 (d,
1H, j = 8.0 Hz). 15Compound 1j-104 [Formula 471]  (DMSO-d6) 5:
0.96-1.08 (m, 2W, 1.12-1.24 (m, 2H), 1.19 (t, 311, J = 7.6 20 Hz),
1.35-1.46 (m, 1H), 1.78-1.86 (m, 2H), 2.04-2.12 (m, 2H), 2.76-2.82 Cm,
2H), 2.98 (q, 2H, J = 7.6 Hz), 3.67-3.78 (rn, 1H), 6.27 (s, 2H), 6.71 (d, 111,
4 = 8.0 Hz), 6.93 (d, 1H, J = 8.0 Hz), 7.02 (brs, 1H), 7.52 Cs, 2H), 7.67 (d,
1H, J = 8.0 Hz),      Compound H-105 25[Formula 472]     'H-1\1111R,
(DNISO-M3) 5: 0.96-1.08 (m, 2H), 1.12-1.25 Cm, 2H), 1.19 Ct, 311, J 7=
7.6 Hz), 1.35-1.46 (m, 1H), 1.78-1.87 (m, 2H), 2.04-2.12 (m, 2H),
2.76-2.83 (m, 2H), 



302.99 (q, 211, ci = 7.6 Hz), 3.72-3.82 (m, 110, 6.82 (d, 1H, 4 = 8.0 Hz),
6.85 (d, 1H, J  = 8.0 Hz), 7.03 (t, IH, J = 4.5 Hz), 7.12 (t, 111, J = 4.0.51
(d., 1H, J -0 4.0 Hz), 7.56 (d. 111, J = 4.0 Hz), 7.76 (d, 111, J = 8.0 Hz).
Compound Ij-106 [Formula 4721  (DIMSO-d6) 5: 0.88-L02 (m, 210,
1.07-1.20 Cm, 211), 1.21 (d, 611, J = 6.6      Hz), 1.33-1.45 (m, 1H),
1.76-1.85 (in, 210, 2.02-2.08 (m, 211), 2.76-2.83 (m, 211), 103.10-3.20
(m, 111), 3.57-3.67 (m, 1H), 6.63 (d, 1H, J = 8.0 Hz), 6.92-7.00 (m, 3H),
7.13 (d, 111, 3 = 8.0 Hz), 7.29-7.36 (rn, 1H), 7.42-7.50 (m, 111).
Compound 1j-107 [Formula 4741 15   I H-NMR (DNISO-d6) 8: 0.88-1.02
(m, 2I1), 1.07-1.20 Cm, 2H), 1.21 (ci, 611, J = 6.6 Hz), 1.33-1.43 (m, 1E1),
1.75-1.83 (m, 2E1), L98-2.06 (m, 2H), 2.76-2.83 (m, 2H), 3.08-3.18 (m,
III), 3.52-3.63 (m, III), 6.57 (d, 111, J = 8.0 Hz), 6.93 (d, 1H, J = 8.0 20Hz),
6.97 (t, 1H, = 4.5 Hz), 7.12 (t, 1H, J = 4.0 Hz), 7.19 (61, Hi, J = 8.0 Hz),
7.33-7.47 (m, 2H). Compound 1)-l08 [Formula 4751 LO  



lH-NMR (DMSO-d[3) 5: 0.88-1.02 (m, 211), 1.07-1.20 (m, 211), L21 (d,
GET, J = 6.6 Hz), 1.33-1.43 Cm, 1H), 1.75-1.83 (m, 211), 1.98-2.07 Cm,
2H), 2.76-2.83 Cm, 211), 3.08-3.18 (m, 1H), 3.54-3.63 (ra, 111), 6.63 (d,
111, J = 8.0 Hz), 6.93-7.00 (m. 2111, 307.14 (t, 1H, J = 8.0 Hz), 7.20-7.37
(m,  Compound 1j-109 [Formula 476] 00  5 1H-NMR (DMSO-d6) 5:
0.82-1.05 (m, 2H), 1.05-1.20 (m, 2H), 1.21 (d. 6H, J = 6.6 Hz), 1.32-1.43
(rn, 1H), 1.76-1.83 (m, 21), 2.00-2.08 (m, 2H), 2.29 (s, 35), 2.76- 2.83 (m,
2H), 3.08-3.18 (m, 1H), 3.56-8.66 (m, 1H), 6.55 (d., 1H, J = 8.0 Hz), 6.90
(a, 1H, J = 8.0 Hz), 6.93-7.00 (m, 3H), 7.05 (d., 1H, J = 8.0 Hz), 7.17 (d.,
2H, J = 8.0 10Hz). Compound 1j110 [Formula 477] as HI' 15 1H-NME.
(DMSO-cle) 5: 0.91-1.19 (m, 4H), 1.28 (a, 9H), 1.32-1.43 (m, 1H), 1.80 (d,
2H, J = 1.2.0 Hz), 2.07 (d, 2H, 3 = 12.0 Hz), 2.88 (t, 214, J = 6.4 Hz),
3.16-3.27(m, 1H), 5.47 (d., 1H, J = 7.6 Hz), 5.80 (s, 1H), 6.83 (d, 1Ff, 3 =
6.0 Hz), 7.15,7.40 (m, 3H), 7.75 (t, 1H, J = 8.4 Hz), 7.86 (s, 1H). 20
2511-1-NNIR (DMSO-d6) 50 0.91-1.19 (m, 4H), 1.21 (a, 6H, J = 6.9 Hz),
1.321.43 (m, 



11-I), 1.76-1.82 (m, 211), 2.02-2.12 (m, 2H), 2.77-2.83 (m, 211), 3.08-3.27
(m, 2H), 5.48 (a, 111, = 8.1 Hz), 5.80 (d. 1F, J = 2.7 Hz), 6.95 (t., 111, 3 =
6.0 Hz), 7.15- 7.39 (m, 31-I), 7.75 (td, 1H. J = 8.4. 1.8 Hz). 7.86 (t, 111, 3
-32 2.7 Hz) 30Compound 1j-112  [Formula 479] 09 -X14'87' H '11-1-4MR
(DMSO-de) 8: 0.91-1.19 (m, 4H), 1.18 (t, 311, J = 7.2 Hz), 1.30-1.45 (m,
5 11.0, 1.76-1.82 (m, 211), 2.02-2.12 Gm 2114 2.77-2.83 (in, 21), 2.98 (q,
241, J = 7.2 Hz) 3.10-3.30 (m, 111), 5.48 (d, 1H, J = 7.8 Hz), 5.80 (d, 1H,
J = 2.7 Hz), 6.99 (t, 111, J = 6.0 Hz), 7.15-7.40 (m, 3H), 7.75 (td, 111, J =
8.4, 1.8 Hz), 7.86 (t, 1H, 4 7-- 2.7 Hz) 10Compound 1j-118 [Formula 480]
[S]N]-..'r In     Compound 1j-114 15[Formula 481]  Compound 0-115
[Formula 482] 00 JN N 20  H-INTMR. (DIVISO-th) 6: 0.92-1.19 (m, 4E),
1.19 (t, 3H, J = 7.2 Hz), 1.30-1.45 (m, 11), 1.76-1.84 (m, 211), 2.02-2.12
(m, 21-1), 2.74-2.82 (m, 211), 2.98 (q, 211, J = 7.2 Hz) 3.15-3.30 (u, 111),
5.53 (d, 111, J = 8.1 Hz), 5,80 (d, 111, J = 2,4 Hz), 6.92 (t, 1H, J = 8.4
Hz), 7.01 (t, 1H, 4 -= 6.0 Hz), 7.37-7.43 (m, 311), 8.21 (d, 1.H., 4 = 2.4
Hz). Compound 0-116 



Compound H-117 [Formula 4841 0 0 HP4 -I-7-Th )LI-E Compound Ij-118
(Formula 4851 0,9    1H-1\/1\411 (DMSO-d6)8: 0.92-1.19 (m, 4H), 1.19 (t,
3H, J = 7.5 Hz), 1.80-1.45 (m, 1H), 1.75-1.86 (m, 2H), 2.02-2.12 (m, 2H),
2.74-2.83 (m, 2H), 2.97 (q, 2H, J = 7.5 Hz) 3.13-3.80 (m, 1H), 5.38 (d,
11-1, = 8.4 Hz), 5.75 (d, 1H, 4 = 2.7 Hz), 6.99 (t, 151H, J = 6.3 Hz),
7.18-7.28 (ra, 2H), 7_63-7.70 (m, 2H), 8.11 (d, 1114, 4 = 2.7 Hz).
Compound 17-119 [Formula 486] 0. p HI CI 0  ' H-1\11\411) (DM80-c16)
8: 0.88-1.19 (m, 4H), 1.18 (t, 3H, J -4-- 7.5 Hz), 1.28-1.45 (m, 1H),
1.73-1.83 (m, 2H), 2.02-2.13 (m, 211), 2.73-2.81 (m, 2H), 2.95 (q, 2H, J =
7.5 Hz) 3.12-3.30 (m, 1H), 5.36 (d, 111, J = 7.5 Hz), 5.76 (d., 111, J = 2.4
Hz), 6.98 (1 111, J = 6.0 Hz), 7.30 (td, 1H, J = 7.5, 1.8 Hz); 7,42 (td, 111,
4 = 7.8, 1.5 Hz), 7.53- 



257.60 (in, 2H), 7.84 (d, 1H, 4 = 2.7 Hz), Compound Ij120 [Formula 4871
1H-NIVIR (DMSO-a8) 8: 0.92-1.19 Cm, 4H), 1.19 (t, 311, J = 7.5 Hz),
1.30-1.45 (m, 111), 1.74-1.84 (m, 2110, 2.02-240 (m, 2EI), 2.75-2.82 (m,
211), 2.97 (4, 2H; J = 7.5 Hz) 3,20-3.30 (m, 111), 5.52 (d, 1II, J = 7.8 Hz),
5.80 (d, 1H, J = 2.4 Hz), 6.99 (t, 1111, J = 6.0 Hz), 7.13 (d, 111, J ss 8.1
Hz), 7.40 (t, IH, J = 8.1 Hz), 7.62 (c.1: 111, J = 8.4 Hz), 7.72 (s, 1H), 8.22
(d, HI, J = 2.4 Hz).      Compound 1j-121 10[Formula 488] 0 0 HN N
1H-NIVIR (DMSO-ds) 8: 0.92-1.19 (m, 411), 1.19(t, 311, J 7 7.5 Hz),
1.30-1.45 (m, 111R, 1.74-1.84 (m, 211), 2.02-2.12 Cm, 211), 2.75-2.82
(m, 211), 2.98 (q, 211, 4 = 7.5 15Hz) 3.15-3.30 (in, 111), 5.47 (cl, 1H, J =
8.1 Hz), 5.78 (d, 11-1,.J = 2.4 Hz), 7.00 (t, IER 3 = 6.0 Hz), 7.43 (d, 2Ii, 4 =
7.8 Hz), 7.67 (d, 21-I, J = 9.0 Hz), 8.17 (d, 1H, 3 = 2.4 Hz).       Compound
R-122 20[Formula 489] .--.5"----, DC ii -----s 1,1 ,--,-----....(.1'4 ,-----t---<.--
HF '-'------ Il--N "-- 



1H-NMR (DM80-c1.6) 5: 0.94-1.07 (m, 4H), 1.19 (t; 311, J = 7.2 Hz),
1.324.50 (m, 111), 1.81-1.84 (m, 2H), 1.99-2.07 (m, 211), 2.77-2.81 (m.
211), 2.98 (q, 211, 4 = 7.2 75HZ), 8.60-3.77 (m, 111), 7.01-7.05 (m, 1II).
7.22-7.40 (m, 4H), 7.81-7.87 (m, 111), 8.02 (s, 111), 8.36 (s, 1H)
Compound Ij-128 [Formula 4901  opFk..,F ..S',....,N . H11 I....I..--
'------.11-Pi ' H I-1-NMR (DMS10-d6) 8: 0.951.12(m, 4H), 1.18 (t, 311, J =
7.2 Hz), 1.32-1.50 (m, 111), 1.77-1.81 (m, 211), 1.96-1.99 (m, 211),
2.74-2.78 (m, 211), 2.97 (q, 2H, J = 7.2 5Hz), 3.54-3.70 (m, 111), 4.81 (q,
21-1, J = 9.0 Hz), 6.50-6.53 (m, 111), 6.99-7.03 (m, 1H), 7.50 (d, 1H, j
=0.9 Hz) 7.83 (cl, 1H, J = 0.9 Hz).    1H-NMR (DMSO-d6) 8: 0.95-1.23 (m,
411), 



1:19 (t, 311, J = 7.2 Hz), 1.32-1.50 (m, 1H), 1.77-1.81 (m, 211), 2.03-2.07
(m, 2H), 2.74-2.80 (m, 210, 2.97 (q, 211, J = 7.2 Hz), 3.61-3.73 (in, 1H),
7,00-7.04 (m,111), 7.09-7.12 (rn, 110, 7.29-7.37 (m, 211),  157.45-7.52
(m, 1H), 7.88-7.94 (m, 2H), 8.04-8.05 (m, 111). Compound Ij-125
[Formula 492] cc  20    H - NMR (DMSO-d1 6: 0.94-1.14 (m, 411), 



1.19 (t, 3H, J = 7.2 Hz), 1.32-1.50 (m, 111), 1.79-1.83 (m, 211), 1.97-2.03
(m, 211), 2.76-2.81 Cm, 2110, 2.98 (q, 211, J = 7.2 Hz), 3.50-3.63 (m,
1H), 4.43 (q, 211, J = 9.0 Hz), 7.00-7.04 (m, 1H), 7.13-7.15 (m,  1,11),
7.35 (s, 111) 7.55 (s, 1H). 25 Compound 1j-128 [Formula 4931  00 -N
1H-NIVIR (DNISO-d6) 5:1.02-1.08 (m, 2H), 1.17-1.29 (m, 21), 1.19 (t, 3H,
j = 7.5 Hz), 1.36-1.43 (m, 111), 1.79-1.85 (m, 211), 2.05-2.11 (m, 2H),
2.79 (t, 211, 3 = 6.0 Hz), 2.99 (q, 211, J = 7.5 Hz), 3.53-3.62 (m, 141),
6.98 (t, 1H, J = 7.8 Hz), 7.03 (t, 111, J = 6.3 Hz), 7.23 (ad, LEI, J = 7.5, 1.2
Hz), 7,63 (dd. TH, 4 = 7.5, 1.2 Hz), 8.28 111, J = 7,5 Hz).      Compound
0427 10[Formula 494] CI 



0_0 H! N  1H-NMR (HMSO-cis) 8: 0.971.05 (m., 210, 1.18-1.24 (m, 211),
1.16 (t, 311, J = 7.5 Hz), 1.34-1.41 (m, 1H), 1.771.81 (m, 21), 2.02-2.08
(m, 211), 2.76 (t, 211, J = 6.0  Hz), 2.96 (q, 211, J = 7.5 Hz), 3.55-3.64
(na, 1H), 7.00 (t, LH, J = 7.8 Hz), 7.18 (ad, 111, 4 = 8.4, LS Hz), 7.32 (dcl,
111, J = 8.4, 0.6 1-1z); 7.74 (d, 111, J = 1,8 Hz), 8.04 (d, 111, J = 7.8 Hz).
Compound 11128 20[Formula 495] 00  ' H-N11111, (DMSO-dc) 5:
0.98-1.07 (m, 211), 1.15-1.26 (m, 811), 1.32-1.43 (n 111), 1.78-1.84 (in,
211), 1.98-2.09 (m, 211), 2.60 (q, 211, J = 7.5 Hz), 2.78 (t, 211, 3 = 6.3
25Hz), 2.96 (q, 211, 3 =- 7.5 Hz), 3.55-3.64 (m,6.98-7.05 (m, 210, 7.27
(ad, III. J 



= 7.8, 1.8 Hz), 7.47 (m, 1E1), 7.84 (01, 111, J =7.5 Hz) Compound Ii' 129
[Formula 496]  1H-NIVIR (DMSO-d6) 6: 0.92-1.15 Cm, 2H). 1,15-1.35 (m;
214), 1.19 (t, 3H, J = 7.2 Hz), 1.83-1.48 (m, 1H), 1.78-1.88 (m, 2H),
2.04-2.16 Cm, 2H), 2.78-2.84 (m, 2H), 2.97 (q; 2H, J = 7.2 Hz); 3.62-3.80
(m., 1H); 7.02 (t, 1H, J = 6.0 Hz), 7.45 (d, 1H. = 9.0 Hz); 8.09 (dd, 1H, J =
9.0, 2.4 Hz), 8.68 (d; 1H, J = 2.4 Hz), 8.70 (bra, 111).  H-NMR (DMSO-d6)
6: 0.88-1.10 Cm, 2H), 1.15-1.46 Cm, 3H), 1.21 (d, 6H, J = 6.6 Hz),
1.78-1.88 (m., 2H), 1.98-2.08 (m, 2H), 2.76-2.86 (m, 2H), 3.10-3.20 (m,
1H), 8.46-3.62 (m, 1H), 6.91-6.96 (in, 1H), 7.01 (bra, 1H), 7.64 (d, 1H, J =
7.8 Hz), 8.07 15(d, 1H, J 7 5.1 Hz), 8.35 (6.., 1H, J = 7.8 Hz). Compound
11-131 [Formula 498]  20 1H-NMR (DA/ISO-d6) 6: 0.92-1.05 (m. 21I),
1.15-1.30 Cm; 2H), 1.27 (s, 9H); 1.30- 1.43 (m, 1H). 1.77-1.86 (m, 2H),
1.98-2.08 (m, 211), 2.86-2.92 (m, 214), 2.35-8.50 (m; 114), 3.73 (s, 31-0,
6.69 (dd, 1H, J = 8.4, 2.0 Hz), 6.86 (t, 1H, J = 6,0 Hz), 7.01 (d, 1H, J -= 2.0
Hz), 7.10 (d, 1H, J = 8.4 Hz), 7.62 (d, 1H; J = 7.6 Hz). Compound 13-132
[Formula 499]   1H-NMR (DMSO-c1.6)6: 0.92-1.08 (m, 2H), 1.15-1.33 (m,
21), 1.19 (t, 311, J = 7.2 Hz), 1.33-1.42 (m, 1II), 1.76-1.86 (rn, 2E1),
1.98-2.08 (m, 2H), 2.76-2.82 (m, 211), 2.97 (q, 211, J = 7.2 Hz), 3.40-3.58
(m, 1H), 7.01 (t, 111, J = 6.0 Hz), 7.13 (d, III, J = 8.4 Hz), 7.20 (d, 111, 4 =
8.4 Hz), 7.49 (s, 111), 8.01 (d, 111, J --= 7.6 Hz). Compound 11)133
[Formula 5001 10   1H-NMR (DMSO-de) 53 0.96-1.10 (in, 211), 1.16-1.28
(m, 2II), 1.19 (t, 311, J = 7.2 Hz), 1.33-1.46 (m, 1H), 1.78-1.85 (m, 211I),
2.04-2.12 (m, 21I), 2.76-2.82 (m, 2E1), 2.98 (q, 2H, 4 = 7.2 Hz), 3.55-3.70
(m, 1II), 7.01 (t, 111, 4 = 6.0 Hz), 7.12 (t, 111, = 9.6 Hz), 7.48 (d, 111, J =
7.6 Hz), 8.13 (d, 1H, J = 7.6 Hz). Compound 1)134 [Formula 501] 



20 1H-IIMR (DM8016) 5: 0.98-1.08 (m, 211), 1.15-1.26 (m, 211), 1.21 (d,
611, J -= 6.9 Hz), 1.33-1.42 (m, 111), 1.39-1.84 (m, 2FI), 2.05-2.09 (m,
2EI), 2.81 (t, 211, J = 6.3 Hz), 3.10-3.20 (m, 111), 3.61-3.75 (m, 110, 6.98
(t, 111. J = 6.0 Hz), 7.45 (dcl, 111, = 7.5, 0.6 Hz), 7.60 (cid, IF, J = 8.4, 1.5
Hz), 8.17 (d., 111, J =- 1.5 Hz), 8.50 (d, 111, 254 -= 7.5 Hz). Compound
fj-135 [Formula 502]   1H-NMR (DMSO-d6) '5: 0.98-1.08 (m, 2E1),
1.15-1.25 (m, 211), 1.21 (d, 6H, J = 6.6 Hz), 1.35-1.44 (in, 111), 1.80-1.84
(m, 2H), 2.05-2.08 (rn, H), 2.81 (t, 2E1, 3 = 6.3 Hz), 3.10-3.19 (m, 11),
3.62-8.78 (m, 1H), 6.98 (t, 111, J = 6.0 Hz), 7.79 (d, 111, 3 = 2.1 Hz), 8.10
(d, 1H, J = 2.1, 1.5 Hz), 8.52 (d, 111, J = 6.9 Hz), Compound 1j-136
[Formula 5031 a H IC' 1H-NMR (DMSO-d6) 5: 0.97-1.08 (m, 2H),
1.17-1.24 (m, 21-1), 1.19 (t, 311, 3 = 7.5 Hz), 1.33-1.41 (m, 111), 



1.78-1.83 (m, 2H), 2.04-2.08 (m, 2H), 2.78 (t, 211, 3 = 6.3       Hz), 2.98 (q,
2H, 3 = 7.2 Hz), 8.56-3.67 (m, 1H), 7.00-7.04 (m, 2H), 7.39 (d, 1H, 3 =
152.1 Hz), 7.66 (dd, 111, 3 = 8.4, 1.8 Hi),. 8.14 (d., 1H, 3 = 7.5 Hz).
Compound ij-137 [Formula 504]  H 20 1H-NMR (DMSO-d6) 8: 0.96-1.10
(m, 211), 1.12-1.28 (m, 2H), 1.21 (d, 6H, 3 = 6.9 Hz), 1.31 (t, 3H, 4 = 6.9
Hz), 1.33-1.46 (m, 1H), 1.76-1.85 (m, 21), 2.02-2.16 (m, 211), 2.78-2.84
(m. 211), 3.10-3.22 (m, 1E), 3.503.44(m, 1E1), 3.98 (q, 211, 3 = 6.9 Hz),
6.78 (dd, 111, = 8.7, 2.7 Hz), E98 (t, 1H, J = 6.0 Hz), 7.23-7.27 (m, 211),
7.68 25(d, 1E, J = 7.2 Hz). Compound E138 [Formula 505]   1H-14MR
(D1\1SO-dr) 5: 0.94-1.08 (m, 211), 1.14-1.26 Cm, 2H), 1.19 (t, 311, J =
7.2 Hz), 1.33-1.45 (m, 111), 1.77-1.86 Cm, 211), 2.03-2.12 Cm, 211),
2.76-2.82 (m, 2H), 2.98 (q, 2FL, J = 7.2 Hz), 3.52-3.68 (m, 111), 6.97-7.06
Cm., 21I), 7.34 (dd, HI, 3 = 8.4, 4.8 Hz), 7.56 (dd, 111, 3 = 8.4, 2.4 Hz),
7.91 (d, 1H, 3 = 7.6 Hz). Compound Ij-139 [Formula 506] 10 



0, 0 s,( HJ.,;'-N --"`N     (DMSO-d) 5: 0.96-1.12 Cm, 211), 1.16-1.32 (m,
2H), 1.21 (d, 6H, 3 = 6.6  Hz), 1.32-1.46 (m, 110, 1.78-1.86 (m, 211),
2.02-2.16 (m, 211), 2.78-2,84 (m., 211),  3.10-3.21 Cm, 111), 3.58-3.76
(na, 111), 7.00 (t, 111, J = 6.0 Hz), 8.19-8.23 (m, 211), 15 



8.52 (d., 11I, J = 6.9 Hz).     Compound 1j-140     [Formula 507]     0  20
14-NMR (D141[90-d6) 5: 0.96-1.12 (m, 211), 1.12-1.30 (m, 211), 1.21 (d,
611, J = 6.6 Hz). 1.32-1.46 (ra, 111), 1.78-1.86 Cm, 2H), 2.02-2.16 (m,
211), 2.78-2.84 Cm, 211), 3.10-3.20 Cm, 111). 3.58-3.78 (m, 111), 7.01 (t,
111, J = 6.0 Hz), 8.08 (dd, 1FI, J = 8.4, 2.7 Hz), 8.19 (d, 111, J = 2.7 Hz),
8.38 (d, 111, J = 7.2 Hz.). 25 



Compound Ij-141 [Formula 508]  time p 2Hci H),N/ 'H-d6) 6: 0.974.08 (m,
2II), 1.15-1.22 (m, 5H), 1.34-.1.42 (m, 110, 1.78-1.83 (m, 214), 2.04-2.08
(nu 2E1), 2.78 (t, 211, J = 6,0 Hz), 2.98 (q, 211, J = 7.2 Hz), 3.53-3.62 (m,
1H), 3.81 (s, 1H), 7.02 (t, 1H, J = 6.3 Hz), 7.41 Cs, 1II), 7.53 (s, 111), 7.88
(cl, 111, J = 7.5 Hz). Compound 15-142 [Formula 509] 10       Compound
15443 [Formula 510] 20   



'H-NMP. (DM80-d6) 5: 0.94-1.08 (m, 2H), 1.16-1.33 (m, 2H), 1.19 (t, 3E1,
J = 7,2 Hz), 1.33-1.45 (m, 111), 1.77-1.86 (m, 211), 2.00-2.08 (m, 2H),
2.74-2.82 (m, 211), 2.98 (q, 2H, J = 7.2 Hz), 8.38-3.54 (En, 111),
6.90-7,00 (m, 111), 7.02 (t, 111, J = 4.5 Hz), 7.19 (ad, 111, J = 8.4, 5.1
Hz), 7.38 (cid, 111, J = 8.4, 2.7 Hz), 7.88 (d, 111, J = 7.8 Hz). Compound
15444 [Formula 511]  0" 0/-= 0 7-1           (DM80-(16) 6: 0.94-1.06 (in, 2H),
1.19-1.29 (m, 2H), 1.18 (t, 311, J = 7.2 Hz), 1.31-1.41 Km, 1H), L79-1.84
(in, 2H), 2.01-2.05 (m. 213), 2.77 (t, 211, J = 6.0 Hz), 2.98 (a, 211, J = 6.9
Hz), 2.41-3.57 (m, IH), 6.71-6.79 (na, 111), 7.06-7.08 (m, 211), 7.31 (dd,
111, J = 8.7, 4.8 Hz), 8.03 (d, 1H, J = 7.8 Hz). Compound 1j-145 [Formula
512] 0, 0 LNJ'N 0 _-k' /2: 10 I H-NMR (DMSO-d6) 6: 0.95-1.16 (in, 2H),
1.18-1.44 (m, 3H), 1.21 (d, 611, J = 6.6 Hz), 1.78-1.86 (in, 211),
2.02-2.122H), 2.78-2.84 Km, 211), 3.10-3.20 (m, 1H), 3.40-3.58 (m, 113),
6.95 (t, IH, J --s 7.8 Hz), 7.01 (brs, 1H), 7.09 (t, 113. J = 6.9 Hz), 157.22
(d, 1H, J = 6.6 Hz), 7.31 (d, 111, J -= 7.8 Hz), 7.83 (d, 111, J = 7.8 Hz).
Compound -U-146 [Formula 513] 0 s N HNW 



20 Compound 1j-147 [Formula 514] 0 s ,N 25Compound 1]-148 [Formula
5151  Compound Ij-149 [Formula 5161 - N   I H-NMR (DIVISO-d6) 8:
0.93-1.10 Cm, 211), 1.13-1.30 (m, 2H), 1.19 (t, 3H, J = 7.5 Hz), 1,39 Cm,
1H), 1.76-1.87 (m, 2H), 2.02-2.14 (m, 211), 2.79 (t, 2H, J= 6.3 Hz), 2,98
(q, 211, J = 7.5 Hz), 3.56-3.70 Cm, 1H), 6.95-7.05 (m, 2E1), 7.20 (t, 111, J
= 7.8 10Hz ), 7.37 (d., 1H, J = 7.8 Hz), 7,64 (d, 11-1, J7.5 Hz), 7.92 (d, 1II,
J = 7.5 Hz). Melting point: 168-I69C Anal. Calcd for 0161123N30292:
0,54.36; H,6.56; N,11,89; 8,18.14. Found: 0,54.32: H, 6.55' N,11.89;
8,18.05. Compound 11-150 15[Formula 5171 9"9  H-NMR (DMSO-do) 8:
0.93-1.10 (m, 21-1), 1.12-1.30 (rn, 2H), 1.19 (t, 31-I, J = 7.2 Hz), 1.89 Cm,
11-1), 1.77-1.87 (m, 2H), 1.99-2.12 Cm, 2H), 2.78 (t, 2H, J = 6.6 Hz),
202.98 (q, 211, J = 7.2 Hz), 3.40-8.58 Cm, 11-1), 6.95 (t, 1H, J = 7.8 Hz),
7.02 (t, 1H, J 



= 6.0 Hz), 7.09 (t, 11-I, = 7.8 Hz), 7.22 (d, 1H, J = 7.5 Hz), 7.31 (d, 1H, J =
8.1 Hz), 7.88 (cl, 1H, J = 7.8 Hz). Melting point: 170-17100 Anal. Calcd for
C161123N3 033: 0,56.95; H,6.87; N,12.31.5; 8,9.50. Found 0,56.91;
11,6.91; N,12.43; 8,9.51. Compound Ij-151 [Formula 518] (7,9 J   H-NMR
(DIM80-d6) EL: 0.92-1.10 (rn, 211), 1.12-1.30 (m, 211), 1.21 (d, 611, J =
6.9 Hz), 1.38 (m, 11), 1.76-1.87 Km, 210, 2.02-2.14 (m, 211), 2.81 (t, 211,
J = 6.0 Hz), 3.08-3,22 (m, H-), 3.54-3.70 (m, 6.8$ (t, 111, J = 10.5 Hz),
6.99 (t, 1H, J = 5.4 5Hz), 7.17 (ad, 111, J = 10.5, 2.1 Hz), 7.63 (dd, 111, J
= 8.4, 5.7 Hi), 8.10 (cl, 1H, J = 7.5 Hz). Melting point 165-166C Anal.
Calcd for C17H24EN30232: 0,52.96; N,10.90; 8,16.63. Found: 0,52.99;
11,6.31; 1%5.00; N,10.91; 8,16.84.      Compound Ij-152 10[Formula 5191
1H-NELIR (DMSO-de) 8: 0.921.09 (in, 211), 1.11-1.28 (in, 211), 1.22 (d.,
611, J = 6.9 Hz), 1.38 (m, 111), 1.75-1.82 (m, 211), 2.02-2.12 (m, 211),
2.81 (t, 211, J = 6.3 Hz), 3.10-3.20 (m, 111), 3.52-3.67 (m, H), 6.98 (t, 1H,
J = 6.0 Hz), 7.03 (td, 111, J -= 9.6, 2.7 Hz), 7.84 (ad, 111, J = 9.0, 5.1 Hz),
7.57 (ad. 111, J = 9.0, 2.7 Hz), 7.91 (d, 111, J = 7.2 Hz). Melting
point:151-152C Anal. Calcd for CL 7 H2 4 FINi 0282: C,52.96: 11,6.27;
F,4.93; N,10.90; 9,16.63. Found: 0,52.97; 11,6.28; F,4.90; N.10.87:
8,16.71. 20 Compound Ij153 [Formula 520] F 0 01  // .------- "NN H H-NMR
(DMSO-d6) 8: 0.94-1.12 (in, 211), 1.141.31 (m, 211), 1.22 (d. OH, J = 6.6
25 



Hz), 1.39 (m, 111), 3.10-3.22 (m, 1H), 7.18-7.28 (in, 211), 1.76- 3.55- 8.21
1.87 (m, 211), 2.02-2.15 (m, 211), 3.70 (m, 11), 6.84-6.94 (m, 111), (cl,
111, 3 = 7.2 Hz). 2.81 (2, 211, J = 6.3 Hz), 6.99 (t, 111, J = 6.0 Hz),
Compound I] 54 30[Formula 521]             (DM30-d6) 8: 0.93-1.10 (m,
211), 1.13-1.30 (m, 2H), 1.22 (d, 611, J = 6.9 Hz), 1.38 (m, 1.11),
1.76-1.87 (m, 2H), 2.02-2.14 (m, 2H), 2.81 (t, 2H,= 6.0 Hz), 3.08-3.22 (m,
1H), 8.54-3.70 (rn, 1H), 6.98 (c, 111, J = 6.0 Hz), 7.02 (dd, 111= 8.1, 2.1
Hz), 7.39 (d, 111, J = 2.1 Hz), 7.66 (d, 1H, J = 8.1 Hz), 8.15 (d, 1H, J = 7.5
Hz). Melting point:166-167C Anal. Calcd for C17 H24 C1N3 0982 C.50.79;
H,6.02; C1,8.82; N,10.45; 8,15.95. Found; 6,50.84; H,6.04; C1,8.80;
N,10.44; 8,16.00. 10 Compound Ij-155 [Formula 522] 0 0 0,, H 15'H-NMR
(DMSO-ciG) 6: 0.92-1.08 (m, 211), 1.20-1.34 (m, 2H), 1,22 (d, 611, J =
6.8 



Hz), 1.38 (m, 1H), 1.78-1.86 (m, 2H), 1.99-2.14 (m, 2H), 2.80 (t, 2H, J =
6.4 Hz), 8,10-3.20 (m, 1H), 3.42-3.54 (m, 1H), 6.74 (td, 111, J = 8.8, 2.8
Hz), 6.98 (t, 111, J = 5.6 Hz), 7.06 (dd, 111, J = 9.6, 2.8 Hz), 7.30 (dd.
111, J = 8.0, 4.4 Hz), 8.02 (d, 111, J = 8.0 Hz). Anal. Calcd for Cl 7 112 4
FN2 038: 6,55.27; H,6.55; F,5.14; N,11.37; 208,8.68. Found: C,55.16;
14,6.50; F.5.16; N,11.30; 8,8.42. Compound Ij-156 [Formula 523]
(DMSO-dG) 6; 0.92-1.08 Gia, 211), 1.20-1.34 (in, 211), 1.22 (d, 6H, J =
6.9 Hz), 1.38 (m, 1H), 1.78-1.86 (m, 2H), 2.00-2.14 Cm, 2H), 2.81 (t, 2H, J
-= 6,3 Hz), 3,10-3.21 (m, 111), 138-3.54 (rn, HI), 6.90-7.00 Cm, 211), 7.19
(dd, 114, J = 8.4, 4.8 Hz), 7.33 (dd, 111, J = 8.4, 2.4 Hz), 7.86 (GI, 1H, J =
7.8 Hz). Melting point: 170- 30171C Anal. Calcd. for CI 7 H2 4FiNs ()GS;
C,55.27; 14,6.55: F,5.14; N,11.37; 8.8.68.  Found; C,55.31; H,6.59:
F,5.13: N,11.46; 8,8.59. Compound:U-157 [Formula 524] 9.0,9c j 'N)<)N I
H-N1VIR (DMSO-ds) 8: 0.88-1.20 (m, 4H), 1.20 (d, 611, J = 6.9 Hz), 1.36
(m, 1H), 1.75-1.83 (in, 2H), 2.02-2.13 (m, 2H), 2.79 (t, 2H, J = 6.0 Hz),
3.05-8.25 (m, 2I4), 5.36 (d, 111, J = 7.8 Hz), 5.76 (d, 111, J 2.4 Hz),
6.95(t, 1H, J = 6.9 Hz), 7.30 (td, 101H, J = 7.5, 1.8 Hz), 7.42 (td, 1H, J =
7.8, 1.5 Hz), 7.53-7,60 (m, 2H), 7.84 (d, 1H, J = 2.7 Hz). Melting point:
142-143C Compound U-158 [Formula 525]  N N 16 



LH-NAIR (DM80-c16) 8: 0.92-1.08 (m., 2H), 1.19-1.34 (m, 2H), 1.27 (s,
9H), 1.38 (m, 111), 1.78-1.86 (m, 2H), 1.99-2.14 (m, 2H), 2.88 (t, 2H, J =
6.3 Hz), 3.40-3.56 (m, 111), 6.75 (td, iF., J = 8.7, 2.7 Hz), 6.87 (t, 1H, 3 =
6.0 Hz), 7.06 (ad. 111, J = 9.3, 20 2.7 Hz), 7.31 (dd, 111, 3 = 8.7, 4.5 Hz),
8.02 (d, 1H, 3 = 7.8 Hz). Molting point: 220-221C Caled for CI 8 H2 6 FN3
Os 3: C,56.38; 11,6.83; F,4.95; N,10.96; 8,8.36. Found: C,56.41: H,6.90;
F,4.96; N,11.07; 8,8.36. Compound U-159 [Formula 526]
(1)14180-(16) 8: 0.911.08 (in, 2H), 1.16-1.46 (m, 3H), 1.27 (s, 911). 1.77-
1.87 (m, 211), 1.98-2.10 (m, 2H), 2.89 (t, 2H, j 55 6.0 Hz), 3.38-3.54 (m,
1H), 6.88 30(t, 111, J = 5.7 Hz), 6.90-7.00 (m, 1H), 7.19 (ad, 1H, J = 8.7,
5.1 Hz), 7.34 (dd, 111,  J = 8.7, 2.7 Hz), 7.88 (d, 111, J = 7.5 Hz). Anal.
Ceded for Ci 8 EL 6' 17N3 CE 3: 0"56.38; 11,6.83: 1%4.95; N,10.96;
3,8.36. Found: 0.56.39; 11,6.93: F,4.98; N,11.09: 3,8.29. 5Compound
1j-160 [Formula 527] H (DMSO-d6) 60 0.95 (t, 311, J = 7.8 Hz), 0.92-1.07
(in, 2H), 1.21 (d, 311, J 106.9 Hz), 1..20-1.47 (m, 41), 1.77-1.96 (in, 3H),
1.98-2.08 (m, 211), 2.79 (t, 211, J 6.3 Hz), 2.85-2.98 (m, 111), 3.42-2.57
(m, 111), 6.71-6.80 (m, 111), 7.09 (t, 1H, J = 5.7 Hz), 7.06 (ad, 111, J =
9.3, 2.7 Hz), 7.81 (del, 1H, J = 8.7, 4.5 Hz), 8.02 (el, 1H, J = 7.8 Hz).
Melting point: 172-1730 Anal. Calcd for 0] 8 H2 G FNs 033:
C,56.38:114.95: N,10.96:Found: 0,56.37: H,6.84; F,5.01: N,11.12;
153,8.14. Compound 1j-161 [Formula 528] NTh (?-"\ 20 



1H-NMR (DMSO-ds) 6: 0.95 (t, 311, J = 7.5:Hz), 0.92-1.08 (m, 211), 1.21
(ci, 311, J 6.9 Hz), 1.20-1.47 (m, 411), 1.77-1.96 (m, 311), 1.98-2.08 (m,
2H), 2.79 (t, 211; J = 6.3 Hz), 2.85-2.98 (m, 111), 3.38-3.56 (m, 111),
6.90-6.98 (In, 1H), 7.00 (t, 1H, J = 6.0 Hz), 7.19 (dcl, 111, J = 8 7, 5.1 Hz),
7.33 (dd, 1H, J = 8.7, 2.7 Hz), 7.88 (d, 111, J = 7.8 Hz). Melting point;
173-174C Anal. Calcd for CI 8E2 6 FN3 033; 0,56.38;11,6.83: F,4.95:
1110.96; 3,3.36. Found: 0,56.45; 11,6.80; 11,4.93: N,1 02; 3,8.54. [0085]
30Experiment 1 Transportability through the blood-brain barrier and
potential for drug-drug interactions through F-gp Transportability of the
compounds of this invention through the blood-  brain barrier (blood-brain
partition coefficient; Kp) in mice (fcl:C5713L/6J mice, 6], 7 weeks) was
defined from the difference in concentration of the compounds between in
plasma and in brain after intravenous administration of the compounds
(0.5 mg/2 mL/kg). The brain Kp value of Compound (I-72) (Kp Gm].) was
1.29 showing high transportability through the blood-brain barrier.    To
examine the potential for drug-drug interactions through P-gp in vivo, the
Kp values of compounds of this invention with (Kp csk) or without (Kp
cont.) cyclosporin A (20 mg/kg), a P-gp inhibitor, were calculated. The Kp
GSA value of Compound (1-72) was 1.14, and the calculated Kp GSA Kp
com] ratio was 0.9. The 10result indicate that Compound (1-72) has no
significant potential for drug-drug interactions through P-gp in mice. [0086]
On the other hand the potential for drug-drug interactions through P-pg of
amide compound B which has similar structure of Compound (1-72) was
also 13examined in mice. The Kp cod, and Kp GSA were 0.04 and 0.84,
respectively. The Kp csA/Kp cunt ratio was more than 1.0 (i.e. 20.5),
indicating that the compound is effectively excreted through P-gp from the
brain to vessels, and that significant drug-drug interactions through P-gp
could be induced in mice. [Formula 529]  N o 



Compound B 20 [0087]  [00881 Experiment 2 Inhibitory effect on cAMP
production in CHO cells    CHO cells expressing human NPY Y5 receptor
were incubated in the presence of 0.1 mM isebutylmethyixanthine
(SIGMA) and 0.2mM 110-201724 (Calbiochem) at 37 C for 20 min. After
the incubation the compound of this invention was added, and then the
mixture was incubated for 10 min. Next, 50 nM NPY and 10 uM forskolin
(SIGMA) were added, and the mixture was incubated for 30 mm. After
termination of the reaction by adding IN HO, the amount of cAMP in the
supernatant was determined with a ETA kit (Amersham LIFE SCIENCE).
The 1.0inhibitory activity of NPY against forskolin stimulated cAMP
production was expressed as 100% and the 50% inhibitory concentration
(IC50 value) of the compound of this invention against the NPY activity
was calculated. [00891 Experiment 3 15Using the membranes prepared
from Yl-expression cells (human neuroblastoma, SK-N-MC) and the
membranes prepared from Y2-expression cells (human neuroblastoma,
SMS-KAN), the experiment was carried out in a similar way as Experiment
2 to determine the affinity of the compounds for NPY 11 and NPY Y2
receptor. The results showed that the compounds of this invention had no
20significant affinity for their receptors, indicating high selectivity for NPY
Y5 receptor. [00901 Experiment 4 



Under diethylether anesthesia the skull of male C57BLIGT mice (12-14
week 25old, 25-30g) was exposed by making an incision about 1-cm long
from external occipital crest to nasal dorsum, and then drilled in the 1-mm
lateral position to the left following 1-mm posterior from bregma. After
recovery from anesthesia mice were dosed with either 0.5%
hydroxypropylmethyl cellulose solution (vehicle, ShinEtsu Chemical Co.,
Ltd) or the compounds of this invention suspended in the 0.5%
30hydroxypropylmethyl cellulose solution, At one hour after the treatment,
each animal received saline or a NPY Y5 receptor specific agonist, [cpp
1-7, Npy19-23, Alan, Aibs2, GIn341-1-1Pancreatic Polypeptide (0.1
nmo1/1.5 uL saline/mouse) through the skull opening using a canula.
Residual food was measured at 2 and 4 hours after the treatment. The
inhibition ratio of Y5 agonist-induced food intake by the 35compounds was
calculated as follows; inhibition ratio (%)=U-(food intake (g) by the
compound treated and 15 agonist received mice - food intake (g) by the
vehicle treated and saline received mice)/(food intake (g) by the vehicle
treated and 15 agonist received mice-food intake (g) by the vehicle treated
and saline received mice)1x100. As shown in Table 2, the compounds at
1.5mg/kg or 6 mg/kg caused a significant inhibition in 15 agonist
induced-food intake compared to the 0.5% hydroxypropylmethyl cellulose
solution. The inhibition ratios 4 hours after dosing are shown in Table 2.
[0091] Table 21 Compound No. Inhibition ratio 76.2% Compound No.
Ij-153 73.0% Inhibition ratio 



Ii-45   ------ 1i-55 64.3% 1j454 81.3% Ij-4 88.2% 1j-155 56.1%* Ij-110
90.3%   Ij-149 62.6% 1j-158 70.5% 



Ij-150 25.3% 1j1.59 83.2% Ij-151 78.4%* Ij-160 36.6%* Ij-152 62.6%*
Ij-161 15.8%*  * Dose: 1.5mg/kg 100921 Experiment 5    Prior to
administration of the compounds of this invention, Male C57BL/6j mice
were given a high-fat diet to induce obese. The high-fat diet-induced
obese mice (13-14 week old, body weight 28-33g) were dosed with 0.5%
hydroxypropylmethyl cellulose solution (vehicle, Shin-Etsu Chemical Co.,
Ltd) or the compounds of this invention suspended in the 0.5%
hydroxypropylmethyl 10 cellulose solution twice a day (bid.) for 3 weeks
with the same diet. The changes in body weight were monitored daily. As
shown in Figure 1 and 2, the compounds of this invention at 6mg/kg b.i.d.
resulted in a significant suppression of body weight gain compared to the
0.5% hydroxypropylmethyl cellulose solution (vehicle).  



[00931 Formulation Example    The following Formulation Examples are
only exemplified and not intended to limit the scope of this invention.
Formulation Example 1 Tablets Compound (I-1) 15 mg Starch15 mg
Lactose15 mg Crystalline cellulose19 mg Polyvinyl alcohol 3 mg Distilled
water30 ml  10 15  MCSLLP  Claims     



00 Ij-160  or   R'p lj-161H   a pharmaceutically acceptable salt or solvate
thereof. [2] A compound of chemical formula 20:  MCSLLP      a
pharmaceutically acceptable salt or solvate thereof. [3] A compound of
chemical formula 211 



H F 0000 ,... _'' 1]-153 T 11-",----, s)lj- 54 H 'N-ANk H   a pharmaceutically
acceptable salt or solvate thereof. 10[41 A pharmaceutical composition
comprising the compound, pharmaceutically acceptable salt or solvate
thereof of any one of Claims 1 to 3.   [5] A pharmaceutical composition
comprising the compound, pharmaceutically acceptable salt or solvate
thereof of any one of Claims 1 tci 3 and exhibiting NPY Y5 15receptor
antagonistic activity. [61 An anorectic or anti-obesity composition
comprising the compound, pharmaceutically acceptable salt or solvate
thereof of any one of Claims 1 to 3. 
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